MNPUJIOKEHHE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. HNME HA JJEKAPCTBEHUA ITPOAYKT
ITomamunomun Teva 1 mg TBBbpaU Karcynu
[Momanuaomua Teva 2 Mg TBBPAU KaNCyIu
[Homamuaomua Teva 3 Mg TBBpAM Karcyiu
[Homanunomug Teva 4 Mg TBBpAU KanCyIH

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Homamunmomun Teva 1 mQ TBEPAM KAOCYIU

Besika TBBpaa Karcyna ceaspika 1 mg momamumomu (pomalidomide).

TToMoIIHH BEIECTBA ¢ U3BECTHO IEWCTBUE

Bcsika TBBEpaa kancymna ceaspka 47,5 mg akTo3a (KaTo MOHOXHIPAT).
Bceska tBbpaa kancyna ceabpika 0,0350 mg 6punssatao cunso FCF (E133).

ITomamumomun Teva 2 MQ TBEPAM KaICYJIN

Bcesika TBBpa Karcyna chabpika 2 mg nomanuaomua (pomalidomide).

ITomomHo (1) Bemectso(a) ¢ U3BECTHO AEHCTBUE

Bcesika TBBpa Karncyna chabppxka 95 mg aktos3a (KaTo MOHOXHUAPAT).
Besika TBBEpaa kancyna ceaspika 0,0561 mg 6punsatao cuaso FCF (E133).

Homamunmomun Teva 3 MQ TBEPAU KANCYIIU

Besika TBBpa Karcyina ceaspika 3 mg nomamumomu (pomalidomide).

ITomomnuo(n) Bemectso(a) ¢ U3BECTHO AEHCTBUE

Bcesika TBBpza Kamncyna cpabpka 142,5 mg nakrosa (kaTo MOHOXHIPAT).
Bceska tBbpaa kancyna ceabpka 0,0610 mg 6punssatao cunso FCF (E133).

Homamunmomun Teva 4 MQ TBEPAU KANCYIIU

Besika TBBpa Karcyia ceabpika 4 mg nomamumomu (pomalidomide).

TTomomuo(u) BemectBo(a) ¢ U3BECTHO AEHCTBUE

Besika TBBpaa Karcyina ceabpika 190 mg makrosa (KaTo MOHOXHIPAT).
Bceska tBbpaa kancyna ceabpka 0,0751 mg 6punssatao cunso FCF (E133).

3a IBJIHUA CIIMCHK Ha IMTOMOILHUTE BEIECTBA BHKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Teepaa kancyna (karcysna)



ITomanumomua Teva 1 MQ TBBpAN KaIICYIH

TBBpAa jKenaTHHOBA Karcyia MpuOIM3nuTeTHo 14 MM cbC CHHBO HETIPO3PaYHO Kanade U KbITO
HETPO3payvHo TsI0, C HAAINC ,, 1 BBPXY KamayerTo U ,,1” BbpXy TsUI0TO.

TTomamumomun Teva 2 MQ TBEPIM KaICYJIA

TBbp/a jKeNaTHHOBA Karcya MpUOIM3UTETHO 18 MM che CHHBO HEMPO3PAaYHO Karadye U OpaHKeBO
HEIPO3payvHoO TAJI0, C HAAIMNC ,, 1~ BbPXY KarmayueTo u ,,2” BbPXY TIOTO.

Homamunmomun Teva 3 MQ TBEPAU KANCYIIU

TBBpAa jkenaTHHOBA Karcyia NpuoIM3nTeTHo 18 MM cbC CHHBO HETIPO3PAaYHO Karade U 3eJIeHO
HETPO3payvHo TsI0, C HAAINC ,, 1 BBPXY KamayeTo u ,,3” BPXY TsUIO0TO.

ITomanumomua Teva 4 MQ TBEPAN KAIICYIU

TBBp/a jKeNaTHHOBA KaICyia MPUOIU3UTETHO 18 MM chc CHHBO HEMPO3pavYHO Karave U CBETIIOCHHBO
HEIPO3PayvHO TSUIO, C HAIIIUC ,, | BBPXY Kamadero u ,,4” BBPXY TUIOTO.

4. KJIMHUYHU JAHHU
4.1 TepaneBTUYHM MOKA3AHUSA

ITomanunomun Teva, B koMOuHaIms ¢ 60pTe30Mub 1 JeKCaMeTa30H, € TIOKa3aH IpH JICUCHHE Ha
BB3PACTHU MALUEHTU C MYJITUILUIEH MUEJIOM, KOUTO Ca MOJIYYWIH [TIOHE €IHA MIPEABAPUTEIIHA CXEMa Ha
JICUCHHE, BKITIOUBAIIA JCHATUIOMUI.

IHomamuanomuy Teva, B koMOWHAIMS ¢ JeKCaMETa30H, € TOKa3aH MpH JISYeHNE Ha Bb3PACTHH
MAIMEHTH C PEIUAUBHPAI U pedpakTepeH MYITUIUICH MUEJIOM, KOUTO Ca TOTYYHIIH ITOHE JIBE
MIPEIBAPUTEIHN CXEMH Ha JICUYCHHUE, BKIFOYBAIN U JICHATUIOMU, U 0OpTE30MHO, U ca ToKa3aln
mporpecus Ha 3a00JIIBaHETO MPH MOCIIeTHATA TePaITHsL.

4.2  Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

Jledenuero TpH6Ba Ja 6’[:,[[6 3aI104YHATO U IPOCIICASABAHO IO Ha6J'IIO,I[eHI/IeTO Ha JICKapu € OI1T B
JICYCHUCTO Ha MYJITUIIJIICH MHUCJIOM.

[punaranero MpoabJKaBa UK CE IPOMEHS CITOpe] KITMHUYHUTE U 1a00paTOpHUTE pe3ynTaT (BiK.
Touka 4.4).

gO?»H[}OBKa

Homanuoomuo 6 kombunayus ¢ 6opme3omud u deKcamemaszon
[IpenoppunTenHaTa Ha4agHa 1032 MOMaTUAOMU € 4 MY, mprueMaHa MepopaHO BETHBK JHEBHO B
Huu 1 no 14 ot noBTapsiu ce 21-1HEBHU LIUKIIH.

ITomanmmomu ce mpuiara B KOMOWHAINS ¢ OOPTE30MHUO M IEKCAMETa30H, KAKTO € ITOKa3aHo B
Tabmuma 1.

I[IpenopbunTENHATA HAYaIHa 1032 6opTe3omub e 1,3 My/M? UHTPaBEHO3HO WM HOJKOKHO BEIHBXK
JHEBHO B JHMTE, ocoueHu B Tabmuia 1. [IpenoprunrenHara 103a qekcamerason ¢ 20 Mg, npuemMana
MIepOpaTHO BETHBK THEBHO B IHHUTE, ITocoueHU B Tabmura 1.

Jledenuero ¢ noMaanuaoMua B KOM6I/IHaI_II/I$I C 60pT630MI/I6 n ACKCaMC€Ta30H ’I’p$[6Ba Ja CC npujiara 1o
IIporpecusd Ha 3a00JIIBaHETO WIIH 10 Bb3HHMKBAHEC Ha HEIIPUEMIIMBA TOKCUYHOCT.



Taoauna 1. HpenoquMTe.m{a CXeMa Ha NpujiaraHe sa noMmajaduJoMu/1 B KOMOMHALMS C

OopTe30MHUO U AeKcaMeTa30H

Huksba 1-8 Hen (0T 21-1HEBEH HUKBI)
1(2|3]|4]|5 7181910111213 |14|15|16(17|18|19|20|21
ITomamunomus (4 mg) o | o | e | o] e o | o | o | oo | 0| e e
Boprezomu6 (1,3 mg/m?) | . . .
Jexcamera3oH (20 mg) * | | o o | o | e o |
Crnexn nuksiI 9 Jen (oT 21-1HEBEH MUKBI)
1123|415 718(19]10(11]12]13|14|15|16|17|18|19|20|21
IMomamunomun (4 mg) O I B B e |o | o o | 0| e| e e
Boprezomu6 (1,3 mg/m?) | o .
JexcameTasoH (20 mg) * | o | ¢ o |

* 3a ManueHTy > 75-roJWIIHA BB3pacT BIKTE ,,CICIHATHH TOMyTalum ‘.

HDOM}ZHCI Ha 003ama uiu NPpEeKvCBAHEe HA npuema Ha noMaaud OMuo

3a J1a ce 3amovHe HOB MKBJI MOMATMIOMHUI, OPOAT Ha HeyTpopuamTe TpsadBa na 6bae > 1 x 10%1, a

OposaT Ha TpombormTHTE > 50 X 1091,

Ykazanwus 3a MpeKbCBaHE Ha MPUEMa WM HaMaJIsIBAHE Ha J103aTa MMPH HEXKEIIaHU JIEKaPCTBEHU
peaKiuy, CBbP3aHM C IOMAIHIOMHU/I, ca AajicHU B TaOiuila 2, a J030BUTE HUBA Ca ONPE/ICIICHU B

Tabmuia 3 no-momy:

Tabanna 2. Yka3zaHusi 32 NPOMsIHA HA 103aTa NOMATHAOMHUA”

ToxcuuHocT

HpOMﬂHa Ha 103aTa

HeyTponenusi*

ABH** < 0,5 x 10%1 unu ¢pebpuaHa HEYTPONEHUS

(temmepartypa > 38,5°C u ABH < 1 x 10%1)

[IpexbcHETE TEUECHUETO ¢ MOMANTHIOMU 32
OoCTaHaJIaTa 4acT OT IIMKbiIa. M3cnensaiite
[TKK*** exxecenMAYHO.

O6patHo nokausane Ha ABH mo > 1 x 109/

HpOZ[’LJ'DKeTe JICYCHUCTO C MIOMAJIMAOMUN IIPU
CIHO JO30BO HUBO IMO-HUCKO OT IpCAnIIHATa
J03a.

3a Bceku ciaensan crag a0 < 0,5 x 10%/1

HpeK’bCHeTe JICYCHUETO C IIOMAJITMAOMU .

O6parro nokausane Ha ABH no > 1 x 1091

[IpoasmkeTe IEYCHUETO C ITOMATUAOMHU/T TIPH
€IHO T030BO HUBO IMO-HUCKO OT MPEIUIIIHATA
J103a.

TpomGouuTONnEHHUS
Bpoii tpomGonuu < 25 x 10%I

[IpexbCcHETE JICYCHUETO C TIOMATMIOMHM/I 3a
ocTaHaJIaTa 4acT OT [UKbJIA. M3ciaenBaiire
[TKK*** exxecenMAYHO.

OO0patHo nmokayBaHe Ha OpOsS TPOMOOLIUTH A0
>50 x 10%1

HpOZ[’LJ'DKeTe JICYCHUCTO C MIOMAJIMAOMU IIPpU
CIHO JO30BO HUBO IMO-HUCKO OT IpCANIIHATa
J03a.

3a Bceku ciaenpani crazg a0 < 25 x 1091

HpeK’bCHeTe JICYCHUETO C IIOMAJTMAOMU .

OO6parHO TTOKaYBaHe Ha OPOsI TPOMOOITUTH 10
>50 x 1091

[IpoasmkeTe IEYCHUETO C ITOMATUAOMHU/T TIPH
€IHO JT030BO HHUBO MO-HUCKO OT MPEIUIIHATA
J103a.




Oo6pus OOmucere MpeKs>CBaHe HA TIpUEMa WITH

OO0puB = cteneH 2-3 MPEKPATSBaHE HA JICYCHUETO C MOMAIIUAOMUI,
OO0puB = cTeneH 4 uau 00pasyBaHe HA MEXypH CripeTe OKOHYATETHO JICUYCHUETO
(BKIIFOUMTETTHO aHTHOEIEM, aHADHUITAKTHIHA (Bx. Touka 4.4).

peaxus, eKconuaTHBEeH WIN 0yI03eH 0OpUB
WM aKO UMa ChMHEHHE 32 CHHIPOM Ha Stevens-
Johnson (SJS), Tokcruna enumepmairHa
uexponmsa (TEN) wan gekapcTBeHa peakims ¢
eosuHopmHs 1 cucteMuu cumnromu (DRESS))

AEYFI/I HpeK'bCHeTe JICYCHUCTO C IMIOMAJIMJIOMU 34
I[pyrI/I > creneH 3 CBBpP3aHU C TOMAJIUIOMU oCTa”HalJlaTa 4aCT OT IIMKbJIA. HpI/I CJICABalus
HEXXEITaHH CHOUTHS HUKDBJ MPOABILKETC IMPU €AHO J030BO HUBO

MO-HHUCKO OT MPEIUIITHATA J1032 (HEKEIaHOTO
crOUTHE TPSAOBA 1A € OTIIYMSIIO WITH J1a CE €
mo100pMII0 10 < CTETEH 2, Ipe/Iu J1a
TTOAHOBHTE TIPHIIATAHETO).

* Yka3aHHATa 3a IPOMSIHA Ha J103aTa B Ta3u TabJHIa ca NPHIOKUMH 32 IIOMAIMAOMH B KOMOUHALHS ¢ G0pTE30MUO 1
JIeKCaMeTa30H U 32 MOMaJIMIOMHU B KOMOMHALHUS ¢ IeKCaMeTa30H.

*B cirydaii Ha HeyTPOIICHHS JIeKapsIT TpsOBa 1a OOMHCIH H3IOJI3BAaHETO Ha PACTEKHHU (HaKTOPH.

** ABH — AGcomoten 6poit HeyTpodwin;

***[TKK — IIbsiHa KpbBHA KapTHHA.

Tao6auna 3. Hamansipane Ha 103aTa NOMAJTHAOMHUT”

J030B0 HUBO Ilepopasina 1032 IOMAJIMIOMUJ
Hauamna nosa 4 mg
Jo3oBo HEBO -1 3 mg
J030B0 HUBO -2 2 mg
Jl030B0 HHBO -3 1mg

“HamansiBaHETO Ha J103aTa B Ta3l Ta6n14ua € NPUJIOKHUMO 3a MOMAJIUJIOMU/ B KOM6I/IHaHI/I$I C 60pTe3OMI/I6 n JCKCaMCTa30H U
3a rIoMaJiInioMHu/1 B KOM6I/IH8.L[I/I$[ C ICKCaMECTAa30H.

AKO HeXeJlaHH JIEKapCTBEHU PEaKLMK BH3HUKBAT ClIe]l HAMaJIsIBaHe Ha 7103aTa 10 | My, IedeHneTo
TpsOBa a ObJIe CIIPSHO.

Mownu unxubumopu na CYP1A2

Axo moman naxuburopu Ha CYP1A2 (Hanp. uunpodaokcait, eHOKCauH U (IIyBOKCAMHH) ce
npuiarat eIHOBPEMEHHO C MOMaTHIOMUI, 103aTa IOMaTuIOMU TpsiOBa na 0b1e HamaneHa ¢ 50%
(Bx. Toukn 4.5 u 5.2).

Ipomsana na 0ozama unu npexvceamne Ha npuema Ha bopme3omMuo

3a yka3zaHHS OTHOCHO NPEKBCBAHE HA IIPpHUEMa MM HaMaJIiBaHE HA J103aTa P HEKEJIaHU JICKApCTBEHH
peaxium, CBbp3aHu ¢ 60pTe30Mub, TeKapuTe TpsSOBa 1a ce KoHCynTupar ¢ KpaTtkara xapakrepucTuka
Ha npoaykTa (KXIT) 3a 6opre3omud.

IIpomsana na 0o3ama unu npeKbCeane Ha NpuemMa Ha 0eKcamemason

Vka3zanus 3a IpeKbCBaHE Ha NMpHUEMa WIIM HaMaJlsIBaHE Ha 103aTa NPH HEXEJIaHU peaklii, CBbP3aHH C
JeKCaMeTa30H C HUCKH JI03H, ca AafeHu B Tabmuuu 4 u 5 mo-poiy. llpekbcBaneTo miu
MIOJTHOBSIBAHETO Ha MprieMa obade ca 1o penlieHue JieKkapsi B ChOTBETCTBUE C KpaTKaTa XapakTepUCTUKA
Ha npoxaykTa (KXII).



Tab6auna 4. Ykazanusa 3a IMpOMsAHA HA 103aTa J€KCAMETa30H

ToxcuuHocT

HpOMlea Ha 103aTa

Hucnernicus = crerneH 1-2

[MogabpsxaiiTe 103aTa U IeKyBaTe ¢ XUCTAMUHOBHU
(H2) 6mokepu min exBuBaieHt. HamaieTe ¢ eqHO
JI030BO HUBO, aKO CUMIITOMHTE TIEPCUCTHPAT.

Jucnericus > creneH 3

[IpexbcHETE M03aTa, JOKATO CHMIITOMHTE ObJaT
oBianenu. JlobaBere Hy O10Kep UM €KBUBAJICHT U
MPOJBIDKETE TIPH €HO JI030BO HUBO TTO-HUCKO OT
MpeIUITHATA 103,

OTtOoK > creneH 3

M3nomn3BaiiTe TUypeTUIIH TTPH HEOOXOTUMOCT H
HaMalieTe 103aTa ¢ €AHO J030BO HUBO.

OO0BPKAHOCT WITH IPOMECHH B
HACTPOEHHETO > CTEICH 2

[IpexbcHeTe MpUeMa, TOKaTO CUMIITOMUTE OTIIYMSIT.
[IpoawsmkeTe MpH €THO TO30BO HUBO ITO-HUCKO OT
MpeAuIlIHATa J034.

MyckyaHa ¢1abocT > CTerneH 2

[IpexbcHETE A03aTa 10 MyCKyiIHa cllaboct < crereH 1.
[MpoawmkeTe IpU €THO T030BO HUBO TIO-HHUCKO OT
MpeIUITHATA 103,

XUnepriavKeMus > CTereH 3

Hamanere no3ata ¢ €1HO 1030BO HUBO. JIeKyBaiTe ¢
WHCYJIMH W TIEPOPATHN aHTUXHUIIEPTIUKEMUTHN
CPEICTBa, CIIOpeA Caydasl.

OcCTBp MaHKPEATHT

H3karodeTe qekcameTa3oH oT JeyeOHaTa cxeMa.

Jpyru cBBbp3aHU C IeKCaMETa30H
HEXEJIAaHU CHOUTHUS > CTEIEH 3

[IpekpaTeTe npunaraHeTo Ha 1EKCaMeTa30H, JOKATO
HEXEJIAHOTO CHOUTHE OTIIYMU JI0 < CTEIeH 2.
[Iponwsmkere ¢ €AHO JO30BO HUBO TO-HUCKO OT
MIpEAUIITHATA J034.

AKO BB3CTaHOBSIBAHETO OT TOKCHYHHUTE PEAKIIUU MIPOIBIDKH TIoBede OT 14 mHuM, Torasa jgo3aTa
JIeKcaMeTa30H e ObJIe IPOABIDKEHA C €THO T030BO HUBO ITO-HUCKO OT IIPEAMIITHATA 1034,

Taoanna 5. HamaasgBane Ha 103aTa JeKCaAMETa30H

< 75-roauiHa Bb3pacT

> 75-romMiiHa Bb3pacT

Jlo30B0 HUBO

Jo3za (Huxba 1-8: lnu 1,2,4,5,8,9,
11, 12 ot 21-AHeBEH MUKBJI
Mukba=>9: Iun 1,2, 8,9 ot
21-nHeBEH IUKBJI)

Jo3za (Huxba 1-8: lnu 1,2,4,5,8,9,
11, 12 ot 21-AHeBEH UKBJI
Mukba=>9: Iun 1,2, 8,9 ot
21-nHeBeH IUKBJI)

Havanna nosza 20 mg 10 mg
J1030B0 HHBO -1 12 mg 6 mg
J030B0 HUBO -2 8 mg 4 mg

JHexcameTa3oH TpsiOBa 1a Ob/Ie CIIPsiH, KOTaTo MAHEeHTHT HE € B ChCTOSIHUE JIa TIOHece § M(, ako €
< 75-roguimiHa BB3pacT, win 4 Mg, ako € > 75-roquInHa Bb3pact.

B cnyuaii Ha OKOHYATENIHO CIIMpaHe Ha HAKOM OT KOMIIOHEHTUTE Ha CXeMaTa Ha JICUeHUE
MPOABIDKABAHETO HA OCTAHATIUTE JIEKAPCTBEHU MIPOYKTH € IO PEIICHUE Ha JIeKapsl.

Homanuoomuo 6 kombunayus ¢ Oexcamemason
[IpenopbunTenHaTa HaYaaHa 1032 MOMAUAOMU € 4 MQ, MprueMaHa MepopaTHO BEHBK JHEBHO B
Juau 1 10 21 ot Bceku 28-1HEBEH IUKBJI.




[IpenoppunTenyara q03a aekcamera3on € 40 mg, mpuemMaHa repopaasHo BeAHBK AHEBHO B [Iuu 1, 8,
15 u 22 ot Bceku 28-1HEBEH IUKBII.

Jleuenuero ¢ IIoOMaJIuaoMua B KOM6I/IHaL[I/ISI C JCKCAaMCTa30H TpSI6Ba Ja CC pujiara 10 nmporpecusd Ha
3a00JISIBAHETO WJIU 0 Bb3HMKBAHEC Ha HEIIPUEMIIMBA TOKCUYHOCT.

Ipomana na 0ozama unu npexvceane Ha npuema Ha NOMAIUOOMUO
VYkazaHus 3a IPeKbCBaHE Ha MPUEMa WM HaMaJsIBAaHE Ha J103aTa MOMaJIM0OMHUJ BbB BPb3Ka C
HEXEJIaHU Peakiuu ca aajaeHu B Tabmuiwm 2 u 3.

Ipomana na dozama unu npekvceame Ha nNpuemMa Ha 0eKcamemason

YkazaHus 3a IpOMsIHA Ha J03aTa IIPU HeXeJIaHU JIEKAPCTBEHU PEeaKLuy, CBbP3aHU C JIeKCaMeTa30H, ca
nanenu B Tabnuna 4. YkazaHus 3a HaMansgBaHe HA 103aTa IPU HEXXEJaH! Peakd, CBbP3aHu C
JeKcaMeTa30H, ca aaaenu B Tabxuua 6 mo-goiy. [IpekbcBaHeTo/mOAHOBSIBAaHETO HA IIpUeMa obaue ca
TI0 pelleHue JieKapsi B ChOTBETCTBHUE ¢ akTyanHaTa KpaTka xapaktepuctika Ha nmpoaykra (KXII).

Taoéanna 6. HamansiBane Ha J03aTa JeKCaMeTa30H

J1030B0 HUBO

< 75-rogumHa BB3pact
JIum 1, 8, 15 u 22 o1 BceKH
28-1HEeBeH MUKDBJ

> 75-roauiiHa Bb3pact
Juu 1, 8, 15 u 22 o1 Bceku
28-1HEeBeH MUKDBJI

Hayanna nosza 40 mg 20 mg
Ho30B0 HUBO -1 20 mg 12 mg
J1030BO HUBO -2 10 mg 8 mg

HexcameTa3oH TpsiOBa na Obe CpsiH, KOTaToO MAMEHTHT HE € B ChCTOsIHKE 1a ToHece 10 mg, ako e
< 75-roguimiHa BB3pacT, WM 8§ Mg, ako € > 75-roquIHa Bb3pact.

CHCLII/IaJ'IHI/I nomyJannuu

Cmapuecka 6v3pacm
He ce nanara xopurupaHe Ha 103aTa TOMaJTHIOMH/I.

Homanuoomuo 6 kombunayus ¢ 6opme3omMud u deKcamemaszon
3a manpieHTH > 7/5-ToIMIITHA BH3pACT HadajlHATA 1032 JEKCAMETa30H €:

. 3a Huxom 1 go 8: 10 mg Beausx queBHo B [am 1, 2,4, 5, 8,9, 11 u 12 ot Bcekn 21-qHeBeH
LIUKBII.
° 3a Huxwn 9 u cexsamnu: 10 Mg Beausx qaeBHo B Jlam 1, 2, 8 1 9 oT Bcekn 21-1HEBEH ITUKBIL.

Tomanuoomuo 6 kombunayus ¢ Oexcamemasom
3a marueHTH > 75-TOUIITHA BH3pacT HAYalIHATA J03a JeKCaMeTa30H €:
° 20 mQ BeIHBX THEBHO B IHU 1-BU, 8-MH, 15-TH U 22-pH OT BCEKHU 28-IHEBEH IIUKBII.

Yeprodpobmo yepesicoane

[MatwmenTn ¢ 0611 cepymen ommupyoun > 1,5 x ULN (ropHa rpanuna Ha HOpMaTa) ca U3KIIFOUEeHU OT
KJIMHAYHUTE MIPpOoy4BaHus. YepHOAPOOHOTO yBpEXIaHE MOBIHIBA yMEPEHO (hapMaKOKMHETHKATa Ha
nomManuaoMus (BX. Touka 5.2). He € HeoOXxoauMo KOpUTHpaHe Ha HadagHaTa /1033 TOMAIHIOMHUJL IPU
HALUEeHTH C YePHOIPOOHO YBpEeKIAaHe, onpeaeneHo no kpurepuute Ha Child-Pugh. HesaBucumo ot
TOBa MAIMEHTHUTE C YEPHOAPOOHO yBpeKIaHe TPsOBa a ce HaOII0AaBaT BHUMATEIHO 3a HEXKEIaH!
PeaKuu 1 ako € HeoOX0ANMO, J1a ce IPUIIOKK HaMaJIsIBaHE Ha [103aTa WM CIMpaHe Ha MOMAIUAOMHUI.

bvopeuno yepescoane

He e HeoOXoauMo KOpHUTHpaHe Ha J03aTa IIOMAINIOMU 32 MAIMEHTUTE ¢ ObOpeYHo yBpekaaHe. B
JHUTE 3a XeMOJUaJIN3a MalMeHTuTe TPsOBa J1a MpueMaT CBOSATA 103a MOMATUIOMU CIIe]
XEeMOAMAIN3aTa.



Ileduampuuna nonyrayus

Hsima croTBeTHA yrmoTpeba Ha TOMAIMIOMHE ITPH Aea Ha Bh3pacT O 10 17 ronuHA 3a MOKa3aHUETO
MYJTHILICH MUEIIOM.

W3BBH pa3penieHuTe oKa3aHus MOMaIMAOMU/ € IPOYUYEH MPH Jiela Ha Bh3pact oT 4 10 18 roaunau ¢
PEIMINBUPAIIH FIIM TPOTPECUPAI MO3BbYHH TYMOPH, HO PE3YATATUTE OT MPOYIBAHHITA HE
TI03BOJISIBAT JIa CE 3aKJIFOUH, Y€ MOJI3UTE OT TakaBa yrnorpeda MpeBb3XoKIaT puckoBere. Hannaau Kbm
MOMEHTA JJaHHU ca OonucaHy B TOUkH 4.8, 5.1 u 5.2.

HauuH Ha npuiioxxeHue

[lepopanHo mpunoxeHue

[Homanmuaoomuz Teva TBBpIUM Kanicyu TpsOBa Aa ce IMprueMa IMepopatHo IO €THO U ChII0 BpeMe BCEKH
neH. Kancynute He TpsiOBa ja ce OTBapsT, YyIsIT WK IbBUAT (BXK. Touka 6.6). Kancynure TpsioBa aa
ce TBATAT 1eJH, 32 MPEeINOoYnTaHe C BOAa, ChC MM 0e3 XpaHa. AKO HSIKOW JeH MalUeHThT 3a0paBy aa
npreMe J03a MOMaJHIOMHUI, TON TpsOBa 1a mprueMe obnyaiiHaTa mpeanucana 103a Mo cxemara Ha
cnensamms aeH. [larmentrte He TpsiOBa Aa MPOMEHST 103aTa, 3a 1a KOMIEHCHpAT MPOITyCcHAaTa B
NPEAUIIHATE THH J103a.

[IpenopbuBa ce j1a ce HATUCHE caMO SIUHUAT Kpai Ha KarcyliaTa, 3a J1a ce U3BaJId OT OJmcTepa, KaTo
Taka ce HaMaJsiBa PUCKBT OT JIe(hOPMUPAHETO WIIH CIYIIBAHETO M.

4.3 IlpoTMBONOKA3aHUS

. BpemenHnoct

o JXenu ¢ nereposieH MOTEHIMAN, OCBEH aKO ca CIIa3eH! BCHUKH yciaoBus Ha [Iporpamara 3a
npe/ina3BaHe oT OpeMeHHOCT (Bxk. Toukd 4.4 u 4.6)

o [TauyeHTH MBKe, KOUTO HE ca B ChCTOSHHE J1a CJIEIBAT WM Ja CIa3BaT U3UCKBAaHUTE MEPKH 32
KOHTpauenius (Bx. Touxa 4.4)

o CBpBX4yBCTBUTEITHOCT KbM aKTHMBHOTO BELIECTBO MJIM KBM HSIKOE OT IIOMOIIIHUTE BEILECTBA,

n30poeHu B Touka 6.1.

4.4 Chnenuajanu npeaynpesieHus U NpeANa3Hu MepKH NPHU ynoTpeda

TeparoreHHoct

[Momanumomu He TpsIOBa Jia ce TpueMa 1o BpeMe Ha OpeMEHHOCT, ThH KaTo ce 04aKBa TepaToreHeH
edekr. [lomanumomu € CTpyKTYpHO CPOZCH C TATUAOMUI. TamuaoMua € U3BECTHO TEPATOTCHHO
BEIIECTBO PHU X0pa, KOSTO MPUYMHABA TEKKH KHUBOTO3ACTPAIIIABAIIY BPOICHU e(heKTH. Y CTAHOBEHO
e, 4e MOMaJHJIOMUJI € TePaTOTeHEH U NPH IUTHXO0BE, U MPH 3alI1, KOTATO Ce MpWJIara B eproia Ha
OCHOBHATa OpraHoreHnesa (Bx. Touka 5.3).

VcnoBusTa Ha HporpaMaTa 3a IpeAra3BaHe OT 6peMeHHOCT TpSI6Ba Ja Ca U3IIbJIHCHU 34 BCUYKHU
ManreHTH, OCBCH aKO UMa CUT'YPHO JOKa3aTCJICTBO, Y€ MAIUCHTKAaTa HAMa ACTCPOACH NOTCHIIUAIL.

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

IIpuema ce, 4e qajieHa ManyMeHTKa WK MApTHHOPKA Ha TAITUEHT OT MBKKH TI0J € 0e3 eTepoieH
MOTEHIIWAJI, aKO OTTOBapsI Ha MTOHE €IUH OT CICAHUTE KPUTCPUU:

. Bw3pact > 50 ronuHm 1 ectecTBeHa aMeHOpes OT > 1 roguHa (aMeHopest ciiell aHTUTYMOpPHA
Tepamus WIH 110 BpeMe Ha KbpMEHE HE U3KIIIOYBA ICTEPO/ICH ITOTCHITHA)

[ ] HpemaeBpeMeHHa OBapI/IaJ'IHa HEAOCTAThbYHOCT, HOTB’pr[eHa OT CIICHIHUAJINCT 'MHECKOJIOT

[ ] HpemueCTBaLua ,Z[ByCTpaHHa CaJIHI/IHFO-OO(I)OpeKTOMI/IH NIn XI/ICTepeKTOMI/IH

[ ] XY T'CHOTHUII, CPIH,Z[pOM Ha T"pr’bp, aIrCHE3HMsA HAa MaTKaTa.

CoBetn

IToManmmoMu/T € IPOTUBOTIOKA3aH IIPH JKEHHU C IETEPOJICH MTOTCHITHAI, OCBEH aKO Ca W3ITBJIHEHU
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BCUYKH OT CJICHUTE yCIOBUSL:

J Ts pa3bupa oyakBaHMs TEPATOT€HEH PUCK 3a IJI0AA

o Ts pa3bupa HeoOX0aMMOCTTa OT e(eKTHBHA KOHTpaLeNLus, 0e3 MpeKbCcBaHe, IoHE 4 ceAMUIH
Ipeay HA4aJIoTO Ha JICYEHUETO, IIpe3 IsVI0OTO BpEMETpacHe Ha JICUCHUETO U ITOHE 4 ceaMULU
Clie]l HeroBHs Kpai

. XKeHa ¢ meTepoieH MOTeHIMA TPSAOBa J1a Cciie/iBa BCHYKH ChBETH 3a e(heKTHBHA KOHTpAIICIIIIHS,
JIOpH 12 € C aMeHOopest

o Tst TpsiOBa 1a € B ChCTOSHME J1a ca3Ba ePEeKTUBHU KOHTPALETITUBHU MEPKU

o Tst e uHpOpMUpaHa 1 pa3doUpa MOTEHIUATHHUTE MOCIEACTBHS OT OPEMEHHOCTTa U
HE00XOMMOCTTa OT He3a0aBHA METUIIMHCKA KOHCYJITAlUs, aKO HMa PHCK OT 3a0peMeHsBaHe

o Ts pa30bupa HysxaTa 1a 3a04YHe JEYEHUETO Bb3MOXKHO HA-CKOPO CJIe OTITyCKaHEeTO Ha
NOMAaJIMIOMH/ CJI€ OTPULIATENICH TECT 32 OPEMEHHOCT

o Ts pa3dupa He0OX0JUMOCTTA U TIpUEMa Jia Ce MoJyIara Ha TeCTOBE 32 OPEMEHHOCT MOHE Ha
BCEKHU 4 CeIMUIIM, OCBEH B CIIy4ail Ha MOTBbp/ICHA TyOapHa CTEpHIM3aINs

. Ts moTBBpIK/IaBa, Ye pa3drpa PpUCKOBETE U HEOOXOAUMHUTE MPEANa3Hi MEPKH, CBbP3aHH C

H3II0JI3BAHCTO Ha IIOMaJIUJIOMHUI.

[Ipm xeHuTe C NETEPOACH MOTEHINA PEANICBAIUAT JeKap TpsOBa 1a ce yoenu, ge:

L4 IMalqueHTKaTa C€ NMpuAaAbpKa KbM YCJIIOBUATA HA HporpaMaTa 3a IIpeaAra3BaHe OT 6peMeHHOCT,
BKJIFOYBAIIX U MOTBBPIKACHUC, Y€ T IPOABABA JOCTATBYHO pa361/1paHe
L4 ImaqueHTKaTa € IOTBbpArJIa rOpeCIIOMEHATUTE YCIIOBUA.

