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1. UME HA JIEKAPCTBEHUA ITPOAYKT |

Teamumen [Lmoc 80 mg/12,5 mg Tabnerku
Telmimed Plus 80 mg/12.5 mg tablets

2. KAYECTBEH U KOJIHYECTBEH CHCTAB

Beska Tabnerka chabpka 80 mg renmucaprad (telmisartan) u 12,5 mg xuapoxsioporuasui
(hydrochlorothiazide).

[IoMOIIIHO BELIIECTBO ¢ U3BECTHO JIEUCTBUE:
Bcsika Tabnerka cwabpxka 49,8 mg 1akro3a MOHOXH/IpAT.
3a I'bJIHKUA CMTUCHK HA NMOMOLIHUTE BELIECTBA, BUKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka ¢ guameTsp npubausurenHo 10,5 mm.
Kpbriu AByc/ioMHHU TabneTKy ¢ Osi1 M pO30B LIBAT.

4. KJIMHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3aHHUA
JleueHHue Ha eceHLMAIHA XHUITIEPTOHHS.

KombunupanusaT sekapctBeH npoaykt Teamumen Ilmoc e ¢ pukcupanu ao3u (80 mg tenmucapran/12,5 mg
xuapoxsioporuasuz (XXT3)) v e nokasaH 3a jie4eHHE Ha Bb3PACTHH, YUETO KPbBHO HAJIAraHE HE €
KOHTPOJIMPAHO a/IEKBATHO CaMO € TEJIMHUCApPTaH.

4.2 Jl03HpoBKa H HAYHH HA NPHJIOKEHHE

Jlo3upoBka

dukcupaHara 1030Ba KOMOMHaUUA TpsOBa j1a ce rpyeMa OT NMAUUEHTH, YUETO KPBBHO HAJISTaHE HE € aJleKBAaTHO
KOHTPOJIMPAHO TMPH MPHEM caMo Ha TeamucapraH. [Ipeau n1a ce npeMuHe KbM TO3M KOMOMHMPAH JIEKapCTBEH
NPOAYKT C PUKCHUPAHH /1034 € HEOOXO0MMO TOOTAETHO /1a C€ TUTPUPAT J03UTE HA BCEKHU OT /1BaTa KOMIIOHEHTA.
[Ipy noaAXoas1M KJIMHUYHM MOKa3aHUA MOXKE JIMPEKTHO J1a C€ MPEMHHE OT MOHOTEpANUATa KbM IPHEM Ha
KOMOUHUPAaHHUS JIEKAPCTBEH NMPOAYKT.

Teamumen [lmoc 80 mg/12,5 mg Mmoxe aa ce npuiara €A4H IbT AHEBHO IPU MMALIMEHTH, YUETO KPbBHO
HaJIAraHe He € aIeKBaTHO KOHTPOJIMUPAHO MPH CAMOCTOATEJIHO INpUjiarade Ha Tteamucaprad 80 mg.

Crapuecka Bb3pacT
He € He0oOX01MMO KOpUrHpaHe Ha jJ103aTa.

buOpeuHo yBpexaaHe

OnuTHT NpPH NMALKMEHTH C JIEKO 10 YMEPEHO OBbOpEYHO yBpeXKaAaHe € OrpaHHYEH, HO HE TIpearoiara
HeOJ1aronpuATHU OBOpeUHH ehEeKTH U KOPUTMPAHETO Ha /103aTa He ce cuMTa 3a HeoOxoaumo. [Ipenoprusa ce
NMEPUOAMYHO npocieasBaHe Ha ObOpeuHuTe pyHkumum (BxK. Touka 4.4). [lopaau cbabppxaHUETO Ha
XHIPOXJIOPOTHA3U 1, (PUKCHpaHaTa 1030Ba KOMOMHALIMA € NPOTUBOIOKA3aHa MPU HALMEHTH € TeXKKO OBOpeuHo
yBpexjaaHe (KpeaTHHUHOB KJIMpbHC < 30 ml/min) (Bx. Touka 4.3).




TenmucapraH He ce OTCTPaHABA OT KPbBTA YPE3 XEMO(DHUITPALIMA U HE CE IHATU3UPA.

YepHo1poOHO yBpexaaHe

[Ipu naLuMeHTH ¢ JEKO /10 yMepeHo yepHoapoOHo yBpexaaHe Teamumen [Lmoc TpadBa aa ce npunara ¢
BHMUMaHHe. 3a TeJIMUCApTaH J103MpoBKaTa He TpsaOBa j1a HaaBuLIaBa 40 mg BeHbXK JHEeBHO. DUKCHpaHaTa
1030Ba KOMOMHALUS € MPOTHBOMOKAa3aHa MPH MalMEeHTH ¢ TEXKKO YepHOAPOOHO yBpexkaaHe (BxK. Touka 4.3).
Tuaszuaure TpsOBa Aa ce U3MOA3BAT MPEANA3IMBO MPH MNALKMEHTH C HAPYLICHH YEPHOAPOOHH (PYHKLIUHM (BXK.
Touka 4.4).

[leaguaTpuyHa nonyJialus
He e yctaHoBeHa 6e30omacHocTTa U epuKacHOCTTa Ha (PMKCHpaHaTa /1030Ba KOMOMHALIMSA MPH NMAUMEHTH Ha
Bb3pacT noa 18 roauuu. Ynorpedbara Ha Teamumes [Lroc He ce npenopbyBa MpH J€1a U KOHOLIH.

Ha4yuH Ha MPUIOKEHHE
Tabnerkure Teamumen [Ltoc ca npeaHa3zHaYeHHU 3a MEPOPATHO NPHUIIOKEHHUE BEIHBXK JHEBHO U TpsAOBa 1a ce
[pueMar 1esu ¢ reyHoct. Teamumen [Lnroc Moxe aa ce npuemMa cbe WK 6e3 xpaHa.

IIpeonasznu mepku, koumo mpsabea oa 6voam 63emu npeou Oopasene uiu NPUNOAHCEHUE HA IeKAPCMEEHUS.
npooyKm.

Teamumen [Lroc TpabBa 1a ce cbXpaHsBa B 3aredataHus OJiMcTep 1opajau XMrpoCKONMMYHUTE CBOMCTBA HA
tabnerkure. TabneTkure TpaOBa 1a ce U3BaXAAT OT OJIMCTEPA HEMOCPEICTBEHO MNpe/aH yrnoTpeda (BxK. TOUKa
6.6).

4.3 [IporuBONOKa3aHusA

. CBpBbX4YYBCTBUTEIHOCT KbM HAKOE OT JIEKAPCTBEHUTE BELLECTBA WJIM KbM [TOMOLIHUTE BEIECTBA,
u30poeHH B Touka 6.1.

. CBpbX4yBCTBUTEJHOCT KbM JPYIrd CYOCTaHLIMHU, POU3BOAHH Ha CYJIPOHAMHU/IH (ThH KATO
nekapcTBeHUAT NpoaAyKT XXT3 e cyndoHaMUAHO MPOU3BOIHO).

. BTopo u Tpero TpuMeceune Ha OpeMeHHOCTTa (BXK. TOUKH 4.4 U 4.6).

. Xonecraza ¥ OOCTPYKTHBHM HAPYLICHHUS HA XJIBYHHUTE ITbTHULLA.

. Texxko 4epHOAPOOHO YBpEXK/1aHe.

. Texko 6b0peuHo yBpexaaHe (KpeaTHHHHOB KJIUpBHC < 30 ml/min, anypus).

. PedpakrepHa XUInokajiueMus, XurepKajilueMHus.

EnnoBpemMennara ynorpeda Ha tesmucapTadH/ XX T3¢ alTMCKUPEH-ChIbPaKALLH MTPOJYKTH € IPOTHBOIOKAa3aHa
[PM MaLMEHTH ChC 3axapeH auader uiam 0b0peuno yepexaane (GFR < 60 ml/min/1,73 m2) (Bx. Touku 4.5 u

.1).
4.4 CnennajiHu npeaynpex/jieHus H NpeanaiHu MEepKH npu ynorpeba

bpeMeHHOCT

He TpsbBa na ce 3ano4Ba npMem Ha aHrMoteHsuH Il peuentopau 0J10kepH 110 BpeMe Ha OPEMEHHOCT.
[l[aniMeHTKHTE, KOUTO TJIAaHKUpAT OpeMEeHHOCT, TPAOBA /1a IPEMUHAT KbM AJITEPHATUBHO aHTHXHUIIEPTEH3UBHO
JIe4eHHUe ¢ ycTaHOBeH npodui Ha Oe30macHOCT 1npu ynorpeda 1o speme Ha OpeMEeHHOCT, OCBEH aKO C€ CUMTA, Y€
€ OT 0coDeHa BaXHOCT J1a C€ MPOAb/DKH JieueHUeTo ¢ aHruoteH3uH Il peuentopuu 610kepu. [1pu
JIMarHOCTULIMPaHa OpeMEeHHOCT JieueHUeTo ¢ aHruoteH3uH Il peuenropHu 6s10kepu TpsioBa He3abaBHO 1a Obae
MPeyCTaHOBEHO M, aKO € MOAXOAALL0, Aa Obae 3a104YHATO AJITEPHATUBHO JieYeHHUE (BXK. TOYKHU 4.3 U 4.0).

YepHoapoOHO yBpex/1aHe

Tenmucapran/XXT3 He TpsOBa Aa ce npuiara npu NalMeHTH ¢ X0JIeCTa3a, ¢ A Ib4HU OOCTPYKTHBHU
HapyLIEHHWs WK TeXKa YepHoApoOHa MHCYDHUMeHLMS (BXK. TOYKA 4.3), ThbH KaTo NO-rojsamara 4acTt OT
TEJIMUCAPTAH Ce eJIMMUHMPA Ype3 *IbuKaTta. [ Ipy Te3u nauueHTH MOoXe J1a ce OYaKBa HaMaleH YyepHOApPoOeH

KJIHPBHC 34 TCJIIMHUCAPTAH.




OcgeH ToBa tesiMucaptTan/X XT3 TpsbBa aa ce npusiara BHUMATEIHO TPH NMALMEHTH ¢ HApYLLIEHHS B
yepHOAPOOHATa (PYHKLMS MK MPOrpecHpallo YepHoApoOHO 3a00sBaHe, Thi KAaTO B TE3U Clly4au MaJIKH
[IPOMEHH BbB BOAHO-EJIEKTPOIMTHHUSA OalaHC MOoraT aa A0Beaar 10 YepHoaApoOHa koMa. HsiMa KIIMHUYEH OMUT C
tenmucaprad/X XT3 npu nauMeHTH ¢ YepHOAPOOHH HapYLUEHHS.

PeHnoBackysiapHa XUIIEPTOHUS

Koraro nmauueHTH ChbC CTEHO3a Ha JiBeTe OBLOpeyHH apTepyUM WIIKM CTEHO3a Ha apTepUsaTa KbM €IMHHYEH
¢yHKIMOHUpall ObOpeK ca TpeTUpaHH C JIeKapCcTBa, MOBJIMABAIIH CHCTEMATa PEHHH-aHIMOTEH3UH-AJ1/I0CTEPOH,
ChILIECTBYBA IOBHLIEH PUCK OT TEXKA XUIOTOHUA U ObOpeYHa HELOCTATbYHOCT.

buOpeuHo yBpex/aaHe U Ob0peyHa TpaHCIUIaHTaLUA

Teamucapran/X XT3 He TpsOBa 1a ce npuara NpM NauMEeHTH C TeXKO ObOpeyYHO yBpex/1aHe (KpeaTHHHHOB
kiupbHC <30 ml/min) (Bx. Touka 4.3). HaMa onur no oTHOIIEHHE Ha npuiaraHeTo Ha Teamucaprad/X XT3 npu
NaLMEHTH, NIPETHPIIEIM Hackopo 6bOpeuHa TpaHcrianTauus. Hanuue e orpanuyen onut ot ynorpebara Ha
tenmucapran/ X XT3 rnpu nauMeHTH ¢ JIEKH /10 CPEIHO TEXKH ObOpeYHH HapyllIeHH s, MOpaax KOETO ce
[pernopbyBa NEPHUOAUYHO NMPOCIIe/iBaHe Ha HUBATa HAa KaJIMH, KpEaTUHUH U NTMKOYHA KMCE/IMHA B cepyma. [lpu
MaLMeHTH ¢ HapyllleHa ObOpeuHa pyHKLMSA MOXKe J1a ce MOABH a30TEMHUS, CBbP3aHa C THA3W/IHUTE JIHYPETHLIM.
TenmucapraH He ce OTCTpaHsABa OT KPbBTA Ype3 XeMO(PWITPALIMA U HE CE HAIU3Upa.

[TaumMeHTH ¢ HamasieH 06eM Ha KPbBTA W/WJIM C HUCKHM CTOMHOCTH Ha HAaTpUs CUMIITOMaTH4YHa XUITOTOHMS,
0coO€eHO clie/] MbpBaTa /1033, MOXe Jia ce Ha0J1l0/1aBa MpH MAaLMEHTH C TEXbK HATPHEB JAEPHIMT WIH HAMaJIEH
o0eM Ha LIMPKYJIMpalllaTa KpbB MPH MOLIHA JIHYPETHYHA Tepalus, AdeTa C OrpaHH4eHO MpUeMaHe Ha ColJl,
JIMapHUs WK NoBpbLaHe. TakuBa CbCTOSHUSA, OCOOEHO MPH HaMaJIeH 00€M Ha KPbBTA M/MJIH C HUCKH CTOHHOCTH
Ha HaTpus, TpAOBa na ObJaT KOPUrHMpaHHU NpeIU NpUIoKeHHe Ha Teamucaprad/ XXT3.

[Tpu ynorpeba na XXT3 ca Habito1aBaHU €IMHUYHH C/Ty4au Ha XMITIOHATPHEMHUS, MPUIPYXKEHA OT
HEBPOJIOrHYHHU CUMNTOMH (rajieHe, MporpecUBHa JIE30PUEHTALIMS, anaTHA.

JIBoiiHO 6JI0KMpaHe Ha cMCTeMaTa peHUH-aHrMOTeH3UuH-ana0cTepoH (PAAC)

Mma nanunu, ye eqHoBpeMeHHara ynorpeda Ha ACE-uHxuburopu, anruorensus Il peuenropuu 010kepH wiu
AJIUCKMPEH TOBHINIABA PUCKA OT XMIIOTOHHSA, XUTIEpPKAJIMEMHUsl U HamasisiBaHe Ha ObOpeuHara QyHKLHMs
(BKmouMTENIHO ocTpa 6bOpeuna HeocrarbuHocT). [lopaau ToBa He ce npenopbuBa ABOMHO OJIOKMpaHE Ha
PAAC upe3 komOunupanara ynorpeda Ha ACE-unxuburopu, anrnorensut 1l peuentopHu 6J10kepu HiH
aTMCKUpeEH (BX. TOYKU 4.5 1 5.1).

AKO ce MpeLeHH, Ye TepanusaTa ¢ JBOiHO O10kupaHe € abco0THO HEOOX01MMa, TOBa TPsAOBA /1a CTaBa camMo
o1 HabJIFOICHUETO HA CTNIELIMAITUCT W TIPU YECTO BHUMATEJIHO MOHMTOpHpaHe Ha ObOpeyHaTa PpyHKLu,

€JICKTPOJIMTUTE U KPBBHOTO HaJISraHe.
ACE-unxuburopu 1 anruoreHsuH Il peuentopuu 610kepu He TpsOBa Ja ce U3I0/I3BAT €IHOBPEMEHHO IPH

nalMeHTH ¢ 1MaberHa HedponaTus.

