HPNJIOKEHMUE I

KPATKA XAPAKTEPUCTHUKA HA ITIPOAYKTA



1. HNME HA JIEKAPCTBEHUS TIPOAYKT

Tolura 40 mg TabneTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika tabneTka chappika 40 mg TenmMucapTaH.

ITomoIIHY BelecTBa C U3BECTHO JCHCTBHE:
Bceska tabnerka chabpka 149,8 mg copourton (E420) u 57 mg nakro3sa.

3a ITBJIHMS CIMCHK Ha MTOMOIIHHUTE BEIIECTBA, BIDKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA
Tabmerka.

40 mg: O6enu 10 oYTH OENTv, TBOMHOU3IMBKHAIHN, OBATHU TA0JIECTKH

4. KJIMHUYHU JAHHHU

4.1 TepaneBTUYHHM MOKA3AHUSA

XunepToHus
Jleuenne Ha eceHIIMAIHA XUTIEPTOHUS IPU BH3PACTHH.

ChbpJIeYHOCHI0BA IPOPHIAKTHKA

HamassiBate Ha ChpaeYHOCHI0BATA 3200JIEBACMOCT TIPH BB3PACTHH C:

- U3sBEHA aTePOTPOMOOTHYHA ChPACYHOCHIOBA OOJIECT (aHAMHE3a 3a KOpOHapHa O0JIeCT Ha
CHPIIETO, MO3bUCH HHCYIIT WK TIepr(EePHO apTepHaTHO 3a00IIIBaHE) HiTH

- 3axapeH AuadeT TUIM 2 ¢ YCTAHOBEHO YBPEKAaHE HA KPAHHUTE PHUIICTHA OPTaHH.

4.2 Jlo3upoBKAa U HAYMH HA NPUJIOKEHHE

ﬂ O3UPOBKaA

JledeHue Ha eceHIMaIHA XUIIEePTOHUS

OO6ukHOBeHO edekTuBHATA J03a € 40 mg BeAHbXK THEBHO. HIKOM ManueHT Morar Jia ce MOBIHSAT
JIOPH | OT JHEBHA 7032 oT 20 mg. B ciiyyaunTe, B KOUTO HE CE MOCTHTA JKEJIAHOTO KPBBHO HAJATaHE,
Jl03aTa Ha TeJIMHCapTaH MOXe Jia ObJie TIOBUIIICHa MaKCUMaITHO 710 80 mg BeaHbx THEBHO. KaTo
aITepHATUBA, TEJIMUCAPTaH MOXKe Aa ObJie Mpuilaral B KOMOUHAINA C IUYPETHIIH OT THA3UAEH THII
KaTO XUJIPOXJIOPTHA3HUI, C KOWTO AOIIBIHUTEIHO Ce MMOHMKaBa KpbBHOTO Hajsrane. [Ipu pemenue 3a
MOBHIIIABaHE HA J103aTa, TPsAOBa Jla ce uMa MpelBU/I, Ye MAaKCUMAITHUST aHTUXUTIEPTEH3UBEH e(heKT ce
JIOCTHTa B paMKUTE Ha 4 10 8 ceAMUIIM CIie/] HAYaI0TO Ha JIeYeHHeTo (BXK. Touka 5.1).

C’I)DIIC'-IHOCT)IIOBa HDO(bHHaKTHKa

IIpenopbuBanata no3a € 80 mg Bequbk AHEBHO. He € u3BecTHO Aanu no-Hucku 1o3u or 80 mg
TEIMHCApTaH ca epeKTUBHHU 32 HaMaJIsIBaHe Ha ChPJEYHOCHI0BA 3200JI€BaeMOCT.

I1pu 3anouBaHe Ha JeYEHHE C TEIMHUCAPTaH 33 HAMaJIIBaHE Ha ChPAEYHOCHI0BA 3a00I€BAEMOCT Ce
Ipenopb4Ba BHUMATEIHO NPOCIIEAIBaHE HA KPBBHOTO HAJIATAHE U KO CE Hajlara, KOpUrupaHe Ha
JIeKapCTBaTa, KOUTO MOHMWKABaT KPBBHOTO HAJATAHE.