[Tpy manmeHTH OT MBXKH MOJ, IPUEMAaLIH NOMAIUAOMU, (HapMaKOKMHETHUUYHUTE JaHHH [I0Ka3Bart, 4e
MOMAJIMIOMHJ CE ChIIbP)Ka B YOBELIKATa CIIepMa 0 BpeMe Ha JieueHne. KaTto npennasHa msipka u
KaTo ce uMaT MpesIBUJ] CIIEHAIHUTE MOMYJIaK ¢ TOTEHIIMAITHO yIBJKEHO BpeMe Ha eTMMUHUpaHe,
KaTo HalpuMep YepHOAPOOHO YBPEXKIaHE, BCHUKU ITALMEHTH OT MBKKHU I10J1, IPUEeMAaIlH
HNOMAaHUAOMUL, TPsIOBA 1a OTTOBAPSIT HA CIETHUTE YCIIOBHS:

. [MarueHTHT pazdoupa oOYaKBaHUS TEPATOTCHEH PHUCK MPH MOJIOB KOHTAKT ¢ OpEMEHHA JKeHa WITH
JKeHa C IeTepOoAeH MOTCHIHAIL.
. Toit pazbupa HEOOXOTUMOCTTA OT M3MOJI3BAHE Ha MPE3EPBATHUB MPH IOJIOB KOHTAKT C OpeMeHHa

JKEHA WJTU JKEHa C JICTePOJICH MOTCHIINAN, KOSTO He mpuiiara e(eKTHBHA KOHTPAICTIIHS, TIPe3
ISUI0TO BpEMeTpaeHe Ha JISYCHHETO, TT0 BpeMe Ha IPEeKbCBaHe Ha MPHeMa U B POIBIDKEHIE Ha
7 mHU cien BpeMEHHO MpeKhCBaHe Ha IpreMa H/HITU CTIMpaHe Ha JiedeHneTo. ToBa BKIItoYBa
MBKE, Ha KOUTO € U3BBPIICHA Ba3eKTOMUSI, KOUTO TPSOBA J]a M3M0JI3BAT MPE3CPBATHUB MTPH
CeKcyalleH KOHTaKT ¢ OpeMeHHa )KeHa WM JKeHa C IeTepO/IeH MOTEHINall, Thii KaTO CEeMEeHHAaTa
TEYHOCT MOKE BCE TIaK /1a ChIbPKa MOMAIHIOMHU ¥ B OTCECTBUETO HA CIIEPMATO30UIH.

. Toit pazbupa, e ako mapTHLOPKaTa My 3a0peMeHee, T0KaTo TOU MprueMa IOMAaTHIOMU]T HITH
7 THY cIIeN KaTo € CHpsUI JIa IprueMa MoMalIUA0OMU/L, TOU TpssOBa He3a0aBHO J1a YBEJIOMH CBOS
JISKYBAII JICKap U Ye Ce MPernophYBa MapTHhOPKaTa Ja Ob/ic HACOYCHA 3a OIICHKA U CHBET KbM
JIeKap, CIeIHaIu3upaH WIH C OMTUT B TEPATOJIOTHATA.

KonTpanenuus

JKenu ¢ neTeponieH noTeHMa TpsAOBa a M3MOI3BAT MOHE ¢IUH ¢(DEKTHBEH KOHTPAIICITHBEH METO,T
MoHE 4 CeAMUITH TIPEIN TepalnsATa, 10 BpeMe Ha TepanuaTa U oHe 4 CEeAMUIIM CIIC TepaInsaTa ¢
MOMANHUJIOMUJ, U JOPU IIPU BPEMEHHO NPEKbCBaHE, OCBEH aKO MAllMEHTKATa Bh3IPUEME IIBJIHO U
MPOIBKUTEITHO Bb3AbPIKaHHE, MOTBBPKIABAHO €KEMECeUHO. AKO MAlMEHTKATa HE € U3I0I3Bajia
e(eKTHBHA KOHTPAIICTIIINSI, TS TPsiOBa 1a Ob/ie HACOUYCHA KbM METUITHHCKH CIICIIHATUCT ChC
CHOTBETHATA IMOATOTOBKA 32 KOHCYJITAIMS 32 KOHTPAIIEIIINS, 32 J]a CE 3aII0YHE MTPOBEKIAHETO HA
Takasa.

Moske f1a ce OOMHUCIIAT CJACAHUTE MPUMEPHU 3a TOIXOISIIN KOHTPAILICTITUBHU METOJIH:
. Nmmnanrat

o Bbrpemarouna cucreMa, 0CBOOOKIaBalla JICBOHOPTECTPE

. Jeno ¢hopMa Ha MEIPOKCUIIPOTECTEPOH aleTaT

. TyGapHa cTepunu3ariys



. ITon0BU KOHTAKTH caMO ¢ TAPTHHOP, MPU KOHTO € U3BBPIICHA BA3EKTOMHUS; BA3EKTOMUATA
TpsiOBa J]a € MOTBBP/ICHA C J[BA OTPHIIATETHNA aHAJIN3a Ha criepMa
o Muxubupaiiy oBynanusaTa Xandera caMo ¢ POrecTepoH (T.e. e30TeCTpen)

He ce npenoppruBatT KOMOMHUPAHU IEPOPATHU KOHTPALICTITUBHY CPEACTBA MPH MALUEHTKH C
MYJITUIUIEH MUEJIOM, IPUEMAIIH TOMAIUAOMHI M AEKCaMeTa30H, Opaay MOBUILEHUS PUCK OT
BEHO3Ha TPOMOOEeMOOmHs (BXK. CBIIO TOYKa 4.5). AKO MaIieHTKaTa npreMa KOMOMHUPAHH TTePOPATHU
KOHTPAIICTITHBH, TS TPSAOBA J1a IPEMHUHE Ha €IMH OT e(DEeKTUBHUTE METO/IH, U30pOEHH To-Tope. PUCKBT
OT BEHO3HAa TPOMO0OEeMOOIHs NpoIbiikaBa 4-6 ceMULIM Clle peKpaTsBaHe Ha KOMOWHUpaHaTa
nepopaiiHa KoHTparenys. EQrukacHoCTTa Ha KOHTpPALENTUBHUTE CTEPOUIN MOXKE J1a € HaMalleHa MpU
STHOBPEMEHHO JICUCHUE C AEKCaMeTa30H (BX. Touka 4.5).

Wmnnanrature 1 BBTPEMAaTOUYHUTE CHCTEMH, OCBOOOKIaBAILY JIECBOHOPTECTPE, C€ CBBP3BAT C
MOBHUIIIEH PUCK OT HH(EKIHS MPU TIOCTABIHETO UM U HEPEJOBHO BarHAIIHO KbpBeHe. TpsOBa aa ce
0oOMHCIH aHTHOMOTHYHA MPOPHUIAKTHKA 0COOEHO NPH MALIMEHTKH C HEYTPOTICHHS.

He ce npenopbsyBa nmocTaBsiHe Ha BbTPEMATOYHHU CUCTEMHU, OCBOOOK 1aBaIIM MEJI, TOPaIH
MOTEHITUAIHUS PUCK OT MH(EKIIUS IIPU MTOCTABIHETO UM M 3ary0a Ha MEHCTpyaliHa KPbB, KOUTO MOXKE

Ja U3J1I0KaT Ha PUCK MALIUCHTKHU C TCXKKA HCYTPOIICHUA UIIN TCIKKaA TpOM6OI_II/ITOHeHI/I$I.

TecrtoBe 3a OpeMEHHOCT

[Ipu >xeHUTE ¢ AETEPOCH MOTCHITUAI, ChIIIACHO MECTHATA MIPAKTHKA, MOJT JICKAPCKU KOHTPOJ TPOBa
JIa ce TPOBEXIAT TECTOBE 32 OPEMEHHOCT ¢ MHHHMAIIHA dyBcTBHTENHOCT 25 MIU/mMI, kakTo €
MOCOYCHO MO-710Ty. ToBa M3UCKBAaHE Ce OTHACS M 32 )KECHUTE C JISTSPOJICH MOTSHIIMAJ, KOUTO CIIa3BaT
II'BJTHO U TIPOABIDKUTEIHO BB3IbpKaHue. B njaeamHus cioydail TeCThT 32 OpeMEHHOCT, U3/1aBaHETO Ha
pelienTara 1 OTITyCKaHEeTO Ha JIEKAPCTBEHHS MPOJIYKT CE OCHIIECTBSIBAT B €JIMH U ChIII JICH.
OTHYCKaHeTO Ha IOMaJIMAOMHU Ha )KCHU C ACTCPOACH IMMOTCHI AT TpSI6Ba Jla CTaBa B paMKHUTE Ha

7 MHY ciel IpeIrCcBaHeTo.

Ilpeou 3anousane nHa neyenue

Tect 3a GpeMeHHOCT O JIEKAPCKU KOHTPOJI TPSAOBA J]a ce MPOBEIe MPH KOHCYTANUATA, KOTaTo Ce
MpeANKUCBa NOMaTUAOMU/, WU IIpe3 3-Te AHU MPEAU MOCEHICHUETO IPU MPEANUCBAIINS JIEKap, aKo
MaIMeHTKaTa ¢ mpuiarajia e)eKTUBHA KOHTPALICIIIUS [TOHE B mocieanute 4 cenmuiiy. llenra Ha Tecra
€ JIa IOTBBP/IM, Y€ MAIMECHTKAaTa He ¢ OpeMEHHAa KbM MOMEHTA Ha 3all0YBaHE HA JICYCHUETO C
IIOMAaIUIOMH/I.

Ilpocneosnsane u Kpaii Ha neyeruemo

Tect 3a GpeMEHHOCT MO/ ICKAPCKU KOHTPOJ TpsiOBa Jia ce MPOBEXk/1a MOHE Ha BCEKU 4 CEIMMUIIH,
BKJTFOUHTEITHO TIOHE 4 CeJIMHUITM ClIe]] Kpasi Ha JICYEHUETO, OCBEH B CIIy4ail Ha MOTBBp/IcHA TybapHa
crepunu3anms. Te3n TecToBe 3a OpeMEHHOCT TPsIOBa J1a ce MPOBEXKIAT B JICHs HA MPE/IICBaHEe HA
JIEKApCTBOTO HIIU Mpe3 3-Te THU MPE/IH MOCEIICHHUETO MPU MPEAMUCBAIIHS JeKap.

JIOIMBJIHUTETHA OpeAna3Hu MEPKH

[MarrenTuTe TpsIOBA Aa OBAAT MHCTPYKTUPAHHU MPH HUKAKBU OOCTOSTEIICTBA J]a HE JIaBaT
JIEKapCTBEHUS MPOIYKT Ha IPYTH JIMIA U [1a BPBINAT HEU3MOI3BAHUTE B KPasi Ha JICUCHUETO KAICyJIH
Ha CBOs (hapMalleBT.

[NanuenTute He TpsAOBa Aa AapsBaT KPbB WK CIIEpPMa I10 BpEME Ha JIeUeHHETO (BKJI. M IO BpeMe Ha
MIPEKbCBAaHE Ha MPHEMa) U B MPOIBIDKEHHE Ha TIOHE 7 THU CIIe[] IPEKpaTsIBaHe Ha JIEYEHNUETO C
MOMAJTUIOMUL.

MenuIMHCKHUTE CTICNUATUCTH | OOJTHOTIISaunTe TPSOBA /1a M3MOI3BAT PHKABUIIM 32 €THOKpaTHA

ynotpeba, Korato paboTsT ¢ 6iuctepa wim kancynute. JKeHu, Kouto ca OpeMeHHH WIH [T0JJ03UpaT, 4e
MOJKe 1a ca OpeMeHHH, He TpsOBa Ja paboTsIT ¢ OnucTepa WiH Kancynure (BkK. Touka 6.6).
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OOyunTEeTHN MaTepralii, OTPAHHYCHHMS 34 MPEAMCBAHES U OTIYCKAHE

C uen 1a ce MOMOTHE Ha MAIUSHTHUTE J1a U30ETHAT SeKCIIO3UIINS Ha peTyca Ha TOMaTHIOMHUI,
MIPUTEKATEIAT HA PA3PEIICHUETO 32 YIOTpeda IIie MPeAOCTaBU Ha MEAUIIMHCKUTE CIICITUAITUCTH
0o0yJHTENIeH MaTepHall, IOICHIIBAII MPEAYTIPEKACHHUSITA 32 OYaKBaHATa TEPATOTEHHOCT Ha
MTOMAJTHIOMUI, TaBaIl] ChBET 3a MpUJIaraHe Ha KOHTPAICTIHS IPeIHd HAa9aJl0TO Ha JICUSHHUETO
HACOKH 32 He0OXOJUMOCTTa OT IMPOBEXkAaHe Ha TeCTOBE 32 OpeMeHHOCT. [IpeanucBanusr gexap
TpsiOBa na MHGOPMHUpA MAlMEHTa 32 OUAKBAHUS TEPATOTCHEH PUCK M 32 CTPOTMTE MPEANa3Hi MEPKH
cpelty 3a0peMeHsIBaHe, KakTo ca onpenaesieHu B [Iporpamara 3a nmpeana3saHe OT OpeMEHHOCT, U J1a
Jlajie Ha TTAIUEHTUTE ChOTBETHATa 00YUNTEIIHA OpOoIITypa 3a IMalnrueHTa, KapTa Ha MalUeHTa 1/ iU
€KBUBAJICHTHO CPEACTBO, ChIIACYBAHU C HALIMOHAIHUTE KOMIIETEHTHU OpraHu. B cbTpyIHUYECTBO C
BCUYKH HAIIMOHATHU KOMIIETCHTHH OPTaHH! € BhBEJCHA MPoTrpamMa 3a KOHTPOJIUPAH JOCTHII, KOSTO
BKITFOYBA M3IOJI3BAHETO HA KapTa Ha MaIlMeHTa W/WIH eKBUBAJICHTHO CPEACTBO 32 KOHTPOJ Ha
MIPEITUCBAHETO /U OTIIYCKaHETO U ChOMPAHETO HA TaHHU, OTHACAIIH ce J0 TIOKa3aHUEeTO, 3a Ja Ce
cienu ynorpedara U3BbH 000PEHOTO IMOKa3aHUE Ha TEPUTOPHUATA HA CTpaHaTa. B uaecanHus ciydai
TECTHT 32 OPEMEHHOCT, U3/IaBaHETO Ha PEIeNTaTa U OTITYCKaHETO Ha JIEKAPCTBEHUS IPOAYKT TpsOBa
Jla CTaBaT B €AUH U bl IeH. OTIYCKaHETO Ha MOMAIUIOMUJ Ha KEHU C IETEPOJEH NOTCHLINAI
TpsiOBa Ja cTaBa B paMKHUTE HA 7 JHU CJE] MPEAMICBAHETO U CJIEN OTPUIIATEIICH PE3YNITaT Ha TECT 3a
OpeMEHHOCT MO/ JIEKAPCKU KOHTPOJI. PerienTure 3a )KeHU C IETEPOICH MOTEHIMA MOraT 1a ObJIaT ¢
MaKCHMAaJTHA TIPOABIDKATETHOCT Ha JICYCHUETO 4 CEIMUIIA B ChOTBETCTBUE ChC CXEMUTE HA TIpUiIaraHe
3a 0100peHuTe MoKa3aHus (BXK. ToUKa 4.2), a pelenTHTe 3a BCHYKH JIPYTH MAIUeHTH MoraT Jia Obaat ¢
MaKCHUMAaJTHA MPOIBDKUTEITHOCT Ha JICYCHUETO 12 CeIMHUIIH.

XeMaTOJIOTHYHU ChOUTHUS

Heyrpomnenus e Haii-uecTo choOIIaBaHaTa XEMAaTOJIOTMYHA HEXKEIaHa JIeKapCTBEHA PeaKIus oT 3-Ta
WK 4-Ta CTETICH MPH MAIUCHTH C PEIUIUBUPAN/pedpaKkTepeH MyITHILICH MUAEIIOM, CIICBaHA OT
anemus u TpomOoruToneHus. [lanmenture TpsAOBa 1a ce HAOMIOJaBaT 32 XEMATOJIOTUYHY HEXEIIaHU
JIEKapCTBEHU PEaKIlny, 0COOCHO 3a HeyTponeHus. [larmenTuTe TpsOBa g2 OBAAT MMOCHBETBAHU Ja
choOIIaBar 3a ¢peOpmiHN enu30u He3abaBHO. JlekapuTe TpsOBa /1a HAOIIO1aBaT MAIIMEHTUTE 32
MPHU3HAIA Ha KbPBEHE, BKIIFOUUTEITHO €MUCTAKCUC, OCOOCHO MPH yroTpeda Ha ChIIBTCTBAIIH
JIEKapCTBEHU MPOAYKTH, 38 KOUTO € M3BECTHO, Y€ YBEITMYaBaT PUCKa OT KbpBeHE (BXK. Touka 4.8).
[IbnHaTa KpbBHA KapTHHA TPSOBA J1a Ce CJICAM Ha U3XOIHO HUBO, €KECEIMUYHO TPE3 IbPBUTE

8 ceqMuIM U eXEMECEHHO clie/l ToBa. BB3MOXKHO € J]a ce HaJIOXKM pOoMsHA Ha jio3aTa (BXK. Touka 4.2).
[Ipu HAKOM MAIIMEHTH MOXKE JIa C& HAIOXKH MOIbPIKAII0 JICUCHUE C KPBbBHH MPOAYKTH H/WIIH
pacTexxHu QaKTopH.

TpomOoeMOOINYHY CHOUTHS

[NanuenTy, noMyYaBaIiy MOMagTUIOMU WK B KOMOMHAIMS ¢ O60pTe30MUO U IeKCaMeTa30H, UK B
KOMOMHAaIus ¢ AeKCaMeTa30H, ca MOIyYHId BEHO3HH TPOMOOEMOOINYHN ChOUTHS (IPEeAUMHO
JI'bJIOOKA BEeHO3HA TpoMOo03a 1 6estoapoOHa eMOOJIHS ) U apTepHaIH! TPOMOOTHYHN CHOUTHS (MHGBAPKT
Ha MHOKap/aa U 1epedpoBacKynapeH HHIUACHT) (BX. Touka 4.8). [lannenTn ¢ n3BeCTHH PUCKOBU
(akTopu 3a TpoMOOEMOOIHS — BKJIFOUUTEIHO MpEIIecTBalia TpoM0o3a — TpsiOBa 1a Obaar
HaOroaBaH BHUMaTe HO. Tps0Ba a ce mpeAnpueMar AeUCTBYS B OITUT Jia C€ CBEAT JI0 MUHIMYM
BCHUYKH U3MEHIEMH PUCKOBH (haKTOpH (HATIp. MyIIEeHE, XUIEPTOHUS 1 XUTIEPIUITHIEMIIS).
[IpenopbuuTeIHO € NaUMEHTUTE U JIEKapyuTe Ja HAOJI0AaBaT 3a MPU3HALM M CUMIITOMH Ha
TpomOoemOonus. [Tanmenture TpsOBa Aa ObAAT MHCTPYKTUPAHU /14 THPCAT MEAULIMHCKA TOMOLL, aKO
Ppa3BUAT CUMIITOMH KaTO 3a4yX, 0OoJIKa B I'bpAUTE, IOABA HA OTOLM IO PBUCTE WJIM KpaKaTta.
[IpenopbuBa ce aHTUKOATYIaHTHA Tepanus (OCBEH aKO € MPOTUBOIIOKA3aHO) (KaTo aleTHIICAIHLINIOBA
KHCeJInHa, Bap(haprH, XenapyuH WK KIOMUAOTPeN), OCOOCHO MPH NAlMEHTH C JOIIbIHUTEIHN
TPOMOOTHYHU PUCKOBHU (akTopH. PenieHue 3a 3amouBane Ha MpoQHIaKTHKA TPSIOBA J]a ce B3eMe ClIe]T
BHHUMATCIHA OLICHKA Ha HAJIMYHUTEC PUCKOBHU q)aKTOpI/I Ha OTACJIHHUA IMTallUCHT. B ximmanyHN
MPOYYBAHUS MANMEHTH Ca MOTy4YaBaId MPOQUIAKTHYHO alleTHIICATUITAIOBA KUCEITNHA HITH
aNTepHaTHBHA aHTUTPOMOOTHYHA Teparus. YmoTpedara Ha epUTPOIIOSTHYHH CPEJICTBA BOJIU JI0 PUCK
OT TPOMOOTHYHHU CHOUTHS, BKII. TPOMOOEMOOIHs. 3aTOBa EPUTPOIIOCTUIHHUTE CPEJICTBA, a TaKa ChIIO U
JIPYTH CPEJICTBA, KOUTO MOTAT Jla YBEIMYAT PHUCKa OT TPOMOOEeMOOIMYHY ChOUTHS, TPSIOBA J1a ce
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mpuiarat ¢ OBUIICHO BHUMAHUC.

HaDVIHeHI/I}I Ha MUATOBHUAHATA XKJIC3a

CpoOmmiaBanu ca cilydyad Ha XHIOTHpeonIu3bM. [Ipean HaduanoTo Ha JISYEHHETO ce TIPEnophyuBa
ONITHMAaJICH KOHTPOJI Ha ChIIBTCTBAIINTE 3a00JIIBAaHUS, BIUSCIIN BbPXY QYHKIUATA HA IIATOBUIHATA
xiesa. [IpermopruBa ce mpocnesBaHe Ha GyHKIMSITA HA IUTOBUIHATA XKJIe3a HA U3XO/HO HUBO U B
X0/1a Ha JICUEHUETO.

HCDI/I(bCDHa HCBpPOMMAaTHA

IManmenTty ¢ HannyHa nepudepHa HEBpOIaThs > 2-pa CTEICH ca U3KIIOYEHH 0T KIMHUIHUTE
MPOyYBaHUS ¢ moManuaoMua. TpsOBa 1a ce moaxoxkaa ¢ HyXKHata Mpe/na3inBoCT, KOraTo ce
0OMUCITSI ICYCHUETO Ha TAKWBA MAIMEHTH C IIOMAJIAIOMUI.

3HaunMa cppacuHa AUCOhYHKINS

IMarenTH ChC 3HAUMMA ChpAeYHa AUCcHYHKINSA (3acTolHa chpaeuHa HemoctaThaHoCT [NY Heart
Association kmac III unm IV]; uadapKkT Ha MHOKapaa B paMKuTe Ha 12 Mecela ciie/ 3altouBaHe Ha
MPOYYBAHETO; HECTAOWITHA MIIM HE3aI0BOJIUTEIIHO KOHTPOJIMPaHa CTEHOKAPNS) Ca U3KIIFOUYEHHU OT
KIIMHUYHUTE MMPOYYBaHUs ¢ momanugomu. CboO1aBa ce 3a ChOUTHS, CBEP3aHU ChC CHPIICTO,
BKITFOUHTEITHO 3aCTOIMHA ChpJIeYHa HEJOCTATHUHOCT, OEJI0APOOEH OTOK U NPEACHPAHO MBKJCHE (BK.
TouKa 4.8), TIIAaBHO MPH MAIUEHTH ChC CHIIECTBYBAIIO ChPICYHO 3a00IsIBAHE WIIH PUCKOBH (DaKTOpH
0 OTHOIIICHUE Ha chprieTo. TpsOBa a ce moaxoxkaa ¢ HyKHaTa Ipe/na3inBoCT, KOraTo ce 0OMUCIS
JICYCHUETO Ha TaKMBA MAIUCHTH C TIOMAJMIOMU/I, BKIIFOUUTEIIHO IIEPHOAMYHO HAOJIIOCHHE 32
IMpU3Halv UJInu CUMIITOMHU Ha C'b6I/ITI/ISI, CBBbpP3aHU CHC CHPUECTO.

TyMOp-THU3KUC CUHAPOM

ITanmenTute ¢ HAN-TOJISIM PUCK 3a Pa3BUTUE HA TYMOP-IU3UC CUHAPOM Ca T€3U C BUCOK TYMOPEH
TOBap MPE/IU 3aN0YBaHE Ha JICUCHHETO. Te3u manueHTH TpsOBa Ja ce HaOIoaaBaT BHUMATEITHO U 1a
ce B3eMaT MOIXOISIIIH MpeAa3Hd MEPKH.

BTODI/I OBbPBUYHH 3JT0KAYCCTBCHHU 3a00JISIBAHUS

[Ipu nanyeHTH, NosryyaBaly NOMaIuIOMUJ C€ ChbOOLIABAT BTOPU IbPBUYHH 3JI0KaYECTBEHH
3a00JsIBaHMs KaTO HEMEJIAHOMEH PaK Ha Koxkara (Bxk. Touka 4.8). Jlekapute TpsOBa BHUMATEIHO Ja
OLICHSIBAT MAIMEHTHUTE 3a HAIMYMETO Ha BTOPH IbPBUYHH 3JI0KaYECTBEHH 3a00JIsIBaHUS TIPEIH U IO
BpEMeE Ha JICYCHUETO, KaTo U3I0JI3BaT CTAHJApTEH CKPUHUHT 3a PaK, U J1a Ha3Ha4aBaT JICUCHUE CIIOpe]
MOKa3aHUETO.

AHC[}FI/I‘-IHI/I PEAKIIUN U TCKKH KOXHU PCAKIIUN

CpoOmiaBa ce 3a aHTHOEIeM, aHA(MIAKTHYHA PEaKIUs U TeKKH 1ePMaTOIOTUYHH PEaKIIHH,
Bkimountenno SJS, TEN u DRESS, npu ynorpedara Ha momanuaomus (Bxk. Touka 4.8). [Tanuenture
TpsiOBa Jia ObJIAT KOHCYJITHPAHH 33 TIPU3HAIUTE U CUMIITOMHUTE Ha TE3W PEaKIUU OT MPEITHCBAIINTE
JIeKapH 1 TpsIOBa J1a ObJaT MHCTPYKTUPAHH Ja TOTHPCAT He3a0aBHO JIEKapCcKa MOMOIIL, aKO Pa3BHAT
Te3u cuMnTomu. [lomamumomun TpsiOBa a ce mpeyCTaHOBH MPHU eKC(POTHATHBEH UK OYII03¢H O0pHB
i ako uma ceMHenus 3a SJS, TEN wmu DRESS u He TpsiOBa 51a ce oHOBSIBaA CIie]] IpeKpaTsiBaHe
TO MY MOpajJy Te3H peakiuu. [lanenT ¢ aHaMHe3a 3a CepUO3HU ANEPTHYHU PEAKIMH, CBbP3aHH C
JICYCHUE C TATUIOMUJI HJIH JICHATHIOMHU/, Ca U3KIIIOYEHH OT KIIMHUYHHUTE NPOy4BaHus. TakuBa
HaIUEeHTH MOXE J1a Ca C TI0-BUCOK PUCK OT PeaKIiiyi Ha CBPhXUyBCTBUTEIHOCT U HE TPsOBa /1a
noJTy4yaBat noManuaoMu. [Ipu koxeH oOpuB OT cTerneH 2-3 TpsaOBa 1a ce 0OMUCITH PEKbCBaHE Ha
npreMa WX IPEeKpaTsBaHe Ha JICUCHUETO ¢ moManuaoMua. [lomanumomua TpsOBa 1a ce mpekpaTH 3a
HIOCTOSIHHO TIPH aHTHOEeM M aHA()UIIAaKTUYHA PEaKIIHSL.
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3amMasiHOCT M OOBPKAHOCT

[Ipu u3non3BaHe Ha MOMATUIOMHUJ Ce ChOOIIaBa 3a 3aMastHOCT U ChCTOSTHUE Ha O0OBPKAHOCT.
[TanuenTrre TpsaOBa 1a U30ATBAT CUTYAIMH, TPU KOUTO 3aMasHOCTTA WM OOBPKAHOCTTA MOTaT Ja
Ob1aT mpoOeM, U J1a He IpueMaT APYTH JIEKapCTBEHU POAYKTH, KOUTO MOTAT /1a IPUIHHAT
3aMastHOCT WM 0OBPKAHOCT, 0€3 MBPBO J1a TOTHPCAT METUIITHCKH CHBET.

Hurepcruimanna 6exoapoona 6onect (MBB)

WBB u cBbp3aHy CHOUTHUS, BKIIOYUTETHO CITyYyal Ha THEBMOHUT, C€ HAOII0AaBaT Py TOMAaTHIOMHUI.
TpsiOBa 1a ce U3BBPIITN BHUMATEIIHA OIICHKA HA MAIIUEHTUTE C OCThP HMPUCTHIT WIIH HEOOSICHUMO
BJIOIIIaBaHE HA OEIOAPOOHUTE CHMIITOMH, 32 1a ce m3kiaoun Ubb. [Tomammmomun TpssoBa na ce
MIPEKbCHE, IOKATO C€ M3CIEABAT Te3U CUMITOMH 1 ako MIBb O0b1e moTBbpcHa, TPsOBa J1a Ce 3alovHe
MoIX01A1110 Jieuenue. [lomanuaomuy TpsiOBa 1a ce MOJHOBH CaMO CJIe]T ISUIOCTHA OIICHKA HA TIOJI3UTE
1 PHUCKOBETE.

YepHoaApoOHU HAPVIIIEHUS

[Ipu nauueHTH, J€KyBaHU ¢ HOMAIUAOMHU, ce 3a0eIA3BaT 3HAUUTEIHO TOBUILICHU HUBA Ha allaHUH
amMuHOTpaHcepasza 1 OMTUpyOouH (BX. Touka 4.8). FiMa u ciryyan Ha XeHaTuT, KOUTO BOIAT 110
npeKparsBaHe Ha momManuaoMua. IlpenopruBa ce pe1oBHO MpociieAsBaHe HA YepHOAPOOHATA
GyHKIMA TIpe3 IbpBHUTE 6 Mecela OT JICYCHUETO ¢ MOMATUIOMUJL U CJIE/I TOBA KaKTO € KIIMHIYHO
MOKa3aHo.

HNudexnmu

Psinko ce choO11aBa 3a peakTUBHpaHe Ha XeNMaTUT B rnpu marueHTH, noayvyaBaiy IOMaTHIOMHU] B
KOMOWHAIUSA C IEKCaMeTa30H, KOUTO PN TOBa ca Ovin nH()EKTUpaHH ¢ BUpyca Ha XernaTuT B
(HBV). Hskou OT Te3u CiTydau MPOrpeCcupar 0 OCTpa YepHOAPOOHA HEIOCTATHUHOCT, BOJIEINA JI0
MPEeKPaTABaHETO Ha MOMAIUAOMUA. BUPYCHUAT cTaTyc 1o OTHOIICHUE Ha XemaTtuT B TpsioBa na Obae
YCTaHOBEH IPE/IM 3aII0YBaHE Ha JICUCHUE C MOMATUIOMUI. 3a MAIleHTH, KOUTO Ca TIO3UTHUBHU 3a
HBYV undexmus, ce mpenopbuBa KOHCYNTAIUS C JIEKap C ONHUT B JiedeHHeTo Ha xenaTut B. Tpa6Ba na
ce MOJIX0XK/a MPEITa3IuBO, KOraTo MOMAaIHAOMUJ B KOMOMHAIIHS C JIEKCAMETA30H Ce Mpuiara npu
MAIMEeHTH, KOUTO Mpean ToBa ca ounn uHpektupanu ¢ HBV, BkirounTeHO manueHT, KOUTO ca
anti-HBc mosutusaml, Ho HBSAQ HeratnBHu. Te3u maipienTH TpsaOBa a ce HaOIIfoAaBaT BHUMATETHO
pe3 II0TO BpeMeTpacHe Ha TepanusTa 3a MPU3HAIM U CUMIITOMH Ha akTuBHa HBV mHbeknus.

IIporpecusna mynrudokanga nseskoernedanomnarus (IIMJI)

CnoO0I1eHu ca cayvan Ha IPOrpeCHBHA MyITH(HOKATHA JTIEBKOCHIIS(ATOTATHS, BKIFOUUTEITHO C
JIeTaJIeH U3XO/ MpH yroTpedaTta Ha momanuaomua. 3a [IMJI ce choOiiaBa HIKOJIKO Mecela 10
HSKOJIKO TOAMHU CJIE] IEYeHHETO ¢ omManugomu. ChoOIIeHUTe Caydan ca OOUKHOBEHO TIPH
MAIMEHTH, KOUTO IPHEMAT CHITBTCTBAIIO JEKCAMETA30H, WIH ca OMIIM Ha TpeAIIecTBaIla Apyra
UMYHOCYITpeCHBHA XUMHUoTepamnus. Jlekapure TpsOBa 1a MPOCIeaIBaT NAIUMEHTUTE PEIOBHO U J1a
Brutrodar [IMJI B nudepennmnanaaTa auarto3a mpy MarydeHTH ¢ HOBOOTKPUTH FUTH BJIOIIIABAIIN CE
HeBpOHOI‘I/I‘IHH CHUMIITOMH, KOTHUTHBHH WJIH ITIOBCACHYCCKHU HpI/I3HaHI/I UJIN CUMIITOMMU. C'bH_[O TakKa
narueHTUTe TPsioBa 1a ObIAT MOCHBETBAHM J1a MHDOPMHPAT TAPTHHOPA CH WITH JIUIIATA, KOUTO CE
TPHKAT 3a TAX, 32 JICUCHUETO, Thi KATO T€ MOTaT Jia 3a0e/IeKAT CHMIITOMH, KOUTO MAIUEHTHT HE
3a0em3Ba.

Onenkara 3a [IMJI Tps6Ba 1a ce ocHOBaBa Ha HEBPOJIOTHYHO W3CIE/IBAHE, IPEHO-MarHUTCH
pe30HaHC Ha MO3bKa M aHAIN3 Ha rphOHauHO-Mo3buHaTa TeunocT 3a JJTHK na JC Bupyca (JCV) upes
nojuMepasna Beprkna peakius (PCR) unm mo3buna 6uornicus ¢ rectBane 3a JCV. OTpHIIaATETHUST
pesyntat oT PCR 3a JCV He uzkmousa [IMJI. Be3M0OXHO € 12 ce HaI0XKH JOMBJIHUTEITHO
IpocyeIsBaHe U OIleHKa, aKo He MOXKe Ja ObJie TIOCTaBeHa anTepHATHBHA JUArHO3A.

Axo0 nMa CbMHEHHS 3a HM.H, MO-HATAaTBhIIHOTO MMpUJIaraHe CjaceABa Ja C€ NpCyCTaHOBH, JOKATO HE CC
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m3kmroun [IMJI. Axo ce morespau [IMJI, momanuaomus TpsiOBa 1a ce IpeyCTaHOBH OKOHYATEITHO.

CopabpkaHue Ha HATpUN

To3u IeKapCcTBEH MPOAYKT ChABPXKaA Mo-Maiako oT 1 mmol marpwmii (23 mQ) Ha Karcysa, T.e. MOXKe J1a
ce KaXxe, 4e MPaKTHUECKU HE ChAbPIKA HATPUI.

CopabpykaHUE Ha JAKTO3a

To3u nexapcTBeH NPOAYKT ChIIbpxka JlakTo3a. [larueHTn ¢ peIku HacaeICTBEHHU MPOOIeMH Ha
HEMIOHOCHMOCT KBbM TallaKT03a, IThJICH JIAKTAa3¢H JS(PUIUT WIH TIFOKO30-TATAKTO3HA MatadcopOIus He
TpsiOBa Jja MpUeMar TOBa JEKapCTBO.

Coabpxanue Ha OpuisgaTHO cuHbo FCF (E133)

To3u ekapcTBEH MPOAYKT ChABpPKa azobarpmioro opmisaTHO cuabo FCF (E133), koeTo Moxe ma
NPUYUHYU AJICPTUIHU PEAKIHH.