Jlpyru ¢bCTOSHUSA CbC CTUMYJIALIMSA HA CUCTEMATa PEHUH-aHTMOTEH3HH-aJ1I0CTEPOH

[Ipn naumeHTH, YMHTO BacKyJiapeH TOHYC U ObOpeyHa PyHKLIMs 3aBUCAT OCHOBHO OT aKTUBHOCTTA Ha
CUCTEMATa PEHWH-aHI'MOTEH3UH-AJIJIOCTEPOH (HarpuMep MalMeHTH ¢ TeXKa 3aCTOHHA Chp/ieyHa
HEI0CTATBhYHOCT WJIH MoIexano 6b0peuyHo 3abossBaHe, BKJIIOYMTEIHO CTEHO3a Ha ObOpeyHara aprepus),
JICYEHHUETO C JIEKAPCTBEHH NMPOAYKTH, KOUTO MOBJIMABAT Ta3H CUCTEMA, MPEAU3BUKBA OCTPA XHIIOTOHHS,
XMIIEPA30TEMHUS, OJIUTYPHUS WK PAZIKO OcTpa ObOpeyHa HEAOCTATBbYHOCT (BXK. TO4YKa 4.8).

| I'bpBUYEH a110CTEPOHHU3BM

[TaureHTH ¢ MbpBUYEH AJIJIOCTEPOHU3BM I10 IPUHLIMIT HAMA /1a pearupaTr Ha aHTUXHIIEPTEH3UBHH JIEKAPCTBEHH
[POJIYKTH, JIEHCTBALIM Ype3 HHXUOMIMS HA cucTeMarta peHUH-aHruoTeH3uH. [lopaau ToBa ynorpedara Ha
tesmucaprad/ X XT3 He ce npenopbysa.

CreHoO3a Ha a0pTHATa U MUTpAJIHA KJ1ana, OOCTPYKTUBHA XUINIEPTPOPHUUYHA KAPAUOMUOIIATHS
Kakto npu Apyrure Ba30A11aTaTOPH, CreLIMAITHO BHUMAHHE € HEOOXO0IMMO IMPH MaLMEeHTH, CTPaJaLH OT
A0pTHA WJIM MUTPAJTHA CTEHO3a WM OOCTPYKTHBHA XUNEPTPODHUYHA KapIHOMHOMNATHS.




MeTaboIMTHU U €EHJAOKPUHHH €DEKTH

JleuenueTo ¢ THA3MAM MOXKE J1a HAPYLIHU [TIOKO3HHUS TOJIEPAHC, KATO MPU MAUMEHTHU C HA0ET, JIEKYBAHH C
MHCYJIMH WM aHTUIMA0ETHH JIEKApCTBEHH MPOYKTH M Teparus ¢ TeJIMMCapTaH, MOXE /1a HACThIIH
XUMOrJIMKEMHA. 3aTOBA MPH TE3M NMALMEHTH TpAOBA /1a C€ NMpeABHAM NPOCIEASBAHE HA KpbBHATA 3axap; MOXe J1a
Ce HAJIOXKM KOPUIMpaHe Ha /103aTa Ha MHCYJ/IMHA WM Ha aHTHAMa0eTHUTE JIeKapcTBa, KoraTto € rnokasaso. [lo
BpEME Ha TepanuaTa C THa3K/IM MOXE J1a Ce MPOsABM JIATEHTEH 3axapeH Jualer.

JledyeHueTo ¢ THa3U/IHU JUYPETHLIM CE CBbP3Ba C MOBHMIIIABAHE HA HABATA Ha XOJIECTEPOJI M TPUIJIIMLIEpUIHM. Bee
nak, npu j1o3a 12,5 mg Tua3zuieH AMypeTHK, ChIbPKallla CE B TO3U JIEKAPCTBEH MPOAYKT, TE3U €PEKTH ca
MHUHHUMAJIHH WM JUncBar. [Ipy HAKOM NauMeHTH Ha THa3K/IHA Teparius MOXKE J1a C€ pa3BUE XUIIEPYPUKEMHS UITH
nojarpa.

Enexkrponuren aucbananc

KakTo rnpu BCUYKH MalMEHTH HA JINypEeTHYHA Tepanus € He0OX0IMMO Ha ChOTBETHH MHTEPBAJIU /1a C€ MPOBE}/1a
onpeesHe Ha eJIEKTPOJIUTUTE B cepyMa. THasuaure, BKIIIOYMTETHO XHAPOXJIOPOTHA3HA, MOraT Ja JOBEAAT /10
BO/IHO-€JIEKTPOJIMTEH AUCOaIaHC (BKIIIOUHUTETHO XMITOKAJIUEMHUS, XMTTOHATPUEMHUS U XUITOXJIOPEMHYHA
ajikasiosa). HauajiHuTe npu3Haly 3a BOJAHO-EJIEKTPOJIMTEH AMcOallaHC ca: CyxoTa B yCTara, )ax/a, aCTeHHUS,
CBhHJIMBOCT, 3aMaiBaHe, 0€3MoKOMCTBO, 60JIKa B MYCKYJIUTE WM MYCKYJIHM KpaMIIM, MyCKYJIHa ¢1a0ocT,
XHUITOTOHHSA, OJIMTYPHS, TAXUKAPAKUS U CTOMALLIHO-YPEBHU CMYIIIEHHUS KAaTO rajIeHe WM NMOBpbLIaHe (BXK. TOYKA

4.8).

XHUIOKAJTUEM U

Bbripeku ye npu ynorpedara Ha THA3UAHHU JMYPETULIM MOXKE 114 CE Pa3BUE XUITOKAIUEMHS, €ITHOBPEMEHHOTO
JIeYEeHHE ¢ TEJIMMCAPTAH MOXeE /1a peayLMpa MpeAM3BUKaHaTa OT JUYPETHLUTE XUIIOKAJIMEMHSA. PUCKBT OT
pa3BUTHE HA XUITOKATUEMHUS € MO-TOJIAM MPU NALMEHTH C YEPHOAPOOHA LUMPO3a, MMPH MALMEHTH ChC 3aCUJICHA
Mype3a, MpH NalMEHTH, KOUTO [10E€MAT HEAJIeKBATHO KOJIMYECTBO €JIEKTPOJIMTH IPe3 yCTaTa U MPH MalHEHTH,
KOUTO €/JHOBPEMEHHO C€ JIEKYBAT C KOPTUKOCTEPOU/IHM UJIK aipeHOKOpTHKOTpOorneH XopMOoH (ACTH) (Bx. Touka

4.5).

XHUIEpKATTUEMHUS

B npoTHBONOI0XKHUSA ClTy4ald MOXeE [1a C€ CTUTHE 0 XUIIEPKAJIMEMHU, Ab/DKallla CE Ha aHTaroHMu3Ma Ha
TeJIMUCcApTaH (KaTo KOMIIOHEHT Ha JIEKapCTBEHMSA NMPOAYKT) KbM aHruoTeH3uH Il (AT1) peuentopure. Bunpeku
ye jlocera He € 0TOeNA3aHO HAJIMYME HAa KIIMHUYHO 3HAaYMMa XUIIEPKAJITMEMHS 110 BPEME Ha JICYEHHE C
Teamucaptan/ XX T3, puckoBuTe PakTOpH 3a pa3BUTHETO M BKJIKOYBAT ObOpeYHa HEAOCTATHYHOCT W/ KUJIH
ChpJ/lIEYHa HEJOCTATBYHOCT M 3axapeH auader. Kanui-cbXpaHsBaudre JMypeTHLIM, KaJMEBUTE 100aBKH WIIH
3aMECTUTEJIUTE Ha COJITA, ChAbpIKALIM Kajlui, TpsAOBa j1a ObJaT BHUMATEIHO MPHJIaraHy 1o BpEME Ha JIEYEHHE C
tenmucapran/ X XT3 (Bx. Touka 4.5).

XHUIIOXJIOpEMHYHA aj1Ka/103a
XJ0pHUAT JAeUUMT OOMKHOBEHO € JIEK M HE HaJlara JIOMb/JIHUTEJTHO JICYEHHE.

XHUINEPKAILIUEMHS

TuazuauTe Morar /1a HaMaIAT U3JIbYBAHETO HA KAJILIMK C YPUHATA U J1a J0BEAAT 10 [PEXOAHU H JICKH
yBEJIMYEHHUS HA CEPYMHMS KAJILIMHA MPH JIUICa HA YCTAHOBEHU HAPYLIEHUS B KAJIUMEBUS META00JIM3BM.
3Ha4YMTE/IHATA XMUIIEPKAJILIMEMHS MOXKE /1a € 10Ka3aTe/ICTBO 3a CKPUT XuIriepriapatupeouanssM. llpeau na ce
[MpOBE/IE U3CJIeABAHE HA NapaTHPOMIHUTE QYHKLMHK, TPSOBa /1a ce npeKpaTy NpyueMa Ha THa3U/IH.

XHUINOMarHe3sueMus
Twuasuaure yBeauyaBar OTACISHETO HA MAarHe3uu ¢ ypUHaTa, KOeTo MOXKe J1a 10Be/e A0 XHIoMarHesuemMus (Bx.

TO4YKa 4.5).

ETHUYeCKHU pa3nuyus

KakTo u npu apyrure anruorensut Il peuentopuu 6710kepH, TeJIMUCAPTaH € NMO-MAJIKO €(PEKTHBEH NPH
MOHW)XABAHETO HA KPbBHOTO HAJITaHE MPH XOpa OT YepHaTa paca, OTKOJIKOTO IPH APYIrUTe pacH, BEPOSTHO
[Mopajy ro-4eCcToTO CPELlAHE B YepHAaTa I0MyJ/ialusa Ha HUCKO PEHUHOBO HUBO C MPOSABH HA XHUIIEPTOHMS.




HMcxemuyHa 00J1eCT Ha ChPLETO
KakTo rnpu pyrv aHTUXUIEPTEeH3UBHU areHTH, €KCLIECUBHATA PEAYKLMS HA KPbBHOTO HAJIATaHE MPU MALUEHTH
C UICXEMHYHA KapJAHOINaTHs WM HCXEMUYHO Kap/AMOBACKYJIapHO 3a00/11BaHe MOXeE J1a I0BE/IE 10 MUOKap/IEH

HH(APKT WK UHCYIIT.

O6uum

[Tpu naumenTH ¢ Win 6e3 aHaMHe3a 3a ajeprus Wik OpoHXHaaHa acTMa MOXe J1a ce HabJIIo4aBaT peakiMy Ha
CBPBXYYBCTBUTETHOCT KbM X XT3, HO ca Mo-BepOATHH IPH NALMEHTH ¢ TakaBa aHamHe3a. Mma cbobuienus 3a
000CTpsiHE WM aKTUBUPAHE HA CUCTEMEH JIYITYC €EPUTEMATO3YC MPH MALMEHTH, JIEKYBAHH C THAa3HU/IHH
nuypetulim, BkouynTesiHo XX T3. Mma cpobiieHus 3a peakuiyu Ha GOTOUYYBCTBUTEIIHOCT IPU ynoTpebara Ha
THA3W/HHU AUypeTHLM (BXK. Touka 4.8). [IpenopbuBa ce npekpaTsaBaHe Ha TepanusaTa, ako ce MOsBU peakilUs Ha
GOTOUYBCTBUTETHOCT B MEPHO/IA HA JieueHHE. AKO ce cyeTe 3a HeOOXOAUMO OTHOBO BKJIKOYBAHE HA IMYPETHK,
ce npenopbyBa NpeArna3BaHe Ha 30HUTE, KOMTO C€ U3J1araT Ha C/IbHLIE WK HAa U3KYCTBEHH UV A j1bum.

XopHou/1aJieH U3JIMB, OCTPa MUOMKWA M 3aKPUTOBIbJIHA [J1ayKOMa

XuApoxJ10poTHa3K/1, KOITO € cysihoHaMK/1, MOXKE J1a NpeIU3BHKa UIMOCUHKPAaTUYHA peakLus, BOAeLIa 10
XOPOMJAJIEH U3JIUB C JIE(DEKT Ha 3PUTEIHOTO M0JIe, OCTpa MPEX0/AHa MHUOIUSA M OCTPa 3aKPUTOBI'bJIHA
riiaykoMa. CUMIITOMMTE BKJIIOYBAT B HAYAJIOTO OCTPO IMOHMXKEHUE HA 3PUTETHATA OCTPOTA M 00JIKa B OKOTO
¥ OOMKHOBEHO C€ MOABABAT OT YaCOBE JI0 CEJIMULIM OT HAYaJIOTO Ha eueHueTo. HenekyBanara ocrpa
3aKPUTOBI'bJIHA [NIAyKOMa MOJXKeE J1a A0Be/Ie /10 TpaiHa 3aryba Ha 3peHueTo. [ IbpBOHa4aiHOTO JIeYeHHe € aa
ce Crpe npyueMa Ha XH/ApOXJIOPOTHA3HI, KOJIKOTO € Bb3MOXKHO MO-CKOpo. HaBpeMEeHHOTO JieueHHe WU
XHPYprudHa HHTEPBEHLIUA MOXKE /1a C€ HAJIOXKHM Ja ce OOMMCIIM, aKO BbTPEOYHOTO HAJIATaHe OCTaBa
HEKOHTPOJIMpaHO. PuckoBuTe (hakTOpH 3a pa3BUTHE HA 3aKPUTOBIBJIHA [J1AYKOMa MOXE /1a BKJIIOYBAT
aHaMHe3a 3a aJIeprus KbM CyJIhOHAMHUIN UIIH NEHULIMIHHH.

HemeslaHOMEH pak Ha KOxara
B aBe enuaeMHOIOrHYHH MMPOYYBaHUsA, OCHOBABALLM CE€ HA JaTCKUs HALlHOHAJIEH PAKOB PErUCTHP, €

Ha0J1r0/1aBaH MOBMIIEH PUCK OT HEMelaHOMEH pak Ha koxkara (HMPK) [6azannoknersueH kapuuHoM (bKK) u
ckBamMO3HOKJIeTbUYeH KapuuHoM (CKK)] npu HapacTBaiua exkcrio3duus Ha kymynaTtusHa ao3a XXT13( Bux T1.4.8).
®dotocencubunuzupaimre epektu Ha XXT3 morar aa aeicTBar Kato BEpOSATEH MEXaHU3bM 3a pa3BMTHE HA

HMPK.

[TauuenTure, npuemay XX13, Tpsadsa na 6baar uHpopmupanu 3a pucka or HMPK u chBeTBaHu penoBHO na
[MPOBEPABAT KOXKATa CH 32 HOBH JIE3MHM U He3abaBHO Aa cbOoOIIaBaT MpH MosBa Ha MOJAO3PHUTEIHH KOXKHH JIE3UH.
Ha naumenTture Tps6Ba ja ce npenopb4aT Bb3MOXKHHU [IPEBAHTUBHU MEPKH, KaTO ONPAHMYEHO U3J1araHe Ha
C/'bHYEBA CBET/IMHA M YJITPABHOJIETOBH JIBYHM, a B C/ly4ad Ha €KCIIO3ULIMA, MOAXO/I11a 3a1MTa, 3a /1a Ce CBE/IE
10 MUHUMYM PUCKBT OT pak Ha koxkata. [loo3pureiHuTe KOXHHU Jie3un TpsaOBa Ja ObaaT noa/IoKeHU Ha
He3a0aBHO U3clie/IBaHE, MOTEHIIMAIHO BKIKOYBALLO XHCTOJIOTHYHHU U3C/Ie1BaHUS HA OMOTICHYHHU MaTEPHAIIH.
[Ipepasrnexaane Ha ynorpedara Ha X XT3 MOxe 1a ce HAJIOKH U MPU MAUMUEHTH, KOUTO ¢a UMAJIM NPEAXOAEH

HMPK (8. cbl10 Touka 4.8).