Cneyuannu nonyrayuu:

IManmenTtu ¢ 060peYHO YBpEXKIAHE

Hanmden e orpaHideH ONWT IIPU MAIMEHTH ¢ TEKKU HApYIIeHNS Ha ObOpeYHaTa QyHKIUS WIH Ha
xemonuanusa. I1pu Te3u marueHTH ce mpenopbyBa Mo-HUCKa HadanHa 103a oT 20 mg (BX. Touka 4.4).
[pn manmeHTH ¢ J€KO 0 CPEAHO TEXKKO OBOPEUHO yBpeXkIaHEe HE ce Hajlara MpoMsIHa B JO3MPOBKATa.

IlanuenTu ¢ '-ICDHOI[DO6HO YBPECKAAHC

Tolura e mpoTHBOMOKa3aH NMPHU MAMEHTH C TEKKO YEPHOAPOOHO yBpexkIaHe (Bx. Touka 4.3).
[Ipu manuenTy ¢ JIeKo 0 CPeTHO TeXKKO YePHOAPOOHO YBpEkKIaHe JO3UPOBKATa HE TPsOBa 1a
HajBumasa 40 mg BENHBXK JHEBHO (BXK. ToUka 4.4).

IlanMeHTH B cTapyecka Bb3PacT

He e HeoOX01MO KOpUTHPAHE Ha J103aTa IPH MAalMEeHTH B CTap4yecka Bh3pacT.

Tleouampuuna nonyrayus

BbesonacnocTra u eduxacnocrra Ha Tolura mpu Jena u OHOIIM Ha BB3pacT noj 18 roauHu He ca
YCTaHOBCHH.

HanuunauTte moHacTosIIEM TaHHHU ca ONKCAaHU B TOUKU 5.1 1 5.2, HO nmpenopbKU 3a JO3UPOBKA HE

MOXKCEC Ja 6’I)Z[aT HaIrpaBCHU.

Hauux Ha npuioxxeHue

TabneTkute TeMMHUCAPTAH ca MPEIHA3HAYCHHU 3a TIEPOPAITHO MPHIIOKEHHUE BEJHBXK THEBHO U TPsiOBa Ja
ce IpueMar ¢ TeIHOCT, ChC WK 0e3 XpaHa.

Ilpeonasznu mepiu, koumo mpsbea 0a 0voam 83emu npeou paboma Uil NPUILONHCeHUe Ha
JleKapcmeeHust npooyKm.

Tenmucapran TpsOBa 1a ce CbXpaHsiBa B 3all€YaTaHUs OJIHUCTED, TOPaIH XUTPOCKOIIMIHUTE CBOMCTBA
Ha Ta0neTkute. TabneTkure TpsAOBa Jla ce U3BaXAaT OT OJrcTepa HEMOCPEACTBEHO MPean yroTpeda
(Bk. TOUuKa 6.6).

Tolura TabneTkn He Morar Aa ObJaT pa3ieNsHu, CIeA0BATEHO TE HE ca MOAXO AN 32 IPUIIOKEHUE
MIpY MALUEHTH, KOUTO €€ HYKIasAT OT Jo3a oT 20 mg TeIMHUCapTaH 3a JICYeHUE Ha XUIIEPTOHUS U 3a
MAIMEeHTH C T&KKO ObOPEYHO YBPEKIaHE WIIM XeMOIUaIN3a. 32 Te3 MallUeHTH ca HATMYHH
€KBUBAJICHTHU NPOAYKTH ChC ChIATa AKTHBHA CHCTaBKA.

4.3 IIporuBonoka3zanus

- CBpBX4yBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO WJIM KbM HAKOE OT TIOMOII[HUTE BEIIECTBA,
n30poeHu B Touka 6.1.

- Bropu u Tpetu TpuMecThp Ha OpeMeHHOCTTa (BXK. TOUKH 4.4 1 4.6).