45 B3aumopneiicTBHe ¢ APYI'H JIeKAPCTBEHH MPOAYKTH M APYrd (popmMu HA B3auMoelcTBHE

Ed)CI(T Ha MOMaJTMJIOMUA BbPXY APYTH JICKAPCTBCHU MPOAYKTHU

He ce oyakBa momanunoMus 1a IpeAr3BUKa KIMHHYHO 3HAYMMHU (hapMaKOKHHETUYHU
B3aMMOICHCTBUS TIOpaay HHXUOMpaHe Wik HHAYKIKs Ha P450 n3oeH3uM win MHXHOUpaHe Ha
TpPaHCTIOPTEPHTE, KOTATO Ce MpHiiara eJHOBPEMEHHO ChC CYOCTpaTH Ha T€3W €H3UMU WIIH
Tparcnoprepu. [loTeHIMATBT 32 MOT0OHN B3aUMOICHCTBYS, BKIIFOUUTEITHO ITOTCHIUAIHOTO BIIHSHUC
Ha TIOMAJIHIOMH]] BBPXY (hapMaKOKWHETHKATa HA KOMOWHUPAHU EPOPATHN KOHTPAIICTITUBY, HE €
KJIIMHAYHO JTOKa3aH (BXK. Touka 4.4 TepaToreHHocr).

E(i)CKT Ha JPYIH JCKAPCTBCHHU MPOAYKTH BHPXY NOMAJTMIOMU L

IMomammmomuy ce Metabommsupa yactuano upe3 CYPLA2 u CYP3A4/5. Toii e chimo u cydocTpar Ha
P-rmuxonportenna. EAHOBpeMEHHOTO MPUIOKEHUE HA MOMAIHIOMUJ C MOIIHUS HHXUOUTOD Ha
CYP3A4/5 u P-gp kerokonazon wiu ¢ MowHus MHAyKTOp Ha CYP3A4/5 kapbamasenuH Hiama
KJIMHAYHO 3Ha4UM €(EKT BbPXY €KCIIO3ULMATA Ha TOMaIuIoMuA. EMTHOBPEMEHHOTO NPUIIOKEHNE Ha
mouraus naxuOuTOp HAa CYPL1A2 dryBokcaMuH ¢ MOMIMAOMHU B IPUCHCTBUETO HA KETOKOHA30I
yBeIM4aBa cpeHaTa eKkcro3uuus Ha nomanuaomua 10 107% ¢ 90% noBeputeneH HHTEpBaI

[91% 10 124%] B cpaBHEHHE ¢ TOMATHIOMHU/I IUTOC KETOKOHA301. [IpH BTOpO MpoyyYBaHe 3a OleHKa
Ha rpuHOca camo Ha uHxuOHuTOop Ha CYPLAZ2 3a mpoMeHnuTe B MeTaboin3mMa eJTHOBPEMEHHOTO
NPUIIOKEHUE caMO Ha (UIyBOKCAMHH C TIOMaJHIOMU/ yBeJIMYaBa CpeJHaTa eKCIIO3ULIUs Ha
nomaymaomMun 110 125% ¢ 90% noseputenen uarepsan [98% mo 157%] B cpaBHEHHE caMoO C
noManuaomMun. Ako momau naxuoutopr Ha CYP1A2 (Hanp. nunpodiokcau, CHOKCAIMH 1
(i1yBOKCaMUH) ce mpuiiaraT eIHOBPEMEHHO C MOMAaJIHIOMU/, HaMaJIeTe o3aTa moMaaugoMua ¢ 50%.

,Q CKCaMCTa30H

EMHOBpPEMEHHOTO MHOTOKPATHO MPUIIOKEHUE HA JO3HM OT MakCUMyM 4 Mg moManugoMua ¢ 20 mg 1o
40 mg nexcameras3on (ciab 10 yMepeH HHAYKTOp Ha Hakoiako CYP ensuma, Brimountenao CYP3A)
Ha NAIUCHTH C MYJITUIUICH MUEJIOM HsIMa e(eKT BbpXY (hapMaKOKHHETHKATA Ha TIOMATUIOMHU/I B
CpaBHEHHE C MOMATHIOMHI, IPUIAraH CaMOCTOSATEITHO.

EdexTsT Ha nekcaMeTa3oH BbpXy BapdapuH He e uzBecteH. [IpernopbuBa ce BHUMATEIHO Clie/IeHe Ha
KOHILIEHTpaluATa Ha Bap(dapuH 110 BpeMe Ha JEUSHUETO.
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4.6 @epTHanTET, GPEMEHHOCT U KbPMEHe

Kenu ¢ JACTCPOJCH IMOTCHIIHM A /KOHTDaLICHHI/I}I OpH MBKE U JKCHHU

JKenu ¢ netepoieH noTeHIMaI TPSAOBA J1a M3M0I3BAT €PEKTUBEH KOHTPALICITUBEH METOI. AKO KeHa,
JICKyBaHa ¢ IOMaJIMIOMHII, 3a0peMeHee, JICYCHUETO TPpsiOBa Ja ObJie CIPSHO U MallMeHTKaTa TpsOBa 1a
ObJlc HACOYCHA 32 OIIEHKA U CHBET KbM JIEKap CICIUAIMCT WU C OIHUT B TEPATOJIOTHATA. AKO
MapTHHOPKA Ha MBXK, JICKYBaH ¢ IOMAJIUIOMHUI, 3a0peMeHee, ce MPeropbuBa Ts 1a ObJIe HacOUYCHa 3a
OIICHKA U CHBET KBM JICKap CIICIIUATUCT WM C OIUT B TepaTojorusaTa. IlomanmuaomMusn ce Chabpika B
yoBemkara criepma. Karo npenmnasna mMspka, BCHUKH HAIIUEHTH OT MBXKH TI0J, TPUEMAIIH
MOMATUIOMUJI, TPSOBA J1a U3IOI3BAT MPE3ePBATHUBH IPE3 IUIOTO BPEMETpacHe Ha JISYSHUETO, TI0
BpeMe Ha IPEKHhCBAHE Ha MMpHUEMa U B TIPOIBIDKEHUE Ha 7 JHU CIIe]] IpeKpaTsBaHe HA JICYCHUETO, aKO
MapTHROPKATa UM € OpeMEeHHa WJIH C JETEePOJICH IMOTSHIIMA U He MPOBEXAa KOHTPAIEHIHs (BXK. TOUYKH
43u44).

BpemeHHocT

ITpum xopa ce oyakBa TepaToreHeH eekT Ha nomanuaoMu. [TomanuaomMu € IpOTHBOMIOKA3aH 110
BpeMe Ha OpEMEHHOCT U IIPH JKEHU C JETEPOAEH IOTESHINAJ, OCBEH KOraTo ca U3IbJIHEHU BCUUKH
yCIIOBUS 3a Mpeana3BaHe oT OpeMeHHOCT (Bk. Touka 4.3 u 4.4).

Kspmene

He e u3zBecTHO nanu noManuIoMu ce eKCKpeTupa B KbpMata. [lomanuaomMu ce OTKpuBa B KbpMarta
Ha TUTBXOBE B TIEPHOJ] HA JIAKTAIIHS CIEA MPUIIOKEHUE Ha MaikaTa. [lopaau moTeHmnuana 3a HeXKeIaHu
JIEKapCTBEHU PEaKIINY Ha TIOMAJTUIOMHII ITPH KbpMadeTa, TPSOBa J1a ce B3eMe PEIICHHE JaJIH Ja Ce
MpPEeKpaTH KbPMEHETO WIH J]a CE CPe JIEKaPCTBEHUS NPOAYKT, KaTO C€ B3eMaT NMPpEeABUJ M0JI3aTa OT
KBbpPMEHETO 3a ICTETO U MOJ3aTa OT TCPANMITA 32 JKeHATA.

DepTUnuTeT

YcTaHOBEHO €, ue MOMaIHIOMHJ UMa OTPHIIATEITHO BB3/IeHCTBUE BHPXY (EepTHIIUTETA U €
TepaToTreHeH NpH KUBOTHH. [loManmmomu npeMrHaBa mpe3 IUTalleHTaTa u ce OTKpHBa B KPHBTA Ha
I0/1a CJie]l IPUIIOKEHHE TIPH OpEMEHHH 3aiiuu (BXK. Touka 5.3).

4.7 EdexTu BbpXy CIOCOOHOCTTA 3a mopupaHe U padoTa ¢ MAIIMHU

[TomanuaoMuy MOBIHSBA B MaJIKa JI0 YMEpEHa CTEIeH CIIOCOOHOCTTa 3a modupane u padora ¢
mamuHu. ChoOIaBa ce 3a yMopa, MOHWKEHO HUBO Ha Ch3HaHUE, O0BPKAHOCT U 3aMastHOCT TIPU
ynoTtpeba Ha MoMaluaOMUA. AKO ca 3aCerHaTy, MalueHTHTEe TPAOBa 1a ObJaT MHCTPYKTUPAHU J1a HE
modupar, 1a He U3MOI3BAT MAITMHY U Ja HE U3ITBJIHABAT OMACHU 3aJIa4H, JOKATO Ce JIGKYBaT C
MOMAJTAZIOMHU]I.

4.8 Hesxkenanm jiekapcTBeHH peaKuH

Pesrome Ha mpoduiia Ha 6€30MacHOCT

Tlomanudomuo 6 kombunayus ¢ bopmezomud u Oexcamemaszou

Haii-yecto choOuIaBaHNTE HAPYIIICHUS HA KPHBTA U JIMMQHATa cucTeMa ca HeyTporieHus (54,0%),
tpoMOonuTornieHus (39,9%) u anemus (32,0%). pyru Haii-dyecTo choOMaBaHN HEXKEIIAHU PEAKITUU
BKIIIOYBAT nepudepHa cer3opHa HeBponatus (48,2%), ymopa (38,8%), nuapus (38,1%), 3anek
(38,1%) u nepudepen otok (36,3%). Haii-uecto choOIIaBaHNUTE HEXKENAHN PEAKIIUU OT 3-Ta WITH
4-Ta cTereH ca HapyIIeH!s Ha KPBBTa U JIMM(HATa CHCTEMa, BKIIIOUMTEIHO HeyTponenus (47,1%),
TpoMOonmTornieHus (28,1%) u anemus (15,1%). Hali-uecto choOIaBaHaTa cepro3Ha HeXXeIaHa
peaxus e maeBMoHUS (12,2%). Ipyru cbo011aBaHu cepro3HH HEXKEJIAHU PEaKLIU BKIIIOYBAT
nupekcust (4,3%), nHpeKIns Ha JoJHUTE AuxaTenHu mbruina (3,6%), rpun (3,6%), 6enoapodHa
em6omust (3,2%), mpencbpaHo MbxaeHe (3,2%) 1 octpo 0B0pedHo yBpexaane (2,9%).
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Tomanuoomuo 6 kombunayus ¢ Oexcamemason

Haii-gecTo choOIIaBaHNTE HEXKEIIAHU PEaKIIUU MPU KIMHUYHUATE TIPOYYBAHUS Ca HAPYIICHUS Ha
KpbBTa U JIMM(]HATA CHCTEMa, BKITFOUUTEITHO aHeMus (45,7%), neyrponenus (45,3%) u
TpombonuToneHus (27%); o0y HapymeHus 1 eeKTH Ha MSICTOTO Ha MPHIIOKESHUE, BKITFOYUTEITHO
ymopa (28,3%), mupekcust (21%) u nepudepen otok (13%); u nHpekMu 1 HHPecTaHy,
BKItounTenHo maeBMonus (10,7%). 3a mepudepHa HEBpOMATHS KaTO HEXellaHa PeakIus ce ChoOIaBa
npu 12,3% 0T manuenTuTe, a BEHO3HH eMOOoIMYHU win TpomOboTiyau crouTus (VTE) kaTo HexenaHu
peakiuu ce choOmanar npu 3,3% oT nanueHTure. Hali-uecto choOIIaBaHUTE HEXKEIAHU PEAKIIUU OT
3-Ta wiu 4-Ta CTENeH ca HapyIIeHUS Ha KPBhBTA U JIMM(HATA CHCTEMA, BKIIFOUUTEITHO HEYyTPOIICHUS
(41,7%), anemus (27%) u tpombonuTornenus (20,7%); nadexkunn u nH ecTaIu, BKIIOYUTESITHO
nHeBMOHHS (9%); 1 001N HApyIIeHHs ¥ e()EeKTH Ha MICTOTO Ha MPHUIIOKECHUE, BKIFOUUTEITHO YMOpa
(4,7%), mupexcus (3%) u nepudepen otok (1,3%). Haii-uecto crobmaBanaTa cepro3Ha He)KenaHa
peakuus e maeBMOHUS (9,3%). pyru cho0maBaHy CeproO3HU HEKETaHN PEaKIMK BKITFOYBAT
(ebpuHa HeyTponenus (4,0%), aeyrponenus (2,0%), rpomboruronenus (1,7%) u VTE Hexenanu
peaxmmu (1,7%).

CrollecTBYBa TEHACHITHS HEXKEIAHUTE PEAKIUH J1a BE3HUKBAT MO-YECTO MPE3 MBPBUTE 2 IUKBIIA Ha
JICUEHHUE C TIOMaJIUIOMHMI.

Tabauia Ha HEXKETAHNUTE PCAKIINN

HesxenanuTe peakunu, HaONMIOJaBaHHU NPU MAIUCHTH, JICKYBAHH C TIOMATHIOMHUI B KOMOHHAITUS C
60opTe30MHO U IeKCaMeTa30H, TOMATHAOMHU/] B KOMOWHAIINS C JEKCAMETa30H U OT
MTOCTMAapKETHHTOBOTO HaOr0IeH e, ca n3dbpoenu B Tabnuia 7 mo cucremo-oprannu kiacose (SOC) u
YeCTOTA 3a BCHYKU HEKEJIAaHHW PEaKIIMU U 38 HEXKEJIAHUTE PEaKIny OT 3-Ta WK 4-Ta CTEIEH.

Kateropuure 1o 4ectoTa ca ie()MHUPaHN B CHOTBETCTBHE C aKTYAIHUTE YKa3aHUs KaTO: MHOTO YECTH
(> 1/10), gectu (> 1/100 mo < 1/10), Heuectu (> 1/1 000 o < 1/100) u ¢ Hen3BecTHA YecToTa (OT
HAJIMYHHUTE JJAHHU HE MOXKe J1a ObJie HallpaBeHa OIICHKA).

Tabauua 7. Hexenanu peaxkuuu (HJIP), cho01eHd B KIMHUYHUTE H3MUTBAHUSA U OT
MOCTMAPKETHHIOBUSI ONUT

KomOunnunpano jeuenne Homammxommn/ MomammaomMua/nexkcaMmeTasoH
0opTe30Mud/neKcaMmeTasoH
CucremMo-opranes kJjac/ Beunuku HJIP | HIIP ot Benuxku HIJIP | HIIP ot
IIpennoynTan TepMUH creneH 3-4 creneH 3-4
Nudpexunn u nndecrannu
[THeBMOHUS MHoro yectu | MHoro uectu | - -
[THeBMOHUS (OaKTEpHATHH, - - Mmuoro yectn | Yectu
BUPYCHU U I'bONYHH
WH(QEKINY, BKIFOYUTEITHO
OIIOPTIOHUCTHUYHHU WHDEKIHHN)
bponxur Mmuoro yectn | Yectu Yectu Heuectn
Wndexnus Ha ropHUTE MsHuoro ywectn | Yectn Yectn Yectn
JIMXATEHU THTUIIA
BupycHa undexiusa Ha Mmuoro uectu | - - -
TOPHHUTE AMXATENHU THTHUIIA
Cencuc UecTtn UecTtn - -
CentuueH MOK UecTtn UecTtn - -
HeyTtponenuuen cencuc - - Yectu Yectu
Konut, npuyurHeH ot Yectu Yecrtu - -
Clostridium difficile
BponxonHeBMOHUS - - Yectn Yectn
Wudekuus Ha muxaTeTHUTES Yectu Yectu Yectu Yectu
THTHINA

16




KomOnnunpano jeuenne

Homanunomun/
O0opTe30Mud/mekcaMmeTa3’oH

ITomanmaoMua/mexkcaMeTa3’oH

CucremMo-opranes kJjac/ Benuku HJIP | HIIP ot Benuxku HIJIP | HIIP ot
IIpennmoynTan TepMUH creneH 3-4 cremneH 3-4
WHubekuus Ha TOJHATE Yectu Yecrtu - -
JMXaTENHU THTUIIA
BenmonpobHa nHbeknus UecTtn Heuectu - -
['pun MpHuoro yectu | Yectn - -
bpouxuonut Yectu Yectu - -
Wubekuns Ha MUKOYHHUTE Mmuoro yectn | Yectu - -
THTHINA
Hazodapunrur - - Yectn -
Xeprec 30cTep - - UecTtn Heuectn
PeaktuBupane Ha xenmatut B - - C memsBectHa | C Hem3BeCTHA
gectoTa™ gectoTa™
Heomia3zmu — 100poKayecTBEHH, 3J10KAYeCTBEHU M HeonpeaeaeH (BKJI. KHCTH U MOJMIIN)
bazannoknerpueH kapiuHoMm | Yectu Heuectu - -
bazanHok/ieThUeH KapIuHOM | - - Heuectn Heuectn
Ha KO)Karta
CKBaMO3HOKJIETHYCH - - Heuectn Heuectn

KapOuHOM Ha KOXKaTa

Hapyuienusi Ha KPBBTA M JIUM

HaTa CHCTEMA

Heyrponenus Muoro yect | MHoro ywectd | MHoro uectu | MHOro yectu
TpomboruToneHus Muoro gectu Mmuoro uectu Muoro gyectu Muoro gyectu
JleBKOTICHUS Muoro gyectu Yectn Mmuoro yectu | Yectn
Anemus Muoro gyectu Mmuoro gectu Muoro gyectu Muoro gyectu
deOpuiiHa HEYTPOIICHHS Yectu Yectu Yectu Yectu
Jlumbonenus Yectn Yectn - -
ITarInTONIEHUS - - Yectu™ Yectu™
Hapyniennsi HAa HMYHHATA CHCTEMA
AHrnoemem - - Yectu™ Heuectu*
Yprukapus - - Yectu* Heuectn®
AHadmrakTHaHa peakus C memsBectHa | C HEeW3BeCTHA | - -
yectora* yectoTa*
OTXBBpIsSHE HA C HeusBecTHa | - - -
TpaHCIUIAHTHPAH COJIUICH gectora*
opra’
Hapyuiennst Ha eHAOKPUHHATA CHCTEMA
XUIOTHPEOUTNIBM | Heuectu™ | - - -
Hapyuienusi Ha MeTa601M3Ma M XPAHEHETO
XUTIOKaIueMust Mmnoro yectu | Uectn - -
XunepriauxeMust MpHuoro yectn | Yectn - -
Xunomarae3ueMus Yectu Yectn - -
XUTOKaIITUEMHUST Yectu Yectu - -
XunodochareMust Yectn Yectn - -
XunepKajaueMust Yectu Yectu Yectu Yectu
XunepkanuueMus Yectn Yectu - -
XUIoHATPUEMHUS - - Yectn Yectn
Ilonmxen ameTut - - Mmuoro gectu | Hewectn
XHmepypuKeMust - - Yectu* Yectu*
TyMop-nu3HC CUHAPOM - - Heuectu™ Heuectu™
IlcuxnyHM HApyIIEeHHUs
be3cnaue Muoro gyectu Yectn - -
Henpecust Yectu Yectu - -
ChcTosiHrEe HA 00BPKAHOCT - - Uectn Uectn
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KomOnnunpano jeuenne Homammxommy/ Momammaomua/nexcaMmeTasoH
O0opTe30Mud/mekcaMmeTa3’oH
CucremMo-opranes kJjac/ Benuku HJIP | HIIP ot Benuxku HIJIP | HIIP ot
IIpennmoynTan TepMUH creneH 3-4 cremneH 3-4
Hapynienusi Ha HepBHaTa cUcTeMa
[Tepudepna cenzopna Mmuoro yectn | Yectu Yectu Heuectn
HEBPOIIATHUS
3amasiHOCT Muoro yectu | Heuectn UecTtn Heuectn
Tpemop Mmuoro uectu | Hewectu Yectu Heuectn
CuHkon Uectn Uectn - -
[Tepudepna cerzopHo- Yectu Yecrtu - -
MOTOPHA HEBPOIATHS
[Tapecresus Yectn - - -
Hucrey3us Yectu - - -
[ToHMXEHO HUBO HA Ch3HAHUE | - - Yectun Yectun
BrTpeuepeneH KpbBOU3IUB - - Yectu* Heuectu™
MoO3BYHO-CHI0B UHIUIEHT - - Heuectu* Heuectun*
Hapymienust Ha ouuTe
KarapakTta | Yectu | Yectu | - | -
Hapymienust Ha yX0TO ¥ JJaOMpPUHTA
Bepturo | - | - | UecTtn | UecTtn
Chbpaeynn HapyleHHst
[IpeacepaHO MBXKICHE Mmuoro yectn | Yectn Yectn* Yectu*
Coppaedna HeJJOCTATHIHOCT - - Yectu* Yectu*
WudapkT Ha MHOKapaa - - Yectu* Heuectu™
ChaoBu HapyLIeHnst
Jb10oka BeHO3HA TpoMOO3a Yectn Heuectn Yectn Heuectn
XHUIOTOHMS Yectun Yectu - -
XunepToHust Yectu Yectu - -
PecnniupaTopHu, rpbAHN U MEINACTHHAJIHA HAPYIICHUS
JucnHes Muoro gyectu Yectn Mmnoro yectu | Yectn
Kanutnna MHoro yectu | - MHoro yectu | Heuectu
benoapobHa emOommst Uectn Yectn Uectn Heuectn
Enmcrakcuc - - Yectu™ Hewectu*
Wntepcrunuanna 6eroapobua | - - Yectu* Heuectu™
OonecT
CToMaliHoO-YpeBHHM HApPYIIeHUsA
Huapus Mmuoro yectn | Yectu Mmuoro yectn | Yectu
[loBpspIIane MpHuoro yectn | Yectn Yectn Yectn
T'agene MHoro uectu Heuectn MHoro uectu Heuectu
3amex MHoro yectn | Yectu MHoro yectu | Yectu
Kopemna 60oska Mmuoro yectn | Yectn - -
Bboika B ropHara yact Ha Yectu Heuectu - -
KopeMma
Cromatut UecTtn Heuectu - -
Cyxora B ycTtara Uectn - - -
AOTOMUHAITHA TUCTEH3US Yectn Heuectu - -
CroManrHo-4peBeH - - Yectn Heuectn
KPBHBOM3IIUB
XenaToOMJIHAPHHM HAPYIICHHSA
XurnepommpyOrnHeMHUs - - Heuectn Heuectn
XemnaTur - - Hewectu* -
HapynieHnsi Ha K0KaTa ¥ MOAKOKHATA ThKaH
O6pus | MHoro yectu | Yectu | Yectn | Yectn
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KomOnnunpano jeuenne

Homanunomun/
O0opTe30Mud/mekcaMmeTa3’oH

ITomanmaoMua/mexkcaMeTa3’oH

CucremMo-opranes kJjac/ Benuku HJIP | HIIP ot Benuxku HIJIP | HIIP ot
IIpennmoynTan TepMUH creneH 3-4 cremneH 3-4

IIpyputyc - - Yectu -

JlexapcTBeHa peakmus ¢ - - C memsBectHa | C Hem3BeCTHA

CO3MHO(DMIHSI U CUCTEMHHU gectoTa* gectoTa*

CUMITOMU

TokcnuHna enumepMaTHa - - C memsBectHa | C Hem3BeCTHA

HEKpOJIH3a gecTora™ gecTora*™

Cunnpom na Stevens-Johnson | - - C memsBectHa | C HeusBecTHaA

gyectoTa® yectoTa®

Hapymiennst Ha MyCKYJHO-CKeJI€THATA CHCTEMA U CheANHUTETHATA ThKaH

Myckynaa cimaboct Mmuoro yectn | Yectu - -

Bonxka B repba Muoro yectu | Yectu - -

Bbonka B koctute UecTtn Heuectu Muoro yectu | Yectu

MycKyIHH cla3Mu MHoro yectu | - MHoro yectu | Hewectn
Hapymiennst Ha 0bOpelUTe M MMKOYHUTE MHTHINA

Octpo 060pedno yBpexkaane | Yectu Yectn - -

XpoHUYHO OBOPEYHO YecTtu Uectn - -

YBpEKIaHE

3agppkaHe Ha YpUHA Yectu Yectu Yectu Heuectn

br0Opedna HeTOCTATHYHOCT - - Yectu Yectu
Hapymiennsi Ha Bb3NPOU3BOANTEIHATA CHCTEMA H IbPAATA

bonka B Taza | UecTtn | UecTtn
OO0 HapymeHnsi M e(peKTH HA MACTOTO HA NPHJIOKEHHE

Ymopa Mmuoro yectn | Yectu Mmuoro yectn | Yectu

ITupexcust Mmuoro yectn | Yectu Mmuoro yectn | Yectu

[epudepen oTox Muoro yectu | Yectu Muoro yectu | Yectu

I'pbana Gonka ot HecvpaeueH | Yectu Yectn - -

MTPOU3XOT

OTtok Uectn Uectn - -
HN3caenpanus

[ToBuieHa ananux UecTtu Uectn YecTtu UecTtu

amuHOoTpaHchepasa

[ToHMXEHO TErI0 Yectn Yectu - -

Hawmanen 6poit HeyTpodmmm - - Uectn Uectn

Hawmanen Opoii 6e1u KpbBHU - - Yectn Yectn

KJICTKU

Hawmanen 6poit TpomOonuTH - - Uectn Uectn

[loBumena nmukoyHa - - Yectu™ Hewectn*

KHCEIIMHA B KPhBTA

HapaHHBaHI/lﬂ, OTPAaBAHUSA U YCI0KHCHHSA, BbSHUKHAJIHU B PE€3YyJTAT HA HHTCPBCHIIUU

ITanane

| Yectn | Yectu

* CpoOIIeHN IPU TOCTMapKETHHTOBaTa yroTpeoa.

Onucanue Ha I/I36DaHI/I HCXCTaHU pCaKIInu

UecroTuTe B Ta3u TOYKA Ca OT KIMHHYHH NPOYYBAHUS ITPH NAIUEHTH, ITOJTyYaBaIly JICUCHHE C
MOMAaJIUIOMHI B KOMOMHAIUS Wid ¢ 6opTe3omMub u nekcameTa3oH (ITom+br3t/lekc), wiu ¢

nexcameTa3oH (ITom+/ekc).

Tepamoeennocm

HOMaJ'II/I,Z[OMI/I,Z[ € CTPYKTYPHO CPOACH C TAIUAOMUL. TaJ'II/I,I[OMI/I,I[ € U3BCCTHO TCPATOICHHO aKTUBHO
BCHICCTBO IIPpHU X0pPa, KOCTO MPUINHABA TCXKKHU KMUBOTO3aCTpalllaBali BPOACHU ,Z[e(i)eKTI/I. YcTaHOBEHO
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€, 4e MOMaTHJIOMUJI € TePaTOTeHEH U NPH IUTEXO0BE, U TPH 3alIH, KOTATO Ce MpUJIara B eproia Ha
OCHOBHATa OpraHorenesa (Bx. Touku 4.6 1 5.3). AKo Ipu Xopa 1o BpeMe Ha OpeMeHHOCTTa ce TIpueMa
MTOMAaJTUIOMUJI, CE OYaKBa TepaToreHeH eekT (BxkK. Touka 4.4).

Heymponenus u mpomooyumonenus

Heytponenus Bp3unKkBa npu He moBede oT 54,0% (Ilom+br3+/lekc) ot mauuenture (47,1%
(ITom+bt3+lekc) ot 3-ta unu 4-Ta creneH). HeyTponeHusita Boau 10 NpeKpaTsiBaHe Ha
nomanuaomus mpu 0,7% OT manMeHTUTe U He YeCTO € CEPHO3Ha.

®ebpunna neyrponenus (PH) ce crobmasa mpu 3,2% (Ilom+br3+/lekc) ot nanuenture u 6,7%
(ITom+/Iexc) ot manmenTute u € ceprosna npu 1,8% ([lom+br3+/lekc) ot manuenture u 4,0%
(ITom+/Iexc) ot manmenTure (BX. Touku 4.2 1 4.4)

Tpomboruronenus Bb3auKBa pu 39,9% (Ilom+b13+/lekc) ot manuenture u 27,0% (Ilom+]lekc) ot
nanentute. TpomboruToneHusTa € oT 3-ta wiu 4-ta cremnes mpu 28,1% (I[lom+b13+]ekc) ot
nanentute u 20,7% ([lom+/lexc) ot manueHTruTe, BOAU J0 MPEKpaTIBaHe HA TTOMATUIOMHUT TPH
0,7% (ITom+b13+/lekc) u 0,7% (Ilom+/lexc) oT manueHTrute u € cepuosna npu 0,7%
(ITom+b13+Mexc) u 1,7% (ITom+/lekc) ot manuentute (Bx. Touku 4.2 u 4.4).

HGYTpOHCHI/IH nu Tp0M6OI_II/ITOHeHI/IH OOMKHOBEHO BB3HHMKBAT IO-YECTO B PAaMKHUTC Ha IIbPBUTE 2
OUKBJA OT JCYCHUCTO C IOMAJIMAOMU B KOM6I/IHaI_II/IH HJIn C 60pT630MI/I6 1 ACKCaMETa30H, UJIU C
JCKCaMECTa30H.

Hnghexyusa
HNudexnmsara e Haii-uecTaTta HEXeMaTOJIOTUYHA TOKCUYHOCT.

Wnudexnus p3anksa mpu 83,1% ([lom+br3+/lekc) ot manmenture u 55,0% (ITom+/lekc) ot
naruerTute (34,9% ([lom+br3+/ekc) u 24,0% ([Tom+/lexc) ot 3-ta nnm 4-ta crenen). Undeknus Ha
TOPHUTEC NUXATCJIHU IbTUILA U THEBMOHUS Ca HaM-4ecTo BBb3HUKBAIIUTC I/IH(beKHI/II/I. I/IH(beKHI/II/I Cc
netaneH u3xox (5-ta crenen) Bp3HUKBAT 1ipH 4,0% (Ilom+b13+/lekc) ot manmentute u 2,7%
(ITom+/Iexc) ot manmenTure. MH(EKMITE BOAAT A0 peKpaTsBaHe HA TOMAIHIOMHUL IpH 3,6%
(ITom+b13+]lekc) ot nanuentute u 2,0% (Ilom+]lekc) oT narueHTUTe.

Tpomboembonuunu cooumus

[MpodunakTHkaTa ¢ aneTUICATHITAIOBA KUCEIWHA (M APYTH aHTHKOATYJIAHTH TIPU BUCOKOPHCKOBH
NalMeHTH) € 3aIb/DKUTEIHA 32 BCHUKH MAaleHTH B KIMHUYHUTE NpoyuBaHus. [Ipenopbusa ce
aHTHKOATYJIAI[MOHHA Tepanus (OCBEH aKo He € MPOTHUBOIOKa3aHa) (BxK. Touka 4.4).

Benozuu tpomboembonnunn croutus (VTE) Bb3uukBat npu 12,2% (Ilom+b13+/ekc) u 3,3%
(ITom+exc) ot manentute (5,8% (ITom+br3+/exc) u 1,3% (Ilom+/lexc) ot 3-Ta nim 4-Ta CTEINCH).
VTE ce chobmiaBat kato cepuosnu mpu 4,7% (Pom+Btz+Dex) u 1,7% (ITom+/lekc) OT nanueHTure,
HE c€ ChOONIaBaT peaKIINy ¢ JETAIICH U3XO0 OT KIIMHUYHUTE poyuBanws, a VTE ce cBbp3BaT C
npeKpaTsBaHe Ha NOMaTHIOMH/ Ipu He nosede oT 2,2% (ITom+br3+/lekc).

Tepugepna nesponamusi — ROMATUOOMUO 8 KOMOUHAYUS ¢ OOPME30MUD U OeKCAMEMA30H

[ManuenTn ¢ HanMyHAa nepudepHa HEBPOIIATHUS > CTENeH 2 ¢ 00JKa B paMKuTe Ha 14 qHM mipenu
paHaoMu3anuaTa ca U3KIIOYCHN OT KIMHUYHUTE n3nuTBanus. [lepudepHa HeBponaTrs Bh3HUKBA MTPH
55,4% ot marmenturte (10,8% ot 3-ta crenen; 0,7% ot 4-ta crenen). Kopurupanara cripsimo
EKCIIO3UIUATA YECTOTa € CpaBHUMA TP pa3iInunuTe pameHa Ha jedeHue. [lpubnusurenno 30% ot
MAIMCHTUTE, ITOJTyYWIH NiepudepHa HeBpOTIaTHs, UMaT aHAMHE3a 32 HEBPOTATHsI Ha U3XOAHOTO HUBO.
[epudepnara HeBpomaTHs JOBEXK/Ia 10 CIIUpaHe Ha O6opTe30MUO npudim3nTenHo npu 14,4% ot
ManueHTuTe, moManugomMun npu 1,8% u mekcamerazon mpu 1,8% oT manpeHTHTE B PaMOTO Ha
ITom+bT3+/lekc u 8,9% ot nanmenTute B pamoto Ha br3+]lexc.

Tepugepna nesponamusi — ROMAIUOOMUO 8 KOMOUHAYUSL ¢ OeKCAMEMA30H

[lamenTu chbe chliecTByBalla neprudepHa HEBPONaTUs > 2-pa CTEIEH €A U3KIIIOYCHU OT KIMHUYHHUTE
npoyusanus. [lepudepna neBponarus sb3uuksa npu 12,3% ot nauuentute (1,0% ot 3-ta mnu
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4-ta crerieH). He ce cpr00maBar cepruo3Hu peakiiny Ha reprudepHa HeBpOIIaTys; mepudepHaTa
HEBpOMaTHs BOAM 10 MpekpatsaBane Ha npuema npu 0,3% ot nanuentute (Bx. Touka 4.4).

Kpveousnus

[Tpu ynorpebaTa Ha MOMAaNIHUAOMHUIL CE CHOOIIIABAT XEMOPATrHYHH HAPYIICHHS, OCOOCHO MPH MAIUEHTH
C PUCKOBHU (haKTOPU KaTO €THOBPEMEHHO MPHIIAraHu JIEeKapCTBEHH MTPOAYKTH, KOUTO yBEIHYaBaT
MIPEIPa3NoI0KEHHETO KbM KbpPBEHE. XEMOParnyHUTE CHOUTHS BKIIFOUBAT E€MUCTAKCHUC, BTPEUEPEIICH
KPBHBOM3JIMB U CTOMAIIIHO-YPEBEH KPHBOU3JIHB.