OcTtpa pecnupaTopHa TOKCHYHOCT

Cnel npueM Ha XMAPOXJIOPOTHA3K Ce CHOOLIAaBaT MHOIO PEIKH TEXKKH C/ly4au Ha OCTpa pecrnuparopHa
TOKCHYHOCT, BKJIKOUHUTEJIHO OCTBP pecnuparopeH auctpec cuHapoM (OP/1C). Cnea npueM Ha
XHIPOXJIOpOTHA3HK/I OOMKHOBEHO ce pa3BuBa 0e104podeH OTOK B pAMKHMTE Ha MHHYTH 10 Yacose. B HayanoTo
CUMIITOMMTE BKJIKOYBAT JAMCITHEs, MOBUIIIEHA TEMIIEpATypa, BiolaBaHe Ha 6enoapodHaTa GyHKLUMS U
xurnotoHus. [Ipu cbMHenue 3a OPJ[C TpsOBa na 6bae cnipsH npuemsT HA Teamumen [Lmoc u aa ce npunoxu
MOJIXO/IA1110 JeYeHHEe. XUIPOXJIOpOTHA3U HE TpAOBa /1a ce npuJiara rpu rnauMeHTH, KOUTO Mpe/Iu TOBA Ca
nonydyasasid OPJIC ciex npueM Ha XHAPOXJIOPOTHA3HL.

HMHTecTuHaieH aHrHoe/1eM

3a MHTECTUHAJIEH aHI'MOE/IEM Ce ChOOLIIaBa MPU MALUMEHTH, JJeKYBAHHU ¢ aHrMoTeH3uH Il peuenTopuu 0s10kepu
(Bxk. Touka 4.8). Te3u nauMeHTH MMaT KopeMHa 0oJ1Ka, rajeHe, noppsbiade v Anapus. CUMITOMUTE OTIIYMSBAT
ciie/1 npeycraHoBsaBaHe Ha aHrMoTeH3uH Il peuenropHurte 0J10kepU. AKO ce IMarHOCTULIMPA UHTECTUHAJICH




dAHTHOCIEM, JICHCHUCTO C TCIIMHCAPTAH TpHﬁBﬂ Aa CC INpEyCTaHOBH H J1d CC 3dl1OYHC IMOAXO0AALIO Ha0J1I0/1IeHHE a0
[TBJIHOTO OTIUYMABAHC HA CHMIITOMHTC.

IlomomHH BenecTBa:
Jlakro3a

Bcsaka Tabnerka cbhabpika Jlakto3a. [laumeHTuTe ¢ peiku HacieACTBEHU MPOoOJIEMH HA HEIIOHOCHMOCT KbM
rajiakrosa, oouy 1akrazeH AeUUUT WM MI0KO030-rajlakTo3Ha MajiabcopOuus He TpsadBa a npuemMar ToBa
JIEKapCTBO.

Harpui

Bcsaka Tabnerka chbabpaka no-manko ot 1 mmol HaTpuit (23 mg) Ha Tabnerka, T.€. MPAaKTUYECKHU HE ChAbpiKa
HATPUH.

4.5 B3auMojaeHcTBHE C IPYIH JIEKAPCTBEHH NNPOAYKTH H APYrH (pOPMH HA B3aHMOJAEeHCTBHE

JluTun

[lo BpeMe Ha eIHOBPEMEHHO MPHI0XKEHHE HA JIMTHH ¢ UHXHOUTOPU HAa aHI'MOTEH3UH-KOHBEPTHPALLUS €H3UM ca
Ha0OJ10/1aBaHU 00OpAaTHMH MOBHULIEHUS HA CEPYMHHUTE JIMTUEBH KOHLIEHTPALIMK U MPOSBU HA TOKCHYHOCT.
CrhoO1iaBaHm ca peIkM ciaydau U ¢ aHruoteHsuH Il peuentopuu 6710kepH (BKIOUYUATEIHO TeaMucaptan/ XXT3).
EnHoBpemMeHHOTO npuiaraie Ha JUTUH U Teamucaptan/ XX T3 He ce npenopbuBa (Bxk. Touka 4.4). AKO Ta3u
KOMOHMHAlIMA € OT CHIIECTBEHO 3HAYEHHUE, CE MPENopbYBa BHUMATEITHO MPOC/ICASBAHE HA CEPYMHUTE JIMTHEBH
HUBA B [1I€PHO/1a HA €JTHOBPEMEHHO MPUJIOKEHHE.

JlekapcTBEHH MPOAYKTH, KOUTO BOAAT A0 3aryba Ha Kajlui M XUnokaaeMus (Harnpumep ApYyrd KaJiuypeTHYHH
JMYPETHLLH, JlaKcaTUBH, kopTukoctepouau, ACTH, amdorepuuinH, kapbeHOKCONOH, NEeHUUMIMH G HaTpHH,
CaJIMLIMJIOBA KUCEJIMHA U [TPOU3BOAHHUTE H)

AKO Te3H4 JIEKapCTBEHH MPOAYKTH TpaOBa aa ce rpueMar €JHOBpEeMEeHHO ¢ KoMOMHauMaTa Tesimucapran/ XX T3,
ce Mpernopb4Ba Mpoc/eAsIBaHe Ha KAJIMEBUTE HUBA B IJ1a3MaTa. 1e3u J1eKapCTBEHU NMPOAYKTH MOXE 1a
noreHuupar epexrure Ha XXT3 BbpXy cepyMHUs Kaui (BxK. Touka 4.4).

ﬁo,u—c*b,uhpmamu KOHTPACTHH CPEJCTBA

B ciiydauTe Ha aexuaparauMs, IpUuYMHEeHa OT JIMYPEeTHLM, ChLIECTBYBA MMOBHUILEH PUCK OT I0sBa Ha OCTpa
ObOpeuHa HeIOCTATHLYHOCT, OCOOEHO MPHU U3MOA3BaHE HA BUCOKH A03H HOA-ChAbpPXKALLM KOHTPACTHH CPE/ICTBA.
HeoOxoauma e pexuaparauus npeam rnpujiaraHe Ha HoA-Chb/bpiKallli Cpe/ICTBa.

JlekapcTBEHH MPOAYKTH, KOUTO IMOBUILIABAT KAJIMEBUTE HUBA WM MHAYUMUpAT xunepkaaiuemus (Hanpumep ACE-
HHXHUOUTOPH, KATMH-CHbXPaHABALLM JIMYPETHLIH, KAJIMEBH J100AaBKH, COJIEBH 3aMECTHUTEIIH, ChIbpKalllU KaJIUH,
LIMKJIOCTIOPHUH MJIH JIPYTH JIEKAPCTBEHHM IPOIYKTH KATO XEMapyuH HATPHH)

AKO Te34 JIEKAPCTBEHH IMPOAYKTH ca NpeANnUcaHy 3a yrnorpeda eJHOBpEMEHHO ¢ KOMOMHauUsTa
teamucapTan/ X XT3, npenopbyuBa c€ MOHMTOPUPAHE Ha KAJIMEBUTE IUIa3MEHU HUMBA. Bb3 OCHOBA Ha onuTa ¢
M3I0JI3BAHETO HA JPYTH JIEKAPCTBEHHU MPOAYKTH, HAMAIABALIM A€HCTBHETO HA CUCTEMATa PEHUH-AaHTMOTEH3HUH,
CBITbTCTBALLOTO MPHJIOKEHUE HA NOPECIIOMEHATUTE JIEKAPCTBEHH IPOJAYKTH MOXKE /1a I0Be/le /10 NOBUIIaBaHe
Ha CepyMHHUS KaJIMH M 10 Ta3u NIPUYMHA HE Cce NnpenopbuBa (BxkK. Touka 4.4).

JlekapCcTBEHU NMPOAYKTH, KOUTO CE€ IMOBJIMABAT OT HAPYLIEHUA B CEPYMHMS KaJIUH

[IpenopbuBa ce nepuoaAMUYHO npocieasBaHe Ha cepymMHusa kaavi U EKI, korato reamucapran/ X XT3 ce
[pujara €IHOBPEMEHHO C JICKAPCTBEHU MPOAYKTH, KOUTO C€ IMOBJIMABAT OT MPOMEHU B CEPYMHHUS KAJIUH
(Hanpumep JAUMrUuTaJMCOBHU INIMKO3M/IM, aHTUAPUTMHUYHH) U CJICAHUTE JIEKAPCTBEHU MPOAYKTH, NpeAU3BUKBALIIH
torsades de pointes (BKJIIOUYBALLMU HIKOU aHTUAPUTMHUYHH ), KATO XUIIOKAIMEMHATA € nipeapa3roaraiy Gakrop 3a
torsades de pointes:

- kJ1ac [a aHTHAPUTMUYHHU (HArpUMep XUHUUH, XUJIPOXUHUIHUH, AU30NTUpaMU])

- knac I1l antuapuTMU4HU (HanpuMep aMMOAapOH, COTaJI0J, J0PEeTUIIU, HOYTUIINA)

- HAKOU aHTHUIICUXOTULIM (HANpUMEpP THOPUIA3MH, XJIOPITPOMA3HH, JIEBOMEINPOMA3UH, TPU(JIYyOonepa3uH,
LIMaMEMAa3uH, CYJIIUPHUJ, CYJITONPHI, aMHUCYJITIPU/L, THANPUI, TUMO3KH/1, XAJIONEPHUAOI, APOIIEPHI0.1)

- Apyru: (Hanpumep Oenpuani, UM3anpui, AMpeMaHusl, UHTPABEHO3EH EPUTPOMHULIMH, Xal0(paHTPHH,
MH30JIaCTHH, NEeHTAMHU/HH, criap(oKcalmH, TepdeHa M, HHTPABEHO3EH BUHKAMHH).




JIMrMTAJIMCOBH INTMKO3U/IH
[Ipeau3BHMKaHaTa OT THA3HAM XMITIOKATUEMHS UM XUIIOMArHe3ueMus 01aronpuaTCTBa Bb3HUKBAHETO Ha

[peAnM3BUKaHa OT JIMTUTAIUC apuTMHUS (BXK. TOYKa 4.4).

JUrokcun
Koraro TeamMucapraH e Npu/ioxeH eJHOBPEMEHHO € JUIOKCHUH, ce HabJo1aBa cpe/lHO HapacTBaHe Ha

MaKCHMaJIHATa TJIa3MEHA KOHLIEHTpauus Ha JUrokcuH (49%) v Ha Hail-HuckaTa KoHUeHTpauus (20%). Koraro
ce 3aro4Ba, KOpUrupa U NpeKparsaBa JIeYeHUe C TeJIMUCApTaH, NpoC/ieIaBaiTe HUBATA HA JJMIOKCHH, 3a /1a Ce
MOJUIbpXKaT HUBA B PAMKHMTE HA TepareBTHYHMSA Hara3oH.

Jlpyru aHTUXUNEPTEH3UBHH JIEKAPCTBEHU MPOAYKTH

Teamucapran MoXe [a MOBUIIM XUITOTEH3UBHUA €(EKT HA APYTd aHTUXUIIEPTEH3UBHHU CPEACTBA.

JlaHHWTE OT KJIMHUYHH NPOYYBaHMUA MOKa3BaT, 4e JBoMHaTa 0J10Kkaga Ha peHUH-aHTMOTEH3UH-AJIA0CTEepOHOBATA
cuctema (PAAC) upe3 komObunupana ynorpeda Ha ACE-unxuburopu, auruorensuH Il peuenropuu 610kepu
WK AJIMCKHMPEH C€ CBBbP3Ba C M0-BUCOKA YECTOTA HA HEXKEJIaHU ChOUTHA KATO XUIIOTOHUS, XUIIEPKATHEMHS U
HamajieHa ObOpeuHa pyHKUMA (BKIIOYMTETHO OcTpa ObOpedYHa He10CTaTbYHOCT), B CPaBHEHUE C yrnoTpedara
caMoO Ha e/IHO cpeacTBO, AeucTBallo BbpXy PAAC (Bxk. Touku 4.3, 4.4 u 5.1).

[IpoTuBOoAHaOETHH JIEKAPCTBEHHU MPOAYKTH (I1€POPATIHH U MHCYJIUH)
MosKe J1a C€ HaJI0XKU KOpUI'MpaHe Ha JI03UTe Ha MPOTHUBOIMA0ETHUTE JIEKAPCTBEHH NMPOAYKTH (BXK. TOUKa 4.4).

MeTtdopMUH
TpsabBa na ce M3nosn3Ba NpeAnasIvBo MOpPaau PUCK OT JIaKTATHA alK/103a, MHlyLlMpaHa OT Bb3MOXHa
¢yHKLMOHANIHA OBOpeUHa HEI0CTaTLYHOCT, cBbp3aHa ¢ XXT13.

X0JIECTUPAMHH M KOJIECTHIIOJIOBH CMOJIH
[Ipu HantMuMe Ha aHMOH-0OMeHHH cMoJiM abcopbuuaTa Ha XXT3 ce Hapyuasa.

HecTepou/1HU NPpOTUBOBB3NAIUTE/IHA CPE/ICTBA

HCIIBC (T.e. aueTWicaMuMIOBa KHCEJIMHA B MPOTUBOBB3NAIUTENIHU 1034, COX-2 HHXUOUTOPH H
HecejiekTuBHu HCIIBC) Morar 1a HamasiaT AMypeTHYHHUSA, HATPUYPETHUYHHUSA U aHTUXHIIEPTEH3UBHUSA €(eKT Ha
THA3W/IHUTE JIMYPETHILIA U AaHTUXHUIEPTEH3UBHUA €PeKT HAa aHrHoTeH3uH 1l peuenropuure Os10kepu. [Ipu HKOHU
MALMEHTH C HapylIeHa ObOpedHa PyHKUMS (HANPUMED JAEXUAPATHPAHH MMALMEHTH WK MALMEHTH B HaNpeaHal1a
Bb3pacT ¢ HapyuieHa ObOpeyHa QYHKLMA) €AHOBPEMEHHOTO MPHJIOKEHHE HA aHrMOTeH3MH Il peuenropHu
0JIOKEPH M JIEKAPCTBEHHU MPOAYKTH, KOUTO HHXHOMpAT UMKIIOOKCUIeHa3aTa MOXeE Jia JOBe/Ie 10 MO-HATaTbhIIHO

BJioLIaBaHe Ha ObOpeyHaTa PyHKLMSA, BKJIIFOYMTEHO € Bb3MOXKHA OcTpa Ob0peyuHa He10CTaTbYHOCT, KOSITO
0bukHOBeHO € obpaTuma. [1o Ta3u npuunHa komOMHaLMsATa TpsAOBa na Obae npuiaraHa ¢ MOBUILIEHO BHUMAaHUE,
0coOEHO NnpH NMalMeHTH B HanpeaHaia Bb3pact. [launenTure Tpadbsa j1a 6baaT ajIeKBaTHO XUAPATUPAHH M /1a
Obae npocneassaHa Ob0peuHara UM QYHKLIMSA B HAYAJIOTO HA KOMOMHHUPAHOTO JICYEHHUE M MTEPUOAUYHO CJIE

TOBA.