- OO6cTpyKTHUBHU 3a00JIABaHUS HA HITBYHUTE THTHUILA.

- Texko 4epHOAPOOHO YBpEXKIAHE.

EnnoBpemennata ynotpeba Ha Tolura ¢ anmickupeH-ChAbPIKaIIN IPOAYKTH € MPOTUBOIIOKa3aHa Mpu
TAIMEHTH ChC 3axapeH quabeT unm 6s6peuno yspexaane (GFR < 60 ml/min/1,73 m?) (. Touka 4.5
us.1).

4.4 CheuunaJjHu npeaynpe:xjaeHus M NpeanasHu MepKH Ipu ynorpedoa

Bbpemennoct



He tps6Ba ma ce 3anmouBa npreM Ha aHTHOTEeH3UH 11 perenTopHn aHTarOHNUCTH 1O BpeMe Ha
OpeMenHoCT. [lanneHTKITe, KOUTO IUIAaHUPAT OPEMEHHOCT, TPsI0Ba Jla MPEMUHAT KbM JITEPHATUBHO
AHTUXUIIEPTEH3UBHO JICUEHHUE C yCTAaHOBEH MPOo( T Ha 6€301MacHOCT IpH yIoTpeda 1Mo BpeMe Ha
OpeMeHHOCT, OCBEH aKo Ce CUUTa, 4e € OT 0cOOeHa BaXKHOCT Ja Ce MPOIBIDKH JICUSHUETO C
anruoTeHsuH Il perenTopHn aHTaroOHNCTH. AKO € IHarHOCTHIpaHa OPEeMEHHOCT, JIEYEHUETO C
aHrunorensuH Il penentopHu aHTaroHNCTH TPsIOBA HE3a0aBHO Ja Ob/Ie MPEYCTAHOBEHO U aKo €
MOAXOIAIIO Jia ObJIe 3aTI0YHATO ANTEPHATHBHO JeueHue (BX. Touku 4.3 u 4.6).

YepHoapoOHO YBpEKIAHE

Tolura He Tp6Ba Ja ce mpuJara Npy MalMeHTH C X0JIecTasa, C KIbYHU OOCTPYKTUBHU HApYIICHUS
WJIH TEXXKO YepHOAPOOHO yBpexaaHe (Bxk. Touka 4.3), Thi KaTo MO-ToJIIMaTa 4acT OT TeJIMHUCApTaH ce
eJIMMHHUpA upe3 KIbukara. [Ipu Te3n nanueHTy MoXke Aa ce 04aKBa HaMalleH YepHOAPOOEH KIMPBHC
Ha Tenmucapral. Tolura TpsOBa a ce nmpuiara BHUMATEITHO IIPH MAIMEHTH C JIEKH JI0 CPETHO TEXKKH
HapyUIeHUs B YepHOIpoOHaTa (QyHKIIHS.

PeHoBackyjapHa XUIEPTOHUS

Koraro marueHTH chCc cTeHO3a Ha IBeTe OBOPEUHH apTEPHUX HITH CTEHO3a HA apTepUATa KbM CTUHIUCH
¢yHKuHOHHMpaI 6BO0pEK ca JEKYBaHH C JEKapCTBa, MOBIUSIBAIIN CHCTEMAaTa PeHUH-aHTHOTCH3UH-
aITOCTEPOH CHINECTBYBA TOBUIIICH PUCK OT TEKKA XUITOTOHHS U OBOpeUHa HEJJOCTATHYHOCT.

Br0peuno yBpexaane U 0L0pedHa TpaHCILIAHTALIS

Koraro ce m3non3a Tolura mpu nanuenTy ¢ HapymeHa 6p0pedHa (QYHKITHS, Ce IPETophuBa
HEPHOIMYHO MOHUTOPUPAHE Ha KaJlus U CEPyMHOTO HUBO Ha KpeaTHHHHA. HsiMa moctaThyHO HaHHM
10 OTHOIIEHHE Ha MPIJIOKEHHeTo Ha Tolura mpy marenTH, mpeThpIenn Hackopo Ob0pedHa
TpaHCIUIAHTALHA.