Aﬂepzulmu PeAKyuUU U mesNCKU KOAHCHU peaKyuu

Crnob1uaBa ce 3a aHroeaeM, aHa()UITaKTUYHA PEaKIMs U TeXKH KOKHHU PEaKLUH, BKIIOYUTENHO SJS,
TEN u DRESS, npu ynorpe6a na nomanuaomu/. [lanmenTn ¢ anamHe3a 3a TeXXbK 00pPHB, CBP3aH C
JIeYCHHE C JICHANUAOMUJ WU TANUAOMUI, HE TPsiOBa 1a MOIydaBaT MOMATHIOMUI (BXK. Touka 4.4).

Ileouampuuna nonynrayus

Hexenanute peakiuu, 3a KOUTO Ce€ ChOOIIaBa MpH MeAUATPUYHH MalMeHTH (Ha Bb3pacT oT 4 10 18
TOJIMHM) C PEIUANBHUPAIIN WM POTPECUPAIIA MO3bYHI TYMOPH, ChOTBETCTBAT HA U3BECTHHS MTPO(UIT
Ha 0€30MacHOCT Ha MOMAaJIHJIOMUJI IPH B3PACTHU MAlMEeHTH (BXK. Touka 5.1).

C’B06H_IaBaHC Ha 1OJ03WPaHy HCXKCJIaHU PCAKITNH

Cp0o011aBaHETO HA MOI03UPAHU HE)KEIAHN PEaKIIMU CIIE] pa3pellaBaHe 3a yrnorpeda Ha JeKapCTBEHHUS
MPOAYKT € BakHO. ToBa MM03BOJIsBA Ja PO IBIKH HAOIIOICHUETO Ha ChOTHOIIICHUETO I0JI33/PUCK 32
JIeKapCcTBEHUS NPOAYKT. OT MEIUIIMHCKUTE CIICIUAINCTH CE U3MCKBA J]a ChoOIIaBaT BCAKA
[0I03UPaHa HeXKEIaHa Peakiys Ype3 HAIMOHAIHA CUCTeMa 3a ChOOIIaBaHe, IOCOYCHA B
IIpunoxxenne V.

4.9 Ilpepo3upane

[Ipoydenu ca mo3u nomanuaoMua 10 S0 MY KaTo eAMHUYHA 71034 MPH 3/IpaBU 100poBoIIH, O€3 11a ce
C’b06H.[aBaT CCPUO3HU HCIKCJIIaHU pCaKIIMH, CBbpP3aHU C IPCA03UPAHEC. HpqueHI/I ca 1031 10 10 mg,
Impujiaraiu MHOIOKpaTHO BEAHBXK THEBHO IIPU MAIUCHTHU C MYJITUILUICH MUCIIOM, 0e3 Ja ce C’L06H_IaBa
3a CEpUO3HU HEXKEJIaHU PeaKIIMU, CBbpP3aHu ¢ Tipefo3upane. JlozonumuTrpaniaTta TOKCUHYHOCT €
MUCIIOCYTIPpECHUL. B npoy4BaHHd € YCTaAaHOBCHO, Y€ NOMAJINIOMU] CE OTCTPAHABA YPE3 XCMOJUaAIN3a.

B cityudaii Ha mpeo3upaHe ce NpernopbuBa MOAIbPKALIO0 JICUCHUE.

5. ®APMAKOJIOTUYHU CBOMCTBA
5.1 d@apmakoaMHAMMYHU CBOiiCTBa
dapmakorepanepTuuHa rpyna: UmyHocynpecopu, Apyru umyHocynpecopu, ATC kon: LO4AX06

MexaHu3bM Ha JIEHCTBUE

[NomanuaoMua npuTekaBa JUPEKTHA AHTUMHETIOMHA TYMOPHLUAHA aKTHBHOCT, IMYHOMOYJTUPAIIIO
JeiicTBUe 1 MHXHOUpa MPHUHOCA Ha CTPOMAJIHUTE KJISTKH 32 PacTeKa Ha TYMOPHHUTE KIJIETKH Ha
MYJITUIUIEHUs] MueoM. [10-KOHKpeTHO oMaluIoMK]] HHXUOUpa nposudepanysara 1 HHIynupa
aronTo3aTa Ha XeMaTOIIOETUYHU TYMOPHH KJIeTKH. OCBEH TOBa MOMAaIHIOMUA HHXHOUpa
nponudepanysiTa Ha JeHATNAOMHUI-PE3UCTEHTHU KICTHYHH JIMHUH Ha MYJTHILICHUS! MAEJIOM U UMa
CHUHEPTUYHO JICWCTBHE C JIEKCAMETa30H KaKTO MPH JICHAIMIOMUI-CCH3UTUBHH, TaKa U MPH
JICHATHJOMUJI-PE3UCTEHTHH KJICTHUHH JIMHUY, 32 J]a UH]IYIIUpa aronTo3a Ha TYMOPHUTE KIIETKH.
IMomanmumomun 3acuiBa Meauupanus ot T-kinetkure u ecrectBenute kietkn youim (NK — Natural
Killers) umynurer n nHXUOMpa MPOU3BOICTBOTO HA MPOBB3NATUTENIHN HUTOKUHY (Hanp. TNF-o u
IL-6) oT MmoHOLIMTHTE. [lOManuIOMIT MHXNOWpA U aHTHOTeHe3aTa Ype3 OJIOKHpaHe Ha MUTpaIUITa U
aaxe3usiTa Ha EHIOTEIHUTE KIIETKH.
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IMomanumoMus ce cBbp3Ba HpsKko ¢ nporerna nepedaon (CRBN), koiito e wact ot E3 nurazen
KOMILIEKC, BKJIIOYBAIIl CBBbP3BAIIHs YBpeIeHa Ae30KcupubonykiennoBa kucenuna (JIHK) nporeunn 1
(damage-binding protein 1, DDB1), kymus 4 (cullin 4, CUL4) u perynarop Ha kynunute 1 (regulator
of cullins 1, Rocl), u Mmoxe na naxubupa aBroyouksuTuHupaneTo Ha CRBN B kommurekca. E3
yOMKBHUTHH JIMTA3UTE Ca OTTOBOPHHM 3a MOJMYOUKBUTHHUPAHETO HA PA3IMYHU MTPOTECHHHU CyOCTpaTH U
C TAX MOTAT OTYACTH JIa C€ OOSACHAT IUIEHOTPOITHHUTE KJIEThUHH e(PEKTH, HaOII0IaBaHu MTPHU JICUCHUETO
C IOMAaJTHIOMH/I.

In vitro, B mpuCchCTBHETO Ha TOMANUAOMHE I, TpoTenHuTe cyocTparn Aiolos and Ikaros ca taprer 3a
yOMKBUTHHUPAHE U MOCIIEABAIIO Pa3rpaskiaaHe, KOETO BOIH J0 MPEKU [IUTOTOKCHYHU U
UMYHOMOTY/TaTOpHH edekTh. IN VIVO Tepanusita ¢ OMaIMIOMHK] BOIH 10 HAaMaJsIBaHE HA HUBATa Ha
Ikaros npu marmeHTHTe ¢ PEIUANBHPAT JICHATHIOMHI-pEePPAKTEPEH MYJITHIICH MHUEIIOM.

Kinnanuna edukacHocT 1 0€300aCHOCT

Tomanudomuo 6 kombunayusi ¢ 6opme3omMud u deKcamemaszon

Eduxacnoctra n 6e30macHOCTTa Ha MOMATHIOMHU B KOMOMHAIMS ¢ OOpTE30MHUO 1 HUCKA 1032
nexcameta3oH (Ilom+br3+H/I-/lekc) ca cpaBHeHH ¢ 60pTE30MHUO U HUCKA /1032 JEKCAMETa30H
(br3+H/-/lexc) B e1HO MHOTOIIEHTPOBO, PAHIOMHU3HPAHO, OTKPUTO Mpoy4uBaHe ¢a3za I11
(CC-4047-MM-007) npu j1ekyBaHU IPEIN TOBA Bb3PACTHU IAIIUEHTH C MYJITHILICH MUEIIOM, KOHTO
BeYe ca MOJYYHIIH Hail-Mallko eJHa PEeAX0JHa CXeMa, BKIIOUBAIA JICHATUIOMHU/, ¥ Ca TIOKA3aIn
nporpecus Ha 3a00JITBAHETO M0 BpeMe Ha TIOCJIeHATA Tepanust Wi ciien Hest. 00110 559 manuenTu ca
BKJIFOUEHH U PaHJOMHU3MpaHu B poyuBaHeTo: 281 B pamoto Ha [lom+br3+H/I-/lekc u 278 B pamoTo
Ha br3+H/I-Jlekc. 54% ot nauueHTuTe ca MbKe ¢ MEAMaHa Ha Bb3PAcTTa 3a LisjiaTa MOIyJIalus

68 romunau (Min, max: 27, 89 rogunmn). [Mpubnusutento 70% ot manueHTHUTE ca pepakTEpHU HA
nenanuaomun (71,2% npu [Hom+br3+H/-/exc; 68,7% npu br3+H/I-/lexc). [Ipubauzurenno 40% ot
MALUEeHTHTE ca ¢ 1-BU peuuanB 1 mpuOIu3nuTenHo 73% OT HauueHTUTe ca MoIyduiiu 0opTe30Mud
KaTo MPEIX0KAAIIO JICUCHHE.

Ha nanmentute B pamoro Ha [lomM+br3+H/I-Jlekc ca nmpunoxxenu 4 Mg moManuaoMu EPOPATHO B
Iuu 1 1o 14 ot Bceku 21-aHeBeH 1ukbi1. boprezomu6 (1,3 mg/ mz/ﬂosa) € MpuJlarad Ha NalUeHTUTE U
B JIBEeTE paMeHa Ha npoyuBaHeTo B J{um 1,4, 8 m 11 ot 21-nHeBHUS muksia 3a Llukam ot 1 1o 8; u B
Juu 1 u 8 ot 21-gHeBHuUs nuKba 3a [ukiu 9 u cneapamu. Hucka no3a nexcamerason (20 mg/nex

[£ 75-rogumuna Be3pact]| win 10 mg/nen [> 75-ronuinHa Bb3pacT]) € npuiiaraHa Ha MalueHTUTe 1 B
JIBeTe pameHa Ha npoyuyBaneto B Jlau 1, 2,4, 5, 8,9, 11 u 12 ot 21-nHeBeH mukbw1 3a Luxmm ot 1 10
8;uB lau 1, 2, 8 m 9 ot Beceku caeasan 2 1-gaeBeH HUKBI OT Llukba 9 HaTtaThk. [lo3uTe ca HaMaIeHU
Y JICYCHHETO € BPEMEHHO MPEKHhCHATO HMITU CIIPSHO MPU HYXk/1a, 33 Ja C€ KOHTPOJMPA TOKCHYHOCTTA
(Bk. Touka 4.2).

ITbpBrYHATA KpaiiHa TOYKA 332 ePUKACHOCT € pekuBsieMocT 0e3 nporpecust (PFS), onenena or
HesaBucum koMuteT 3a orierka Ha otroBopa (Independent Response Adjudication Committee, IRAC)
criopen kputepunte Ha IMWG, kato e n3noi3BaHa momynamusaTa, nomiexaiia ua gseuenne (ITT).
Crnen Meauana Ha npociensBane 15,9 mecena Meauanata Ha Bpemero Ha [1BIT e 11,20 meceria

(95% IIU: 9,66; 13,73) B pamoro Ha [Tom+Bb13+H]I-/Iekc. B pamoro Ha br3+H/I-/lekc meauanara Ha
Bpemero Ha I[1BI1 e 7,1 mecemna (95% AU: 5,88; 8,48).

Pestome Ha obmuTe naHHM 3a epukacHoCT e nmpeacraBeHo B Tabnuma 8, kato e u3noja3BaHa Jara Ha
3aKirouBaHe Ha qanHuTe 26 oktomBpu 2017 r. Kpusu Ha Kaplan-Meier 3a TTBIT 3a nonynarmsrta ITT
ca npeactaBenu Ha Purypa 1.
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Tabauna 8. Pe3roMe Ha 001[UTe TaHHHU 32 ePUKACHOCT

TTom+b13+H/I-Hexc br3+H/I-/lexc

(N =281) (N =278)
NBII (Mecenu)
MennaHa® Ha BpEMETO 11,20 (9,66; 13,73) 7,10 (5,88; 8,48)
(95% J1N)°
HR® (95% JIN), p-croiinoct" 0,61 (0,49; 0,77); < 0,0001
ORR, n (%) 82,2% 50,0%
sCR 9,2 2(0,7)
CR 35(12,5) 93,2
VGPR 104 (37,0) 40 (14,4)
PR 83 (29,5) 88 (31,7)
OR (95% JAN)*, p-cToitHOCT® 5,02 (3,35; 7,52); < 0,001
DoR (mecenn)
Mennana® Ha BpEMETO 13,7 (10,94; 18,10) 10,94 (8,11; 14,78)
(95% JIN)°
HR® (95% JIN1) 0,76 (0,56; 1,02)

B3 = 6opre3omntd; [JU = JloBepurenen uarepsai; CR = ITsnen otroBop (Complete response); DoR = [IpoxbmkurenHoct Ha
otroBopa (Duration of response); HR = Koepuuuent Ha puck (Hazard Ratio); HJ[-/lekc = Hucka no3a aexkcamerason; OR =
CootHotuenre Ha matncosete (Odds ratio); ORR = Yectota Ha 0611 otroBop (Overall response rate); [TBIT = [Ipexussiemoct
6e3 nporpecust; [IOM = nomanuaomuz; PR = Yactuuen otrosop (Partial Response); SCR = Ctpor mbien otrosop (Stringent
complete response); VGPR = MHoro 10656p gactuden otroBop (Very good partial response)

@ Menuanara ce 6a3upa Ha usumcienuero no Kaplan-Meier.

595% JIU 3a MeauaHaTa

® Ha 6a3aTa Ha Monen Ha CoX 3a IIPOIOPIIMOHATHOCT Ha PHCKa

T p-cToiHOCTTa Ce OCHOBaBa Ha CTpaTU(UIUPaH JOrapUTMHYHO NPpeobpasyBaH PaHIOB TECT

A CpOTHOIIICHHETO Ha 1ancosete ¢ 3a [Tom+br3+H/I-/lekc:br3+H/I-/lekc

¢ p-croiiHocTTa ce ocHoBaBa Ha CMH tecr, ctparudumpan mo Be3pact (< = 75 cnpsmo > 75); Opoit nmpeaAniHg
anTumMuenoMan cxemu (1 cnpsimo > 1), u Bera-2 mukporioGymuH npu ckpuHuara (< 3,5 mg/l cipsmo > 3,5 mg/l; < 5,5 mg/l
crpsimo > 5,5 mg/l).

Menuanara Ha MPOABIDKUTEITHOCTTA Ha JIedeHHeTo ¢ 8,8 Mecena (12 yieyeOHM IUKBIIA) B PpAMOTO Ha
ITom+bT3+H/I-Heke u 4,9 mecemna (7 ieueOHN MKbIIa) B pamoto Ha br3+H/I-/lexc.

[IpenumcTBoTO MO OoTHOMmIEHKE Ha [1BI1 € mo-n3pa3eHo mpu MarUeHTUTEe, KOUTO Ca MOTYUHINH CaMO
eJIHa Mpe/IIecTBalla TepaneBTUYHA JTHHYS. [Ipy nanueHTuTe, KOUTO ca moyydwin 1 nmpeamecrpama
aHTUMUEIIOMHA TUHUSA, Meananata Ha Bpemeto Ha [1BI1 e 20,73 mecena (95% JAU: 15,11; 27,99) B
pamoro Ha [Tom+bT3+H/I-/lexc u 11,63 mecena (95% JAU: 7,52; 15,74) B pamoto Ha br3+H/I-/exc.
[pu neyennero ¢ [lom+br3+H/I-/lexc ce HabmronaBa 46% Hamanenue Ha pucka (HR = 0,54;

95% JIU: 0,36; 0,82).
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®@urypa 1. IlpexuBsieMocT 0e3 nporpecusi Ha ocHoBaTa Ha nperJiea oT IRAC Ha oTroBopa
crnopen kputepuute Ha IMWG (cTpaTuduuupas jJoraputmuder paHros Tect) (ITT

MOMYJIAIHSA)
1: HOM+bT3+HI-JIEKC
LO waa 2 BT3+HJ-JIEKC
0.9 "‘ Croutusa: 1 = 154,2 =162
' \ Logrank P-croiinoct na =< 0,001 (1BycTpanno)
‘ HR (1 cpsimo 2) (95% CI): 0,61 (0,49; 0,77)

0.8 Mennana Ha KM B mecenn (95% CI): 1 = 11,20 (9,66;
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PFS - BpeMe oT panioMH3auusaTa (MeceLu)
[ara Ha 3aximouBane Ha qanHute: 26 okromepu 2017 T.

OxoHuaTteseH aHanu3 3a oouia npexxussieMoct (OS), kaTo e u3moa3BaHa 1aTta Ha 3aKJIF0UYBaHEe Ha
nmauaute 13 mait 2022 r. (MenuaHa Ha Iepuoia Ha mpociensBane 64,5 Mecena), MeMaHaTa Ha
BpeMeTo Ha obrmara mpexussemoct (OS) ot uzunciaenusTa o Kaplan-Meier e 35,6 mecena B paMoTo
Ha [Tom+bT3+H/-exc u 31,6 mecena B pamoto Ha br3+H/I-/lexc; HR = 0,94; 95% CI: -0,77; 1,15, ¢
o0ma yectoTa Ha crouTHsTa 70,0%. Ananu3st Ha OS He e Kopurupas, 3a a ce B3eMat NpeaBUul
MOJTYYCHUTE BIIOCTIC/ICTBUE TEPAITHH.

Tomanudomuo 6 komburayus ¢ OekcamemasoH

EduxacHoctTa 1 6€3011acHOCTTa HAa MOMATHIOMUJT B KOMOHHAIIHS C JIEKCAMETA30H Cca OIICHEHH B €THO
MHOTOIIEHTPOBO, PaHIOMU3HUPAHO, OTKPHUTO mpoyuBane (aza I11 (CC-4047-MM-003), kpaero
IOMaJTUAOMU TDTFOC JISYSHNE C HHUCKa 1o03a nekcameras3oH (ITom+HJI-Jlekc) ce cpaBHsBa ¢ BICOKa
J103a JIeKcaMeTa3oH, puiiaran camocrostenHo (B/I-Jlexc), mpu Bb3pacTHU MAIMEHTH C PEIUIUBUPAIT
U pedpakTepeH MyITHIDICH MHEJIOM C TIPEAXO0/IHO JIeYEeHHEe, KOUTO ca MOTYYHIIN Hal-Mallko JIBE
MIPEeIUIITHA JICUeOHN CXeMHU, BKIIFOYBAIIN KAKTO JICHATUIOMUI, Taka 1 OOPTe30MHUO, U ca IMMOKa3aiu
mporpecus Ha 3a00JsBaHETO pH TocenHaTa tepamus. O0mo 455 nanuedTn ca OWiM BKITFOUSHH B
npoyuBaneTo: 302 B rpynara Ha [Tom+H/[-/lexc u 153 B rpynara Ha B/I-/lexc. MHO3HHCTBOTO OT
nanueHTuTe ca o Muxke (59%) u 6enu (79%); MenuanaTa Ha Bb3pacTTa 3a Is1aTa MOITyJIaIus €
64 roguan (MuH., Makc.: 35, 87 roguam).

Ha nanuentute B pamoro Ha [lom+H/I-/lexc e mpunaran 4 mg moMaauaoOMuUA IEPOPAITHO B JHU OT
1-Bu 10 21-Bu oT Bceku 28-aueBeH 1ukbi1. HI-Jlexc (40 mQ) e nmpriiaran BeIHbX JHEBHO B JIHU 1-BH,
8-mu, 15-tu u 22-pu ot 28-aHeBeH 1uKbII. [Ipu pamoro Ha BJI-/lekc, nekcameraszon (40 mg) e
MpUIarad BeJHBXK THEBHO B IHU OT 1-Bu A0 4-Tu, oT 9-TH 10 12-T11 11 ot 17-T! A0 20-TH OT 28-THEBEH
uukbi. [larmentn > 75-ronuniaa Be3pact ca 3anoyHany nedenne ¢ 20 mg gexcamerasoH. JledenueTo
€ TIPOIBJDKHUIIO JIO TIPOTpecHs Ha 3a00IIIBaHETO.
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[IppBUYHATA KpaifHa TOYKa 32 €(PUKACHOCT € PEKUBIEMOCT 0€3 MPOTPECHS CIIOPE]] KPUTEPHUTE HA
MexaynapoaHara paborna rpyma 3a muesom (International Myeloma Working Group, IMWG). 3a
nonyanuaTa, nojnexaria Ha nedenue (ITT) menunanara va Bpemeto 1o I1BI1, onenena ot HesaBucum
KOMUTET 3a olieHKa Ha otroBopa (Independent Response Adjudication Committee, IRAC) na 6a3ara
Ha IMWG kpurepunte, e 15,7 cenmurm (95% JIH: 13,0; 20,1) 8 pamoto Ha ITom+H]I-/ekc;
M3YHCIIeHaTa YeCTOTa Ha pexuBsieMocT 6e3 crouTns 3a 26 ceqmutn e 35,99% (+ 3,46%). B pamoto
Ha BJ/I-/lexc meauanara Ha BpemeTo o [1BI1 e 8,0 ceamuru (95% JIU: 7,0; 9,0); usuncienata
4eCTOTa Ha MPSIKUBIEMOCT 0e3 chouTHs 3a 26 ceamunu e 12,15% (+ 3,63%).

[1BI1 e onleHeHa nmpu HIAKOJIKO PEleBaHTHU MOATPYNHU: TOJ, paca, QYHKIHOHAIHO ChCTOSIHUE TI0
ECOG, crpatuduxannonsu GakropH (Bb3pacT, HOMyIauus cbe 3a00sBaHe, MPeIUIIHI
AHTHUMMEJIOMHH Tepanui [2, > 2]), moadpaHu mapaMeTpH ¢ MPOTHOCTHYHO 3HaUeHHe (M3XOHO HUBO
Ha 0eTa-2 MUKpPOTrJI00yJINH, U3XOAHU HUBA HAa IOYMHH, ObOpEeYHO YBpEKAaHe HA U3XOJHO HUBO U
LUTOT€HETHYEH PUCK) U €KCIIO3ULIHA U pepaKTepPHOCT HA MPEANIIHN aHTUMUEIIOMHH TEPAITNH.
HesaBucumo ot orieHsiBanara noarpymna, I1bI1 B 001y IMHUY € ChBMECTHMA ¢ HaOII01aBaHaTa Mpu
ITT nomymanusita 1 3a IBeTE TPy HA JICUCHUE.

TTBIT e 06061ena B Tabmmia 9 3a ITT momynanusta. Kpusata na Kaplan-Meier 3a ITBIT pu ITT
nomnyJanusaTa e aajaena na durypa 2.

Tab6anna 9: Bpeme Ha npeskuBsieMocT 0e3 nporpecus cnopen nperJiena Ha IRAC Bb3 0cHOBa Ha
IMWG kputepunte (crpatuduuupan joraputmudeH panro tect (log-rank test))

(ITT nomyJsauus)
Hom+H/I-dexc BI-/Jexc
(N =302) (N =153)
[pexussiemoct 6e3 nporpecus (I1BIT), 302 (100,0) 153 (100,0)
N
eusypupanu, n (%) 138 (45,7) 50 (32,7)
C nporpecusi/mounnany, n (%) 164 (54,3) 103 (67,3)
Bpeme Ha mpexkuBseMocT 0e3 mporpecus (CeaIMHLIM)
Menuana® 15,7 8,0
JByctpanen 95% JIN ° [13,0; 20,1] [7,0;9,0]
Koeduuunent na puck (ITom+H/I- 0,45 [0,35; 0,59]
Hexc:B/I-/lexc) nByctpanen 95% JIM°
JlorapurMu4HO npeoOpa3yBaH PaHIOB < 0,001
TecT - ABycTpaHHa P-cToitnoct?

Benexxka: I1=[{osepurenen unrepsan; IRAC=Independent Review Adjudication Committee; NE = He mosxe na 6b11e

HU3YHUCJICHO.

@ Menuanara ce 6asupa Ha u3umcienuero no Kaplan-Meier.

b 95% moBepuTENEH HHTEPBAI 32 MEIMAHATA HA BDEMETO HA PEKUBAEMOCT O€3 IPOrPecHs.
¢ Ha 6a3ara Ha Mozena Cox 3a MpOHOPLUOHATHOCT Ha PHCKa, CPAaBHABAIL PUCKOBUTE (DYHKLUH, CBBP3aHU C TPYNUTE Ha
JedeHne, crparuduuupany 1mo Bu3pact (< 75 cop. > 75), nomynamus ckc 3adonsBaHe (pedpakTepHa U HA JICHATHIOMHUI, U HA
6opTre3oMub crp. HepedpaKTepHa U Ha JABETE aKTHBHH BEIIECTBA) U OpOil MpeUIIHA aHTUMHEIOMHH Teparuu (= 2 crp. > 2).
4 p-cTolHOCTTa Ce OCHOBABA Ha CTPATH(DUIIMPAH JOTAPUTMHYHO TIPeoOpasyBaH PAHIOB TECT ChC ChIIUTE (AKTOPH HA

crparudukanust kakTo 1 Mojena Cox mo-rope.

[Hara Ha 3axmouBane Ha ganuute: 07 centemspu 2012 r.
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®@urypa 2. IlpexuBsieMocT 0e3 nporpecusi Bb3 0cHOBa Ha nperjena Ha IRAC Ha otrosopa
cniopen IMWG kputepuute (ctpaTuduuupas jJorapurmuier pairos tect) (ITT

MOMYJIALHSA)
1,0
BI-IEKC
o s« [IOM+HJI-JIEKC
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IIOM+H/JI-JIEKC vs BJI-JJEKC "".'
Logrank p-ctoitnoet = < 0,001 (2-cTpaHHO) & o = i
OP (95% JTH) 0.45 (0,35; 0,59) \ e
Cooumna: [IOM+HJI-JEKC=164/302 BII-TEKC=103/153 h P
0,0
T T T T T T
0 13 26 39 52 65

[IpesxuBsemoct 6e3 mporpecus (CeAMUITH)
[ara Ha 3axmouBane Ha nanaute: 07 centemspu 2012 r.

OOmara NpexuBAEMOCT € IIIaBHATa BTOPUYHA KpaifHa Touka B mpoyuBaHeTo. O6mmo 226 (74,8%) ot
naruentute Ha [lom+H/I-Jlekc u 95 (62,1%) ot manmentute Ha B/I-/lexc ca Ownu *uBM KbM JaTarta
Ha 3axarouBane Ha naHHuTe (07 cenremBpu 2012 r.). Meauanara Ha BpemeTo Ha OIl oT u3umciacHusITa
o Kaplan-Meier ue e nocturnara 3a ITom+HJI-Jlekc, HO ce ouakBa aa Obe Hal-Maako 48 ceaMuI,
KOETO € Mo-HKucKaTa rpanuna Ha 95%-uus JIU. Menuanata na spemero Ha OII 3a pamoto Ha BJ[-Jlekc
e 34 cenmurm (95% JIU: 23,4; 39,9). UectoTara Ha nurica Ha crouTHe 3a 1 roauna e 52,6% (£ 5,72%)
3a pamoro Ha [Tom+H/I-/lexc u 28,4% (+ 7,51%) 3a pamoto Ha B/I-/lexc. Pasnukara B OIl mexmy
JIBETE paMeHa Ha JieueHue ¢ cTatuctudecku 3Hauuma (p < 0,001).

Oo6mata npexussiemoct 3a ITT momynanusita e 06o6mieHa B Tadbauua 10. Kpusute na Kaplan-Meier
3a OIl 3a ITT monynanusrta ca gaageru Ha Purypa 3.

B®3 ocHoBa Ha pe3ynraTtute 3a kpaitauTe Touku 3a [1BI1 u 3a OI1, KomMuTeThT 32 HabmoieHHE Ha

JAHHUTE, Ch3/IaJICH 3a TOBA MPOYYBaHe, NPENOPhYBA MPOYUBAHETO J1a Ob/IC 3aBBPIICHO U MAIIMCHTHTE
B pamoto Ha B/I-/lexc na ObnaT npexsbpiieHu B pamoto Ha [Tom+H/I-/exc.
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Tabauna 10: O6ma npe:xkuBsiemoct: I'TT nonmynamus

IMom+HI-dexc B-ekc
Crarucruka (N =302) (N =153)
N 302 (100,0) 153 (100,0)
Lensypupanu n (%) 226 (74,8) 95 (62,1)
IMounnam n (%) 76 (25,2) 58 (37,9)
Bpeme Ha Menauana? NE 34,0
PSIKUBACMOCT
(cemmum)
JByctpanen 95% NP [48,1, NE] [23,4; 39,9]
Koedunuent Ha puck (ITom+H/I-Texc:B/I- 0,53 [0,37; 0,74]
Jlekc) [nBycTpanen 95% JTN¢]
JloraputMu4HO npeoOpa3yBaH PaHTOB TECT - < 0,001
nBycTpaHHa P-cToitHocT?

Benexxka: I1=[{osepurenen unrepsai. NE = He Moxxe na 6b/1e H34HCIEHO.

@ Menuanara ce 6a3upa Ha u3uncieHuero no Kaplan-Meier.

b 95% nosepuTesen MHTEPBA 32 MEMAHATA HA BPEMETO Ha 0011[a PEKUBIEMOCT.

¢ Ha 6a3ara na mozena Cox 3a IpONOPIHOHAIHOCT Ha PUCKA, CPaBHABAIL PUCKOBHUTE (DYHKIIMH, CBBP3aHU C TPYNUTE HA
JIeYEeHHe.

9 p-cToliHOCTTa Ce OCHOBaBA Ha HECTPATH(UIMPAH JOTAPUTMUYHO PEOOPa3yBaH PAHTOB TECT.

[Hara Ha 3axmtouBane Ha qanuute: 07 centemspu 2012 r.

®urypa 3. Kpusu Ha Kaplan-Meier 3a od0mara npexxussemoct (ITT monmynanus)
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er Logrank p-croiiHoct = < 0,001 (2-cTpanHO)
A OP (95% IIH) 0,53 (0,37; 0,74)
0,2 | Mennana mo KM: IIOM+HJI-JIEKC=NE [48 I NE]
Memana no KM: BJI-JIEKC = 34,0 [23.4; 39.9]
Cu6urus: IIOM+H]I-JIEKC=75/284 BJI-JIEKC=56/139
0,0 T T T T T T
0 13 26 39 52 65

Ob111a pexUBAEMOCT (CEIMUIIN)
[ara Ha 3axmouBane Ha nanaute: 07 centemspu 2012 r.

IlenuaTpuyHa momyJsamus

B otkpuro npoyusane (haza 1 ¢ eHa TepaneBTUYHA TPYIIA U ¢ yBEJIMYaBaHE Ha J103aTa MaKCHMaTHaTa
noHocuma s1o03a (MITJ]) w/vu npenoppunTentaTa 103a 3a ¢aza 2 ([I1D2) Ha noManuIoOMKI IpU
TeMaTPHYHK TTALMEHTH € OnpeseNeHa Ha 2,6 mg/m?/nen, npunarana nepopanso ot Jen 1 go Jen 21
Ha MOBTapsIl ce 28-AHEBEH IIUKBII.
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He e nemoncTpupana e(ukacHOCT B OTKPUTO MHOTOIIEHTPOBO, MTApaJIeTHOTPYIIOBO Npoy4BaHe (a3za 2,
MIPOBEJICHO C 52, IEKYBaHH C TTIOMAIHIOMHI TTETAATPUIHN AIMEHTH Ha BB3pacT oT 4 10 18 roxguau ¢
PpEeLMONBHpALL HITH IIPOTPECUPALL BUCOKOCTENICHEH IIIMOM, MEAYI00J1aCTOM, EIIEHANMOM MU TU(Y3eH
BBTpelIeH riuoM Ha nonca (diffuse intrinsic pontine glioma, DIPG) ¢ mppBu4Ha nokamus B
nenTpaHara HepeHa cuctema (LIHC).

B mpoyusaneTo ¢asza 2 1Bama maIMeHTH B Tpymnara ¢ Bucokoctenener riaroM (N=19) ca mocturuamu
OTrOBOP CBHITIACHO JAC(PHUHHUIMATA 110 MIPOTOKOII; €TUHHAT OT TE3HU MALUEHTH € OCTUTHAI YaCTUYeH
otrosop (partial response, PR), a qpyrust naiueHT € MOCTUTHAI IBJATOCPOYHO CTAOMIH3UPaHE Ha
3abossBaneTo (Stable disease, SD), koeto e 1oBeso 70 YyecToTa Ha 00eKTHBEH OTroBOp (0bjective
response, OR) u aeirocpouno SD 10,5% (95% noseputenen untepsain [Cl]: 1,3; 33,1). Exun
naieHT B rpynata ¢ eneHaumoM (N=9) e noctursan apiarocpouno SD, koeTo e 10Besno 10 yecToTa
Ha oOektuBeH otroBop (OR) u abarocpoutno SD 11,1% (95% Cl: 0,3; 48,2). [Ipu HUTO euH OT
OLICHUMUTE MALMEHTH B Ipymnara ¢ audyseH BbrpeineH rinom Ha nmonca (DIPG) (N=9) u B rpymata ¢
meaynobiaactom (N=9) e ca nabmonaBanu norebpaeH OR win gparocpouno SD. Huto enHa ot 4-Te
napayielHy TPYIH, OLCHIBaHU B TOBA MpOy4BaHe ¢a3za 2, He € TIOCTHIHAJa TbPBUYHATA KpaliHa TOUKa
3a 4eCTOTa HAa 0OCKTUBEH OTTOBOP HIIH JBITOCPOYHO CTaOMIIN3MpaHe Ha 3a00JIBaHETO.

OO6musT npodui Ha 6€30MaCHOCT Ha MOMATUIOMHUI TIPH TIEHMATPHYHH TTALMEHTH ChOTBETCTBA Ha
M3BECTHUS TPOQUI 3a 0€30MaCHOCT MpH Bb3pacTHU. PapmakokuneTnunute (PK) mapamerpu ca
orieHeHu B uHTerpupan ®K ananus Ha npoyuBanusra ot ¢asza 1 u ¢asa 2 u € yCTaHOBEHO, Ue HsIMa
CBIIECTBEHA Pa3JIMKa B CPaBHEHHUE C HAOIIOJaBaHHUTE ITPU BH3PACTHH MAIIMEHTH (BXK. TOUKa 5.2).

5.2 dapmMakoKMHeTHYHH CBOWCTBA

AOcopouus

IMomanmumomun ce abcopdupa, Kato T0CTHra MakCUMaiHa miia3MeHa KOHIEHTpaus (Cmax) MEXITY

2 n 3 yaca u muanMyM 73% ce abcopOupa ciiel] mpueM Ha eIMHUYHA TiepopainHa go3a. CucreMHara
excriosuius (AUC) Ha moManuoMuT HapacTBa MOYTH JTUHEHHO U MPOMOPIIMOHANHO Ha qo3ata. Cren
MHOTOKPATHO TpWJIarane MmoMaiIoOMU] Ma KoeQHUIMeHT Ha Kymyiupane ot 27 g0 31% na AUC.