B enHo npoy4uBaHe €JHOBPEMEHHOTO MPHJIaraHe Ha TeJIMUCApTaH U PaMMIIPHUJI € J0BEJIO 10 MOKa4YBaHE Ha
AUC).24 U Cpax HA paMUIIPUIT U pamMunipuiar 10 2,5 neTd. KiIMHHYHaTa 3Ha4YMMOCT Ha TOBAa HaOJIFOAEHUE HE €

HM3BCCTHA.

[IpecopHy aMHHM (HaNIpUMEpP HOPAAPECHAJIUH)
EdekTbT Ha NpecCOpHUTE AMHUHH MOXKE J1a C€ HaMaJlH.

Heaenoaspu3upaiiy MUOPEIaKCAHTH (HaripuMep TYOOKYpapHH)
XHUAPOXJI0OPOTHA3H ] MOXKE /1a OTEHUMpPA ePeKTa HA HEJIENOJIAPUIUPALLUTE MUOPEIIAKCAHTH.

JlekapcTBEHHM NMPOJIYKTH, U3MOJI3BAHM 32 JIEYEHHE Ha nojarpa (HanpuMep rnpodeHeLm1, CyJ1pUHITMPa3OH U
JIOMYPHUHOI)




Moe Ja ce HaJI0KH KOPUIMpaHe Ha /103aTa Ha YPUKO3YPHUYHHUTE JIEKAPCTBEHH TPOJAYKTH, ThH KATO
XHUJIPOXJIOPOTHA3KM/I MOXKE /1a YBEIIMUMA CEPYMHUTE HMBA Ha TMKOYHaTa KUCeIMHa. MoXe /1a ce HaJl0XKH
MOBHMILIABAHE HA JIO3UTE Ha NMPOoOEHELM I CYJI(PUHIUPA3OH. EAHOBPEMEHHOTO MPHUEMAHE HA THA3HAH MOXKE
J1a MOBHIIMX YECTOTATA HA PEAKLIMMTE HAa CBPbXYYBCTBUTEIHOCT KbM AJIONYPHHOII.

Kanimesu co/im
TuasuaHuTe JAUYPETHLIM MOXKE J1a MOBUILIAT CEPYMHHUTE HMUBA HAa KaJILIUHK, KOETO C€ Ib/DKH HA MOHWKEHATa MY

eKcKpelus. AKo TpsOBa J1a ce npeanuuiaT KajauydeBH J100aBKH WM KalLlMH-CbXPaHABAILH JIEKAPCTBEHH
MPOAYKTH MEJMLIMHCKH NPOAYKTH (Hanp. npu BuTamuH D Tepanus), € HE0OX0AUMO /1a ce npociaeasBat
CEPYMHHUTE HUBA Ha KAJILIMH U CBOTBETHO J1a C€ KOpUrupa j103ara.

bera-610kepH U AHMA30KCHUL
TuazuauTe MOXeE 1a MOBUILIAT XUITEPIrIIMKEMUYHUTE €DEKTH Ha OeTa-0JI0KEpUTE U AMA30KCH/IL.

AHTHUXOJTMHEPTrHYHMTE JIEKAPCTBEHU MPOAYKTH (HarpUuMep aTpoIuH, OUNEepH/IeH) MOXe /1a MOBULLIAT
OMOHAJIMYHOCTTA Ha THA3UAHHUTE JIMYPETULIM Ype3 NOHUKABAHE HA CTOMAIIIHO-YPEBHUA MOTHJIMTET U YeCcTOoTaTa
Ha U3Mpa3BaHE Ha cTOMaxa.

AMaHTa/MH
Tuaszuaure MoXe 1a yBEJIMYAT PUCKA OT HEXKeEJIaHU €PeKTH, IPUYUHEHHU OT aMaHTAHH.

[ [MTOTOKCHMYHH JIEKAPCTBEHU NPOAYKTH (Hanpumep LUUKI0dochamMul, METOTpEKCar)
Tuaszuaure moxe 1a HaMaAT ObOpeyHaTa eKCKpeUurs Ha IMTOTOKCHYHMUTE JIEKAPCTBEHU NMPOJAYKTH U J1a
[MOTEHLIMPAT MUEJIOCYyTIpecHpalms UM edexr.

Bb3 ocHOBa Ha papMaKOJIOrMYHUTE UM CBOMCTBA € Bb3MOXKHO /1a C€ OYaKBa, Y€ CJIEJJHUTE JIEKAPCTBEHH
[NPOAYKTH MOraT Ja MOBMIIAT XUITOTEH3UBHUA €(EKT Ha BCHYKH aHTUXHUIIEPTEH3UBHU CPE/ICTBA, BKJIFOYMTEIIHO
TeaMucapral: 6akiodpen, amugocTuH. CblIO Taka, OpTOCTATUYHATA XUIIOTOHUA MOXe 1a Obje 3acuiieHa ot
aJIKoxoJ1, bapOUTypaTH, HAPKOTHYHH BELLECTBA UJIM AaHTUETIPECAHTH.

4.6 PepTHAHTET, OPEMEHHOCT H KbPMEHe

bpemMeHHOCT

He ce npenopsuBa ynorpedbara Ha anrnoreH3uH Il peuentopHu 0J10kepH npe3 MbpBUS TPUMECTHP HA
opemenHocTTa (BXK. Touka 4.4). Ynorpebdara Ha aHruotreH3uH Il peuentopHu 6710kepH € MpOTUBOINOKa3aHa 1np
BTOPHMSl U TPETUS TPUMECTBP Ha OpeMEHHOCTTA (BXK. TOYKH 4.3 1 4.4).

Hsma nocrarbyHO 1aHHU 3a ynorpedara Ha teamucaprad/ X XT3 npu OpeMeHHH KeHU. ExCriepuMeHTaTHUTE
NPOY4YBAHUA MPH HKMUBOTHH MOKA3BaT peNpoOAYKTUBHA TOKCHYHOCT (BX. TO4YKa 5.3).

EnuaeMuoorudyHUTE JaHHHU 38 PUCKA OT TEpATOreHHOCT cie/l eKerno3uuus Ha ACE-uHXUuOUTOpH npe3 mbpBUs
TPUMECTBP Ha OpeMEeHHOCTTa He ca ybeauTenHu. Bee nak, He MOxXe J1a ce U3KJIHOUYH ¢1a00 MOBULIIABAHE HA
pucka. JlokaTo HAMa KOHTPOJMPAHU €MHUAEMHOJIOTMYHHU JaHHHM 3a PUCKa IpU ynotpeda Ha aHrHoTeH3uH Il
peLenTopHU OJIOKEPH, CXO/IHM PUCKOBE MOTaT J1a ChLIECTBYBAT MW [PH TO3HM KJ1ac JiekapcTsa. [lauuenTkure,
KOUTO TUIaHUpaT OpeMEeHHOCT, TPSAOBa /1a NPEMUHAT KbM aJITEPHATUBHO aHTUXHUIIEPTEH3UBHO JIEYEHHUE C
ycTaHOBEH Mpodu1 Ha 6€30MacHOCT MpH yrnorpeda 1o speme Ha OpeMEHHOCT, OCBEH aKO CE€ CUMUTA, Y€ € OT
ocobeHa BaXKHOCT J1a C€ MPOAbJDKM JIeYeHHETO ¢ aHruoteHs3uH Il peuenropuu 610kepu. Ako e
JIMarHOCTHLIMpaHa OPEMEHHOCT, Jie4eHUETO ¢ aHruoTeH3uH Il peuenropuu 610kepu TpsOBa He3abaBHO 1a Objie
MPEYCTAHOBEHO W, AKO € MOAXO0AALIL0, Aa Ob/1e 3a104YHaTO aJITEPHATHBHO JICYEHHE.

YcTaHOBEHO €, 4e eKCno3uLuaTa Ha aHruoteH3uH Il peuentopHu 0J10KepH npe3 BTOpHUS U TPETUS TPUMECThP Ha
OpeMeHHOCTTa Npean3BHKBa (PETOTOKCHUYHOCT MpH Xopa (rnoHwkeHa 0bO0peuHa QyHKUMUSA, OJTMFPOXHAPAMHUOH,
3a0aBeHa yepernHa oCUQHUKalMA) U HEOHATAJIHA TOKCHYHOCT (ObOpeuHa He10CTaTbYHOCT, XHIIOTOHHMS,
xurnepkaivemus) (Bx. Touka 5.3). [Ipenopwusa ce yaTpa3BykoB mnperJie/l Ha 0b0pedHaTa pyHKUHMS U Yyeperna B
Clly4yad Ha eKcro3ulMs Ha aHruoteH3uH [l peuenTopuu 6710KepH OT BTOPUS TPUMECTHP HA OPEMEHHOCTTA M




ciiej ToBa. HoBopojieHUTE, YMMTO MalKK ca npuemMasid aHruoreHsuH Il peuenropuu 610kepu, TpsadBa 1a Obaat
BHUMATEJIHO HA0/II0JaBaHM 32 HAJIMYKME HA XUIMOTOHUSA (BXK. TOUKH 4.3 1 4.4).

OnuteT ¢ XXT3 1o Bpeme Ha OpeMEHHOCT € OrpaHU4eH, 0COOEHO npe3 MbpBUs TpuMecThp. [ IpoyuBanusTa npu
)KMBOTHHM Ca HEJ0CTAThYHH. XHJIPOXJIOPOTHA3K/ NIPEMHHABA Npe3 ruiaueHTara. bazupalku ce Ha
dapmakoIoru4HUs MexaHu3bM Ha aeictBue Ha XXT3, ynorpedaTta My npe3 BTOpUSi U TPETHUS TPUMECTBP MOXKE
J1a KOMIIpoMeTHUpa (peTo-raleHTapHaTa MponyCckJIMBOCT M [1a IPUYUHH (PETATHH U HEOHATAIHU €(EKTH KaTo
XbJITEHHULA, HAPYLIEHHE HA €JIEKTPOJIUTHHUSA DaslaHC U TPOMOOLIMTONEHHMS.

XuapoxaopoTuasujl He TpsOBa 11a ce U3I10J13Ba NPU reCTALlMOHEH OTOK, FECTallUOHHA XUIIEPTOHHUSA WUJIH
[peeKJIaMCHs, MopajJy PUCK OT MOHWKABaHE Ha TU1a3MEeHUs 00eM U IU1aleHTapHa xunonepdysus, 6e3 nosesex
edeKT BbpXYy X0/a Ha 3a00/19BaHETO.

XHHPUMUPOTHMHH HC Tpﬂﬁﬂﬂ Jda CC HU3I10J13Ba IPH CCECHLIHAJIHA XHUIICPTOHHA [IPpH GPEMEHHH KCHH, OCBCH B
PE€AKH Cliy4daHu, KOraTo HC MOXKCE Jla CC IPpHJTIO0XKH APYTO JICHCHHC.

KbpMeHe
Toi# kaTO HIMA JaHHK OTHOCHO ynoTpedaTa Ha TeamucapTan/ XX T3 B nepuoaa Ha KbpMEHE, TeIMUCAapTaH/

XXT3 He ce npenopbuBa, a ce NPeANOYUTaT AITEPHATUBHU JICYEHUS C 110-100pe yCTaHOBEH NpO(dHII Ha
0e30MacHOCT B NEPHUO/A HA KbPMEHE, OCOOEHO IPU KbpPMEHE HA HOBOPOJEHO MJIM TMPEXIAEBPEMEHHO POAEHO
JETE.

XHUAPOXJIOPOTHA3K/I C€ EKCKPETHUPA B MAJIKH KOJIMYECTBA B MAWYUHOTO MJIAKO. | Ha3sHHU BbB BUCOKH J103H,
npeau3BUKBallld MHTEH3UBHA IMYype3a, MOXeE /1a UHXUOUpaT NpoAyKUMATa HA MIIAKO. YnoTpedara Ha
Teamucaptan/ X XT3 no Bpeme Ha KbpMEHE HeE ce npernopbuBa. Ako teamucaprad/XX'13 ce usznonssa B nepuo/l
Ha KbpMEHe, TpsAOBa Ja ce NOAABPIKAT HAN-HUCKUTE Bb3MOXHH J03H.

dDepTUiuTeT

He ca npoBexaaHu npoyyBaHus BbpXy GepTriIMTeTa IpU XOopa ¢ PUKCHpaHaTa 1030Ba KOMOMHALIMA HJTH C
OT/IEJTHUTE KOMITOHEHTH.

B npeakivMHH4YHU Npoy4YBaHUs He ca HaOmoaaBaHU edekTH Ha TesmucaTpad U XX T3 BbpXy MbKKHUS U

EHCKHUS (PEPTUITUTET.

4.7 EdexTn BbpXy cnnocodHocTTa 32 MOpHpaHe H padoTa ¢ MAIIHHH

Tenmumen [Tiroc Moxke 1a noBiusie cnocoOHocTTa 3a WwodupaHe U padora ¢ MauHHU. [loHsiKora Moxe ja ce
MOsiIBM 3aMaiBaHe, CHHKOII WJIM CBETOBBPTEX IMPH MPUEM HA aHTUXMUIIEPTEH3MBHA T€paIrvs KaTo

teamucapran/ X X'T3.
AKO NalMEHTUTE U3IUTAT TE€3U HEXEIAHU peaKLMH, Te TpAOBa J1a u30sAreaT NOTEHUMATHO ONACHH 3a/1a4M

KaTo wodupaHe Wik padboTa ¢ MALIUHH.
4.8 Hexe/1aHH JIEKAPCTBEHH PEeaAKIHH

Kpamko uznoxcenue na npoghuna na b6ezonacnocm
Haii-uecto chobOl1aBaHaTa HeXejlaHa JISKapCTBEHA peakuus € 3amaiBaHe. CeprHO3Ha peakilMs Ha aHI'MO€e/IEM
mMoxe aa HacTbnu paako (>1/10 000 po <1/1000).

Yecrorara Ha HeXe/1TaHWTE JIEKAPCTBEHW peakLUMH, CboOuleHH npy yrnorpeda Ha Teamucapran/ X XT3, e
CpaBHMMa C Ta3W Ha HEXEJIAaHWTE JIEKAPCTBEHHU peaKLMM, ChoOLIEeHHU NpH yroTpeda caMo Ha TEJIMMCApTaH B
paHAOMM3UPaHU KOHTPOJIMPaHH NMpoyuBaHus, oOxBawamum 1471 nauMeHTH, pasrnpeaesieH| Ha cily4aeH
MPUHLMIN 3a JiedeHre ¢ Teamucaprad rioc XX13 (835) uiu camo ¢ teamucapran (636). He e ycranosena
3aBUCUMOCT MEX/1y /103aTa U HEXEJIAHUTE JIEKAPCTBEHHU PEAKLIMM U JIMTICBA Bpb3Ka C 1M0Jia, Bb3pacTra WiK
pacoBaTa MPUHAJICKHOCT HA MALIMEHTHUTE.