EnHOBpeMEeHHOTO MPHUIIOKEHHUE C XpaHa C BUCOKO ChABbPKAHUE HA Ma3HUHU U KAIOPUH 3a0aBs
CKOpOCTTa Ha abcopOIHsl, HaMalsIBaiiku cpeHarta miazMeHa Crax puOIm3uTenHo ¢ 27%, HO uma
MUHHUMaJIeH eeKT BbpXy o0Iara crerneH Ha abcopOrius ¢ npuban3uTenHo 8% HaMaJeHHne Ha
cpeanara AUC. CrnemoBaTenHO MOMaIHIOMHUI MOXKeE Jia ce mpujiara 0e3 oriiesl Ha mpueMa Ha XpaHa.

Pasnpenenenue

[Momamumomun uMa cpeieH npuBuaeH odeM Ha pasznpenencaue (Vd/F) mexmy 62 u 138 | B
CTaIlIOHApHO ChCTOsIHME. [loManuaomMu ce pasnpenens B CEeMEHHaTa TEYHOCT Ha 3ApaBH 100POBOJIIH
B KOHIIGHTpALUs NPUOIH3UTETHO 67% OT IIa3MEHOTO HUBO 4 yaca cje]] MpUeM Ha j103arta
(mpuOIU3UTENHO Tmax) CIIET 4 THU €THOKPATHO JTHEBHO MpHJIaraHe Ha 703a oT 2 mg. In vitro
CBBP3BAHETO HAa EHAHTHOMEPUTE HAa IOMAJIMAOMHM]I C IPOTEUHHU B YOBEIIKATa I1a3Ma Bapupa ot 12%
10 44% u He 3aBHCH OT KOHIICHTPAIHATA.

BuorpanchopMmarus

TToMauIOMHU/T € OCHOBHHST IIUPKYIMPAI KOMITOHEHT (mpubm3uTenno 70% ot mia3MeHarta
paaroakTUBHOCT) iN VIVO mpw 31paBu T10OPOBOJIIH, KOMTO MOTy4aBaT eMHHUYHA TIEpopasiHa 103a
[**C]-momamumomus (2 mg). Hama > 10% MeTaboNIUTH CpSIMO OCHOBHOTO ChETMHEHUE MITH OOIIOTO
paaIroaKTHBHO BELIECTBO B IUIa3Mara.

[TpeobnanaBaniuTe MEeTaOOIUTHH IBTHIA HA EKCKPETUPAHOTO PaJHOAKTHBHO BEIIECTBO ca
XMIPOKCHIUPAHE C TIOCIEABAII0 TIIIOKYPOHUpaHe Wik Xuaponusa. In vitro e ycranoseno, ue CYPLA2
u CYP3A4 ca ocHoBHHTE eH3uMH, BKItoueHH B CYP-MequupanoTo XUIpOKCHUIINpaHe Ha
NOMaNUAOMUI, C JOMBIHUTENHO BTOpocTeneHHo yyactue Ha CYP2C19 u CYP2D6. [lomanugomun
CBIIO € 1 cyOcTpar Ha P-riukonporent in Vitro. EAHOBpEeMEHHOTO NPUIIOKEHUE HA TIOMATIHIOMH]L ChC
cuaust naxuoutop Ha CYP3A4/5 n P-gp keTokoHa3om wim ¢be critaus uaaykrop Ha CYP3A4/5
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KapOaMasenuH HsAMa KIIMHUYHO 3HAYUM e(eKT BbpPXY eKCIIO3HIMATA Ha TOMAJTHIOMHU/I.
EnHoBpeMEHHOTO NpujIokeHHe Ha cuaHus nHxuouTop Ha CYP1A2 (hiyBokcaMuH ¢ TOMATUIOMHUIL B
MPUCHCTBUETO HA KETOKOHA30J YBEIMYABA CpeIHATA eKCIIO3ULKa Ha nomanuaomua 10 107% ¢ 90%
noBeputeneH uatepnan [91% no 124%] B cpaBHEHUE ¢ HOMATUAOMHU IUTIOC KeTOKOHa301. [Ipu BTOpO
MIPOyYBaHe 3a OlICHKA Ha MpHHOca caMo Ha nuxuoutop Ha CYP1A2 3a npoMeHuTe B MeTab0IM3Ma,
€IHOBPEMEHHOTO MPHUJIOKEHUE caMO Ha (ITYBOKCAMUH C TIOMAJTUIOMHU]] YBEIIMUaBa cpeiHaTa
eKcro3uiys Ha noManuaomun 10 125% ¢ 90% nosepurenen untepsai [98% a0 157%] B cpaBHeHue
camo ¢ noManuaoMun. Ako crtad naxuouTopr Ha CYPLA2 (Hamp. nunpodiokcalyH, eHOKCAUH 1
(hyBOKCaMUH) ce mpuiiarat eIHOBPEMEHHO C MOMAaJIHJIOMUJI, HAMAJIETE JI03aTa MOMaTHJOMUJI Ha
50%. Bbnpeku ye e u3BECTHO, 4 TIOTIOHOMYIEHeTo nHaynupa uzodopma CYPLA2, npunoxeHueTo
Ha TIOMAJIH/IOMH]] TIPY MyIIAaYU HIMAa KIMHUYHO 3HAYUM €(DEKT BbPXY €KCIIO3UIUATA Ha TTIOMATTHIOMHUT
B CpaBHEHHUE C EKCIIO3UIUATA Ha TOMAIUAOMHUI, HAOJI01aBaHa MPH HETyIadu.

B3 ocHOBa Ha 1aHHH N Vitro moManuIoMu He € HHXHOUTOP MM HHAYKTOp Ha HUToxpom P-450
W30C€H3UMUTE U HE MHXHOHUpA MPOYUYCHUTE JICKAPCTBEHU TpaHcropTepy. KIIMHIYHO 3HAYnMU
B3aMMOJICHCTBHS HE CE€ 0YaKBaT, KOTaTO MOMATHIOMHUJ Ce MPUJIara eJHOBPEMEHHO ChC CyOCTpaTH Ha
TE3H IIBTHIIA.

Enumunupane

[MomanmumoMus ce eTMMUHUPA C TUIA3MEH MOTY)KUBOT ¢ MeMaHa NpuOiIm3uTenHo 9,5 yaca npu 3apaBu
J00POBOJIIM U MPUOIHU3UTEIHO 7,5 Yaca Py MalUeHTH ¢ MYJITHIUIEH MuesioM. [Tomanunomu nma
cpeneH o6 teneceH kmupbHC (CL/F) mpubnmsurento 7-10 l/4ac.

Crne1 eTHOKPATHO MepopaiHo npuioxkenre Ha [Cl-nomamumomus (2 mg) Ha 3apaBu 106POBOIIIH,
npudmmsuTenHo 73% u 15% oT pagnoakTUBHATA /1032 C€ ENMMUHUPA CHOTBETHO Upe3 YpHUHATA U
(erneca, karo mpubmusuTeaHo 2% u 8% OT paaHoBBINIEPOA B 103aTa CE SIUMHUHUAPA KATO
MOMAUOMHJT B ypuHaTa u (ereca.

[Homanuaomua ce MeTaboaM3Upa eKCTEH3UBHO MIPEIN EKCKPELUATa, KaTO MOIy4YeHUTE METabOIUTH ce
eIMMUHMPAT IPEAUMHO upe3 ypuHata. Tpute npeoOnagaBaniy MeTadonnuTa B ypuHata (00pa3yBaHu
HIOCPEICTBOM XHAPOJIN3a WIN XUIPOKCUINPAHE C MOCJIEABAIIO TIIOKYPOHUPAHE) MIPEACTAaBIIABAT
CcBHOTBETHO MpuOmm3uTenHo 23%, 17% u 12% ot go3ara B ypunara.

CYP-3aBucumure MetabosuTh nipeacTaBisBat npuoimmsntenHo 43% ot obmiaTa eKkcKkpeTupaHna
paJMoaKTUBHOCT, TokaTo CYP-He3aBUCUMUTE XMIPOIM3HU META00IMTH NpeAcTaBiaBaT 25%, a

eKCKpeIusITa Ha HepoMeHeH noManuomMu npeacrasisasa 10% (2% B ypunata u 8% BBB dereca).

TMonymanmonua dapmakokuaerrka (PK)

B3 ocHoBa Ha nonynarroner OK aHaiu3 ¢ U3Mmoi3BaHe Ha JBYKOMIAPTUMEHTEH MOJIEN, 3IPABUTE
n00poBoJIIHM 1 MaieHTuTe ¢ MM uMat cpaBiuM npuBuaeH kiaupbHe (CL/F) u mpuBHIeH HeHTpaieH
o6em Ha pasnpezenenue (V2/F). B nepudeprute ThKaHM MOMAIHIOMHL CE TToeMa IpedepeHIIHaIHO
OT TYMOPH C PpUBHJICH NeprdepeH KupbHC Ha pasnpeaenerne (Q/F) u npusueH nepudepen odem
Ha pasnpeaenenue (Vs/F) cboTBeTHO 3,7-IBTH U 8-ITBTH O-BUCOK, OTKOJKOTO TIPH 3IPaBHUTE
JIOOPOBOJIIIH.

[lenuarpuyna nonyianus

Crnen equHHYHA TIepopaliHa J103a TOMATHIOMUJ] TIPH JIela U MJIaId Bh3PACTHU C PEIUIUBUPAIT] HITU
Mporpecupan mbpBHYEH MO3bYCH TYMOP MEIMAaHATa Ha T max HACTBITBA OT 2 J10 4 Yaca clief] 103ara u
ChOTBETCTBA HA CPEHOTCOMETPHYHN CTOWHOCTH Ha Cmax (CV%) 74,8 (59,4%), 79,2 (51,7%) u

104 (18,3%) ng/ml, croTBeTHO NpH K030BM HUBA 1,9, 2,6 u 3,4 mg/m?. AUCo.24 1 AUCo.inf crteiBat
MOJO0HH TCHCHITUH ¢ 001I[a eKCIo3uIus B qrana3ona ot okosio 700 10 800 h-ng/ml mpu 2-te
noHUCKH 1031 U okoJio 1 200 h-ng/ml mpu Bucokara no3a. M3uncieHUsT NOTYKUBOT € OUIT B
JMarna3oHa OT OKOJIO 5 1o 7 Jaca.

He ca ycTaHOBeHU sICHU TSHICHIIUN, OTHOCUMH KbM CTpaTU(UKAIUATA 10 BB3PACT U yIoTpeda Ha

29



crepoun mpu MJIT.

Karo 1msuto nanante npexmnonarar, ye AUC ce noBuIiaBa npuOIH3UTEIHO MPOTIOPITUOHAITHO Ha
YBEJIMYABAHETO HA J]03aTa TOMAJTHIOMHUI, IOKATO MOBHINEHUETO Ha Cmax Hall-001I10 € T0-MaJIKO OT
MPOTIOPIIMOHATHOTO.

dapMaKOKMHETUKATA Ha TIOMATHIOMHUJL CJIEM IEPOPATHO IPHIIOKEHUE Ha 1034 OT 1,9 mg/m%/nen 1o
3,4 mg/m?/nen e onpenenena npu 70 manuenTy Ha Bb3pact oT 4 10 20 TOJMHKM B HHTETPUPAH aHAIIN3
Ha npoyuBanus (aza 1 u paza 2 BbpXy peruANBUPAIIH WU IIPOTPECHPAIIN MO3BYHU TYMOPH B
neauaTpudHaTa nomyianust. [Ipodunure KOHIEHTpays/BpeMe Ha TOMATHIOMH C€ OTHCBAT 100pe ¢
exnnoxoMmnaptuMenTen OK monen ¢ abcopOuus 1 enMMUHUPaHE OT MBPBU NOPAbK. [ToMannaomun
NOKa3Ba JHHEeHa U HezaBucenla ot BpemeTo DK ¢ ymepena Bapuadbuinnoct. O0uuailHuTe CTOHHOCTH
na CL/F, Vc/F, Ka, lag time na momanumomus ca ceotBetHo 3,94 1/h, 43,01, 1,45 h u 0,454 h.
TepMHUHATHUAT ENMMUHAIMOHEH MTOJIY’)KMBOT Ha IoManuIoMun € 7,33 gaca. C H3KJIIOUEHUE Ha
IUIONITa Ha TellecHaTa moBbpxHOCT (body surface area, BSA), HuKos OT u3clieBaHUTE KOBapHUATH,
BKJIFOUUTEIIHO BB3PacT U 101, He oka3Ba edekT Bbpxy DK Ha nomanumomua. Benpeku ue BSA e
nuaeHTH(GUIINpaHa KaTo CTATUCTHYECKH 3HaunMa KoBapuara Ha CL/F u VC/F na momammmomu,
BIMAHUETO Ha BSA BBpXy mapameTpute Ha eKCIIO3ULUATA HE CE CUMTA 33 KIMHUYHO 3HAYUMO.

Karo msmo HaAMa cpiiecTBena pasnvka BB @K Ha momMamuaoMu pH Jena U Bb3pacTHH MallueHTH.

CTapquKa BB3pacT

B®3 ocHOBa Ha MOMyNAIMOHHN (hapMaKOKHHETHYHU aHAJH3H TP 3IpaBH JOOPOBOJIU U TAIIMEHTH C
MYJTHILICH MHEJIOM He ce HaOJI0JaBa HUKaKBO 3HAUYMMO Bh3JIeiicTBHE Ha Bb3pacTTa (19-83 romunm)
BHPXY MEPOPATHUS KIUPHHC HA MOMATHIOMU]. B KIMHUYHN POYYBaHHS HE CE M3UCKBA KOPUTHPAHE
Ha J103aTa MPH MalMEHTH B CTapyecka Bb3pacT (> 65 roanHu) ¢ eKCIIo3UIUs Ha TOMaTHIOMU (BIK.
Touka 4.2).

B’L6DC‘JHO YBPCXKAAHC

[NonmynanmnonnuTe hapMakOKMHETHUHHU aHAIN3U TTOKA3BaT, 4e (PapMaKOKHHETHYHHUTE MapaMeTpHy Ha
NOMAIUAOMHJL HE CE 3acATaT ChIIECTBEHO MPH NAllMEHTH C ObOPEUHO yBpexkaaHe (1epuHUPaHO
HIOCPE/ICTBOM KPEATHHHHOBHS KIMPHHC WM M34YHCIIEHAaTa CKOPOCT Ha TIIOMepyJiHa QUITpanus
[eGFRY]) B cpaBHenue ¢ manuentuTe ¢ HopManta 666peuna ¢pyukimsa (CrCl > 60 ml/munyTa).
Cpennata HopMmanm3upana excriosunus (AUC) na nomamunomun e 98,2% npu 90% nosepureneH
unrTepBan [77,4% mo 120,6%] tpu marpenTr ¢ ymepeHo 0s0peuno yepexmane (€GFR > 30 mo

<45 ml/mMunyra/l,73 m?) B cpaBHEHHE C IALIMEHTHUTE ¢ HOpMaHa ObOpeuna Qpynkus. CpeHara
Hopmanusupana excrosuius (AUC) Ha nomanmunomun ¢ 100,2% mpu 90% noBeputesicH HHTEpBAI
[79,7% no 127,0%] npu manyeHTH ¢ TEKKO ObOPEUHO yBpEeKIaHe, KOUTO HSAMAT Hy>KAa OT AUANIN3a
(CrCl < 30w eGFR < 30 ml/mMunyTta/1,73 m?), B cpaBHEHME C MAMEHTHTE ¢ HOPMAJIHA OBLOpeUHa
¢ynkms. Cpennara HopManusupana ekcnosuims (AUC) Ha momanunomu ce yBenndasa ¢ 35,8% c
90% AU [7,5% no 70,0%] npu manuenTy ¢ TeKKO ObOpevHo yBpeKJaHe, KOUTO UMaT Hy>KIa OT
muanmsa (CrCl < 30 ml/MuryTa, M3MCKBAIIHM qHAIN3a), B CPABHEHIE C MAI[EHTHTE C HOPMaJIHa
O0p0peuna gynkuus. CpegHUTE IPOMEHH B €KCIIO3HIMATA HA TOMAJIUIOMUJL TIPH BCSIKA OT TE3HU IPYITH
¢ OBOpeyHo yBpexkaaHe He ca C BeJIMYMHA, KOSATO J1a Hajlara KOPEeKIKHU Ha 103aTa.

YepHoapoOHO YBpEKIaHE

dapMaKOKMHETUYHUTE MMapaMeTPH Ca JICKO U3MEHEHH TPH MAIUCHTUTE C YSPHOAPOOHO YBpEKTaHE
(medunupano mo kpurepunte Ha Child-Pugh) B cpaBrenwue cbe 3apasu qobposonmu. Cpentara
EKCIO3UIMS Ha moMaIuaoMu/ ce yBenuuana ¢ 51% c 90% noseputenen unrepsai [9% no 110%] mpu
MAIUECHTH C JIEKO YePHOAPOOHO YBPEkKAaHE B CpaBHEHUE ChC 3ApaBu go0poBomim. CpenHarta
eKCITO3UIHS Ha TOMaJMIOMHI ce yBenm4daBa ¢ 58% ¢ 90% mosepurenen natepsai [13% mo 119%]
NP TTIAIMEHTH C YMEPEHO YepHOAPOOHO YBpEXkIaHe B CpaBHEHHE ChC 3/IpaBu J00poBoy. CpenHara
€KCIO3UIIMS Ha moMaIuaoMu/ ce yBenuuana ¢ 72% c 90% nosepuresneH unrepsan [24% no 138%]
TIPH MAIUEHTHU C TEXKO YEPHOAPOOHO YBPEkKIaHE B CPAaBHEHHUE ChC 3paBu 100poBoimu. CpenHnTE
YBEITMYCHHS Ha SKCTIIO3UITHATA Ha IIOMAaTHIOMUJI TIPH BCAKA OT TE3H TPYITH C YBPEXKAaHE HE ca OT
TaKkaBa BEJTMYMHA, KOATO J]a Hajlara KOPEeKIUY B cXeMaTa Win Jjo3ata (Bxk. Touka 4.2).
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5.3 IlpeakJIVHUYHHU JAHHU 32 0€30MACHOCT

HDOV‘-IBaHI/IH 3a TOKCMYHOCT IIPpY MHOTIOKpPAaTHO IIpHJIaraHe

IIpu rbX0BE, XPOHHYHOTO TPHIIOKEHNE Ha ToManuaoMuz B 1o3u ot 50, 250 u 1 000 mg/kg/nen B
NpOIBIDKCHUE Ha 6 Mecela ce moHacs noope. He ca HabOroiaBaHu HeKENAaHN HAXOIKU JI0
1 000 mg/kg/men (175-kpaTHa eKCIIO3HUIIMS CIIPSAMO KIMHHYHATA 1032 OT 4 M().

[Ipu maiiMyHH, TOMaTUIOMUJ € OLICHEH B IPOYYBAHUSI C MHOT'OKPATHO MPUJIaraHe ¢
NPOIBIDKUTEIHOCT 10 9 Mecena. B Te3n npoyuBanus MaiiMyHHTE MOKa3BaT MO-TOJIsIMa
YYBCTBHUTEIHOCT KbM e()EKTHTE Ha IOMAIUIOMHUJ] OTKOJIKOTO TUTbX0BeTe. OCHOBHUTE TOKCHYHH
edexTy, HaOI0JaBaHU IPH MAaliMyHH, ca CBbP3aHH C XeMaTOIOeTHYHATa/ TUM(OpETHKYIapHaTa
cucrema. B 9-meceunoro npoyuBane npu MaiimyHu ¢ 7103u ot 0,05, 0,1 u 1 mg/kg/nen ce nabmogaBat
3a00JIeBAEMOCT M PaHHO €BTaHa3MpaHe Ha 6 )KUBOTHHU MpH jo3ata oT 1| Mg/Kg/meH u ce mpumicBaT Ha
UMYHOCYTIpecUBHH edeKTH (cTadMIIOKOKOBa HHEKIHSI, HaManeH Opoit muMmdoruT B nepudepHaTa
KPbBB, XPOHUYHO BB3MaJICHUE HA A€0EIOTO YePBO, XUCTOJIOTHYHO JIUMGPOUIHO U3UEPIIBAHE U
XUIOLENyIapUTeT Ha KOCTHUS MO3BK) IIPU BUCOKA €KCTIO3UIUs Ha momanuaomus (15-kpatHa
SKCIIO3MIIUS CIIPSIMO KIIMHUYHATA 71032 OT 4 MQ). Te3u UMyHOCYIIPECHBHHU e(eKTH BOAAT 10 PAHHO
eBTaHa3upaHe Ha 4 MaliMyHHU OPaAH BIOIICHO 3PaBOCIOBHO ChCTOSHHUE (BOAHUCTH U3NPAKHEHUS,
JIMIICA Ha aTlleTUT, HaMaJIeH MPHEM Ha XpaHa U 3ary0a Ha TEerJo); XMCTOIaToJIOrMYHaTa OLICHKa Ha Te3U
YKUBOTHH TIOKa3Ba XPOHUYHO Bh3MalICHHE Ha JIcO0eI0TO YepBO U BUJIO3HA aTpo(usl HAa THHKOTO YEPBO.
CradunoxkokoBa nHpeKIMA ce HabIoaBa Npu 4 MaliMyHH; 3 OT T€3H KUBOTHU OTIOBAapsAT HA JICUEHHE
¢ antuOnoTuy, 1 ymupa 6e3 nedenue. OCBeH TOBAa HAXOAKH, CbBMECTHMH C OCTPa MHEJIOr€HHA
JIEBKEMHS, IOBEK/IAT JI0 eBTaHa3MpaHe Ha | MaliMyHa; KIMHUYHUTE HAOIIOJCHUS U KIIMHUYHATA
MaTOJIOTHUS W/ NU3MEHEHHSITA B KOCTHHSI MO3BK, HAOMIOAaBaH! MPH TOBA )KUBOTHO, Ca CHBMECTHMHU C
UMYHOCYIIPECHSL.

MunuManHa UM jiexka npoaudepanns Ha KIbUYHUTE KaHAJIM CbC CBbP3aHO yBennueHue Ha ALP u
GGT caimo ce Habmoaarar npu 1 mg/kg/aen. OneHkara Ha Bb3CTAHOBHIIU C€ JKUBOTHH MTOKA3Ba, e
BCHYKH CBBP3aHHU C JICYEHUETO HAXOJKU ca 00paTHUMH Clie § CeIMUILIM OT IPEKpaTsiBaHe Ha
NPUIOKEHUETO, C U3KIIIOUCHUE Ha MpoiudepanusTa Ha BbTPEUePHOAPOOHUTE KIIBUHHU KaHAIIH,
HabroaBana npu 1 sxuBoTHO B rpynara Ha 1 mg/kg/men. Husoto 6e3 Habro1aBaH HEXKETaHH
edextu (No Observed Adverse Effect Level, NOAEL) e 0,1 mg/kg/nen (0,5-kpaTHa eKCTIO3HIHS
CIIPSIMO KJIMHUYHATA 1032 OT 4 MQ).

reHOTOKCH‘-IHOCT/KaHHCDOFCHHOCT

[MomanmuaoMu He € MyTareHeH MPpH TECTOBE 32 MYTAILMU MPU OaKTepUH U OO3aWHUIIM U HE HHYIIUPa
XPOMO30MHH a0epalny B YOBEIIKUTE TUM(OIUTH OT nepudepHa KpbB Wik 00pa3yBaHe Ha
MUKPOHYKJICYCH B IMOJIMXPOMATUYHHUTE SPUTPOIUTH B KOCTHHS MO3BK P TUTHXOBE, HA KOUTO Ca
npunaranu 103u g0 2 000 mg/kg/new.

He ca npoBexpanu mpoy4YBaHus 3a KAaHIIEPOTEHHOCT.

(DCDTI/IHI/ITGT " PaHHO CM6DI/IOH3J'IHO Pa3BUTHEC

B enHo mpoyuBaHe 10 OTHOIICHHE HA (PePTUIIUTETA K PAHHOTO eMOPHOHAIHO Pa3BUTHE MPH ILIHXOBE
MOMAJTUIOMHJT CE TIPUTara Ha MBKKU U dKEHCKHU XUBOTHH B 71034 25, 250 u 1 000 mg/kg/nen.
MaTouyHHST Iperiie] Ha TecTalliOHeH IeH 13 moka3Ba HaMaJeHHe Ha CPETHUS OpOii KU3HECTIOCOOHU
eMOpPHOHHU U YBEJIMUCHUE HA IOCTUMILIAHTAIL[MIOHHUTE 3aryOH MPH BCHYKU J030BU HHBA.
CnenoBarennno NOAEL 3a te3u HabironaBanu edektu e < 25 mg/kg/nen (AUCa4n € 39 960 ngeh/ml
(HaHOTpaMe*Uac/MHUIMIUTHD) MPY Ta3u Hal-HUCKA U3MTUTBAHA /1034, & CKCIO3UIUATA € 99 MbTH
KJIMHAYHATA 033 oT 4 MQ). Koraro TpeTrpaHn MbXKH )KHUBOTHH B TOBA IMPOyYBaHEe ca YH(PTOCAHH C
HETPETUPAHH JKCHCKH, BCHUKH YTEPUHHH ITapaMETPH Ca CPaBHUMH ¢ KOHTpoauTe. Bb3 ocHOBa Ha Te3n
pe3yaTaTH HaOMI0AaBaHUTE ePEKTH CC MPUITHUCBAT HA TPETHUPAHETO HA KEHCKUTE KUBOTHHU.
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Em0OpuoderanHo passurue

YcTaHOBEHO €, 4e TOMAaJTHIOMH] € TSPATOTCHEH U IPH ILTHXO0BE, U TPH 3aHIIH, KOTaTo ce nmpujara B
TIepHUO/Ia HA OCHOBHATA OpraHoreHes3a. [Ipu mpoy4yBaHeTo 3a TOKCHYHOCT 32 eMOPHUOQETaTHOTO
pa3BUTHE MPH IUTHXOBE, MaI(OPMAIIMU KAaTo JIUICA Ha IIMKOYEH MEXYD, JINTICA Ha IIUTOBHU/IHA XKJIe3a H
CpacTBaHe M JUCIOKAIUs Ha TyMOATHH U TOPaKaJIHU MPENUICHHN Tena (IICHTPaTH! H/WIH HEBPAITHU
JIbTH) ce HAOMIOIaBaT MPU BCHUKH 1030BU HKBA (25, 250 u 1 000 mg/kg/new).

[Tpu ToBa MpoyuBaHe He ce HaOI0JaBa TOKCHYHOCT Tpu Matikata. CienoBatenHo NOAEL na
maiikata e 1 000 mg/kg/nen, a NOAEL 3a TokcumunoctTa 3a passuruero ¢ < 25 mg/kg/nen (AUCun e
34 340 ngeh/ml Ha recranvionen nen 17 npu Ta3u Hali-HUCKA W3MHMTBAHA J103a, U CKCIIO3HIHATA €

85 meTH KIMHUYHATA 1033 OT 4 MQ). IIpu 3aiiiu moManuIOMHI B 103K B Auana3oH oT 10 1o

250 mg/kg, Boau o mandopmanuu npu eMOpro(deTaTHOTO pa3BUTHE. YBEIMYCHA YeCTOTa Ha
CBPIICYHH aHOMAJIUH ce HAOJII0/aBa MIPH BCHYKH JI03H ChC 3HAYUTEITHO YBEIUYCHHE TIPH

250 mg/kg/nen. ITpu 100 u 250 mg/Kg/nen uma jeku yBeIMYeHNs Ha TOCTHMIDIAHTAIIMOHHUTE 3aryon
1 JIEK HaMaJIeHWsl Ha TEJIECHOTO Terito Ha (erycure. [Tpu 250 mg/kg/nen mandopmarmute Ha deryca
BKJIFOYBAT aHOMAJIMH Ha KpaHUIMTE (CTBHATH M/WIIM POTHPAHU MIPEIHU W/WITH 33/IHU KpaliHHIN,
HECBBP3aH WX JIUTICBAI IPHCT) U CBBP3aHU C TOBA CKEJIETHU MajipopManyu (Jiurca Ha ocuuKaIys
Ha MeTakKaprajiHata KOCT, pa3MHUHaBaHe Ha (hajaHraTa U MeTakapliajiHaTa KOCT, JIUIICBAII MPBCT,
nurca Ha ocuduKanys Ha ¢anaHraTa u Kbca, HeocupHuUupaHa Uik orbHaTa THOWS); yMepeHa
JMJIaTalys Ha JaTepalHOTO MO3BYHO CTOMAX4e; aHOMAJIHUS B TIOJIOKCHUETO Ha JsicHaTa CyOKIIaBHaIHa
apTepust; TUICBaI cpejieH 100 Ha Oenust [po0; HECKomocTaBeH ObOpeK; mpoMeHeHa MOpoJIoTHs Ha
4epHUs Jpo0; HEITBJIHO MIIH U300110 HEBKOCTEH Ta3; YBEIMUCH CpelIeH OpOil JOIBIHUTEIHY pedpa B
TOpaKca M HaMaJIeH CpeJieH Opoil BKOCTEHH Tie3eHHU KocTH. Ci1abo HamMaeHHe Ha HaJaJaBaHEeTo Ha
TEJIECHO TETJI0 Ha MaiiKaTa, 3HAaYMMO peIylpaHe Ha TPUTIHIEPUINTE U 3HAYMMO HaMalleHUe Ha
a0COJIFOTHOTO M OTHOCHUTEIIHOTO TETJIO Ha clie3kata ce Habmromasar npu 100 u 250 mg/kg/nen.
NOAEL na maiikata e 10 mg/kg/nen, a NOAEL 3a passutuero e < 10 mg/kg/nen (AUCaan €

418 ngeh/ml Ha recranvonen nen 19 npu Ta3u Hali-HUCKA U3MHMTBAHA J103a, KOETO € MOJ00HO Ha
THOJIy4EHOTO OT KJIMHUYHA 71032 4 MQ).

6. OAPMAIIEBTUYHU JAHHHU
6.1 Cnucbk HAa MIOMOIIHHUTE BELIECTBA

KarncynHo cbabpKHIMO

JlakTo3a MOHOXUIPAT
Kpocnosugon

TToBumon

Hatpues naypuncyndar
Harpues creapundymapar

CncraB Ha KarcyJjara

Homanuoomuo Teva 1 mg mevpou xancynu
Kenatuu

TuranoB quokcun (E171)

BbpumstarHo curpo FCF (E133)

XKenesen oxcun, xbat (E172)

Homanuoomuo Teva 2 Mg mewvpou kancyiu
Kenatun

Turanos auokcuy (E171)

Bbpustatao curbo FCF (E133)

XKenesen oxcun, xbat (E172)

XKenesen okcu, uepsen (172)
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Homanuoomuo Teva 3 Mg mewvpou kancyau
Kenatuu

Turanos quokcua (E171)

BbpumstatHo curpo FCF (E133)

Kenesen oxcun, bt (E172)

Homanuoomuo Teva 4 mg mevpou xancynu
Kenatun

Turanos auokcuy (E171)

Bbpusstatao curbo FCF (E133)

TleyaTHO MacTHIIO 3a KarcyJanuTe

Memnax (E904)

Kenesen okcun, uepen (E172)
[ponunenrmukon (E1520)

Kamues xunpoxcun (E525)

AMOHSK, KOHIIeHTpHpaH pa3teop (E527)

6.2 HecbBMecTUMOCTH

Henpunoxxumo

6.3 Cpok Ha romHocT

2 TOAUHU

6.4 CneuuaaHu ycjaoBUsI HA CbXpPaHEHHe

To3u nexkapcTBEH MPOAYKT HE M3UCKBA CIELUAIHHU YCJIOBUS Ha ChbXPaHEHHUE.

6.5 Bwuau chabp:kaHue HA ONAKOBKAaTa

Kamncynwure ca onakoBanu B OMcTepu U neppoprupaHu OIUCTEPH ¢ SIUHAYHH I03U OT
PVC/PE/PVDC-anymunuii win 0aucTepu 1 neppopupanu OJIUCTEPU C SAUHUYIHHU T03U OT

PVC/PCTFE/PVC-anymunuii.

Bunore onakorku 1o 14, 14x1, 21, 21x1, 63 u 63x1 kancyiu.
He BcH4kH BHIOBE OMAKOBKH MOTaT Jia ObJaT MMyCHATH Ha Ma3apa.

6.6 CrnenmaJiHU NpeANa3Hu MePKH NPU U3XBBPJsiHe U padoTa

Karncynure He TpssOBa Ja ce OTBAPSIT WM IyIIsAT. AKO Tpax OT MOMaJIHIOMHM/I BJie3€ B KOHTAKT C
KOYXaTa, TS TpsOBa Jla ce u3Mue He3a0aBHO M OOMITHO ChC CAIlyH U BOJa. AKO IOMAJIMIOMHUT BJI€3€ B
KOHTAKT C JIMTABHIIM, T¢ TPSOBA J1a Ce MPOMHUSIT OOHMIHO ¢ BOJA.

MenuuuHCKUTE CIICIHANNCTH 1 OOJTHOTIIEAaYnTe TPSOBA 1a N3MOI3BAT PHKABUIIN 3a €IHOKpPAaTHA
yrnotpeba, Korato padoTsT ¢ Oauctepa win Karcyiure. Cien ToBa pbKaBHLIUTE TPAOBa Ja c€ CBAJIST
BHHMATEJHO, 32 J]a C NIPETOTBPATH SKCIIO3UIHS Ha KOJKaTa, 71a CE OCTABAT B TIOJIMETHIICHOBA
TopOnuKa ¢ "mun" 1 1a ce U3XBHPIIAT B ChOTBETCTBHE C MECTHUTE M3MCKBaHwmsl. [locie prieTe TpssOBa
Jia ce U3MHSAT 100pe ChC calyH U Boja. JKeHu, KouTo ca OpeMEeHHHU WM MOJI03UPAT, Y€ MOXKE J1a ca
OpeMeHHH, He TpsaOBa J1a paboTAT ¢ OIUcTepa WU KarcyiauTte (BXK. Touka 4.4).

Hewnznom3BanusT nexapcTBEH MPOIYKT WM OTHAIBYHATE MaTepHAI OT HETO TPsiOBa Ja ce M3XBBPIIAT

B ChOTBETCTBUE C MECTHUTE U3UCKBaHUs. HeH3MoI3BaHUAT IEKaPCTBEH MPOAYKT TPsOBaA J1a CE BbPHE
Ha ¢apmarieBTa B Kpas Ha JISYCHHETO.
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7. NNPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

TEVA GmbH
Graf-Arco-Str. 3
89079 Ulm
T'epmanus

8. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

Homamumomun Teva 1 mQ TBEPAM KAOCYIU
EU/1/24/1868/001
EU/1/24/1868/002
EU/1/24/1868/003
EU/1/24/1868/004
EU/1/24/1868/005
EU/1/24/1868/006
EU/1/24/1868/007
EU/1/24/1868/008
EU/1/24/1868/009
EU/1/24/1868/010
EU/1/24/1868/011
EU/1/24/1868/012

THomamumomun Teva 2 Mg TBEPAU KANCYIIU
EU/1/24/1868/013
EU/1/24/1868/014
EU/1/24/1868/015
EU/1/24/1868/016
EU/1/24/1868/017
EU/1/24/1868/018
EU/1/24/1868/019
EU/1/24/1868/020
EU/1/24/1868/021
EU/1/24/1868/022
EU/1/24/1868/023
EU/1/24/1868/024

Homamumomun Teva 3 MQ TBEPAU KANCYIIU
EU/1/24/1868/025
EU/1/24/1868/026
EU/1/24/1868/027
EU/1/24/1868/028
EU/1/24/1868/029
EU/1/24/1868/030
EU/1/24/1868/031
EU/1/24/1868/032
EU/1/24/1868/033
EU/1/24/1868/034
EU/1/24/1868/035
EU/1/24/1868/036
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TTomanumomua Teva 4 mQ TBEPAH KarCyJIu
EU/1/24/1868/037
EU/1/24/1868/038
EU/1/24/1868/039
EU/1/24/1868/040
EU/1/24/1868/041
EU/1/24/1868/042
EU/1/24/1868/043
EU/1/24/1868/044
EU/1/24/1868/045
EU/1/24/1868/046
EU/1/24/1868/047
EU/1/24/1868/048

9. JATA HA ITBPBO PA3PEINABAHE/IIOJHOBSIBAHE HA PASPEHLIEHUETO 3A
YIIOTPEBA

Jarta Ha mbpBO pa3pellaBaHe:

10. [JATA HA AKTYAJIM3BUPAHE HA TEKCTA

ITonpoOHa nHpOpManHs 3a TO3H JeKapPCTBEH MPOAYKT € IpelocTaBeHa Ha yebcalita Ha EBponeiickara
areHIus 1o JiekapcTBaTa https://www.ema.europa.eu.
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HNPUJIOKEHHUE 11

IMPOU3BOAUTEJL, OTTOBOPEH 3A OCBOBOXKIABAHE HA
IAPTHUIN

YCJOBUA NN OTPAHUYEHUS 3A TOCTABKA 1
YIIOTPEBA

APYI'U YCJIIOBUA U U3UCKBAHMUS HA PASPEHIEHUETO 3A
YIIOTPEBA

YCJOBUA UJIN OTPAHUYEHMUS 3A BE3OITIACHA 1
E®PEKTUBHAYIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. TPOU3BBOAMUTEJI(M), OTTOBOPEH(HU) 3A OCBOBOK/IABAHE HA TTAPTU /U

Hme n agpecC Ha HDOI/IBBOI[I/ITCJ'IH(I/ITC), OTFOBODCH(HI/I) 3a 0CB060)K}_'[aBaHe Ha MapTHuauTe

Balkanpharma-Dupnitsa AD
3 Samokovsko Shosse Str.
Dupnitsa 2600, bsarapus

Merckle GmbH
Graf-Arco-Str. 3, 89079
Ulm, T'epmanust

Actavis Group PTC ehf.
Dalshraun 1
IS-220 Hafnarfjordur, Mcranmus

IleuaTHaTa IMCTOBKA Ha JICKApCTBCHUSA NPOAYKT TpSI6Ba Aa CbAbpiKa UMCTO U apeCa Ha
IMPOU3BOJUTECIIA, OTTOBOPEH 3a OCBO60)KI[aBaHeTO Ha CbOTBETHATA MapTuaa.

b. YCJI0OBHMA NN OI'PAHUYEHUA 3A TOCTABKA U YIIOTPEBA

JlexapCTBEHUSAT MIPOAYKT €€ OTITyCKa 10 OTPaHUYEHO JIeKapcKo npennucanue (Bx. Ipuioxenue I:
Kpatka xapakTeprcTika Ha POAYKTa, ToUKa 4.2).

B. JAPYI'M YCJIOBUA N U3UCKBAHUSA HA PASPEINIEHUETO 3A YIIOTPEBA

. IlepuoguyHu aKkTyaJu3npanu aokjaaau 3a oesonacuoct (ITA/IB)

M3uckpanusTa 3a nogasane Ha ITAJIb 3a To3u JeKapCTBEH MPOAYKT Ca MOCOYEHHU B CIIUCHKA C
pedepentnure natu Ha EBponeiickus cpio3 (EURD crmcbk), mpeasuaes B wi. 1078, ai. 7 ot
Hupextusa 2001/83/EO, 1 BbB BCUUKHU CIIe/IBAIIH aKTyaJIN3allH, ITyOJIUKYBAaHH HA €BPOIEHCKHS
yeOropra 3a JeKapcTaa.

I'.  YCJI0OBUs NWJIN OTPAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS ITPOAYKT

. Ilinan 3a ynpasJienue Ha pucka (ITYP)

[Ipurexarensat Ha pa3pemenuero 3a ynorpeda (IIPY) TpsOBa na n3BbspuIBa M3NCKBaHUTE EHHOCTH U
JIEWCTBUS, CBBP3aHU C TIPOCIIeAsIBaHE Ha JIEKapCTBEHATa 0€30TacHOCT, TOcOYeHH B oo0peHus [1VP,
npencraBeH B Moy 1.8.2 Ha pa3peiieHreTo 3a ynorpeda, KakTo U BbB BCUUKH CIICBAIIH OI00pCHH
akTyanu3auuu Ha [TYP.

Axrtyanmusupan [TYP Tps6Ba na ce momaBa:

. 1o uckane Ha EBponelickaTta areHIuys 1o jJeKapcTBara;

o BUHATHU, KOTATO CE U3MEHsI CUCTEMAaTa 3a yIpaBJIeHUE Ha pHCKa, 0COOCHO B pe3yiTaT Ha
MoJTyyaBaHe Ha HOBa MH(OpPMAITUS, KOATO MOXKE Ja JTOBE/IE 10 3HAYMMU IIPOMEHU B
CHOTHOIIICHUETO ITOJI3a/PUCK, MITH CIIE/] TOCTUTAHE Ha BaXKEH eTall (BbB BPh3Ka C IMPOCIE/ISIBaHE
Ha JIeKapCTBeHaTa 0€30MaCHOCT WITH CBEXKIaHE Ha PUCKA 0 MUHUMYM).

o JIOMbJIHUTETHA MEPKH 32 CBEKIaHe Ha PUCKA 10 MUHUMYM
1. [TputexatensaT Ha pa3penieHueTo 3a ynorpeda ([IPY) tpsoBa na chriacysa moapoOHOCTUTE Ha
nporpamMa 3a KOHTPOJHMPAH AOCTHII C HAIIMOHAIHUTE KOMIIETEHTHH OPTaHu 1 TPOBa Ja

IMPWJIOKH CbOTBCTHATA IIPOTrpaMa Ha TCPUTOPUATA HA CTPpAHATA, 3a 1d rapaHTHUpa, YC:
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e [lpenu npennucBaHe (KOraTo € MPUIOKUMO U ChIIaCyBaHO ¢ HALIMOHAIHUTE KOMIIETCHTHH
OpraHy — Npey OTIyCKaHETO) BCUYKH MEIUIIMHCKHU CIIELHAINCTH, KOUTO UMaT HaMEepeHue J1a
MpeAnucBaT (M OTIYCKAT) MOMAIHIOMU, ca cHaOaeHn ¢ OOyUUTEIeH KOMIUICKT 3a
MEIUIUHCKU CIIEHUATUCTH, KOUTO ChABPKA CIETHOTO:

o OOyuutenna Opourypa 3a MEAULWHCKH CHEIUAIACTH

OOyuuTeIHH OpPOIIYpPH 3a AIMEHTUTE

Kaptra Ha nanuenrta

dopmynspu 3a HHYOPMHUPAHOCT OTHOCHO PUCKA

Wudopmarus kpje Ja ce Hamepu aktyanHata KpaTka xapaktepucTika Ha

mpoaykra (KXII)

2. [IPVY tpsiOBa na mpuoxu mporpama 3a npeanassane ot OpemenHoct (I1116) BbB Besika appxaBa
unenka. [logpoOnocture Ha 111 TpsiOBa na ca chriacyBaHH ¢ HATMOHATHUTE KOMIICTCHTHH
OpraHd BB BCSAKA JbprKaBa WIEHKA U J1a Ce MPHIIOXKAT Mpey ITyCKaHeTo Ha JeKapCTBEHUS
MIPOAYKT HAa Masapa.

3. [IPVY tpsiOBa na ceriacyBa cbabpkaHueTo Ha OOyYUTETHUS KOMIUIEKT 332 MEAULUHCKH
CTCIUAINCTH C HAIMOHATHATE KOMIIETEHTHH OPTaHH BbB BCSKA JTbPKaBa WICHKA MpeIud
MyCKaHETO Ha JIEKapCTBEHUs MPOIYKT Ha Ma3apa U J1a TapaHTHupa, e MaTepUaINTe ChIbpKaAT
OCHOBHUTE €JIEMEHTH, KaKTO € OIMCAHO MO-A0JTY.

4. [IPVY tpsibBa 51a chriacyBa MpuiIaraHeTo Ha MporpaMara 3a KOHTPOJIUPAaH JIOCTHII BbB BCSAKA
I'bpKaBa YICHKa.

O 00O

OCHOBHH €JIeMEHTH, KONTO TPAOBA JIa 0bAAT BKJIIOYEHH

Ooyuumenen KOMNJIEKmM 3a MeOUYUHCKU CReUUa ucmu
OOyYHTETHHUIT KOMIUICKT 32 MEAWIIMHCKY CIICIIHATUCTY TPSIOBA 1a ChIbPIKA CICAHUTE CIICMEHTH:

O0yuuTeHA Opolypa 3a MEIUIUMHCKHU CIICHUATUCTH

o Kpatka nadopmarnus 3a moManuaoMusn
o MaxkcumMaaHa IpoIb/DKUTETHOCT Ha MPEANUCAHOTO JICUEHUE
o] 4 ceMUIH 32 )KEHU C JCTEPOJICH MOTECHITHAT
o] 12 cenMuIiy 3a MbKe U JKEHH 0€3 ICTepOICH MOTSHIIMA
o Heo0xonnmocTTa 1a ce n30srBa eKCcrio3uins Ha GeTyca, opaju TepaToreHHOCTTa Ha
NOMAaIUAOMUJI TIPH KUBOTHH, M OYaKBAHUsI TEPATOreHEeH e(eKT Ha TOMaTMIOMHU/ IIPU XOpa
o PwroBO/ICTBO 32 paboTa ¢ Oimcrepa win Karncynure [Tomanumomua Teva 3a MeIUIIMHCKA
CHEUUAIUCTH U OOJTHOTIeAaun
o 3aabioKEeHUs HA MEULIMHCKUTE CIIEUAICTH, KOUTO Bh3HAMEPSIBAT Ja MPEANHUCBAT WK
OTITYCKAaT MOMaJIuIOMU
o] HeobxonumocTTa 12 OCUrypH n34epHaTeiHo ChBETBaHE U KOHCYATALUS 3a
MaIMEeHTUTE
0] Toga, ue maneHTUTE TPsAOBA 1a OBAAT CIIOCOOHU J1a CIIa3BaT M3UCKBAaHUATA 32
Oe3omacHa ynorpe0a Ha MoMaJIuA0MU/]
o] Heo6xomuMocTTa J1a ce OCUTYpSAT Ha MAIUSHTUTE ChOTBETHUTE O0YUUTEITHA
Opolrypa 3a ManueHTa, KapTa Ha MalueHTa W/ eKBUBAJICHTECH HHCTPYMEHT

. ChnBeTH 32 0€30IaCHOCT, OTHACSIIM CE A0 BCUYKH HAIlMEHTU

o Onucanue U IeYCHNUE IPU TPOMOOIIMTOTICHHS, BKITFOYUTEITHO Y€CTOTa CIIOPE]T
KIIMHUYHU TPOYYBAHUS

o] OnucaHue U JICYCHUE Ha ChPICYHA HEAOCTATHYHOCT

o] MecTHH ,pa3nopendu 3a OTIyCKaHe Ha MPEAIHUCaH MTOMATHIOMUI, CIICHUMUIHH 32
BCsIKa CTpaHa

o] Benuky HeM3MoI3BaHU Kalcy/iu TpsOBa Ja ce BbpHAT Ha (hapMalieBTa B Kpas Ha
JICUEHHETO

o [NarueHTsT HE TPAOBA Ja MapsiBa KPHB 110 BpeMe Ha JICYCHUETO (BKIFOUUTEITHO TIPU
MPEeKbCBAHMA Ha MIPUEMa Ha JI03aTa) U J0 TIoHe 7 JHHM CJIe]| CIIUpaHe Ha IpueMa Ha
IIOMAJINAOMMU I
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L Omnucanue Ha I1I1b n KaTCropru3nupade Ha NATWMCHTHUTC 110 IMOJ WU ACTCPOACH IMOTCHIIM A

o] AnropuTbM 3a npunarane Ha [1I1b

o] Ompenenenne 3a xeHu ¢ nerepoaeH norennuan (OK/IPIT) u neiicTBus, Kouto
MPEIMTUCBAIINAT JISKap TPSAOBaA J1a MpeANpUEMe, aKO HE € CUTYpeH

o CbBetH 3a 6€30MaCHOCT 3a JKEHH C JIETePO/IeH MOTeHIIHAT

o] HeoOxomumocT na ce n30erae ekcrno3uius Ha eryca

0] Onwucanne Ha I111b

o] Heo6xogumocT 0T epekTHBHA KOHTpAIICTITHS (IOpH aKo KeHaTa € ¢ aMeHOpes ) U
orpeencHue 3a e()eKTUBHA KOHTPAIICTIIIUS

0] AKO T IMa HyX/1a Jia IPOMEHH HJTH J1a CTIpe M3MO0JI3BaHETO HAa HEWHUSA METOJ 3a
KOHTpAIICIIHsL, TS TpIOBa Ja HHPOPMHUPA:

. Jlexaps, mpenmucan HeHaTa KOHTPAIICTIIIUS, Y€ TS € HA IIOMaJIAIOMU]]
. Jlexaps, mpenmucan NOMaIHIOMH/T, Y€ TSI € CIpsijia MK TPOMEHWIIA HEHHUS
METO/I Ha KOHTpalenus

o] Cxema Ha TecToBeTe 32 OPEeMEHHOCT
. ChBeT 3a OIXOIAIIN TECTOBE
. [Ipenu 3amouBaHe Ha JICUCHUETO
. ITo BpeMe Ha JICUEHUETO B3 OCHOBA HAa METO/Ia 32 KOHTPALICIIIHS
. Crnen kpast Ha TIEUEHUETO

o] HeobOxomumocTTa OT He3a0aBHO CITUPaHe Ha MOMAIMAOMU IIPH MTOJI03PCHHE 32
OpeMeHHOCT

o] HeobxomumocT oT He3a0aBHO yBeIOMSIBaHE HA JICKYBAIUs JIEKap MPH IMOA03PEHIE
3a OpeMEeHHOCT

o CbBetn 3a 6€30MaCHOCT 33 MBXKE

o] HeoOxomumocT na ce n30erne ekcro3uius Ha eryca

o] Heo0OxomumocT 1a ce u3Mmo3BaT Mpe3epBaTuBy, aKO CEKCyallHATa UM MapTHROPKA
¢ Opemenna i e JK/IPII, kosTo He u3non3ea eheKTUBHA KOHTpaIenus (Iopu
MBXBT JIa € BAa3eKTOMHPAH)

. [To BpeMe Ha TEUESHUETO C TOMATUIOMUJ]
. ITone 7 nHu cnen nociegHara 103a

o Ue He Tpa6Ba 1a gapsiBa criepMma 1o BpeMe Ha JISUEHUETO (BKIIOUUTENHO TPU
MPEKbCBAHMS HA TIPUEMa Ha JIO3UTE) U B TIPOABIDKEHUE HA TIOHE 7 JTHU CIe]
CIUPAHETO Ha JICYSHUETO C MOMAJIUIOMU/]

o] Ue He3abaBHO TPsiOBa Ja yBEIOMH JICKYBAIIKs JIEKap, aKO apTHLOPKATa My
3abpeMeHee, TOKaTo TOW MpreMa IOMATHOMUJ] FITH CKOPO CJIE]] KaTO € CIIPSUT
IprieMa Ha ITOMaJTUOMU]

o W3uckBaHus B cayvait Ha OpeMEHHOCT

0] WucTpykiun, e momanuaoMu TpsiOBa He3a0aBHO Aa Ce CIpe MPH MOJ03PEHHE 3a
OpEeMEHHOCT, IPH MAIUESHTH OT XKEHCKH IO

o] Heo0xoauMocT ManueHTUTe 33 IbIKUTEITHO Ja ¢ HACOYBAT KbM JICKap
CHETMAITUCT WK C ONUT B 00JIACTTa HA TePATOJIOTHATa U HEHHOTO
JTUArHOCTHLIMPAHE 32 OLIEHKA U KOHCYJITAIH

o] JlaHHM 32 KOHTAKT Ha MECTHO HHMBO 32 He3a0aBHO ChOOIaBaHe Ha MOJ03MpaHa
OpeMeHHOCT

o] DopMyItsip 3a ch00IIIaBaHe HA OPEMEHHOCT

L gaHHI/I 3a KOHTaKT Ha MCCTHO HHWBO 3a C’bO6gaBaHe Ha HCXKCJIaHU PCAKIINN

O0yunTeTHH OPOLIYPH 32 MAIMEHTHUTE

OOyuutennure OpoIIypH 3a ManueHTuTe TpsiOBa na ObaaT 3 Buaa:

L Bpomypa 3a MaUCHTHU OT KCHCKHU I10JI C ACTCPOJACH NOTCHIUAI U TCXHUS TapTHbLOP
L Bpomypa 3a AU CHTH OT )KCHCKH I10JI 0e3 ACTCPOACH NOTCHIUATT
L Bpomypa 3a MAalUCHTH OT MBKKH I10JI
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Benuku oOyunTennn Opomrypu 3a MaueHTHTe TPAOBa 1a ChIbPKAT CISIHUTE EIEMEHTH:

Ue momManuoMusI € TepaTOreHeH IpY )KUBOTHH U CE OYaKBa Jia € TEPaTOTeHEH P Xopa

Ue moMamuaoMuI MOXKe J1a IPUYUHHE TPOMOOITUTOIICHUS M HEOOXOJUMOCT OT PEOBHU KPHBHH
H3CIIEABAHUS

OrnrcaHre Ha KapTaTa Ha MMaldeHTa  HE0OXOIUMOCTTa OT Hesl

PbKoBOMICTBO 32 paboTa ¢ HOMAIHIOMHU/L 32 MMALIUEHTH, OOJIHOTICAAYd U WICHOBE Ha
CEMENCTBOTO

Harmonanan nnm apyry IpuitoKUMHE CIIEU(GUYHN pa3nopeon 3a MpeIniucBaHe U OTITyCKaHe
Ha TOMAaJIHIOMU

Ue manueHTHT He TpsiOBa /1a JaBa MOMaTUAOMU HA APYTH JTUIIA

Ue manueHTHT He TPsiOBa Aa napsBa KPhB 110 BpeMe Ha JICYSHUETO (BKIFOUUTEITHO PU
MPEKbCBAHMS Ha MpUeMa Ha J03UTE) U TIOHE 7 JHM CJIel CHMPAHETO Ha JICYSHUETO C
IIOMAaJIMIOMHT

UYe manueHTsT TPSAOBA J1a YBEJOMHU CBOSI JISKap 3a MOsIBaTa Ha BCIKAKBH HEXEJIaHH ChOUTHUS
Bceuuky Hen3noa3BaHu Karcy/iu TpsOBa jga ObaaT BbpHATH Ha (hapMalieBTa B Kpas Ha
JIEYEHHUETO

B choTBeTHUTE O0YUYHTEIHU OpOIIYpH 3a MAIIMEHTHTE TPsiOBa 1a Ob/ie peocTaBeHa U cieqHaTa
nH(pOpMAITHUS:

Bbporrypa 3a marMeHTH oT >KEHCKH T10JI ¢ JIETEPOJICH MOTSHITHAT

HeobOxomumocT na ce m3derHe ekcro3unmst Ha petyca
Ornucanwue Ha [111b
Heo0xonumocT oT edeKTHBHA KOHTpPAIETIIINS B ONpeJielieHre 3a e(peKTHBHA KOHTPAIICTIIIHS
AKO Ts UMa HyXJIa JIa IPOMEHH WITH JIa CIIPe U3I0I3BAHETO HAa HEHHUS METO]I 32
KOHTpAIEIIIH, TS TPsOBa 1a MHPOpPMHUpa:

o Jlexapsi, mpeamucan HeiliHaTa KOHTPAIICIIIUS, Y€ TS € Ha ITOMaJIUI0OMU/]

o Jlekapsi, mpemucall TOMaTUIOMHUJ, Y€ TS € CIPsUIa WM IPOMEHWIA HEWHUSI METOJ

Ha KOHTpAICTIIUs

Cxema Ha TecToBeTe 3a OpeMEeHHOCT

o] [Ipenu 3amouBaHe Ha JEYEHUETO

o ITo BpeMe Ha neueHUETO (BKIIOUYUTEIHO MPH MPEKHCBAHMS Ha TIpUeMa Ha JO3UTE),
TIOHE Ha BCEKH 4 CeJIMUIIM, OCBEH B CIIydail Ha MOTBHPJICHA TyOapHa CTEPHITU3AIIHS

o] Crnen kpas Ha JIEUEHUETO

HeO6XO,HHMOCT He3a0aBHO Ja ce€ CIIpC MOMAJIIMAOMUI IIPpHU MOAO3PCHUC 3a 6peM€HHOCT
HGO6XOILHMOCT He3a0aBHO Ja Cc€ YBCJAOMHU CBO4A JICKAp IPH MMOJO3PCHUC 3a 6peMGHHOCT

Bbporrypa 3a marmeHT 0T MBXKKH 10T

HeobxomumocT na ce m3derHe ekcrno3unmst Ha petyca
Heo0xonuMocT fa ce M3MoNI3BaT Mpe3epBaTHBH, aKO CEKCyallHaTa TAPTHHOPKA € OpEMEHHA HITH
JKPII, kosTo He M3Mo3Ba e(heKTUBHA KOHTpAICTIUS (JIOPU aKO MBXKbT € HMaJl BA3CKTOMHS)

(o] [To BpeMe Ha JeUEHUETO C TOMATUAOMU/ (BKIIOYUTEITHO NIPU MPEKbCBaHUS Ha
rpueMa Ha JI031Te)
0 ITone 7 muu cien mocieqHaTa q03a

Ue me3abaBHO TPsIOBA Ja YBEIOMH JISKYBAIIUS JIEKap, aKo MapTHOPKAaTa My 3a0peMeHee

UYe He TpsiOBa J1a apsiBa criepMa 1o BpeMe Ha JICUSHHETO (BKJIFOUUTEIIHO MPH NMPEKbCBaHMS Ha
npreMa Ha JI03UTE) U B MPOIbJDKEHHE HA IIOHE 7 JIHU CIIe]] CIIUPAHETO Ha JICUSHUETO C
IOMAaJIMJOMMU/],

Kapra Ha nanueHTa HJIM eKBHBAJIEHTEH HHCTPYMEHT

Kaprara Ha maruenTa TpsiOBa J1a ChIbpiKa CICTHUTE SIICMEHTH:

IToTBBpKICHUE, YE € U3BBPIIICHA TOIXOIAIIATa KOHCYITAITHS

JloxymMeHTHpaHe Ha ACTCPOIHHS CTATYyC

Ksagparde 3a oTMeTKa (WM TTOT0OHO), KOSITO JIEKAPSIT IIOCTaBs, 3a /1a MTOTBBP/IH, Y€ MAIUEHTHT
U3II0J13Ba e(PeKTHBHA KOHTpAIEHIHs (aKO € KeHa C JIeTEPOICH MOTSHITHAI)
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Jatu u pe3ynraT OT TECTOBETE 3a OPEMEHHOCT

(I)OQMY.]'ISIQI/I 3a l/IH!l_)ODMI/lDaHOCT OTHOCHO pMCKa

Tps6Ba na uma 3 Buga hopMynsapu 3a UHPOPMUPAHOCT OTHOCHO PHCKa:

Kenu ¢ meTepojicH NOTCHIHAI
JKenu 0e3 neTeponieH MOTEHIMAT
TTarueHT OT MBKKH O

Benuku hopmyssipu 3a ”HHPOPMHUPAHOCT OTHOCHO PUCKa TPAOBa 1a ChABPKAT CICIHUTE CIIEMEHTH:

IIPEAYIPEKICHUE 32 TEPATON€HHOCT
MALMEHTUTE NI0Jy4aBaT MOAXOAAIA KOHCYJITAlU [IPEAU 3alI04YBAHE HA JIECUEHUETO
MOTBBPXKICHHE, Y€ MAIMeHTHT pa3oupa prucka, CBbp3aH ¢ moManuaoMu u Ha mepkute Ha [111b
JlaTa Ha KOHCYJITUPAHE

JIaHHU 32 MMalMEHTa, IOJAIUC U 1aTa

VM€ Ha IPeaNUCBALKs, TOIINC U 1aTa

1eJITa Ha TO3U JOKYMEHT, T.e. ciopen nocoueHoto B I1I1b: , IlenTa Ha hopmyssipa 3a
MH(QOPMHUPAHOCT OTHOCHO PHUCKa € J1a Ipena3y MalueHTUTE U eBEHTyaTHUTe QeTycH, KaTo
rapaHTupa, ue MaueHTUTe Ca HAITBIHO HHPOPMUPAHU H Pa30UpaT prcKa OT TEPATOTEHHOCT U
JPYTU HEXXEJIaH! Peakiii, CBbP3aHH C yroTpedaTa Ha MoMaIuaoMua. To3u TOKYMEHT He
NpEeACTaBIIsIBa JOTOBOP U HE 0CBOOOKAaBa HUKOT'O OT HETOBUTE/HEMHNUTE OTTOBOPHOCTH,
CBBp3aHu ¢ Oe3omacHaTa ynorpeba Ha IPOJIYyKTa U MPEJOTBPATABaHE HAa €KCIIO3UIHS Ha

(deryca.”

DopmynspuTe 3a THPOPMUPAHOCT OTHOCHO PUCKA 32 )KEHH € ACTEPOJCH MOTECHIHAN TPsOBa CHIIO Aa
BKJIFOYBAT:

[ToTBBpKACHHE, Y€ JEKAPAT € 00CH I CIICTHOTO:
o HEOOXOIMMOCTTA J1a ce M30erHe eKcro3ulus Ha deTryca
o aKo ¢ OpeMeHHa Wi IJIaHKupa J1a 3a0peMeHee, He TpsAOBa J1a prueMa MoMalIuOMU/L
o 4e Ts pa3doupa He0OXOIUMOCTTA J1a U30srBa ynorpedaTa Ha MOMAaIHIOMUJI IO

BpeMe Ha OpeMEeHHOCT | Ja puiiara e(peKTHBHA MEPKH 32 KOHTpAaLEIus 0e3
IpeKbCcBaHe MOHE 4 CEIMULIM IPeIU HAuaIoTO Ha JICUCHUETO, IIPe3 LeNUst Kype Ha
JIEYCHUETO U MOHE 4 CeIMUIY ClIe] Kpasi Ha JICUCHUETO

. 4e aKko ce HAJO0KH J1a IPOMEHH MITH TIPEKPATH YIOTpedaTa Ha M3MOI3BAHUSI METOT
3a KOHTpALCHIIHS, TS TPAOBA Ja YBEJIOMHU:
= JieKaps, Mpeanucanl KOHTPAIEIUATA, Y€ TPHeMa TTOMATHTIOMHU/T
= JeKaps, Mpeanucal NOMaTHIOMHU, Ye € MPEKpaTHiIa WId TPOMEHHIIA

W3ION3BAHMS METOJI 32 KOHTPAICTIIINS

. 3a HEOOXOJMMOCTTa OT TECTOBE 32 OPEMEHHOCT, TOECT NPEAH JICYCHUETO, TOHE Ha
BCEKU 4 CeMUIIN 110 BpEME JICUCHUETO U CJIC]] JICUCHUETO

. 3a HEOOXOJMMOCTTA JIa CIIPe TOMAITUIOMH/] He3a0aBHO MPH TIOJ03PCHHUE 32
OpeMeHHOCT

. 332 HEOOXOJUMOCTTA JIa CE CBBPIKE C JIEKaps CH He3a0aBHO MPH MOI03PCHHUE 3a
OpeMeHHOCT

. 4e TS He TPAOBA 72 1aBa JIGKAPCTBOTO HA IPYTH JIUIA

. 4e TS He TPAOBA 72 AapsiBa KPBB [0 BPEME Ha JICUCHUETO (BKIFOUUTEITHO TPH

MPEeKbCBAHUS Ha TIpHeMa Ha TO3UTE) U B MPOABDKCHHE HA TIOHE 7 JTHH CIIeH
CIIUPaHEeTO Ha MOMAIUJOMHU/T

) 4e T TpsAOBa J1a BhPHE HEU3IOI3BAHUTE KAICyIu Ha GapMarieBTa B Kpasi Ha
JICYCHHUETO

(I)OpMy.]'IHpI/ITe 3a I/IH(I)OpMI/IpaHOCT OTHOCHO pHCKa 3a JKCHU 0e3 ACTCPOJACH MOTCHIHUAIT TpSI6Ba ChIIIO
Ja BKJIIOYBAarT:

[ToTBbprkICHUE, Ye JICKAPST € OOCHIUI CICTHOTO:
o 4e TS He TPsAOBa J1a 1aBa JIEKapCTBOTO HA JAPYTH JIAIA
° 4e T4 He TPsAOBa J1a IapsiBa KPHB MO BpEMe Ha JICUSHHETO (BKIFOUUTEITHO TIPH
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MIPEKHCBAHMSI HA TIPHUEMa Ha JTIO3WUTE) M B IPOABDKCHIE Ha TTOHE 7 JHU CIIeH
CITUPAHETO Ha TTOMAJTAIOMH/T

4e Ts TpsiOBa Ja BbPHE HEU3IIOI3BaHUTE KaICy/IM Ha (papMalieBTa B Kpas Ha
JICYCHUETO

Dopmynspute 32 THPOPMHPAHOCT OTHOCHO PUCKA 32 MAIMEHTH OT MBXXKH T0JI TPpsiOBa CHIO J1a

BKJIFOYBAT:

- [loTBBpKACHHE, YE JIEKAPAT € 00CHIUII CIIEAHOTO:

HEOOXOIMMOCTTA J1a ce U30erHe eKCro3uus Ha deryca

Ye MOMANTUIOMHU]I CE OTKPHBA B CEMEHHATa TEYHOCT U € HEOOXOIMMO J1a ce
M3I0JI3BaT MIPE3ePBAaTHBH, aKO CEKCyalHaTa MapTHHOPKA € OpeMEeHHa MU € JKeHa C
JIETEepO/ICH IMTOTEHINAN, KOSITO HE U3MOJI3Ba e(heKTHBHA KOHTPALICIINS (JIOPH aKO
MBXKXBT € IMall Ba3eKTOMUS)

4e TpsiOBa He3a0aBHO J]a yBEAOMH JICKYBAILH JIEKap, aKO MapTHbOPKAaTa My
3abpeMeHee M BHHATH J1a U3I0JI3Ba IIPE3EPBATHB

4e He Tps0Ba J1a JaBa JIEKapcTBOTO Ha JIPYTH JIMIA

4e He TpsA0Ba Ja AapsiBa KPbB WK cIiepMa 10 BpeMe Ha JICYCHUETO (BKIIOYNTETHO
[IpU NIPEKbCBAHMUS HA TIpUeMa Ha JIO3UTE) U B MIPOABIDKCHUE HA TIOHE 7 THH CJIE]
CTIMPaHETO Ha OMAJHIOMH/T

4e Ts TpssOBa Ja BbPHE HEU3IOJI3BAHUTE KAICYJIM Ha (papMalieBTa B Kpas Ha
JICYCHUETO
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IPUJIOKEHHUE III

JAHHU BBPXY OITAKOBKATA U JIMCTOBKA
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A. JAHHU BBPXY OITAKOBKATA

a4



JAHHH, KOUTO TPABBA JA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

ITomamunomun Teva 1 mg TBBbpaU Karcym

MOMAJIUOMHUT

2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska kancyna ceappka 1 mg noManuaoMu.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEINECTBA

Coabprka nakro3a u oOpuinsHtHO cuHbo FCF (E133). Bmkre nmucroBkaTa 3a TOBIHUATEIHA
UHQOpMAILHSL.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

14 kancynu
14x1 xancynu
21 xancymnu
21x1 kancynu
63 kancynu
63x1 xancyau

5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBE/K/IAHE

[Ipenu ynotpeda npoyereTe JIUCTOBKATA.

[Iepopanno mpunoxxeHue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICHa.

‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIEHUSA, AKO E HEOBXOANMO

NPEAYIIPEXXIEHUE: Puck ot Texxku BpoaeHu aedekTH. [la He ce M3MoI3Ba 0 BpeMe Ha
OopemenHocT u kbpMeHe. [Ipu neuenue ¢ [lomamumomu Teva TpsOBa 1a cieiBare mporpamara 3a
mpe/na3BaHe OT OPEMEHHOCT.

45



‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

10. CHELHUAJIHU IPEANTASHU MEPKHU IMPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

Hewnsnon3BaHuAT IeKapcTBEH MPOIYKT TPAOBA J]a ce BbpPHE Ha (hapMareBTa.

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

TEVA GmbH
Graf-Arco-Str. 3
89079 Ulm
I'epmanus

12.  HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/24/1868/001 14 kamncynu
EU/1/24/1868/002 14 X 1 xarcymu
EU/1/24/1868/003 21 kamncynu
EU/1/24/1868/004 21 X 1 xarcymu
EU/1/24/1868/005 63 kancynu
EU/1/24/1868/006 63 x 1 kancynu
EU/1/24/1868/007 14 kancynu
EU/1/24/1868/008 14 x 1 kancynu
EU/1/24/1868/009 21 kamcynu
EU/1/24/1868/010 21 X 1 xarcymu
EU/1/24/1868/011 63 kamcynu
EU/1/24/1868/012 63 X 1 xarcymu

13. TAPTHUJAEH HOMEP

ITapTt.Ne

‘ 14. HAYMUH HA OTITYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

noManuaomun teva 1 mg
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‘ 17. YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJI ¢ BKIIOYCH YHUKAICH HICHTH(UKATOD

‘ 18. YHUKAJIEH HAEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPABBA A CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

IMomanuaomua Teva 2 mg TBBPAU KaNCyiIu

MOMAJIUOMHUT

2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska kancyna chappika 2 Mg NoMauaOMHUI.