TabauueH CrMChK HA HEXKEJIAHUTE JIEKAPCTBEHH PEaKLIUH




Hexenanure neKkapcTBEHU peaklMHU, CbOOLIEHU BbB BCHUKH KIIMHUYHH IPOYYBAaHUA M HACTBITUIIM O-4ECTO MPH
M3I10J13BaHeTo Ha TesimucapraH e XX T3, B cpaBHenue ¢ miauedo (p<0,05), ca onucanu no-ao0y B
ChOTBETCTBHE CHC CUCTEMO-OpraHHaTa kinacudukauus. Hexxenanu nekapCcTBeHH peakliMy, KOUTO ca XapaKTepHH
32 CAMOCTOSATE/IHOTO TMPpUJIaraHe Ha OTJACJTHUTE My CbCTaBKH, MOI'aT MOTEHLMAIHO /1a C€ NMPOSABAT H I1PH JIEHEHHE
¢ Teamumen Ilatoc, 1opu 1 aa He ca HaOJIlO1aBaHU B KIIMHUYHHUTE NIPOYYBaHUS.

Hexxenanure n1ekapcTBEHH pPeaKLiMK ca KaTeropu3MpaHu Crope/l YecToTara, KaTo € U3MoJi3BaHa ciieHara
kinacudukaums: MHoro yectu (>1/10), wectu (=1/100 no <1/10), neuectn (>1/1000 o <1/100), peaxu
(>1/10000 go <1/1000), muoro peaku (<1/10000), ¢ Heu3BeCTHA YecTOTa (OT HAJIMYHUTE JaHHU HE MOXE /1A

Ob/1e HanpaBeHa OLICHKA).

[Ipu Bcsiko rpynupaHe B 3aBUCHUMOCT OT YECTOTATa, HEXKEJTAHUTE JIEKAPCTBEHHU PEeaKkLIMH c€ U30posBar B

HU3XO/IA1Il pe] MO OTHOLUEHHUE HA TEXKECTTa.
Tabauua 1: TabnuyeH criucbk Ha HexeslaHuTe peakiiud (MedDRA) ot nianedo-kKoHTpoJIMpaHu NMpoy4YBaHUs

OT NMOCTMAPKETHHIOBHUA OIIHT

Knac opranu na | Hexeslanu peakuunn YecroTa
ERA TR RS Teamumen | Teamucapran®| XuapoxJiopornasuj
MedDRA 11roc
Undexuuu u Cencwuc,
uapecTanuH BKJIFOYMTEITHO PAIKO
¢araneH u3xon
bpoHxuT PAZIKO
DapUHIUT PAJIKO
CHUHYHMT PAJIKO
Unbekuus Ha
FOPHUTE HEYeCTO
JIMXaTEJIHH
MbTHULIA
Uudpexumnu Ha
[MMKOYHM ITbTHUILA HEYEeCTO
[lucTut HEYeCTo
HosooOpasyBan | HemenaHoMmeH pak
sl Ha Ko)kara
AobpokavecTBe (ba3zasiHOK/IETBhYEH
HH, KapLUMHOM H
3/I0KAYeCTBEHH [L10cKOKIIETD C HeM3BeCTHA YeCTOTa’
H 4yeH
HEeYTO4YHEeHH (BKJI. | KAPLIMHOM)
KHCTH H NMOJIHIH)
Hapymenus Ha AHeMus HEYeCTO
KPBLBTa H Eozunoduius PAIKO
. TpombouuToneHus PAJKO PALKO
cHcTEeMa
TpombouuroneHuyHa
nmypnypa PAIKO
ATuUlacCTHYHA aHEMMUS C Heu3BeCTHA 4YecToTa
XeMOJIMTUYHA MHOFO PAJIKO
aHEMMSI
Hapywiena gpyHkuus MHOrO pSAKO
Ha KOCTHUS MO3bK
JleBkoneHus MHOI'O PAAKO
ArpaHy/IOLMTO3a MHOIQ PAAKO
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Hapymenus Ha

AHadHuIaKTHYHH

HMYHHATA pPCaKLiui PAAKO
cHCTEMa CBpBXYYBCTBUTEIHOC pAAKO MHOI'O pSJKO
T
Hapymenuns Ha XHUnokanueMus HEYeCTO MHOT'O YeCTO
MeTabo.1n3Ma H XurepypuKeMus PSAJIKO 4ECTO
APRRENETO XHUIoHaTpueMus PAJIKO PAAKO 4eCTO
XunepkaiueMus HE4YeCTO
Xunorjaukemus (rnpu
MauMeHTH ¢ auader) PAJIKO
XHUIIOMarHe3ueMus 4ecTo
XunepkailueMus PAAKO
XHUIIOXJIOpEMUYHA
ajkKasnosa MHOI'O PAAKO
Hamasien anetur 4ecTo
XHUIMEpJUITHAECMUS MHOI'O Y€CTO
XHUIepriiukeMus PAIKO
HeaJeKBaTEH
KOHTPOJI Ha 3axapeH PAIAKO
nuaber
[Henxnunn be3nokoicTBO HEYeCTO PSAAKO
HapylmcHHS Jlenpecus PAIAKO HEYeCTO PAIKO
be3cbHue PAIAKO HEYEeCTO
HapywieHus Ha CbHA | psaKo PAIKO
Hapymenus nHa CBETOBBLPTEK 4ecTo HEYEeCTO PSAIKO
HCPBHATA CHCTEMA Cynkon HEeYecTo HE4ecTo
[lapecTe3us HE4YEeCTO PAKO
CBHHIUBOCT psAaKoO
[ naBobonue PAKO
Hapyumienusi Ha 3pUTEIIHO YBpEXKAaHE| PAIAKO PSAJIKO PAIKO
OYHTC 3peHHeTOo € PAZIKO
3aMbIJIEHO
Octpo
3aKPMTOBI'bJIHA C Heu3BeCTHa 4yecToTa
[ naykoma
XOpHOHU/1aJ1€H U3JIUB C Heu3BeCTHA 4YeCcToTa
Hapymenus Ha
yXOTO H
na0upuHTA CBETOBBPTEK HE4YeCTO HEYeCTo
Copaeuynn Taxukapaus HEYeCTO PAIKO
HapylmeHHus ApUTMHUH HEeYeCTo PAKO
bpaaukapaus HEYECTO
CbaoBu XHUIMOTOHMS HEYeCcTo HEYeCTO
HapylIeHHS OprocraruyHa
XHUITIOTOHHS HEYEeCTO HEUYEeCTO 4eCTO
HEKpOTH3Hpalll

BACKYJIUT

MHOI'O pAJAKO
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PecnuparopHH,

MeAHACTHHAJIHH
HAPYILIEHHS

JlucniHes

HCYECCTO

HCYCCTO

IPbLAHH H

PecniuparopeH

AHCTPEC

pAIKO

MHOTI'O PAJKO

| lTHeBMOHUT

PAIKO

MHOI'O PAJKO

besiopoben
Otok

PAIKO

MHOI'O PAKO

Kanumua

HCYECCTO

HUurepcTHMaiHa
oenoapodbHa
boJiecT

MHOTI'O psiJIKO"

Octbp
pecrnupaTopeH
IUCTpEC
CHHAPOM
(ARDS)

(BX. pazaen 4.4)

MHOI'0 PSAKO

Cromaimno-
YpPEeBHH
HaApYIUEHHUS

Jnapus

HCYHCCTO

HCYECCTO

HCCTO

Cyxora B ycrara

HCYCCTO

PSIKO

['a3oBe

HCYCCTO

HECYCCTO

Kopemna 6osika

pAIKO

HCHCCTO

3arnek

PS/IKO

pSJIKO

Jlucnencus

PSA/IKO

HCYCCTO

[loBpbliane

PSIKO

HCYCCTO

HECTO

["acTpur

PAJIKO

Kopemen
auckomdoprt

PSIKO

PAAKO

[‘aneHe

HECTO

[lankpeaTur

MHOI'O Psi/JIKO

XenaroOHHapHH
HapyLIeHHsI

AHOpMaJIHa
4yepHOApOoOHa

(G yHKLMS/YepHO
poOHO
HapylICHHE

pAJIKO?

PSIKO?

A breHuua

PAAKO

XoJjiecrasa

pAIKO

Hapymenun na
KOXKaTa "
NOAKOXHATA
ThKaH

AHruoenem
(BKJTFOYMTEJTHO
¢ harasieH
M3XO0J1)

PAIIKO

PAAKO

Epurema

PAIKO

PAZIKO

CopbOex

PSKO

HCYCCTO

Obpus

PAAKO

HCYCCTO

4CCTO

XHUnepxu/iposa

pAAKO

HCHCCTO

Yprukapus

pAIKO

PAIKO

HECTO

Ex3ema

PAAKO

JlekapcTBeHa
epynuus

pSKO

TokcHUYHa KOXHa
epynuus

PSJIKO

Jlynyc-nogobex

Cunapom

MHOI'O PSAKO
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Peakiius Ha

(OTOUYBCTBUTEITHOCT PAAKO
TokcuuHa
enuaepMaiHa MHOT'O PSJIKO
HEKpOJI13a
Epurema
MyJITUdOpME C HeMu3BeCTHA YecToTa
Hapymenns Ha boJiku B rupba HE4YeCTO HEYECTO
MYCKYJ/IHO- MyCKYJIHM Cl1a3MH
CKeJieTHATa (KpaMIi4 B Kpaka) HEYEeCTO HEYEeCTO C Heu3BecTHa 4ecToTa
CRCICMA B Muanrus HEYEeCTO HEY€eCTO
ChbeAHHHTE/IHATA ApTparas — DAIKO
ThKaH v
boJika B kpaiiHUKa
(6osika B Kpakara) PSKO PSJIKO
bosika B
CYXOXKHJIMATA
(CUMITTOMH, 110,100HH PAAKO
Ha TEHAWHHT)
Cucremen nynyc
epUTEMATO3YC PSIKO' MHOIO PSJIKO
Hapymienuns na brOpeyHo HEYECTO C Heu3BeCcTHa 4yecToTa
OLOpenuTe H  YBpeXJaHe
NHKOYHHTE Octpa 6B0peuHa HEYeCTO HEYeCTOo
NbTHIA HEJ10CTATbYHOCT
[ moko3ypus PAIKO
HApYUIeHHsl HA
PenpoaykTHBHATA
CHCTEMATAa H EpekTunna HEYEeCTO 4eCTO
rbpaara JUCPHYHKIMA
O0mu bonka B repauTe HEYeCTO HEYeCTO
HAPDYUICHHUH H [ ‘punonoaobHo
epexTH HA 3abonsBaHe PSIKO PAJIKO
MACTOTO HA Bonks PSLIKO
e AcTteHus (caadocr) HEYeCTO C Heu3BeCTHa 4yecToTa
[ Iupekcus C Heu3BeCTHa 4ecToTa
H3caenBanusn YBeauyeHue Ha
[MMKOYHATa KUCEJIMHA | HEeYeCTO PSAJIKO
B KPbBTA
YBenvyeHue Ha
KpeaTUHWH B KpbBTa | PAAKO HEYeCTO
YBenuyeHue Ha
KpeatuHa B kpbBTa/
docdoknHaza PAJIKO pAJIKO
YBenvyeHue Ha
4YepHOAPOOHUTE PAIKO PAIKO
€H3UMH
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Hamasnienue Ha PAIKO
XeMorji00MHa

1 Bb3 ocHOBa Ha MOCTMAPKETHHIOB OIMUT

2 BwxTe noapasaenure no-aoiy 3a A0NbJIHUTEIHA HHQOpPMALHUA

? Hexxenanure peakuuu ce HabmoaBar ¢ nogqoOHa 4ecToTa MpH MaLMEHTH, JIEKYBaHH C ru1auedo
Tenmucaprad. O01ara 4ecToTa Ha HeXKeJJaHUTE peakUuH, cboOuleHu npu Tesmucaptad (41,4%), 0OMKHOBEHO €
cpaBHMMa ¢ 11anedo (43,9%) B mianedo KOHTpoaMpaHu npoyuBaHus. Hexxenanure peakuuu, U30poeHH mno-
rope, ca HaTpyrnaHu OT BCUYKH KJIMHUYHU U3MTUTBAHUS MPH MALMEHTH, JIEKYBaHH C TEJIMHUCAPTAH 3a XMIIEPTOHHUS
WM TIpY NMauueHTH Ha 50 WK noBeye roJIMHM C BUCOK PUCK OT CbPAEYHO-CH/I0BH CHOUTHS.

Onucanue Ha HBﬁpHHH HENCEJIAHU IeKApPpCMBEHU peaKyuu

AOHOpMHA YepHOAPOOHA PYHKIUMA/YEPHOAPOOHO HAPYLIEHHE

[ToBeueTo cnyyan Ha aOHOpPMHA YepHOAPOOHA (YHKLMSA/4EPHOAPOOHO HAPYLIEHHE OT MOCT-MapKETUHI OBUS
OTMT C TEJIMHCAPTAaH HACTBIIBAT MPH MALMEHTH OT AMOHCKHU NMPOU3X01. [Ipy nauMeHTH oT AMOHCKHU NMPOU3X0.]
CBIIECTBYBA MO-TOJISMAa BEPOSATHOCT 3a Pa3BUTHE HA TE€3HU HEXKEJIAHU PEaAKLIMH.

Cencuc
B npoyuBanero PROFESS e nHabitoiapana nosuilieHa 4ecTtoTa Ha CENCUC MPH TEJIMMCApPTaH B CPABHEHHUE C

1ane6o. CrOMTHETO MOXKE a € cilydyaiHa Haxo/1Ka WJIM J1a € CBBP3aHO C HEIO3HAT 10 MOMEHTAa MEXaHHU3bM
(BK. TOouka 5.1).

UnrepcTuimanna 6enoapobua dosnect
Cnyyau Ha MHTEepCcTULIMAJIHA OenoipoOHa 0osiecT ca 10K/IaIBaHM OT MOCT-MAPKETUHIOBUSA OIUT, 110 BpeMe Ha
npuem Ha Teamucaprad. [ IpyuMHHO-clieicTBEHA Bpb3Ka 00aye He € yCTaHOBEHa.

HemenaHoMeH pak Ha Koxarta
Bb3 0OCHOBa Ha HAJIMYHUTE JIAHHH OT EIMMAEMHMOJIOTHYHM NPOYyYBaHUsA € HA0/IK01aBaHa 3aBUCUMaA OT

KyMmyJiaTUBHara /103a Bpb3ka Mexay XXT3 u HMPK (Bx. cbuio Touku 4.4 u 5.1).

HMHTEeCTHHAJIEH AHTHOE/IEM
CpoOl1eHH ca clly4au Ha HHTECTUHAJIEH aHroeaeM ciiel yrnorpeda Ha aHruoreH3uH Il peuenropuu 6s10kepu

(Bxk. Touka 4.4).

CrobiiaBaHe Ha MOJJI03HPAHH HEXKEJIAHU PEaKLIMH

Cpo01aBaHeTO Ha I10/103MPaHU HEXKEJIaHH pPeaKlMM CJie]] pa3pellaBaHe 3a ynorpeda Ha 1eKapCTBEHUS MPOAYKT
e BaXkHO. ToBa 1no3BoJisiBa /1a ce NPOAb/DKH Ha0JI0/IEHUETO Ha CbOTHOLLIEHUETO 110J13a/PUCK 3a JIEKAPCTBEHMUS
npoaykT. OT MEAMIIMHCKHUTE CIIEIMAIMCTH C€ U3UCKBA J1a ChOOLIAaBaT BCAKA MO03MPAHA HEXKE/laHa peaKLIUs
ype3 U3nbjiHUTEIHA areH1Ms 110 JiekapcTBara, yi. ,.JlamsH ['pyes” Ne 8; 1303 Codwus; Ten.: +35 928903417,

yeOcaitT: www.bda.bg.