‘ 3. CIIUCBK HA IOMOIIHUTE BEINECTBA

Coabprka nakro3a u oOpuinsHtHO cuHbo FCF (E133). Bmkre nmucroBkaTa 3a TOBIHUATEIHA
UHQOpMAILHSL.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

14 kancynu
14x1 xancymu
21 xancymnu
21x1 kancynu
63 kancymnu
63x1 kancymnu

5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBE/K/IAHE

[Ipenu ynotpeda npoyereTe JIUCTOBKATA.

[Iepopanno mpunoxxeHue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JCHaA.

‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIEHUSA, AKO E HEOBXOANMO

NPEAYIIPEXXIEHUE: Puck ot Texxku BpoaeHu aedekTH. [la He ce M3MoI3Ba 0 BpeMe Ha
OopemenHocT u kbpMeHe. [Ipu neuenue ¢ [lomamumomu Teva TpsOBa 1a cieiBare nporpamara 3a
mpe/na3BaHe OT OPEMEHHOCT.
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

10. CHELHUAJIHU ITPEANTASHU MEPKHU IMPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

Hewnsnon3BaHuAT IeKapcTBEH MPOIYKT TPAOBA J]a ce BbpPHE Ha (hapMareBTa.

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

TEVA GmbH
Graf-Arco-Str. 3
89079 Ulm
I'epmanus

12.  HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/24/1868/013 14 kamncynu
EU/1/24/1868/014 14 X 1 xarncymu
EU/1/24/1868/015 21 kamncynu
EU/1/24/1868/016 21 X 1 xarcymu
EU/1/24/1868/017 63 kancynu
EU/1/24/1868/018 63 x 1 kancynu
EU/1/24/1868/019 14 kancynu
EU/1/24/1868/020 14 x 1 kancynu
EU/1/24/1868/021 21 kamncynu
EU/1/24/1868/022 21 X 1 xarcymu
EU/1/24/1868/023 63 karcynu
EU/1/24/1868/024 63 x 1 karncyu

13. TAPTHUJAEH HOMEP

ITapTt.Ne

‘ 14. HAYMUH HA OTITYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

noManuaomMun teva 2 mg
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‘ 17. YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJI ¢ BKIIOYCH YHUKAICH HICHTH(UKATOD

‘ 18. YHUKAJIEH HAEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPABBA JA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHMUSA ITPOAYKT

IMomanuaomua Teva 3 mg TBBPAU KanCyiIu

MOMAJIUOMHUT

2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska xancyna cpappka 3 Mg noManuIoMH/I.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEINECTBA

Coappxa naktosa u opwisatHo cuabo FCF (E133). Bukte nucroBkaTa 3a IOIMBIHUTEIHA
UHQOpMAILHSL.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

14 kancynu
14x1 xancymu
21 xancymnu
21x1 kancynu
63 kancymnu
63x1 kancymnu

5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBE/K/IAHE

[Ipenu ynotpeda npoyereTe JIUCTOBKATA.

[Iepopanno mpunoxxeHue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA IELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICHa.

‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIEHUSA, AKO E HEOBXOANMO

NPEAYIIPEXXIEHUE: Puck ot Texkku BpoaeHu aedekTH. [la He ce M3MoI3Ba 0 BpeMe Ha
OpemenHocT u kbpMeHe. [Ipu neuenue ¢ [lomamumomu Teva TpsOBa 1a cieiBare nporpamara 3a
mpe/na3BaHe OT OPEMEHHOCT.
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‘ 8. JATA HA N3TUYAHE HA CPOKA HA I'OJHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

10. CHELHUAJIHU ITPEANTASHU MEPKHU IMPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

Hewsnon3BaHusT IeKapcTBEH MPOIYKT TPOBA Ja ce BhpPHE Ha (hapMarieBTa.

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

TEVA GmbH
Graf-Arco-Str. 3
89079 Ulm
I'epmanus

12.  HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/24/1868/025 14 kamncynu
EU/1/24/1868/026 14 X 1 xarcymu
EU/1/24/1868/027 21 kamncynu
EU/1/24/1868/028 21 X 1 xarcymu
EU/1/24/1868/029 63 kancynu
EU/1/24/1868/030 63 x 1 kancynu
EU/1/24/1868/031 14 kancynu
EU/1/24/1868/032 14 x 1 kancynu
EU/1/24/1868/033 21 kamcynu
EU/1/24/1868/034 21 X 1 karcymau
EU/1/24/1868/035 63 karcynu
EU/1/24/1868/036 63 X 1 xarcymu

13. TAPTHUJAEH HOMEP

ITapTt.Ne

‘ 14. HAYMUH HA OTITYCKAHE

‘ 15. YKA3AHUNA 3A YIIOTPEBA

‘ 16. WH®OPMAIIAA HA BPAJIOBA A3BBYKA

noManuaomun teva 3 mg
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‘ 17. YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JBynsmepeH 0apKoJI ¢ BKIIIOUYCH YHUKAICH HICHTU(DUKATOD

‘ 18. YHUKAJIEH HAEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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JAHHH, KOUTO TPABBA JA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

ITomamunomun Teva 4 mg TBBPIU KaICyJIH

MOMAJIUOMHUT

2. OBABABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bceska kancyna cbappika 4 mg noMaluaoMHuI.

‘ 3. CIIUCBK HA IOMOIIIHUTE BEINECTBA

Coappxa naktosa u opwisatHo cuabo FCF (E133). Bukte nucroBkaTa 3a IOIMBIHUTETHA
UHQOpMAILHSL.

‘ 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

14 kancynu
14x1 xancymu
21 xancymnu
21x1 kancynu
63 kancymnu
63x1 kancymnu

5. HAYYH HA ITPUJIOKEHUE U ITbT(MIIA) HA BBBE/K/IAHE

[Ipenu ynotpeda npoyereTe JIUCTOBKATA.

[Iepopanno mpunoxxeHue

6. CIIEIMAJIHO NPEAYHPEXKJIEHUE, YE JEKAPCTBEHUAT ITPOAYKT TPABBA
JA CE CBXPAHSBA HA MSACTO JAJIEYE OT IIOTJIEJJA 1 IOCEI'A HA JIELTA

I[a CC€ CbXpaHsiBa Ha MACTO, HEAOCTBITHO 3a JICHa.

‘ 7. APYI'U CHEOUAJIHU NPEAYIIPEXIEHUSA, AKO E HEOBXOANMO

NPEAYIIPEXXIEHUE: Puck ot Texxku BpoaeHu aedekTH. [la He ce M3MoI3Ba 0 BpeMe Ha
OpemenHocT u kbpMeHe. [Ipu neuenue ¢ [lomamumomu Teva TpsOBa 1a cieiBare nporpamara 3a
mpe/na3BaHe OT OPEMEHHOCT.
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‘ 8. JATA HA U3TUYAHE HA CPOKA HA TOAHOCT

T'onen mo:

9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

10. CHELHUAJIHU IPEANTASHU MEPKHU IMPU U3XBBPJISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

Hewnsnon3BaHuAT IeKapcTBEH MPOIYKT TPAOBA J]a ce BbpPHE Ha (hapMareBTa.

11. HUME U AJIPEC HA IIPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

TEVA GmbH
Graf-Arco-Str. 3
89079 Ulm
I'epmanus

12. HOMEP(A) HA PASBPEHIEHUETO 3A YIIOTPEBA

EU/1/24/1868/037 14 kancynu
EU/1/24/1868/038 14 X 1 xarcymu
EU/1/24/1868/039 21 kamcynu
EU/1/24/1868/040 21 X 1 xarcymu
EU/1/24/1868/041 63 kamcynu
EU/1/24/1868/042 63 X 1 xarcymu
EU/1/24/1868/043 14 kancynu
EU/1/24/1868/044 14 x 1 xancynu
EU/1/24/1868/045 21 kancynu
EU/1/24/1868/046 21 x 1 kancynu
EU/1/24/1868/047 63 kancysu
EU/1/24/1868/048 63 x 1 karcyu

13. TAPTHUJAEH HOMEP

ITapTt.Ne

‘ 14. HAYMUH HA OTITYCKAHE

‘ 15. YKA3AHUMA 3A YIIOTPEBA

‘ 16. HUH®OPMAIIAA HA BPAIJIOBA A3BBYKA

nomanmmomuy teva 4 mg
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‘ 17. YHUKAJIEH HAEHTU®UKATOP — JIBYU3MEPEH BAPKO/|

JByn3mepeH 0apKoJI ¢ BKIIOYCH YHUKAICH HICHTH(UKATOD

‘ 18. YHUKAJIEH HAEHTU®UKATOP — JIAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEPHU

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

ITomamunomun Teva 1 mg xamncynmu

HOMaJIUJOMHUJ

2. HUME HA ITPUTEXXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

TEVA GmbH

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

|5.  JPYIO
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

IMomanuaomuz Teva 2 mg kancyin

HOMaJIUJOMHUJ

2. HUME HA ITPUTEXXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

TEVA GmbH

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OAHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

|5.  JPYIO
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

IMomanuaomuza Teva 3 mg kancyau

HOMaJIUJOMHUJ

2. HUME HA ITIPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

TEVA GmbH

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

|5.  JPYIO
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MHUHUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

ITomamunomun Teva 4 mg xamncynnu

HOMaJIUJOMHUJ

2. HUME HA ITPUTEXXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

TEVA GmbH

‘ 3. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

EXP

4. ITAPTUJIEH HOMEP

Lot

|5.  JPYIO
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Bb. IHUCTOBKA
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JlucroBKa: l/IH(l)OpMaIll/Iﬁ 3a ManueHTa

Homanunomupg Teva 1 mg TBbpAM Kancyau
Homanunomug Teva 2 Mg TBbPAU KanCyau
IMomanuaomua Teva 3 My TBLPAM KaICyJIH
IHomanunomupg Teva 4 mg TBbpAM KancCy/Iu
nomanuromun (pomalidomide)

Ouaksa ce [lomaanaomua Teva 1a NpUYHHU TE:KKH BPOJAeHU J1e()eKTH U MOKe 12 I0Be/e /10
CMBPT HA IJI0/A.

. He npuemaiite ToBa 1€KapcTBO, aKO CTE OpEMEHHA WJIN CTE B CHCTOSHHE /1a 3a0peMeHeeTe.
. Bue tps6Ba na cmazBate ChBETUTE 33 KOHTPAIICTIIHSI, OITUCAHU B Ta3H JIICTOBKA.

IIpouyeTeTe BHUMATEIHO LSLJIATA JIUCTOBKA, PN 12 3all04YHeTe 1A IPpUeMaTe TOBA JIeKAPCTBO,

Thil KATO T4 ChAbPKa BaxHa 3a Bac undgopmanus.

- 3amazere Ta3u JIMCTOBKA. MoJKe /1a ce HaJIOXKH J1a 5 POYETETe OTHOBO.

- AKO uMate HIKaKBH JIOMBIHUTEITHHA BBIIPOCH, TonuTaiiTe Bamus ekap, papmareBt niu
MEJIUIIMHCKA CecTpa.

- Tosa nekapcTBo € npennucaHo JudHo Ha Bac. He ro nmpeotcTbnBaiite Ha npyru xopa. To Moxe
Jla IM HaBpeIy, He3aBUCHMO Y€ TIPU3HAIMTE Ha TAXHOTO 3a00JIsBaHe ca ChIUTe KaTo Bammre.

- AKO TIONTyuHnTe HAKAKBU HEXEJIaHW peakiny, yBeaoMeTe Bamms nekap, GpapmManeBT wiu
MEITUITMHCKA CecTpa.

- ToBa BkII0YBA M BCHYKU BB3MOKHU HEKEJIaHU p€aKnnun, HEOIMMCAaHU B Ta3u JIMCTOBKaA. Buxte
TOuKa 4.

KakBo CbABbpPiKa Ta3u JIMCTOBKA

Kaxkso nmpeacrasnsasa [lomanuaomun Teva 1 3a KakBO ce U3M0JI3BA
Kakgo Tpsi0Ba na 3Haere, npenu na npuemere [lomanmunomun Teva
Kaxk na npuemare [lomanunomuz Teva

BB3MOXHN HEeXEllaHU peakiiuu

Kax ga cexpansiBate [lomamugomun Teva

ChappikaHue Ha ONIAKOBKATA U AOMBJIHUTEIHA HHpOpMaLIUs

oghcwhE

1. Kaxkso npeacrasassa [lomamnaomua Teva u 3a KakBo ce N3M0J13Ba

Kakso npeacrasasisa llomanugomua Teva

INomanunomun Teva cbbpika aKTUBHOTO BEIIECTBO MOMAIUOMU/. ToBa JIEKapCcTBO € CPOJAHO Ha
TaIMAOMUA U ITPUHAJICIKH KbM I'pyIlia JICKapCTBa, KOUTO IMOBJIMABAT UMYHHATa CUCTEMA
(ectecTBeHaTa 3amUTa HA OPTaHU3MA).

3a kakBo ce n3no3Ba [lomannagomun Teva
ITomanunomun Teva ce U3nosn3Ba 3a JEUEHUE Ha Bb3PAaCTHU C BUJ pPaK, HAPEUEH ,,MYJITUILJIEH
MHEIOM".

TTomamumomun Teva ce U3IoiI3Ba Wi 3a€IHO C:

° JBe IPYTH JIeKapCTBA, HAPCUCHH ,,00pTe30MHO* (BU XUMUOTEPAIEBTUYHO JICKAPCTBO) U
,.JIeKcaMeTa30H" (IPOTHBOBB3IMAIUTEITHO JICKAPCTBO) TIPH X0pa, KOUTO ca IIPOBEIN TIOHE €ITHO
JIPYTO JICYCHUE — BKIFOUUTEITHO C JICHATUIOMHU/I,

WIH
o €/IHO JIPYT0 JIEKapCTBO, HAPECUCHO ,,IEKCAMETA30H "’ IIPH XOPa, YAHTO MUEIIOM CE € BIIOIIHII,

BBIIPEKH Ue TC BEUE Ca MMAaJI Hali-MaJIKO JIBa JPYTH BUA JICYCHUE, KOUTO BKITFOUBAT
JIEHATUIOMU ¥ 00PTE30MHUO.
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Kakgo npeacrasiisiBa MyJITHILICHUAT MHEJIOM

MyATUIUIEHUAT MUEJIOM € BUJ PaK, KOMTO 3acdAra onpenesieH BUj Oelu KpbBHU KIETKU (HapedeHn
,»I1a3MeHH KIeTKn ). Te3u KIeTku ce pa3pacTBaT HEKOHTPOJIUPYEMO U C€ HaTPYNBAT B KOCTHHS
Mo3bK. ToBa BoAM 10 yBpekIaHe Ha KOCTHTE U OBOpenuTe.

MyATHTUIEHUST MUEIIOM TI0 MPUHIUI € HeleuuM. Jledenuero, obade, MOXKe Jia HaMalli MPU3HALUTE U
CUMITOMUTE Ha 3a00JISBAHETO I JIa TH HaKapa Jia M3ue3HaT 3a Iepuojl oT Bpeme. ToBa ce Hapuya
,»OTTOBOD”.

Kak ngeiicrBa Ilomannapomun Teva
ITomanunomun Teva aeiicTBa o peaulia pa3IuyHU HAYUHU:

L4 KaTO Ccnirpa pa3BUTUCTO HA MHUCIIOMHUTC KIICTKU
L4 KaTO CTUMYJIMpA UMYHHATa CUCTCMaA JIa aTAKyBa PAKOBHUTC KJICTKU
L4 KaToO cniupa 06pa3yBaHeT0 Ha KPbBOHOCHU CBHJA0BC, 3aXpaHBaIlld PaKOBUTEC KIICTKH.

ITomsara ot uznoissane Ha [Tomammmomun Teva 3aeaH0 ¢ OopTe30MHO U JEKCAMETA30H

Koraro I[Tomanumomus Teva ce usmonspa ¢ 60pTe30Mud 1 IeKCaMeTa3oH MPH X0pa, KOUTO ca TPOBEIN

MTOHE €JTHO JPYTO JICUCHUE, TOH MOJKE Jla CTIpe BIOMIABAHETO HA MYITHILUICHHUS] MUEIIOM:

° KOTaTo Ce M3I0JI3Ba 3aeHO ¢ OopTe3oMud u aekcamerasoH, [lomanunomun Teva cimpa
MmosiBaTa Ha MYJITHUIUICHISI MEEJIOM OTHOBO 3a TIEPHO cpeaHo o 11 Mecera — B CpaBHEHHE ChC
7 Mecelia 3a OHE3W MAIMEeHTH, KOUTO U3IIOJI3BAT CaMo ODOPTE30MHUD U JIeKCaMETa30H.

ITon3ata ot m3nom3Bane Ha [Tomammmomu Teva 3aeHO ¢ JIeKCaMeTa30H

Korato ce n3nomn3Ba ¢ qekcaMeTa3oH MpHU X0pa, KOUTO ca MPOBEIIU MOHE JIBE APYTH JICUCHUS,

ITomanunomun Teva Moke ja CIipe BIOIIABAHETO HA MYJITUILUICHUS] MUEIIOM:

. KOraTo C€ M3IO0I3Ba 3aeIHO ¢ nekcameTa3oH, [lomanunomuyg Teva cnupa nosiata Ha
MYJITAIIICHUST MHEJIOM OTHOBO 3a IIEPHOJT CPETHO,I0 4 Mecella B CpaBHEHHE ¢ 2 Mecelia 3a
OHE3M IallMEHTH, KOUTO M3IO0JI3BAT CaMO JECKCaMETa30H.

2. Kakso Tpsa6Ba 1a 3HaeTte, npeau Aa npuemetre llomanuaomun Teva

He npuemaiite Ilomanuaomun Teva:

. aKo cTe OpeMeHHa WM CMsATaTe, 4Ye MOXKe Ja cTe OpeMeHHa, WK TUIaHUpaTe 1a 3a0peMeHeeTe,
TBH Kato ce ouakBa [lomanugomun Teva na e BpeaeH 3a mioaa. (Mbxere U )KEHUTE, KOUTO
MpHeMaT TOBa JIEKapCTBO, TPSAOBA J1a MpoYeTaT TOYKATa ,,bpeMEHHOCT, KOHTPAIICTIIUS 1
KbpMeHe — HH(MOpMAaIus 32 )KEHU ¥ MBbXe” T0-A01TY);

o aKo CTe B ChCTOSHHE Jla 3a0peMeHeeTe, OCBEH aKo Cra3BaTe BCHYKHA HEOOXOAUMHU MEPKH, 3a J1a
ce Tmpena3uTe ot 3adpeMeHsBaHe (BHKTE ,,bpeMeHHOCT, KOHTPALICTIIUS ¥ KbPMEHE —
nH(pOpMAITUS 32 )KEHU B MBKe”). AKO CT€ B ChCTOSTHHUE J1a 3a0peMeHeeTe, PU BCIKO
MIpeITUCBaHe Ha JIEKAPCTBOTO BammmsT jrekap e 3amucBa, 4e He0OX0JUMHUTE MEPKH ca OHITH
B3CTH U 111 Bu mpeaoCcTaBs TOBA HOTB’bp)KILeHI/Ie;

. aKo CTe aIePTUYHH KbM MTOMAaTHIOMHU]I WIIK KbM HIKOS OT OCTaHAJINTE ChCTABKH HA TOBa
JieKapcTBO (M30poeHu B Touka 6). OOBpHETE ce 3a ChBET KbM Barius jiekap, ako MUCIIUTE, 4e
MOJKE J1a CTe aJleprUIHHU.

AKO He cTe CUTYpHH JIajii HAKOe OT TOPHUTE YCJIOBUSA ce oTHacs 3a Bac, monuTaiite Bammms nekap,
(apmaneBT UM MEAULIMHCKA cecTpa, npeau aa npuemete [lomamnnomun Teva.

IIpenynpesxneHust U NpeANa3Hu MePpKH

I'oBopere ¢ Bamms snekap, papManeBT Wi MEAULIMHCKA cecTpa, peau na npuemete [lomanuaomun

Teva, axo:

. HSKOTra CTe UMaJIi KpbBHU cheupen. [1o Bpeme Ha nedenuero ¢ [lomanuaomun Teva Bue cte ¢
MIOBHIIIEH PUCK OT 00pa3yBaHe Ha KPBBHH ChbCUPELIM BB BEHUTE U apTepuuTe. Bammst nekap
Moxe Ja Bu npenopbya Aa npuemare TOMBJIHUTEIHH JIEKapcTBa (HanpuMep BapapuH) Wil Ja
Hamanu no3ara [lomanunomun Teva, 3a na ce HaMany BEPOSITHOCTTA [ja MOIYYUTE KPBBHU
CBhCHPELH.
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) HSKOTa CTE MMaJIH ajepruyHa peakius, KaTo HapuMmep o0puB, ChbpOEK, OTOK, 3aMaliBaHEe WIIN
3aTPyAHECHO JUITAHE, JOKATO CTE IPHEMAaITH ITOJ00HHM JIEKapCTBA, HAPEUSHU TATHIOMHU WITH

JECHATTUAOMUI.

o CTE MU ChpJicueH HHPAPKT, UMATE ChpJIeYHA HEJOCTATHYHOCT, UMATe 3aTPYAHECHO JHIIaHEe
WM aKO MyLIUTE, UMAaTe BUCOKO KPHBHO HANSATAHE WM BUCOKU HHBA Ha XOJECTEPOIa.

. MMAaTe TOJISIMO O0III0 KOJIMYECTBO TYMOPH B ISUIOTO TSJIO, BKIIFOUUTEITHO W B KOCTHUS MO3BK.

Tosa Ou MOTJIO J1a TOBEJIE IO ChCTOSIHHE, TIPH KOETO TYMOPHTE CE pasnajar U NPpUIHHSBAT
HeoOWYaliH HWBA HAa XMMHUYHHU BEIIECTBA B KPBBTA, KOETO MOXKE J1a JoBeIe A0 OhOpedHa
HEJ0CTAaThYHOCT. Brie MOKeTe /1a yCeTUTE U HEpaBHOMEPHO ChplicOreHe. ToBa ChCTOSHUE CE
Hapu4a CUHJIPOM Ha TYMOPEH pa3mnas.

o “MaTe WM CTE UMaJIi HeBpomaTus (YBpeKJaHe Ha HEPBUTE, IPUYNHIBAIIO U3TPHIIBAHE WITH
0oJka B pBIIETE WX CThIIANIATa).
o uMaTe WK cTe uManu xenatut B undeknus. Jleuennero ¢ [lomamumomun Teva Moxe na

aKTUBHMpA OTHOBO BUpYyca Ha XEMaTHT B mpu manueHT, KOUTO ca HOCUTENN Ha BUPYCa, KOETO
Ja 10BeJie 710 IOBTOPHA MOsBa HAa MH(eKUusITa. Bamust nekap TpsiOBa 1a MpoBepH JajiH HIKOTra
cTe uManu xenatut B undekuus.

. uMare WiIM cTe MMaJId B MUHAJIOTO KOMOMHALUS OT HAKOH OT CJIEAHUTE CUMIITOMU: OOpUB Ha
JIUIIETO WM 00IKpeH 00puB, 3aUuepBeHa KoXka, BUCOKA TeMIIeparypa, IPUIONo00HN
CHUMIITOMH, YBEJIUUEHH TUM(HU Bb3IH (IPU3HALM Ha TEKKa KOJKHA PEeaKLus, HapeueHa
JeKapcTBeHa peakius ¢ eo3uHopunust u cucremun cumntomu (DRESS), nin cusapom Ha
JIEKapCTBEHA CBPBXYYBCTBUTEIIHOCT, TOKCHYHA enunepMaina Hekponusa (TEN) niu cunmpom
Ha CtuBbHC-/[koHCHH (SJS)). BikTe chio Touka 4 ,,Bb3MOKHI HEXKETaHU PEaKIHn‘).

BaxxHo e 1a ce oTOenexu, ue NalueHTUTe ¢ MYJITHILICH MUACJIOM, JIEKYBAaHH C TOMAJTUIOMUJI, MOTaT Ja
Pa3BUAT JOIIBJIHUTEIIHU BUIOBE pakK, CJICA0BATEIHO BammusaT ekap TpsiOBa BHUMATEIIHO J1a MPEICHH
MoJI3aTa M PUCKa, Korato Bu mpeammcBa ToBa JeKapCTBO.

B ko#iTO 1 1a € MOMEHT 110 BpeMe Ha JICUSHUETO WU ClIe]] Hero He3abaBHO yBeoMeTe Barms nekap
WJIH MEIUIIMHCKA CECTPa, aKo UMaTe: 3aMbIIIEHO 3peHHe, 3ary0a Ha 3peHre WIH JBOWHO BIDKIAHE,
3aTpyaIHEH TOBOP, c1a00CT B phbKa WM KpaK, IPOMsSHA B TTOXOIKATa MIIK TIPOOIEMH C PaBHOBECHUETO,
MOCTOSTHHA CKOBAaHOCT, HAMaJIeHa YyBCTBUTEIIHOCT WJIM 3ary0a Ha YyBCTBUTEIHOCT, 3ary0a Ha MmaMeT
Wi 00bPKAHOCT. BCHUKM Te3u MPU3HAIY MOXKE J]a Ca CAMIITOMH Ha CEPUO3HO U TIOTEHITHATHO
(haTairHO 3200IIIBaHE HA MO3BKa, H3BECTHO KAaTO MPOTPECHBHA MyNTH(OKATHA JIEBKOCHIIE(haTOnaTs
(ITMJT). Ako cTe umMasii TakMBa CUMITTOMH Tipeau JieuenueTo ¢ [lomanumomun Teva, nadopmupaiite
Bamus nekap 3a Bcska npoMsiHa B TSIX.

B kpas Ha nedenneTo TpAOBa 1a BbpHETE BCHYKH HEM3MOI3BaH! KaICyJIHM Ha ¢apMalieBTa.

BpemMeHHOCT, KOHTpanenuus U KbpMeHe — HH(POPMAIIUS 32 KeHU U MbiKe

Tps6Ba ma ce cmaspa clIeAHOTO, KaKTO € onrcano B [Iporpamara 3a mpenma3Bane oT OpeMeHHOCT Ha
[omamunomun Teva. XKenute u mpxere, kouto npuemar [lomamunomun Teva, He TpsOBa 1a
3a0peMEeHsBAT WIU Jia Ch3/aBar Jella, Thil KaTO Ce OYaKBa MOMaJIHIOMH/T 1a HAaBPeIU Ha TuioAa. Bue u
Bamusat mapTHeOp TpsAOBa Ja u3non3BaTe e(HeKTUBHU KOHTPALCITUBHA METOIH, JOKATO MpHUeMaTe
TOBA JICKAPCTBO.

Kennu

He npuematite [Tomanmuaomun Teva, ako cte OpeMeHHa, cMsITaTe, Y€ MOXKE JIa CT¢ OpeMEHHA MITH
IIaHupaTe OPEeMEHHOCT, ThI KaTo CE OYakBa TOBa JICKApPCTBO Jla HaBpeau Ha 1ioaa. [Ipemu 3amouBane
Ha JICYCHHEeTOo TPsIOBa Ja KaykeTe Ha Barus jekap, ako cTe B ChbCTOSIHHE Ja 3a0peMeHeeTe, J0PH aKko
MUCJIUTE, Y€ TOBA € MaJIKO BEPOSTHO.

AKO € Bb3MOXHO J1a 3a0peMeHeeTe:

o Bue TpSI6Ba Ja U3I10JI3BATC e(beKTI/IBHI/I KOHTPALCIITUBHNU METOAN B MTIPOAB/KCHHUE HA ITIOHE
4 cegMuIM TIPEeIH 3aII0YBaHE Ha JICUSHUETO, MPe3 LI0TO BpeMe, JOKAaTO pUeMate JIeUeHUETO,
1 JI0 TIOHE 4 ceaMULIN CIie]l CIMpaHe Ha jiedeHuero. ['oBopere ¢ Bammus nexap 3a Haii-no0pus
KOHTpaLenTUBEH MeToJ 3a Bac.

o BCEKH ITBT, KoraTo Bammsr nekap Bu uznasa penenra, Toi 1ie mpoBepsiBa Jaiu pa3oupare
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HEOOXOAMMHTE MEPKH, KOUTO TPSIOBA Ja ce B3eMaT 3a IIpeIoTBpaTsIBaHe Ha OpEMEHHOCT.
o BamusaT nekap me Bu Ha3Haum TecToBe 32 OpEeMEHHOCT MpEAH JCUSHUETO, IIOHE Ha BCEKU
4 ceMHITH IO BpeMe Ha JICUCHUETO M TIOHE 4 CeJIMHIIN cTie]l Kpasi Ha JICUYCHUETO.

Axo 3a6peMeHeeTe BBIIPCKU MIPECATNIASHUTE MCPKHU:
L Bue Tp}I6Ba Ja CpeTe JICYHCHUCTO He3a0aBHO U BC€AHAra ia pasroBapsTe C Bamms JICKap.

Kvpmene

He e uzBectno nanu [Tomanunomun Teva npemunasa B kbpMmaTa. Kaxkere Ha Bamus nexap, ako
KbPMHTE WM UMaTe HaMEpEHHUe 1a KbpMuTe. Bamusr siekap me Bu nochBeTBa nanu 6u TpsOBajo aa
MpEeKpaTUTE WK Ja MPOABIDKUTE KbPMEHETO.

Mmpxe
TTomanunomua Teva nmpeMrHaBa B YOBEIIKaTa criepMa.

. Axko Barara naptHropka ¢ OpeMEeHHa WK € B ChCTOsIHUE J1a 3a0pemeHee, Bue TpsioBa na
U3MOJI3BaTe MPE3EPBATUBH IPeE3 ISI0TO BPEME, TOKATO MPUEMATE JIEKAPCTBOTO U B
MPOABIDKEHNE Ha 7 THU CIIe/ Kpas Ha JICYEHUETO.

. Ako Bamara naptHropka 3a0peMenee, qokaro Bue npuemare [lomanumomun Teva, He3abaBHO
yBenomeTe Bamms nekap. BamaTta mapTHbOpKa ChIO TpsOBa HE3a0aBHO J1a YBEIOMHU CBOS
nekap.

Bue He TpsiOBa a napsiBaTe criepMa 1o BpeMe Ha JICYEHHETO U B MIPOABIDKEHNE Ha 7 JHU Clie]l Kpas Ha
JICYEHUETO.

KpbBonapsiBane u u3cjieIBaHusi HA KPbBTA

Bue He TpsiOBa 1a mapsBaTe KpBB 10 BpeMe Ha JICYCHHETO U B IPOIBIDKEHUE HA 7 JHH CIe Kpas Ha
JICYCHUETO.

IIpenu u no Bpeme Ha jeueHuero ¢ [lomanmunomua Teva e Bu ObaaT npoBexaanu peIOBHA KPbBHU
u3cnenBanus. ToBa ce mpaBu, Thit KaTo BaireTo jekapcTBO MOXKE Ja MPUUKHU CIaj] Ha Opos Ha
KPBBHUTE KIIETKH, KOUTO ITOMaraT rnpu 0opoOara ¢ nadexiun (0emu KIeTK) 1 Ha Opost Ha KIIETKUTE,
KOUTO TIOMarar 3a CliupaHe Ha KbPBEHETO (TPOMOOIIUTH).

Bammsar JICKap Tpﬂ6Ba Ja Bu HazHaun KPBbBHU U3CJIICABAHUS:

° Mpeau JICYCHUETO
° BCSIKa CEMMUIIA MPE3 MEPBUTE 8 CEAMUITU OT JICUCHUETO
° MOHE €IMH IThT MECEUHO CJIe]T TOBA JI0ToraBa, gjokaro npuemare [lomamunomun Teva.

B pesynrar ot Te3u uscnenBanus BamusT gekap Moxke na kopurupa no3ara [lomanunomua Teva uinu
Jla IPeKpaTH JIeueHHeTo. JIekapsAT MoXKe ChIIO JAa KOPUTHPA J103aTa WK JIa CIpe JEKapCTBOTO IOPaIH
001moTo By 31paBOCIIOBHO CHCTOSIHUE.

Jena v roHOIIN
IMomamunomun Teva He ce mpemopbYBa 3a ynorpeda mpu eria 1 IoHoImH o 18 roguHu.

Apyru gexapcrea u Illomanugomun Teva

TpsiOBa ma kaxkete Ha Bamms jgexap, ¢hapMalieBT WM MEIUITTHCKA CECTPa, aKO MpHeMaTe, HaCKOpO CTe
MpUEMaH UK € Bb3MOXKHO Ja pueMare Apyry jJekapcTBa. Toa e Taka, Thil kaTo [lomanumzomung
Teva Morxe J1a TOBNIMsie HAYKMHA, TI0 KOMTO JeicTBAT HIKOU ApYrH jJekapcTBa. OCBEH TOBA HAKOU
JIpYTH JeKapcTBa MoraT Jia MOBIMAAT HA4KHa, 10 KoiTo neiictBa [lomanuaomuy Teva.

HO-CHGHI/IaﬂHO Tp)l6Ba Ja KaXXETC Ha Bammus JICKap, (bapMaIICBT WM MEAULIMHCKA CECTpa, Npeau Ja
MMpUueMeTe HOMaJ’II/I,Z[OMI/I,[[ Teva, AKO IMpUeMaTe HAKOC OT CJICAHUTEC JICKApCTBA:

. HSIKOM IPOTHBOT'BOMYHU CPENICTBA KaTO KETOKOHA30JI;
. HSIKOM aHTHOMOTHLM (HanpuMep UUNPO(IOKCAIH, CHOKCALIWH);
. HSIKOM aHTUCTIPECAHTH KaTO ()JIyBOKCAMHUH.
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Ilodupane u paéora ¢ MAIIMHH

Hsxou xopa MoraT J1a ce mo4yBCTBaT yMOPEHH, 3aMasHU, J]a KM MTpUMaJiee, 1a ca 00bpKaHU WIIN
MO-MaJIKo OuTeNHU, Korato npueMat [lomamunomuy Teva. Axo ToBa ce cinyun ¢ Bac, He modupaiite
1 He paboTeTe ¢ HUKaKBU MHCTPYMEHTH WJIH MAlIHHH.

IHomamuaomun Teva cbabpska HATPHI
To3u nekapcTBEH MPOAYKT ChABPXKA Mo-Maiako oT 1 mmol marpwmii (23 mQ) Ha karcysa, T.e. MOXKe J1a
ce KaXe, 4e MPaKTHUECKH HEe ChAbPIKa HATPUIL.

Homammpomuy Teva cbABbpIKa JIaKTO32
Axo Bamust nekap Bu e kazai, ye uMate HEIOHOCUMOCT KbM HAKOM 3aXapH, CBbPKETE C€ C HErO,
IIpeay Ja IPUEMETE TO3U JIEKaPCTBEH MPOAYKT.

IMomanuaomuna Teva cbabp:ka OpuiassuTHo cuubo FCF (E133)
ToBa jekapcTBO ChABPKA Oarpuiio opuiassHTHO cuHbO FCF (E133), koeTo MoXe J1a MpUIHHA
QNePrUYHU PEaKIIHH.