4.9 IIpeaoszupane

C'I::-UJ.ECTB)’BH OrpaHH4CHa HHClJGpMB.lIHH [10 OTHOLUCHHUC HA IIPCA03HPAHC Ha TCIIMHCAPTAH [IPpH XO0p4d. He e
YCTAHOBCHO /10 KaKBad CTCIICH XHAPOXJIOPOTHA3HJ CC OTACJIA IIPH XCMO/IHAJIA34A.

Cumniromu: Hali-uzsBeHUTE MPOSIBU HA NIPEAO3UPAHE C TEIMUCAPTAH Ca XUITIOTOHUS U TaXUKAp/I1s, a ChLLIO ce
cboO1aBaT u OpaauKapaus, 3aMasHOCT, MOBPbLIAHE, MOBULIABAHE HA CEPYMHMS KpEaTUHHUH M ocTpa O0b0peyHa
He10CTaTBbYHOCT. [Ipe/103upaHeTo ¢ XUIpOXJIOpPOTHA3H]L CE€ CBbP3Ba C HAMAJIIBAHE HA €JIEKTPOJIMTHTE
(XMITOKaJIHEMHMS, XUITOXJIOPEMHUS ) U XHUITOBOJIEMHUS, IbJDKALLM CE HA eKCLieCUBHATA Auype3a. Hal-uecTure
CUMITTOMM Ha MpeJ03UpaHe ca raJleHe ¥ COMHOJIEHTHOCT. XHUITOKaAJIMEMHUATA MOXKE J1a JIOBE/IE 110 MYCKYJIHH
cra3sMu W/WiM akUEHTYyMpaHa apuTMHs, CBbP3aHHU ¢ €IHOBPEMEHHATa yrnorpeda Ha JIMMMTATMCOBH [JIMKO3H/1H
WJIK OMPEIC/ICHU AHTHAPUTMHUYHH JIEKAPCTBEHH IMPOAYKTH.
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Jleuenue: Tenmucapran He ce oT/1e1a NpH XeMopUATpaUUs U py Xemoauaiu3sa. [lauueHTsT TpsOBa na 6be
BHUMATEJIHO HabJ1t01aBaH U JieueHUeTo TpaOBa 1a Obae CUMIITOMATHYHO M noaabpxkKaio. OBiaisiBaHETO
3aBMCH OT BPEMETO OT IPUEMaHe Ha IMPOAYKTa U TexecTra Ha cumrrromure. [IpenopbunTeinuTe Mepku
BKJIIOYBAT IMPEJAM3BHKBAaHE HA MOBPbIIAHE HW/WIK cCTOMallIHAa NpoMUBKa. [IpuiaraneTo Ha akTUBEH BBIVIEH MOXKeE
na Ob/e 1oJIe3HO MpH JieYeHHe Ha npeao3upaHeTo. HeobxoaumMo e yecto npociieisBaHe Ha CepyMHUTE
€JICKTPOJIMTH U KpeaTUHUH. [ Ipu nosiBa Ha XMNOTOHMSA, NALMEHTHT TPAOBA /1a Ob/e NOCTaBEH B JIErHaI0 Mo rpuo
MOJIOXKEHHE M ObP30 Aa Ce NMPUIIOKAT COJIEBH U 0OEMHH 3aMECTUTEITH.

S. ®APMAKOJIOT'MYHU CBOUCTBA

5.1 dapmakoaAHMHAMHYHH CBOHCTBA

(dapmakorepaneBTuyHa rpyna: AurvoreHsut Il peuenropuu 610kepu (APB) n auyperuum, ATC kon:
CO9DAO07

Teamumen [Lroc € komOuHaLMa oT aHruoTeH3uH Il pelienropen 610kep - TeIMUCAPTaH U THA3UIEH JUYPETHK -
xuapoxjoporHasua. [lpy kKoOMOMHMpaHETO UM TE3M CHCTABKU UMAT aJIMTUBEH AHTUXHUIIEPTEH3UBEH €(EKT, KOETO
BO/IM JI0 MO-TOJISIMO HaMaIsBaHE HA KPbBHOTO HAJISTaHE OTKOJIKOTO, aKO Ca MPUJIOKEHM NMOOTAEIHO. Tenmume
[L1roc, npyeMaH BeAHBK JHEBHO B TEPANEBTHYHH /103, BOAH /10 €(heKTHBHA U IUIaBHA PEAYKLMA HA KPbBHOTO
HaJIsAraHe.

MexaHU3bM Ha JIEUCTBHE

Tenmucapran e nepopaiiHo epekTUBeH U crnieurduueH auruoteHsuH Il peuenropen noarun 1 (AT1) 6nokep.
To# u3MecTBa ¢ MHOIO BUCOK apMHUTET aHrMOTEH3HUH II OT HEropoTo MsACTo Ha cBbp3BaHe B AT1 peuenropHus
MOATHUIT, KOUTO € OTI'OBOPEH 3a U3BECTHUTE NEHUCTBUA HAa aHrHOoTeH3HuH ll. Teamucapran HaMa yacTuyHa
arOHMCTUYHA aKTUBHOCT cripaMo Al peuenropa. TejimucapraH ce CBbp3Ba CEeJIEKTUBHO ¢ AT peuenropa.
CBbp3BaHETO € NPOABL/LKUTENHO. TesMucapTal He 1nokassa aQUHUATET KbM JIPYTH PELEIITOPH, BKJIIOUHUTETHO
AT> u npyru no-cnabo xapakrepuzupaiu AT-peuentopu. QyHKIMOHAIHATA POJIS HA T€3U PELIENTOPH HE €
M3BECTHA, HE € U3BECTEH U €(PEeKTHT Ha TAXHATA Bb3MOXKHA CBPbXCTUMYJIALIMA OT aHrHoTeH3uH I1, yuito HUBa
ca MOBHUIIEHHU OT TeJMUcapTaH. HUBaTa Ha ru1a3aMeHus ajiIOCTEPOH ca NMOHUXKABAT OT TEJIMUCAPTAH.
Teamucapran He HHXUOMpPA YOBEUIKUSA [U1a3MEH PEHUH U He OJIOKUpa HOHHUTE KaHaIW. TelMucapTaH He
MHXMOHpa aHTrMOTEH3UH KOHBEPTHpALLMA €H3MM (KHHMHAa3a []) — eH3MMBT, KOMTO ChIIO pa3rpax/ia
OpaaukuHuHa. [1lopaau ToBa He ce o4akBa jla NOoTeHUHpa OpaJUKUHHH-MEAMUPAHUTE HEXKEIAHH JIEKAPCTBEHH
pEaKLIMHU.

[Ipu 3apaBu no6poBosLM A03aTa OT 80 Mg TeJIMUCAPTAH MOYTH M3LSUI0O HHXUOMpaA NPEAU3BUKAHOTO OT
aHruoreHsuH Il nopuiuasaHe Ha KpbBHOTO HayIsiraHe. MHXUOUTOPHUAT eeKT ce noaabpka Haa 24 yaca, KaTo
BCE OLIIE MOXKe aa Ob/ie ycTaHOBEH 10 48 yaca.

XHUAPOXJIOPOTHA3H/L € THA3HACH AUYPETUK. MeXaHU3MBT HA AHTUXMUIIEPTEH3UBHUSA €(PEKT HA THA3UHUTE
JUYPETHLIM HE € HAITbJIHO U3ACHEH. [ Ha3uauTe UMaT epeKkT BbpXy ObOpeuHuTe TyOy IHH MeXaHUM3MH Ha
peabcopbuKs Ha €1EeKTPOJIMTH, KATO JAMPEKTHO YBEIHUYABAT €KCKPELIMATA HA HATPUH U XJIOP B NMPUOJIU3UTETHO
€KBMBAJICHTHHU KosinyecTBa. J{luypetuunoro aeicreue Ha XXT3 Hamansasa niiazmenus odem, yBesmyana
[U1a3MeHaTa akTUBHOCT Ha PEHHMH, YBE/IMYaBa CEKpeLMATa Ha ajlIOCTEPOH, € MOC/IE/IBalI0 YBEJIMYaBaHE HA
3arybara Ha kajiMid 1 OMkapOoOHaT B ypUHATa M HamasisBa CepyMHMA Kanuii. BeposaTHo upe3 6s10ka1a Ha peHUH-
aHMMOTEH3UH-AJ1JIOCTEPOHOBATA CUCTEMA €IHOBPEMEHHOTO MPHIIOXKEHHE Ha TEJIMMUCApTaH UMa TEH/CHLIMA Ja
00bpHe 3arybara Ha KaiuH, CBbp3aHa ¢ Te3u auypetuu. [Ipu XX T3Hauanoro Ha nuypesara e ciejl 2 yaca, a
MaKCUMAJIHUAT €(EeKT HACTBIIBA 32 OKOJIO 4 yaca, KaTo A€HCTBUETO NMpo/ib/kaBa rnpubausuresHo 6-12 yaca.

dapmakoAUHAMUYHH ePeKTH

JleyeHue Ha eceHlManHa XUNEPTOHUSA

Cnien npunarase Ha rbpBara J103a TeJIMUCapTaH ce HabJ1i01aBa NMOCTENEeHHO MosBa Ha aHTUXUNEPTEH3UBHA
aKTUBHOCT B paMKHMTe Ha 3 yaca. MakcuMasiHaTa peyKLMsi Ha KPbBHOTO HaJiAraHe ce JOCTUIa HaIbJIHO B
pamMKuTe Ha 4-8 CeIMULM ClIe/l HAYaJI0TO HA JICYEHHUETO M Ce IMOUIbpXKA Ype3 Npo/Ab/DKUTe/IHA Tepanus. Ches
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MpUEeMaHe Ha J103aTa aHTUXUIMEPTEH3UBHUAT €(EKT NEepCUCTUpa NMoBeYe OT 24 yaca, KaTo BKJIIOYBA
[ocJieIHUTE 4 Yaca NnpeaM C/IeABalloTO NMPHUI0KEHHUE, KAKTO MOKa3BaT aMOy1aTOpHUTE U3MEPBAaHHUSA Ha
KPbBHOTO HajsiraHe. ToBa € MOTBBP/IEHO W OT U3MEPBAHUATA B MOMEHTA HA MAKCUMAJTHUA €(eKT U
HEMOCPe/ICTBEHO MpeIn NpyUeMa Ha cieasallnara 403a (CbOTHOWEHHETO MUHUMAIHU KbM MaKCUMaJTHH
KOHLEHTpaLMM € noctosHHO Haa 80% cnen npueM Ha 1034 ot 40mg u 80 mg TeamMuUcapTad npu iauedo
KOHTPOJIMPaHU KJIMHUYHH NIPOYUYBAHHUSA ).

[Tpu naumeHTH ¢ XUNEPTOHUA TEJIMUCAPTAH peyllHpa U CUCTOJTHOTO, U IUACTOJTHOTO KPbBHO HassraHe, 6e3 1a
[MOBJIMABA ITYJICOBATa 4€CTOTa. AHTUXHUNEPTEH3UBHATA €(PUKACHOCT HA TEJIMUCAPTaH € CPAaBHUMA C Ta3M Ha
[NPOAYKTH, MPEJACTABUTE/IH HA JIPYTH KJIACOBE aHTHUXUIEPTEH3UBHHU JIECKAPCTBEHH MPOAYKTH (YCTaHOBEHA IPH
KJIMHWYHH U3IUTBAHUS, CPABHABAIIM TEJIMUCAPTAH C aMJIOJIMITHH, ATEHOJIOJ, EHAIaTIPHJI, XHAPOXJIOPOTHA3H/L U

JIA3UHOTIPUIL).

[Ipy BHE3AIHO MPEKBHCBAHE HA JIEYEHHUETO C TEJIMUCAPTAH KPbBHOTO HAJIAraHE MOCTEINEHHO C€ BpbLla /10
CTOMHOCTHUTE NPEJIH JICYUEHHETO, 3a NMEPHO/1 OT HAKOJIKO AHHW 0e3 1aHHH 3a pedayH/1 XUNIepTOHUYEH e(deKT.
CiayyauTe Ha CyXa KalUIMLa ca 3HAYUTE/THO MMO0-MAJIKO MPH MAUMEHTH, TPETUPAHU C TEJIMUCAPTaH, OTKOJIKOTO
MPU TAKKMBA, HA KOMTO €a /laBaHU HHXUOUTOPH HAa AHTMOTEH3UH KOHBEPTUPALIMSA €H3UM B KIIMHUYHH
MPOYYBAHMSA, JIMPEKTHO CPABHSABALIM JIBETE aHTUXUIIEPTEH3UBHH JICYCHUS.

KnuauyHa edpukacHOCT 1 0€3011acHOCT

Cbp1e4HO-CBH/10Ba NPOPUIAKTHKA

ONTARGET (ONgoing Telmisartan Alone and in combination with Ramipril Global Endpoint Trial) (Tekyuio
rn100aHO NpOoy4YBaHE Ha KpaHU TOYKH MPH MPHJIOKEHHUE HA TEJIMMCAPTAaH CAaMOCTOATETHO U B KOMOMHALIMA €
paMHINPKUII) CpaBHABAa €PEKTHUTE HA TEIMHUCAPTAH, PpAMUNPHI U KOMOMHALMATA OT TEJIMUCAPTAH U PAMMITPHUJI
BbPXY Cbp/A€YHO-CHAOBHA U3X0A NpH 25620 nauueHTH Ha B3pacT 55 roAMHU UM M0-Bb3PaCTHH, C aHAMHe3a 3a
KOpOHapHa aptepuasiHa 0oject, MHCYT, npexojeH ucxemuuHa araka (TIA), nepudepua aprepuanta donect
WJIM 3aXapeH AuabeT TUIl 2, IPUPYKEH OT JaHHM 3a YBPEX/1aHe Ha KpaWHUTE OpraHM (Harp. peTUHHONaTHA,
xuneprpodus Ha JisBaTa KaMmepa, Makpo- HJIM MUKpOAJIOYMHUHYPHS ), KOUTO ca MOIYyJalus ¢ PUCK OT ChPAe4HO-
Cbh/IOBH CbOUTHA.

[laumeHTUTE Ca paHIOMHU3UPAHHU B €/1HA OT CJIC/IHUTE TPU I'PYIH Ha JieyeHue: Teamucaprad 80 mg (n= 8542),
pamunpui 10 mg (n=8576) unu komObuHaumsaTa ot reamucaprad 80 mg runoc pamunpuit 10 mg (n= 8502) u ca
MPOCJIE/ICHH 3a NEePHUO/1 CPEAHO OT 4,5 rOAUHH.

Teamucapran nokassa 1ogo0eH Ha paMuIpui1 €eKT 3a HamajIsBaHe Ha NMbPBUYHATA KOMOMHUpaHa KpahHa
TOYKA OT ChpPJA€YHO-CH/I0BA CMBPT, HedaTaieH MUOKap/ieH HHPAPKT, HedaTaleH UHCYJIT WIH XOCTTUTAITM3aLIUS
[Mopajy 3acTOMHA Cbp/I€YHA HEAOCTATHYHOCT. HecToTrara Ha MbpBUYHATA KpalHa TOYKa € CXO/IHA B TPYIUTE HA
Teamucaprad (16,7%) u pamunpuia (16,5 %). KoepuureHTsT HAa pUCK 3a TEJIMUMCAPTaH CIPSIMO PaMHUIIPUII €
1,01 (97,5% JIU 0,93-1,10; p (He no-nowa eduxkacHoct) = 0,0019 npu rpanuua 1,13). [IpoueHTsbT Ha ciiyyaure
Ha CMBPTHOCT MOPaJM KakBaTo W Ja e npuyuHa € cboTBeTHO 11,6% m 11,8% cpen naumeHTUrTe, JieKyBaHu ¢
TEJIMUCApPTaH U PaMHUIIPHIL.

YCcTaHOBEHO €, Y€ TeIMUcapTaH UMa epEeKTUBHOCT, NOA00OHA HA paMUIIPUJI IPH MPEABAPUTETHO ONpeae/ieHa
BTOPHUYHA KpaiiHa TOYKA Ha CbPAEYHO-CBHI0BA CMBPT, He(daTalleH MUOKap/1eH HHPAPKT U HedaTaIeH HHCYJIT
10,99 (97,5% JIA 0,90-1,08), p (He no-nowa epukacHoct) = 0,0004], nbpBHuHaTa KpaiHa TOYKa B
pedepenTHoTO npoyuBaHe HOPE (The Heart Outcomes Prevention Evaluation Study) (Ilpoy4BaHne 3a olieHka
Ha Cbp/ICYHHUS U3X0/1 NMPHU NpodHUIaKTHKA), KOETO NMpoyuBa edeKkTa Ha paMHUIIPUJI CIIPsAMO 1u1aledo.

[IpoyuBaneTo TRANSCEND panpomMuzupa nauueHTH ¢ HermoHOCUMOCT KbM ACE-HHXUOUTOPH ChC CXOAHM
KpuTepuHM 3a BKIro4YBaHe Kato rnpoy4ysaHeto ONTARGET, na reamucapran 80 mg (n=2954) wnu maiedo
(n=2972), u aBara ce npuJjarar B JOITbJIHEHHE KbM CTAHAAPTHUTE rpvkH. CpeHaTa NpOoAb/HKUTEIHOCT Ha
rnpocJjieasaBase € 4 ronrMHu M 8 meceua. He ce ycraHoBsiIBa CTaTUCTHUYECKM 3HA4YMMa pa3jiMKa B 4eCTOTaTa Ha
[MbpBUYHATA KOMOMHHMpaHA KpaiHa TO4YKa (CbpAEYHO-CH/I0BA CMBPT, HE(aTa/IeH MMOKAPAEH UH(apPKT,
HedaTaleH HHCYAT WK XOCITUTAIM3aLMA MOpaM 3aCTOMHA Chbp/eyHa HeaocTaTb4HOCT) [15,7% B rpynara Ha
teamucaprtaH U 17,0% B rpynara Ha ruiauedo ¢ koepuumeHt Ha puck 0,92 (95% JIU 0,81-1,05; p=0,22)]. Uma
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JIAHHHM 34 110J13a Ha TeJIMUCApPTaH B CPaBHEHME C IJ1aLedo MpU npeiBapUuTETHO Olpe/ie/ieHaTa BTOpUYHa
KOMOMHHpaHa KpaitHa TOYKa Ha CbPAEYHO-CH/I0BA CMBPT, HE(aTaleH MHOKapAeH HH(PAPKT U HedaTalieH
uncyart [0,87 (95% M 0,76-1,00; p=0,048)]. Hama gaHHM 3a nosi3a rpu CbpACYHO-CH/10BaTa CMBPTHOCT
(koedunuent Ha puck 1,03, 95% /1A 0,85-1,24).

Kanuimia ¥ aHruoeiem ce cbhoOI11aBar [MO-pAJAKO IPH NMAUHUCHTH, JICKYBAHH C TCJIMUCAPTAH, OTKOJIKOTO IIpH
MalUEHTH, JICKYBAHH C PAMHUIIPHIL, 1O0KATO XHITOTOHHUA CC caoﬁmaﬂa [NO-4€CTO IPH TCJIMHUCAPTAH.

KomGuHKMpaHEeTO HA TEIMUCAPTaH C PAMHUIIPU/I HE YBEJIMYABa [10/13aTa CIIPAMO paMMIIPHIT WJIK TEJIMUCApTaH,
MPHUIOKEHH caMOCTOATENTHO. ChbpAeYHO-ChI0BATa CMBPTHOCT U CMBPTHOCTTA MOPAJAM KaKBaTO M [1a € MPUYHUHA
ca YMCJIEHO M0-BUCOKH INpH KOMOMHaluATa. B nonbiHeHHe, MMa 3HAYMTEITHO MO-BUCOKA YE€CTOTa Ha
XUIepKajineMus, 6bOpevHa HeJOCTaTbYHOCT, XUITOTOHUS U CHHKOI B rpynara ¢ kombuHauusTa. [Topaau tazu
MpUYMHA, eJIHOBpEMEeHHaTa ynorpeba Ha TeJIMMCApPTaH U PaMUIIPHUIT HE Ce NPEenopbyBa MPH Ta3u MOMyJialus.

B npoyuBaneTo ,,CxemMa 3a npeBeHIUs 3a epeKTUBHO M30sArBaHe Ha MOBTOPHU UHCYJITH (,,Prevention Regimen
For Effectively avoiding Second Strokes*, PRoOFESS) npu naunenTu Ha Bb3pacT 50 ¥ rnoseye rojiIMHU, KOUTO ca
peKapajii HACKOPO MHCYJIT, ce 3a0esif3Ba NMOBUILIEHA YECTOTA HA CEINCHUC NPH TEJIMUCAPTAH B CPABHEHHE C
niane6o, 0,70% cnpsamo 0,49% [Koedpuuuent Ha pucka 1,43 (95% nosepurenen unarepsan 1,00 —2,06)];
yecToTara Ha cJiydauTe ¢ darajieH Cencuc HapacTBa Nnpu nauueHTure, npuemainy reamucapra (0,33%) cnpsamo
nauueHTUTe Ha riauedo (0,16%) [KoedunmenT Ha pucka 2,07 (95% nosepurenien unrepsan 1,14 —3,76)].
Habnro1aBanara noBuilieHa 4Ye€CTOTa Ha CENCUC BbB BPpb3Ka ¢ ynorpedara Ha TeJIMUCApTaH MOXe Jia € ciiy4yalHa
Haxo0/1Ka WJIM Jia € CBbp3aHa ¢ MEXaHU3bM, KOHUTO 3acera € HEeIo3Har.

J[Be ronemu panpomusupadu koHTpoaupanu npoyusanus - ONTARGET (Ongoing Telmisartan Alone and in
combination with Ramipril Global Endpoint Trial) (Tekyiio rinobanHo uanureaHe 3a KpaiHU TOYKH Ha
TeJIMUCApTaH, caMocToATe/IHO U B KoMOMHauus ¢ pamunipwi) ¥ VA NEPHRON-D (The Veterans Affairs
Nephropathy in Diabetes) (KiimHu4HO npoy4BaHe CBbp3aHO C pa3BUTHE HA HeQponaTus Npu A4adbeT, NpoBeaeHO
oT MHUHHCTEPCTBO M0 BBIIPOCUTE HA BeTEepaHUTE) npoyuBaT ynorpedara Ha komOuHauusaTa ot ACE-unxuburop
1 airuoreHsuH Il peuenropen 610kep.

ONTARGET e npoyuBaHe, npoBe€HO MPH MALIMEHTH C aHAMHE3a 3a CbP/I€YHO-CH10BA UJIK MO3bYHO-Ch/10BA
OosiecT, HJIK 3axapeH auadeT THI 2, MPpUAPYKEHM C JaHHH 3a YBpeXkK/1aHe Ha e(heKTOpHHU OpraHu. 3a rno-
noapoOHa HH(pOpMaLIMA BHXKTE MO-rope rnoasarjiaBueTo ,,CbpaedHO-Ch/10Ba MpodHIaKTHKA .

VA NEPHRON-D e npoyuBaHe npH nauMeHTH CbC 3axapeH auader tun 2 U aMaberHa HedponaTus.

Te3u npoyuBaHus He MOKa3BaT 3Ha4uM OsiaronpuaTeH edekT BbpXy ObOpedyHuTe W/HUIKN ChbpAEHHO-ChAOBUTE
[MOCJIE/IMLIM H CMBPTHOCT, KaTO ChIEBPEMEHHO ca Hab/1101JaBaHU MOBUILIEH PUCK OT XUMNEPKATHEMHSA, OCTPO
yBpexaHe Ha Ob0peurTe W/ WM XUNOTOHUS B CpaBHEHUE ¢ MOHOTEepanusaTa. Karo ce umar npeiBua CXO/IHUTE
UM (hapMaKOJMHAMUYHHU CBOMCTBA, T€3U PE3Y/ITATH Ca MPUIOKUMH U 3a Apyru ACE-uHxuburopu u
anruoreHsuH Il peuenropHu Os10kepH.

ACE-unxuburopu u auruorensut Il peuenropuu 6s10kepu ciiegoBaTesIHO He TpsAOBa /1a ce U3I0J13BaT
€/IHOBPEMEHHO IPH MNalUEeHTH ¢ AuabeTHa HedponaTus.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints)
(KinimHM4HO npoy4BaHe, MPOBE/ICHO ¢ AJTMCKUPEH MPH MALMEHTH CbC 3aXapeH AWaldeT TUIM 2 ¢ U3MOoJI3BaHe Ha
Cbp/IEYHO-Ch/I0BU U OBOpeUHH 3a00/1IBaHUs KaTO KpalHHU TOYKHK) € NMpoy4YBaHe, NpeAHa3Ha4yeHo J1a U3CJ/ie/IBa
oJi3ara ot Jo0aBsHeTO HA ATUCKUPEH KbM cTaHaapTHa Tepanus ¢ ACE-unxuburop win anruorensus Il
peLenTopeH 6JIOKEp MpU MaUMEHTH CbC 3axXapeH AMadeT Tun 2 1 XpoHUYHO ObOpeyHOo 3a00.15BaHe, Chp/IeYHO-
CbA0BO 3a00nsBaHe WK M ABeTe. [IpoyuBaHeTO € npekpaTeHo MpexAeBPEMEHHO MOPa/IU MOBHUILIEH PUCK OT
HeOnaronpusaTHU nocieauun. Kakto cbpaedyHo-Cbh/10BaTa CMbPT, TAKa U MHCYJITHT Ca M10-4€CTH B rpynara Ha
AJTMCKUPEH, OTKOJIKOTO B I'pynara Ha ruiauebo, a npecTaB/isBalllUTEe MHTEPEC HeXelaHW CbOUTHA U CepUO3HH
HEXEJTaHU CLOUTHA (XUIEepKaTHEMUs, XUMOTOHUA U OBOpedHa aAMcyHKIHA) ce cboOlIaBarT no-4ecTo B rpyrnara
Ha aJIMCKMPEH, OTKOJIKOTO B rpynara Ha rnaneodo.

EnuaeMuoIordyHm npoy4BaHus MoKa3Bar, Ye NpOAb/DKUTETHOTO JICHEHHE ¢ XH/IPOXJIOPOTHA3H/1 HaMallsBa
PUCKa OT ChP/IEYHO-ChI0BA CMBbPTHOCT U 3a00/1€BAEMOCT.
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KbM MmoMeHTa edekTuTe Ha PUKCHpaHaTa 1030Ba KOMOMHALIMS TeJIMUCAPTaH/XHUIPOXJIOPOTHA3H]L BbPXY
CMBPTHOCTTA M ChP/JI€4YHO-ChA0BaTa 3a00JIeBa€MOCT HE Ca U3BECTHH.

HemenaHoMeH pak Ha Ko)Kara

Bb3 ocHOBa Ha HAJIMYHUTE JIaHHU OT €MUJIEMHOJIOTMYHH MTPOYYBaHUsA € HaOJr0JaBaHa 3aBUCHMMA OT
KyMyJlaTUBHaTa J103a Bpb3ka mexay XX'T3 u HMPK. Eano npoyuBaHe BiIrouBa romyJialuus, CbCTosLIa ce OT
71 533 cnyyau Ha BKK u 8 629 cnyyau Ha CKK, 1 nonynauus ot cbotBeTHO 1 430 833 1 172 462 noaxoasium
koHTpoJIK. Bucokara ynorpeda Ha XX T3 (kymyaatusHo >50 000 mg) e cebp3ana ¢ kopurupad OR 1,29 (95%
JIU: 1,23-1,35) 3a BKK u 3,98 (95% JIU: 3,68-4,31) 3a CKK. HabntonaBaHa e sicHa Bpb3Ka KyMyJlaTUBHA 103a-
orroBop KakTo 3a bKK, taka u 3a CKK. /Ipyro npoyusaHe noka3sa Bb3M0XHa Bpb3Ka MEX/1y paka Ha YCTHUTE
(CKK) u excriozunuara Ha XX'T3: 3a 633 ciiyyau Ha pak Ha YCTHUTE € 1noja0paHa nonyaauus ot 63 067
[MOJAXO/AAIIH KOHTPOJIU, KATO C€ U3MO0JI3Ba CTpaTerus 3a B3eMaHe Ha npoOu, ornpeaesieHa OT pyUcKa.
JleMoHCTpHpaHa € Bpb3Ka KyMyJlaTUBHA [103a-0TroBop ¢ kopurupad OR 2,1 (95% JH: 1,7-2,6), HapacTBaiu 1o
OR 3,9 (3,0-4,9) 3a Bucoka ynorpeda (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Hali-BMcOKaTa KyMyJlaTUBHA 11034 (~
100 000 mg) (Bx. cbio TO4Ka 4.4).

[leanaTpuyHa nomnyaanus
EBponeiickara areHuMs 110 JiekapcTara ocBoO0kK/1aBa OT 3a/b/DKEHHETO 3a MPEeJ0CTaBAHE Ha pe3yJITaTUTE OT

rnpoyuBaHusaTa ¢ TeiMucaprad/ XX T3 BbB BCHUKHU MOATrPYIH HA NEAMATPUYHATA TOIYJIAUMUSA [IPH XUIIEPTOHHUSA
(BXk. Touka 4.2 3a uHGOpMaLIMg OTHOCHO ynoTpeda B reMaTpusTa).

5.2 PapMaKOKHHETHYHH CBOHCTBA

EnHoBpemenHOTO npuiokeHre Ha XX T3 1 TeiMucapTad 1pu 3/1paBy J100pOBOJILM BEPOATHO HE MPOMEHS
(papMaKOKMHETHKATA HA KOATO U /1a € OT CbCTABKHUTE.

Abcopbuus

Teamucapran: [ITukoBUTE KOHLIEHTPALIMK HA TEJIMUCAPTaH ce rnocTurat B pamkure Ha 0,5 — 1,5 yaca cies
nepopasjieH npueM. A6co/oTHaTa OMOHATMYHOCT Ha TeaMucapTaH B 1034 40 mg u 160 mg e cborBeTHO 42% M
58%. XpaHara jieko CHHU>KaBa OMOHAJIMYHOCTTA HAa TEJIMMCApTaH, KaTo peJyKLusaTa Ha 00JiacTra o1 KpuBara
1a3meHa koHueHTpauusa-speMe (AUC) Ha tesimucapraH € oT 0K0J10 6% nipu j103a 40 mg u okoJ10 19% npu
no3a 160 mg. Tpu 4aca cnea nNpuioKeHHe MIa3MEeHUTE KOHLIEHTPALMK ca NoJ00HH, HE3aBUCUMO J1aIH
TEeJIMUCAPTaH € MPUJIOKEH Ha IJ1a/1HO WJIM ¢ XpaHa. He ce ouakBa cinabara peaykuus B AUC na npeu3Buka
HaMaJIsiBaHe Ha TepaneBTHYHaTa epukacHOCT. TeaMucapTaH He KyMyJiMpa 3Ha4YMTEHO B IU1a3Mara rnpu
MOBTOPHO MPHUIIOKEHHUE.