3. Kaxk 1a npuemare Ilomanugomun Teva
IMomamunomun Teva TpsiOBa 1a Bu ce naBa 0T Jiekap ¢ OIUT B JIEYEHUETO HAa MYJITUIUICH MHEJIOM.

Bunaru npuemaiite Bamute ekapcTBa TOUHO KakTo Bu e kazan Bamusrt nekap. AKo He cTe CUTYpHU
B HEIIIO, monuTanTe Baus nekap, GpapManeBT Wil MEIUIIMHCKA CECTpa.

Kora na npuemare llomanugomun Teva ¢ apyru sekapcrsa

Tlomamumomua Teva ¢ 60pTe30MU0 U ACKCAMETa30H
. BwkTe MTUCTOBKUTE, IPEIOCTaBEHHN ¢ 0OpTE30MHO U IEKCaMETa30H, 3a TOIBIHATEITHA
MHQOpMAIUs OTHOCHO TSXHATa yrnoTrpeda u eeKTH.
. IMomanunomua Teva, 6opTe3oMud U AeKcaMETa30H ce IpUeMarT Ha JeuecOHH HUuKIn. Beeku
UKBJ TpojAbokasa 21 auu (3 ceaMuIm).
° ITornennere nageHara mo-10iy cxema, 3a J]a BUIIUTE KaKBO JIa TIpUeMare B KOi JIeH OT
3-ceIMUYHUS [IUKBI:
o Bceeku nen nornexaaite cxemara, 3a ia HAMEPUTE TOUHMS JIEH U J1a BUJUTE KOU
JIeKapcTBa Jja MpueMeTe.
o] Hsixon nan Bue mpueMate BCuukuTe 3 IeKapcTBa, HIKOW JTHH caMo 2 Wi 1 JeKapcTBo, a
B JIPYTH JIHUA HE MPUEMATEe HUIIO.
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° MNOM: ITomamuaomun Teva; BOP: boprezomu6; JIEKC: [lexcamera3on

Iukba 1 g0 8 ukba 9 u ciexgpamm
Hme Ha JekapcTBOTO Hme Ha JekapcTBOTO
Jen IMoOM BOP JTEKC Jlen IMoM BOP JAEKC
L ¢ ¢ v L ¢ v ¢
2 ¢ v 2 ¢ ¢
3 v 3 v
4 v v v 4 v
5 \ \ 5 \
6 \ 6 \
7 \ 7 \
8 \ \ \ 8 \ \ \
9 \ \ 9 \ \
10 \ 10 \
11 \ \ \ 11 \
12 \ \ 12 \
13 \ 13 \
14 \ 14 \
15 15
16 16
17 17
18 18
19 19
20 20
21 21
° Crient 3aBBpIIIBaHE HA BCEKH 3-CEIMHUUCH IMKBII, 3aTI0YHETE HOB.
ITomamumomun Teva camo ¢ JekcamMeTa3oH
. Bukre TMcTOBKATA, IPEJOCTAaBEHA ¢ JCKCAMETAa30H, 3a JOMbIHUTEIHA HHPOPMAIIHS 32
Herosarta ynorpeba u eexru.
° [Momammmomuy Teva m nexcameTa3oH ce mprueMar Ha JIedeOHu UKIIH. BCeKu KB € ¢
NPOABIKUTETHOCT 28 MM (4 CeMMUITH).
° [lornenHeTe majeHata mo-a0y CXeMa, 3a Ja BUJUTE KaKBO Ja MpUeMare B KOi JIeH OT
4-ce IMUYHUS LUK
o] Bceku nen nornexnaiite cxemara, 3a 1a HAMEpUTE TOYHUS JICH U J1a BUAUTE KON
JIeKapcTBa Ja MpreMeTe.
o Hsaxou nHu mpuemMarte 1 ABeTe JeKapcTBa, HAKOU JHU caMo | JeKkapcTBO, a B APYTH THU

HE IprUCMaTC HUIIO.
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. IMOM: lNomanunomug Teva, AEKC: JlekcameTazon
HNme Ha
JIEKapCTBOTO
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o Cren 3aBbpIIBaHE HA BCEKU 4-CEIMHUYCH ITUKBII, 3aII0YHETE HOB.
Koako ITomamuaomua Teva na npuemate ¢ Jpyru JieKapcrsa

TTomamumomun Teva ¢ bopre3oMud U IeKcaMETa30H

° IIpenoppuutennara HayanHa go3a [lomanugomun Teva e 4 mg Ha neH.

° IIpenopbunTennara HayamHa 03a OopTe3oMuO 111e ObJe onpesesieHa oT Bamms nekap Bb3
ocHoBa Ha Bamero terno u pwer (1,3 mg/m? tenecHa HOBBPXHOCT).

. [IpenoppunTennaTa HayamHa J103a IekcaMeTa3oH e 20 mg Ha 1eH. Ako 0o6ade cTe Ha Bb3pacT

HaJ 75 TOAWHM, IpENophUINTETHATA HadaimHa A03a € 10 mg Ha jeH.

TTomamumomuyg Teva camo ¢ AekcaMeTa30H

° IIpenopwruutennara go3a [lomanunomun Teva e 4 mg Ha neH.

. [IpenoppunTennaTa HayamHa 103a IekcaMeTa3oH e 40 mg Ha 1eH. Ako o6ade cTe Ha Bb3pacT
HaJ 75 ToaMHY, MpenophUYNTEIHATA HadaiHa A03a € 20 Mg Ha JeH.

Mosxe na ce Hanoxxu Bammst nekap na Hamanu no3ara [lomanunomun Teva, 6oprezomu®d nim
JIeKcaMeTa30H WX J1a TPEeKpaTH MpHUeMa Ha €JHO WM [TOBeYe OT Te3M JIeKapcTBa Ha Oa3ara Ha
pE3YIATATUTE OT Bammre KPBbBHU U3CJICABAHMA, O6HIOTO Bu CBCTOSAHUE, APYTH JICKAPCTBA, KOUTO MOXKE
0u npuemare (Hanp. TUIPo(IOKCANH, EHOKCAMH U (HIIYBOKCAMHUH) M aKO MOJYYUTE HEXEJaH!
peaxiuu oT JiedueHneTo (0co0eHO OOPUB HITH OTOK).
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AKo cTpagate OT YepHOAPOOHHU WK OBOpeuHH NpodiieMu, BamusT exap 1me mpoBepsiBa MHOTO
BHUMATEITHO ChCTOSTHUETO Bu, JI0KaTO MprieMaTe TOBa JIEKapCTBO.

Kak na npuemare Ilomanmnnomuyx Teva

. He uyniere, He oTBapsiiTe U HE ABbBUETE KANCynIUTe. AKO IIpax OT cUyNeHa KamncyJsa MomnajaHe
BBPXY KOXaTa, U3MUITE KOXKaTa He3a0aBHO U OOMITHO ChC CaITyH U BOJIA.
. MeaunuHCKHUTE CIIeUAINCTH, OOJIHOTIIEIAYNTE U WICHOBETE Ha CEMEWCTBOTO TPsOBa J1a

M3I0JI3BaT PHKABHIIM 32 €THOKpaTHA YITOTpeda, KoraTto padoTsT ¢ OyiMcTepa WIH KarCyiuTe.
Cren ToBa pbKaBULIUTE TPSAOBA Ja C€ CBAIST BHUMATEIHO, 3a J]a C€ MPEJOTBPATH KOHTAKT C
KO’XKaTa, Jia ce MOCTABST B MOJHUETHIICHOBA TOPOUYKA ¢ "IIUN" | J]a ce U3XBBPIIAT B
CHOTBETCTBHE C MECTHHTE M3uckBanusl. [locie priere TpsaOBa 1a ce U3MUT 100pe ChC CamlyH U
Boza. JKenu, konTo ca OpeMEeHHH WM NOJO3UPAT, Ye MOKe J1a ca OpeMeHHH, He TpsAOBa a
paboTAT ¢ 6UcTepa UK KarcyJsuTe.

L4 I'vnraiiTe KarcyJmTe eI — 3a IPCAIIOYUTAHE C BOAA.
L4 Moxere Ja IpueMaTe KarcyJjauTe CbC WIA oe3 XpaHa.
L4 HpHeMaﬁTe KarCyJIuTe HpI/I6J'II/I3I/ITeJ'IHO 10 €IHO U CHIIO BPEME BCCKU [ICH.

3a Ja U3BaJIUTC Karicyara OT 6J'II/ICT€pa, HAaTUCHETC CaMO CINHHA u Kpaf/i, TakKa 4¢€ aa np06He
(I)OJ'II/IOTO. He nartwuckaiite B cp€aaTta Ha KarcyJiarta, TBU KaTO TaKa TSI MOXKE Ja C¢ CUyIu.

T T I TS

\C}\@

Bamust nexap mie Bu nmockBeTBa Kak u kora aa npuemate [lomanunomus Teva, ako uMate Ob0pedHH
MPOOJIEMH U MOJTyYaBaTe TUATHU3HO JICUCHHE.

Hpoabikureanoct Ha jJeyeHuero ¢ [lomaauaomua Teva
Bue Tpsa6Ba 1a mpoJbpiKUTEe HUKIIUTE HA JieueHHne, fokato Bammusr nekap Bu kaxe na cripere.

AKo cTe npue/iu nogeye ot Heodxoaumara no03a Ilomanugomun Teva
AKo cTe npuenu nosede oT HeoOxoaumara g03a [Tomanumomun Teva, roBoperte ¢ Jiekap Uik BelHAra
otuzere B OoiHMIA. B3eMeTe omakoBKkaTa Ha JEKapCTBOTO ChC ceOe CH.

AKko cTe nponmycHaym 1a npueMere Ilomannxomuya Teva

Axko cre nportycHanu fa npueMete [lomanumpomun Teva B 1eH, B KOWTO TpsiOBa Jja TO MpHEMETe,
B3E€METE ClIeBalaTa KarcyJjia KakTo OOMKHOBEHO Ha cienBaius aeH. He yBennuaBaiite Opost Ha
MIPUEMaHNTE KalCyJH, 3a 1a KOMIEHCHpaTe TOBA, 4e CTE MPOIyCHANIN na npueMmete [lomamuaomun
Teva npenuiHus JeH.

AKO MMaTe HAKaKBU JOIBIHUTEIHH BBIIPOCH, CBBP3aHH € YIOTpebaTa Ha TOBA JIEKAPCTBO, IIOIUTANTE
Bamms nexap nnu gapmanesT.
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4, Bb3MoKHU HeKeJIaHU pP€aKuumn

Kakro Bcuuku JICKApCTBa, TOBA JICKAPCTBO MOXKEC [1a NPCAN3BUKA HCIKCIAaHU PCAKIIUH, BBIIPCKU Y€ HC
BCCKH I' TIOJTy4aBa.

Cepno:s}m HEKEJIaHU peaKIuu

Cnperte n1a npuemare Ilomanunomun Teva u He3a6aBHO MoceTeTe Jiekap, aKo 3a0eJie;KUTe HIAKOH

OT CJIeJHUTE CEPHO3HM HeKeJAHU PeaKIMi — MO2Ke [1a ce HY:K/1aeTe OT CIelIHO MeAHIIUHHCKO

JieyeHue:

o Bucoka temrieparypa, BTpucane, Bh3NAICHO T'hPJI0, Kallniia, aTy B yCTaTa UiIH HIKAKBU
JpyTH MpU3HALM Ha MH(eKIus (IbrKalla ce Ha MOHMWKEH Opoil 6enu KpbBHU KIETKH, KOUTO CE
00pAT C HHPEKIUHTE).

. KpbBOM3IHB WM NOCHUHABaHE 0€3 MPUYKHA, BKIIFOUUTEIIHO KbPBEHE OT HOCA U KbPBEHE OT
yepBaTa WK cToMaxa (IbJKaIK ce Ha epeKTH BbPXY KPBBHUTE KIICTKH, HAPCUCHU
TPOMOOIIUTH).

° YcKkopeHo IuIiane, YCKOpEeH IyJic, BUCOKa TeMIlepaTypa ¥ BTpUCaHe, OTACIsSTHE Ha MHOTO

MAaJIKO MJI Ha HUKaKBO KOJIMYECTBO YPHHA, TaJIeHE U MOBpPBIlaHe, 00bPKAaHOCT, Oe3Ch3HAHNE
(mopaau nHQEKIKs Ha KPbBTa, HApEYeHa CETICHC MITU CENTHYCH IIOK).

. Texka, yopuTa Win KbpBaBa quapust (EBEHTYaIHO ¢ OOJKH B CTOMAaxa MIId BUCOKA
TeMIiepatypa), mpuarHeHa ot 6akrepus, Hapeuera Clostridium difficile.

. Boska B repanTe wiu Goka M MOLyBaHe Ha Kpaka, 0COOCHO OT KOJITHOTO HAJIOIy WITH B
npacena (MPUIUHEHH OT KPBBHU ChCHPEIIH).

o 3anyx (mopaau cepruo3Ha rpbhJaHa HHPEKIUS, Bb3MalieHre Ha OeruTe JpoOoBe, ChpaevHa
HEJI0CTAThYHOCT WITH KPHBEH CHCHPEK).

. OTOK Ha JIUIETO, YCTHUTE, €3UKa M I'BPIIOTO, KOETO MOXKE /14 3aTPyIHU JHIIAHETO (TIopaIu
CEPHO3HH BUJIOBE aJIEPTUYHH PEaKIMH, HAPEICHN aHTHOCIEM U aHAQUIAKTHIHA PEaKIIs).

. Hsikou BHIOBE pak Ha KOXaTa (CKBAMO3HOKJIETHUCH KAPIUHOM U 0a3aTHOKIETHYCH KapIIuHOM),

KOWTO MOTAT Ja IPUYMHAT IPOMEHH BbB BBHHIIHUS BUJI HAa KOXKaTa WM 00pa3yBaHUs 10
Ko)kaTa. AKO yCTaHOBUTE HIKaKBU MPOMEHH M0 Koxkata Bu, nokato npuemare [lomanuaomua
Teva, mpu TbpBa B3MOXKHOCT HH(pOpMupaiiTe Barmms nekap.

. [ToBTOpHa MosABa Ha XemaTUT B uHpeK1us, KOSTO MOXKe 1a MPUUMHH MOXKBITABAHE HA KOXKATa U
OYHTE, OL[BETSABAHE HA ypHHATa B TBMHO Ka(siBO, KOpeMHa 00JIKa BASCHO, BUCOKA TeMIIepaTypa
W rajiene win nospbuiane. Uapopmupaiite HezadaBHo Bamms nekap, ako 3a0enekuTe HIKOHU OT
T€3U CUMITOMH.

o OO0mmpen oOpuB, BICOKA TEIEeCHA TEMIIEpaTypa, yBeJInyeH! JIUMGHH Bb3JIM U 3acsAraHe Ha
JpYTH OpraHy (JIEKapCTBEHA PEAKIHs C €O3MHODIINSI M CHCTEMHH CUMIITOMH, U3BECTHA OIIe
karo DRESS nnu cuaapoM Ha JeKapcTBeHa CBPBbXUyBCTBUTEITHOCT, TOKCHYHA €MUACPMAalIHA
HeKposn3a wii cuaapom Ha CtuBbHC-/[oHCBH). CripeTe ynoTpebara Ha TOMaTUIOMHUI, aKO
pa3BHETE T€3U CHUMIITOMH, U C€ CBBbprKeTe ¢ Bammst ekap min He3a0aBHO MOTHPCETE CIICIIHA
MeIUIMHCKA oMo BrokTe chIo Touka 2.

CnpeTe aa npuemarte IMomanuaomug Teva u He3a0aBHO MoceTeTe JIeKap, ako 320eNIeKUTE HIAKOU
OT HEXKCJIAHUTC pCaKIH, OITUCAHU ITO-TOPE — MOXKE a CE€ HYXKJIACTEC OT CIICITHO MEAUITMHCKO
JICYCHHUC.

Jpyru HexenaHU peaKkU UM

MHoro 4yectu (Morat fa 3acerHat noseye ot 1 Ha 10 xymm):

3anyx (mucrHes)

WNndexnmu Ha 6enute 1poboBe (THEBMOHHUS M OPOHXHT)

WNudexnyn Ha HOCA, CHHYCHUTE U I'bPIIOTO, IPUYMHEHH OT OAKTEpUH WIH BUPYCH

['punononobuu cumMnTOMU (TPHUII)

Hucok Opoii yepBeHU KpBBHHU KJIETKH, KOETO MOXKE J1a IPUYMHN aHEeMHMs, BOJEIIa 10 yMopa U

ciaboct

. Hucku HuBa Ha Kanuii B KpbBTa (XUIIOKATHEMHS ), KOETO MOXKE Ja IPUYWHU cI1ab0CT, MyCKYITHH
KpaMmIii, MyCKYJTHU OOJIKH, ChplicOneHe, N3TPhIIBaHe WM 0€34yBCTBEHOCT, IUCITHES, IPOMEHH
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B HACTPOCHUETO

Bucoku HuBa Ha KpbBHATA 3axap

Y CKOpeH U HepaBHOMEPEH ChpAeUeH PUTHM (IPEACHPAHO MBKICHE)

3ary0a Ha aneTut

3armek, nuapus UM rajacHe

IloBpbiiane

Kopemna Gonka

Jlurica Ha eneprus

TpynHo 3acnuBane U 4ecTo OyneHe

3aMastHOCT, TPEMOP

MycKyITHH crla3MH, MYCKYJIHa CI1ab0CT

Bonka B koctuTe, 60JKa B rbpOa

W3TpbBane, MpaBy4YKaHE WM YCEUIaHEe 3a IapeHe Mo KoXkaTa, OOJIKH B PhIIETe WIH CThIIajIaTa
(mepucepHa ceH30pHA HEBPOTIATHS)

OTHuaHe Ha TSIIOTO, BKIIOYHTEIHO OTUYaHE Ha PBIIETE WIIM KpaKaTa

OO6puBH

WNHdexnus Ha MMKOYHAUTE TBTHIA, KOSITO MOXKE J]a IPUYHHH YCeIllaHe 3a MapeHe NpH
YPHHHUPAHE WIH NOTPEOHOCT OT IT0-4ECTO YPHHUPAHE.

Yecru (Morar aa 3acersar a0 1 Ha 10 qymm):

ITanane

BrrpeuepeneH KpbBOU3IUB

[NonmkeHa cmocoOHOCT 3a JBMKEHHE WM TIOHMKEHA YyBCTBUTEITHOCT HA JTAHUTE, PBIIETE,
CThITajiaTa M Kpakara Mmopaan yBpexkaaHe Ha HepB (neprudepHa CEH30MOTOpHA HEBPOTIATH )
UtpbrBane, chbpOek U ycelaHe Ha UIIIMYKH M0 KoKaTa (TlapecTe3usl)

CBeTOBBPTEXK, 3aTPYAHSABAL U3MPABIHETO K HOPMATIHOTO JIBUYKEHHUE

Otnyane nopaau 3agbpikaHe Ha TEYHOCTH

KomnpusHa Tpecka (ypTUKapus)

Cup0Oex 1o koxkara

Xeprnec 30cTep

Copaeuen nHdapkT (00iKa B TbpAUTE, pa3npocTpaHsIBalla ce KbM PhLETe, BpaTa, YelocTTa,
yCeIllaHe 3a U3MOTSABAHE U 3aJbXBaHE, TaJleHe U TOBPBIIAHE)

I'pbana Gonka, rpbaHa HHOEKIHS

IToBuiieHO KPHBHO HaJATaHE

Criay1 eTHOBPEMEHHO B OpOsi Ha YEPBEHUTE U OCIUTE KPHBHH KIETKUA M TPOMOOIIUTHTE
(manuuToneHus ), koeto Bu npaBu nmo-npenpasnonokeHy KbM KbpBEHE U 00pa3yBaHe Ha
cuHUHU. MOXe Jia 9yBcTBaTe yMopa u ciabocT, na He Bu gocTrra Be3yX U Jia cte
MO-TIPEIPA3IIOIOKEHN KbM HH(EKIIUH

Hamanen Opoii Ha muMdonuTHTe (BUI O€NT KPBBHH KICTKH), YCTO MPUIUHEH OT UH(EKIHs
(mumdonenns)

Hucku HUBa Ha MarHe3uii B KpbBTa (XUIIOMAarHe3ueMHs1), KOETO MOKe JIa IPHYHUHNA YMOpa,
o01ma cadboct, MyCKYJTHU KpaMITH, Pa3IpasHUTEIHOCT H MOXKE Jla JOBEIe IO HUCKHM HHBa Ha
KaJIHU{ B KPHBTA (XUIIOKAIIIUEMHS ), KOSTO OT CBOS CTPaHa MOXKE Jia MPUIHHU 0€34yBCTBEHOCT
W/MJIM M3TPBIIBAHE HA JUIAHWUTE, CTHIIANIATA WM YCTHUTE, MyCKYJTHH KPaMITi, MyCKYJTHa
ciadocT, npuMasBaHe, 00bpKaHOCT

Hucku vuBa Ha ocdat B kpbBTa (xumodocharemust), KOETO MOXKeE J1a IPUINHA MYCKYITHA
C1a0oCT W pa3pa3HUTEIHOCT WU 00BPKaHOCT

Bucoku HuBa Ha Kanmuii B KpbBTa (XUIEPKAIIUEMHUS ), KOSTO MOXKE J1a TIPHYMHU 3a0aBsHE Ha
peduiekcute U ci1aboCT B CKEJICTHATa MYCKYyJIaTypa

Bucoku HUBaA Ha KalWii B KPbBTa, KOETO MOKE J]a MPUYMHU HAPYIICH ChPJeUeH PUTHM
Hucku HUBa Ha HaTpUi B KPBHBTA, KOETO MOXKE Ja IPUUMHHE YMOPa ¥ 00BPKaHOCT, MyCKYJIHU
THKOBE, IPUIAIBIHN (SNUICITHIHN I'bPUOBE) WK KOMa

Bucoku HUBa Ha MMKOYHA KUCEIHMHA B KPBBTA, KOETO MOXKE J1a MPUIMHH (hOpMa HA apTPHT,
HapeveHa rmojarpa

Hucko KppBHO HaATaHe, KOGTO MOYKE Ja TIPHYMHU 3aMastHOCT WU TIPUNIAIBK
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PaspansBane unm cyxoTa B ycraTa
[Ipomenu BBB BKyca

ITonyT xOopem

YyBCcTBO Ha OOBPKAHOCT

ITotucHaToCT (AETIPECUBHO HACTPOCHHUE)
3ary0a Ha chb3HaHME, IPUNATBK

Ilepae Ha okoTO (KaTapakTa)
YBpexaane Ha OBOperuTe
HeBb3MOXKHOCT 32 ypuHHpaHe
OTKIJIOHEHUS B Pe3yNTAaTUTE OT YePHOAPOOHO U3CIIeABaHE
Bonka B Taza

3ary0a Ha TerJo.

Heuectu (Morart ma 3acernar g0 1 Ha 100 qymm):

. Nucynt

. Brananenue Ha yepHHS ApoO (XEMATHT), KOSTO MOKE J]a IPUYMHHU ChPOEK IO KoXKara,
MOXBITSIBAHE HA KOXKaTa U Osu1aTa yacT Ha O4uTe (KBIATEHHUIA), OJICAN Ha LUBAT U3NIPAKHEHUS,
OLIBETEHA B TBMHO YpHHA U KOpeMHa O0JKa

o Pasnanane Ha pakOBH KJIETKH, BOJICIIO 10 OCBOOOXKIaBaHE Ha TOKCHYHU CHETHHEHUS B KPbBTA
(cuaapoM Ha TyMOpeH pasman). ToBa MoXke aa g0Beje 10 ObOpeYHH POOIEMH.
o HenocrarpuHo akTHBHA HIMTOBU/IHA KJIE3a, KOETO MOYKE J1a IPUUMHU CUMIITOMM KaTO yMOpa,

JIeTaprusi, MycKyJiHa ci1a0ocT, 3a0aBeH IyJic, yBeJIM4aBaHe Ha TEIJIOTO.

C Hen3BecTHA YecTOTA (OT HAIMYHUTE JaHHU HE MOXKE /1a Ob/ie HallpaBeHa OIICHKa Ha YeCToTaTa):
. OTXBBpIIIHE HA TPAHCIUIAHTUPAH COMUACH OpraH (KaTo HapuMep Chplle WIN YepeH Apoo).

ChodaBaHe HA HesKeJIAHU PeaKIIuu

AKO ToITyunTe HSIKaKBU HEKEJaHH JICKApCTBEHU Peakiyy, yBegaoMere Bamus nekap, GpapmanesT mim
MEIUIHCKA cecTpa. ToBa BKIIFOYBA BCHUKH BE3MOXKHHU HEOITMCAHU B Ta3U JINCTOBKA HEXEIIAHH
peaknuu. Moxere ChIIo Aa ChOOIIUTE HEXKEITAHN PeaKIUU JUPEKTHO Ype3 HAI[MOHAIHATA CHCTEMA 3a
choOIIaBane, mocoueHa B [lpmnoskenue V. Kato cho0IaBaTe HeXKENaHN peakIuy, MOXKETe Ja JajieTe
CBOSI IPUHOC 32 MMOJTyYaBaHe Ha NoBeve WH(OpMAIHs OTHOCHO 0E€30IaCHOCTTA Ha TOBA JIEKAPCTBO.

5. Kak na coxpansBare Illomanunomun Teva

Jla ce chxpaHsiBa Ha MSICTO, HEJIOCTHITHO 32 JIela.

He u3mnomn3BaiiTe TOBa JIEKapCTBO CJI CPOKaA HAa FOJHOCT, OTOEs3aH BbpXY OJMCTEepa U KapTOHEHATa
omakoBka cnen “EXP” u ,,'onen 10:”. CpoKbT Ha TOAHOCT OTTOBAPS HA IMOCIICIHUS JIEH OT IIOCOUYCHHS
Mecell.

ToBa JICKApCTBO HC M3MUCKBA CIICHUAIIHU YCIIOBUA HAa ChbXPAaHCHUC.

He uznon3zpaiite [lomanunomun Teva, ako 3a0enexure HIKaKBa MOBpea UM MPU3HAIM Ha
HapylllaBaHe Ha LEJIOCTTa Ha OIIaKOBKAaTa Ha JICKapCTBOTO.

He u3xBbpIsiiTe nekapcTBaTa B KaHANM3aLUATa WK B KOHTEHHepa 3a JOMAIHU OTHaaAbIu. Benukn
HEW3IIOJI3BAHH JIEKapCTBa TPsOBa Jia ObJIaT BhPHATH Ha (papmarieBTa B Kpas Ha JedeHueTo. Te3n
MEpPKH Il CIIOMOTHAT 32 OIa3BaHe Ha OKOJIHATa Cpela.

6. Cumpmarme Ha OMAKOBKAaTa U J0IIbJHHUTEC/IHA mu])opMaum[

Kaxkso cpabp:ka Ilomanugomup Teva
o AKTHBHO BEILIECTBO: IOMAJIMIOMU
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o Jpyru chCTaBKH: JJAKTO3a MOHOXHUIPAT, KPOCIIOBUJIOH, TTOBUJIOH, HATPUEB JIaypuiIcyndar,
HaTpHUEB cTeapuidymapar

[Homamuaomua Teva 1 mg TBbpaa Kancyna:

o Bcsika kancyna chabpka 1 Mg moManuaoMu.

. ChbcraBbT Ha Karicynata BitouBa: OpuisiaTHo cuabo FCF (E133), turanoB auokcun (E171),
JKEITATHH, JKelle3eH OKCuI, )KBIT (E172).

o ITeuatHOTO MacTHIIO Chabpika: memiak (E904), mpormmnenriukon (E1520), koHIeHTprpan

amoHs4eH pa3tBop (E527), xenesen okcun, uepeH (E172), xanmuer xuapokcun (E525).

IMomanuaomuz Teva 2 Mg TBbpaa Karcyna:

J Bcsika karncyna chappka 2 Mg moMaiuaoMuI.

o ChCTaBBT Ha KarcyiiaTa BKIouBa: opwisaTHo cuabo FCF (E133), turanos muokcun (E171),
JKEJIaTHH, JKele3eH oKcu, Kbt (E172), sxenesen okeu, uepsen (E172).

o [MewatHoTO MacTHiIO chabpika: memiak (E904), npormunenrnukon (E1520), koHnenTpupan

amomstueH pastBop (E527), xenesen oxcun, yepen (E172), kanues xunpokcnn (E525).

[Homamuaomua Teva 3 mg TBBpaa Karcyna:

o Bcsika karncyna chabpika 3 Mg moMaiuaoMuI.

o ChcTaBbT Ha Karicynata BrinouBa: OpuisaTHo cuabo FCF (E133), TutanoB nuokcun (E171),
JKEITATHH, JKelle3eH OKCuI, )KBIT (E172).

o ITeuaTHOTO MacTHIO Chabpika: memiak (E904), mpormnenriukon (E1520) xoHIeHTprpaH

amoHsyeH pa3tBop (E527), xenesen okcua, yepeH (E172), kanues xunpokeun (E525).

ITomamumomun Teva 4 mQ TBbpa Karcya:

o Bcsika karncyna chabpika 4 Mg moManugoMuI.

o ChCTaBBT Ha KarcyiiaTa BKIouBa: opwisaTHo cuabo FCF (E133), tutanos muokcun (E171),
JKEJIaTUH.

o [MewatHoTO MacTHiIO chabpika: memtak(E904), mpommnenriukon (E1520), koHueHTpUupan

amomstueH pastBop (E527), xxeneszen okcun, uepen (E172), kanues xunpokcuy (E525).

Kak uzranexna lomanugomua Teva u KaKBO ChIbPKA ONAKOBKATA

IMomamuaomug Teva 1 mg TBBpaU KanCynu: TBHP/IA )KEIATHHOBA Karcyia npuomm3uteaso 14 mm cbe
CHHBO HETPO3padHO Karade U KbJITO HEMPO3PAUHO TSIIO, C HAIIHC ,, | “ BBPXY Kamadero u ,,1%“ Bpxy
TSJIOTO.

Homamumomu Teva 2 Mg TBEpAM Karcysu: TBBpJa *KeJlaTHHOBA Karcylia npuodiam3utesHo 18 mm cbe
CUHBO HEMPO3PavyHO Karave U OPaHKEBO HEMPO3PAuHO TsUIO0, C HAITUC ,, | BBPXY Karadyero u ,,2"
BBPXY TAIIOTO.

IMomanmunomun Teva 3 My TBBpAN KanCynu: TBbPAA JKEIATHHOBA Kamcya mpuoan3uTeaHo 18 mm cwe
CHHBO HEMPO3PavyHO Karave U 3eJICHO HEMPO3PavyHo TAIO0, C HAIMHKC ,, T BBPXY KaradeTo | ,,3 BbpXy
TAJIOTO.

IMomanmunomun Teva 4 Mg TBBPAN KarCymnn: TBbPAA KEIATHHOBA Kalcya mpuoan3uTeaHo 18 mm cwe
CHHBO HENPO3PavyHO Karaue ¥ CBETIIOCHHBO HEMPO3PAYHO TSIO, C HAJIIHC,, | ** BbPXY Kamadyero u ,,4

BBPXY TSUIOTO.

Bcesika onakoBka cebpika 14, 14x1, 21, 21x1, 63 u 63x1 xancynu. He Bcuuku BU0BE OITAKOBKU
MoraT J1a ObJaT IyCHATH Ha Ma3apa.
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IpuTexkaTtes1 Ha pa3pelIeHHETO 32 yNOTpeda

TEVA GmbH
Graf-Arco-Str. 3
89079 Ulm
T'epmanus

IIpoussoaure

Balkanpharma-Dupnitsa AD
3 Samokovsko Shosse Str.
Dupnitsa 2600, bbarapus

Merckle GmbH
Graf-Arco-Str. 3, 89079
Ulm, T'epmanmust

Actavis Group PTC ehf.
Dalshraun 1
IS-220 Hafnarfjordur, Ucnanmus

3a 1onbIHUTETHA HHPOPMAIM OTHOCHO TOBA JIEKapCTBO, MOJIS, CBBPIKETE CE C JTOKAIHHS
NpeACTaBUTEN Ha MPUTEXKATEIIS Ha pa3pelieHHeTo 3a ynorpeoa:

Belgié/Belgique/Belgien
Teva Pharma Belgium N.V./S.A. /AG
Tel/Tél: +32 3820 73 73

Bbbarapus
Tea ®apma EAJL
Ten: +359 2 489 95 85

Ceska republika
Teva Pharmaceuticals CR, s.r.o.
Tel: +420 251 007 111

Danmark
Teva Denmark A/S
TIf: +45 44 98 55 11

Deutschland
ratiopharm GmbH
+49 (0) 731 402 02

Eesti
UAB Teva Baltics Eesti filiaal
Tel.: +372 6610801

EALGoa
Teva Hellas A.E.
TnA: +30 211 880 5000

Espafia
Teva Pharma, S.L.U.
Tel.: + 34 91 387 32 80
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Lietuva
UAB Teva Baltics
Tel: +370 5 266 02 03

Luxembourg/Luxemburg
ratiopharm GmbH
Tél: +49 731 402 02

Magyarorszag
Teva Gyogyszergyar Zrt.
Tel: (+36) 1 288 6400

Malta
Teva Pharmaceuticals Ireland
Tel: +44 (0) 207 540 7117

Nederland
Teva Nederland B.V.
Tel: +31 800 0228 400

Norge
Teva Norway AS
TIf: +47 66 77 55 90

Osterreich

Ratiopharm Arzneimittel Vertriebs-GmbH

Tel: +43 1970070

Polska
Teva Pharmaceuticals Polska Sp. z 0.0.
Tel: +48 22 345 93 00



France Portugal

Teva Santé Teva Pharma - Produtos Farmacéuticos, Lda
Tél: +33 15591 78 00 Tel: +351 21 476 75 50

Hrvatska Romania

Pliva Hrvatska d.0.0 Teva Pharmaceuticals S.R.L

Tel: + 3851 37 20 000 Tel: +40 21 230 65 24

Ireland Slovenija

Teva Pharmaceuticals Ireland Pliva Ljubljana d.o.o.

Tel: +44 (0) 207 540 7117 Tel: +386 1 58 90 390

island Slovenska republika

Teva Pharma Iceland ehf. TEVA Pharmaceuticals Slovakia s.r.o
Simi: + 354 550 3300 Telephone: +421257267911

Italia Suomi/Finland

Teva ltalia S.r.l Teva Finland Oy

Tel:. +39 028917981 Puh/Tel: +358 20 180 5900

Kvnpog Sverige

TEVA HELLAS A.E. Teva Sweden AB

EX\Gdo Tel: +46 (0)42 12 11 00

TnA: +30 211 880 5000

Latvija United Kingdom (Northern Ireland)
UAB Teva Baltics filiale Latvija United Kingdom (Northern Ireland)
Tel: +371 67 323 666 Teva Pharmaceuticals Ireland
LVRA@teva.lt Ireland

Tel: +44 (0) 207 540 7117

I[ara Ha MOCJICAHO MpepasrjaeKaaHe Ha JUCTOBKaTa
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