XuapoxJioporuasua: [ IMKoBUTE KOHUEHTPALIMHM HA XK/IPOXJIOPOTHA3K/I C€ MOCTHUIAT B PAMKHMTE HA
npubsuszurento 1,0 — 3,0 yaca cnea nepopasieH npueM Ha pUKCUpaHaTa 1030Ba KoMOMHalMg. AGcosoTHaTa
OMOHAJIMYHOCT, Oa3upaHa Ha KyMyJlaTUBHATa peHasiHa ekckpeuus Ha XX 13, e okono 60%.

Pasnpeaenenue
TenmucapraH ce cBbp3Ba B rojiiMa CTENEH € MIa3MEHUTE NPOTeHHHU (>99,5%), riiaBHo ¢ andymuH U andal

Kuce rimkonporerH. CpeaHuaTr obem Ha pasrpeaeneHue Ha teamucaprad e okoso S00 L, koero noka3sa
JOITJIHUTE/THO CBbP3BAHE C ThKAHHUTE.

XUApOXJI0pOTHA3H] ce CBbp3Ba B 64% ¢ ruia3aMeHUuTe NpOTEeMHHU U HEroBUAT 00em Ha pasnpezaeeHue e 0,8+0,3
L/kg

buorpanchopmanus

Tenmucapran ce MetaboiM3upa upe3 KOHIOrauus, kato oopasysa papMakoJIOrH4HO HEAKTUBEH
aUMJITTIOKOPYHHU . [JIIOKOPYHUABT HA OCHOBHOTO BELLECTBO € €/IMHCTBEHUAT METa0O0JINT, HACHTUDULIUPAH TPH
yoseka. Ciies1 e/IHOKpaTHa 103a OesisizaH ¢ pauoakTHBeH Bbrjiepo *C TejIMUcapTaH IIIIOKOPYHHIBT
npejacrasiisiea npubausurenHo 11% ot uzmepeHara pajiMOaKTUBHOCT B IU1a3Mara. M30€H3uMHTE HA LIUTOXPOM
P450 Hamat yyactue B MeTaboJiM3Ma Ha TEJIMMCApPTaH.

XuapoxJiopoTHa3Hu/1 He ce MeTaboIu3Uupa npu xopa.
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EJ1uMuUHHpaHe

Tenmucapran: Kakro cjie MHTpaBEHO3HO, Taka M CJie/l EpOpaIHO NnpuiokeHue Ha '*C-Oens3aH TeMUcapTaH,
Mo-rojisMara 4act OT npuerara j103a (>97%) ce enMMUHUpa ¢ U3NPAXKHEHUATA Ype3 OniiMapHa ekckpeuus. B
ypHHATa C€ OTKPUBAT CAMO HE3HAYMTEJIHU KOJIMYECTBA. TOTAHUAT U1a3MEH KJIIMPBHC HA TEJIMUCAPTaH Clie/]
nepopajiHo npuiioxkeHue € >1500 ml/min. TepMUHATTHUAT MOTY>KUMBOT Ha €IMMUHUpaHe € noseue ot 20 yaca.
XHUJIpOXJIOPOTHA3H]I C€ EKCKPETHpa U310 HernpoMmeHeH ¢ ypuHata. OkoJio 60% ot nepopaiiHara j103a ce
e/IMMHUHUpa HenpoMeHeHa 110 48 yaca. bropeunusaT kaupbHC € 0k010 250 — 300 ml/min. TepMuHanHUAT
[MOJIY>KMBOT Ha eiMMUHMpaHe € 10 — 15 yaca.

JIMHEMHOCT/HEJIUHEUHOCT

Tenmucapran: MapMakOKMHETHKATA HA OPAJTHO NPUJIOKEHHUS TEJIMUCApPTaH € HeJIMHeHHa B 1034 oT 20-160 mg,
C MO-TOJIAMO OT MPOINOPLUMOHAIIHOTO MOBUIIEHHE Ha ru1azmMeHuTe KoHUeHTpauuu (Cmax u AUC) npwu
[IOBUILIABAHE HA J103MUTE.

TenmucapraH He ce akyMyJiMpa B 3aHYMTEJIHA CTEIEH B [U1a3MaTa IpH MOBTAPALLO CE IPHIOKEHHE
XHUApOXJIOPOTHA3M/I NTOKA3Ba JIMHEeHHA hapMaKOKHHETHKA.

Dapmakokunemuxa npu CReYuaiHu NoOnyiayuu

Crapuyecka Bb3pacT
DapMakOKMHETHKATA Ha TEJIMMCAPTaH HE Ce pa3/ityaBa MEX/1y MalMeHTH B Hallpe/Hala Bb3pacT U Mo-MJ1aau

[MALUHCHTH.

[Ton
[Ipu keHH rIa3MEeHUTE KOHUEHTPALIMK Ha TeJIMUcapTaH OOMKHOBEHO ca 2 — 3 IIbTH MO-BUCOKH, OTKOJIKOTO IpH

Mbxe. B KJIMHHYHHUTE [Mpoy4BaHHUA obaue [IPH XKEHH HC CC Hﬂﬁﬂl‘ﬂ,ﬂﬂBﬂT 3HAYHUMO YBCJ/IMYCH OTIrOBOp Ha
KPBbBHOTO HAJIATAaHE WJIK HECCTOTATa HA OPTOCTATHYHA XHUIIOTOHHA. He ce Hanara MNpEeUMU3HUpPaHE HaA 103aTa. an
KCHH UMA TCHACHLIUA KbM I10-BHCOKH IU1Ia3MEHH HHUBA HA XH/IPOXJIOPOTHA3HU /], OTKOJIKOTO IIPpH MBXKEC. ToBa

obaue He ce cYMTa 3a KJIMHWYHO 3HAa4YMMO.

brOpeuHo yBpexaaHe

[To-HMCKM M1a3MeHH KOHLIEHTpallMK ca HalJ1io1aBaHy MPH MaLMEeHTH ¢ ObOpeyHa HEOCTATBLYHOCT, MOJUTI0XKEHH
Ha auanu3a. TeaMucapTaH ce CBbp3Ba BbB BUCOKA CTEIEH C IJIA3MEHUTE MPOTEUHU NPH MNalUMUEeHTH ¢ ObOpeuHa
HE0CTAaTbYHOCT U HE MOXKE J1a ObJIe OTCTpaHEeH 4pe3 AMayin3a. EMMMHUHALMOHHUAT MOJIY)KUBOT HE C€ ITPOMEHS
[pH nauuMeHTH ¢ OLOpeUHOo yBpex1aHe.

[Ipn naumenTH ¢ HapyweHn 0bLOpeyHu QYHKLMHU cTerneHTa Ha elluMuHUupade Ha XX'T3 e peayumupana. B eqHo
TUITHYHO MPOYYBaHe, BKJIIOYBALLO MALUMEHTH ChC CPeeH KPeaTUHHUHOB KJIMpbHC 90 ml/min, nosy>KMBOTHT Ha

enuMuHupare Ha XXT3 e oun yBeaunueH. [Ipu pyHkuMOHATHO aHEPPUUHHU MALIMEHTH TOJTYKHBOTHT Ha
€JIMMUHUpAHE € 0KOJIO 34 yaca.

YepHoapoOHO yBpex1aHe
dapMaKOKHHETHYHH NPOYYBAHUSA MTPH MALIMEHTH C YEPHOAPOOHO yBpexk/1aHE 10Ka3BaT MOBUILIABAHE HA
abcomoTHara OuoHanMuHocT A0 1oyt 100%. Ilpu nauueHT ¢ yepHOAPOOHO yBpeXkKIaHe MOJTYKUBOTHT Ha

eJIMMUHUPAHE HE € IPOMEHEH.

5.3 [IpeakTHHUYHM JaHHH 32 6e30maCHOCT

[Ipu npeakKIMHUYHHA NPOYUYBaHHUA 32 0€30MaCHOCT C €JHOBPEMEHHO NMpUIIoKeHHe Ha TesiMucapTad U XX T3 npu
HOPMOTEH3UBHH [UTbXOBE U KYy4€Ta, /1031, CPABHUMH C T€3U B KIIMHUYHHUS TepareBTUUYEH /JIHANa3oH He
npeau3BUKBaT eeKTH, paziIMyHU OT HaOIIO1aBaHUTE MPH CAMOCTOSTETHOTO MPUIOKEHHE HA JIBETE BEIIIECTBA.
Ha6ronaBaHuTe TOKCHKOJIOIHYHHA NPOMEHHM BEPOSTHO HAMAT OTHOLIIEHHWE KbM M3I10/I3BAHETO HA KOMOMHALMATA

TeJIMUCApTaH/ XUAPOXJIOPOTHA3K/1 3@ TEPANIEBTHYHHM LI€JIH [PH YOBEKA.
TOKCHUKOIOrHYHUTE HAXO/1KH, 100pe MO3HATH OT MNPEeIKIMHHYHUTE NMPOYyYBaHUSA HA HHXHOUTOPH Ha

aHI'MOTEH3UH KOHBEPTHUpAlUMs €H3UM U O10Kkepu Ha aHrvoTeH3uH Il peuenropure ca: HamansBaHe Ha
[IapaMETPHUTE HA YEPBEHUTE KPbBHU KJIETKH (EPUTPOLIMTH, XEMOIJIOOMH, XEMATOKPHT), MPOMEHH B ObLOpeyHara
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XeMO/IMHaMHKa (MOBMIIIEHO HUBO HA ypes H KpeaTHHHH B KPbBTA), NOBHIIIEHA AKTUBHOCT Ha IUIa3MEHUS PEHUH,
XUIepTpodus/Xunepruiazus Ha FKCTarJIoMepyJapHUTE KJIETKU U YBpeX/aHe Ha CTOMALLHATA JIMraBULA.
CToMallHH1TE JIE3UH Morart ja Obaar npeaoTBpaTeHH/OrpaHMYeHH Ype3 nepopasiHo 1o0bassaHe Ha GU3HOIOrHYEH
pa3TBOP U rPYIOBH XKUIKLIA 3a )XKMBOTHHUTE. [Ipu Kyuera ca HabmonaBanu 6b0peyHa TyOynapHa auiarauus U
atpodus. Cydra ce, 4e TE3U HAXO/IKH CE€ AbJDKAT Ha (PapMaKOJIOrHyHaTa akTHBHOCT Ha TEJIMHUCApPTaH.

He ca nHabiro1aBalu e(heKTH Ha TeIMUCAPTAH BbPXY MBXXKHS WJIM XXEHCKUS (DepTHIIMTET.

Hsma sscHu n1aHHM 3a TepaTtoreHeH ePeKT, BbIIPEKU TOBa [IPH TOKCHYHH /1030BHM HUBA Ha TEJIMUCApTaH €
HaOoaaBaH eeKkT BbpXYy MOCTHATA/IHOTO Pa3BUTHE HA ITIOTOMCTBOTO, KATO MO-HUCKO TEJIECHO TEIJIO U
3abaBeHO oTBapsiHe Ha ouuTe. Hama 1oka3aresicTBa 3a MyTar€éHHOCT M ChbOTBETHA KJIaCTON€HHA aKTUBHOCT Ha
TEJIMUCAPTAH MPH U3NUTBAHUA In Vitro U KAPUMHON€HHOCT MPH IUTbX0BE U MULLIKH. [IpoyuBanusara ¢ XX13
J1aBaT HECUT'YPHHU JIAaHHH 3@ FEHOTOKCHYHOCT MJIM KAPLMHOIN€HHH €EKTH IPHU HAKOU EKCTIEPUMEHTAIHU MOJIEIIH.

3a peTOTOKCHUYHHS MOTEHLMAJ Ha KOMOMHALMATA TEJIMUCAPTAH/XUAPOXJIOPOTHA3K/L BHKTE TOYKA 4.6.

6. OAPMAIEBTUYHU JAHHHA
6.1 CnucbK HA NIOMOUIHHUTE BelecTrsa

Maunurton (E421)

[ToBupon K25 (E1201)

Kpocnosunon (E1202)

Marnesues creapar (E470b)

MeriiyMuH

HatpueB xuapokcua (E524)

JlakTo3a MOHOXMApPAT

Mukpokpucrtaina uenynosa (£E460)

Xunpomesnosa (XHapoKcH-nponuameruialenysiosa) (E464)
HaTpueB HULLIECTEH INIMKOJIAT OT KapTo(dH (THIl A)
Yepsen xkeneseH okcua (E172)

6.2 HecbBMECTHMOCTH

Herpuioxumo.

6.3 Cpok Ha rogHoct

3 roavMHM

6.4 CnenHa/IHH YCJIOBHSl HA CbXPAHEHHE

To3u JICKAPCTBEH IMNMPOAYKT HE H3UCKBA CIICLHHUAJITHUA TEMIICPATYPHH YCIIOBHUA 34 CbXPAHCHHCE.
Jla CC CbXpaHsABaA B OpPUI'MHAJIHATA OIIAKOBKA, 34 Jid CC IIPC/AIAa3H1 OT BJlara U CBCT/IMHA.

6.5 J/lanuHu 32 onmakoBKara
Teamucarpan Xuapoxioporvasui TabjIeTKM ¢a ONakoBaHU B aJlyMHHHH/alyMHUHHUI OJ1MCTEpH.

OnakoBku: baucrep cwe 7, 10,14, 28, 28x1, 30, 30x1, 50, 56, 84 , 90,90x1, 98,100, 112, 126, 140,
154,168,182,196 TabneTkwu.

He BcHuku BMIOBE OMAKOBKM MOrar jia ObaT nycHaTH B npojiaxoa.

6.6 CneunnajHu npeana3sHd MEPKH NPH H3XBbpJisiHe
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Hama cnierimaiHu M3UCKBaAHUA.
Heusnon3BaHuAT JIeKapCcTBEH NMPOAYKT WK OTNAABYHUTE MaTEpHaIM OT HEro TpsAOBa 1a C€ U3XBBLPJIAT B

CBOTBETCTBHC C MCCTHHUHTC H3UCKBAHHA.

7. IMPUTEXATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA
CODAPMA A/l

yJ1. Unuencko woce 16,
1220 Codus, buiarapus

8. HOMEP(A) HA PASPEILNEHHUETO 3A YIIOTPEBA

Peructpaumonen Ne: 20130288

9. JATA HA ITbPBO PAZPEIIABAHE/INIOJHOBSIBAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

JlaTa Ha nbpBo paspewaBane: 01.10.2013
JlaTa Ha mepBo noaHossBaxe: 04.07.2019

10. HATA HA AKTYAILBUPAHE HA TEKCTA

Mapt 2026

[lonpobHa uHpopMauMs 3a TOBA JIEKAPCTBO € npeaocraBeHa Ha yed caira Ha lloapoOna mHdopmauus 3a
TOBa JIEKAPCTBO € NpeaocTaBeHa Ha yeO calra Ha M3nbiaHuTenHa areHuUMs Mo JekapcrBara, yeOcair:

www.bda.bg.
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