BbTpechaoBa XUIIOBOIEMUS

CumnroMaTHYHa XUTIOTOHHS, 0OCOOEHO cliest bpBata 1o3a Tolura Moxke /1a ce HaOoAaBa pH
MAIKMEHTH ¢ HaMaJieH 00eM W/UITM HATpUeB AeQUIMT IPU MOIIHA TUYPETHYHA Teparus, JHeTa ¢
OTpaHMYeHO MpHUeMaHe Ha COJl, IMapHs WM MoBpbInaHe. TaknBa chCTOSIHUSA TpsiOBa 1a Obaat
KOpUTHpaHU npeau npuiokenne Ha Tolura. HamanerusT o6em u/unu HaTpueBUAT aeuumt TpsoBa na
Obae KopUrHpaH npean nprioxenue Ha Tolura.

JIBoliHO OJIOKHMpaHe Ha pEHUH aHTMOTEH3HH -aiocTteponoBara cucrema (PAAC)

Wma nannawm, e eqHoBpeMenHarta ynotpeda Ha ACE naxuburopn, anrnorensut llI-penentopan
OJIOKepH WM aTMCKUPEH MOBUIIaBA PHCKA OT XUITOTOHMUS, XUIIEpKaINeMHs U HaMaJIsiBaHe Ha
O0bOpedHara GyHKIUS (BKIIOYHTEIHO ocTpa Ob0peyHa HemocTaThaHOCT). [lopanu ToBa He ce
npenopwyBa 1BoiHO O61okupaHe Ha PAAC upe3 komOuHupanara ynorpeba Ha ACE naxuburopwy,
aHrroTeH3uH lI-perentopHu OJIOKepH WK aJIUCKUpEH (BX. Touku 4.5 u 5.1).

AKO ce IIpelieHH, Ye TeparnusiTa ¢ TBOWHO OJI0KHpaHe € abCOIOTHO HEOOX0MMa, TOBa TpsiOBa a
CTaBa caMo O] HAOIIOICHUETO Ha CIICHUAIUCT U IPU Y€CTO BHUMATEIHO MOHUTOPUPAHE Ha
O0bOpeuHaTa QyHKIHNS, €TEKTPOIUTHTE U KPHBHOTO HAJIATAHE.

ACE uHXuOUTOpH U aHTHOTeH3UH [I-perientopHu 6J10KepH He TpAOBa Ja ce U3MOoJI3BAT €ITHOBPEMEHHO
MIpH TIAIIMEHTH ¢ Arna0eTHa HedpormaTusl.

I[DVFPI ChCTOAHUA CHC CTUMYJIAIIWA Ha CUCTEMATAa PCHUH-AHT'MOTCH3HH-AJIIOCTCPOH

[Ipu marnmeHTH, YMTO BaCKyJIapeH TOHYC U 0bOpedHa (pyHKIHS 3aBUCAT OCHOBHO OT aKTHBHOCTTA Ha
CHUCTEeMaTa PEHUH-aHTHOTCH3UH-AIIOCTEPOH (HApUMep MAMEHTH C TeXKa 3aCTOMHHA ChpAeYHa
HEJIOCTaThYHOCT MJTU CHIIECTBYBAINO OHOpEeYHO 3a00JIIBaHe, BKIFOUNTEIIHO M CTeHO3a Ha ObOpeyHara
apTepus), ICUCHUETO C JICKAPCTBEHHU MPOYKTH, KOUTO MOBIUSIBAT Ta3U CHCTEMA, KaTO TEJIMUCAPTAH,



MPEIN3BUKBA OCTPA XUIIOTOHUS, XUIIEPA30TEMUS], OJIUTYPHS WIIH PSIIKO OCTpa ObOpedHa
HEJIOCTaTHYHOCT (BXK. Touka 4.8).

IIspBHUYCH AIIOCTEPOHUZHM

HaL[I/IeHTI/I C I'bPBUYCH AJIJOCTCPOHNUIBM 11O MPUHIIUIL HAMA Ja pearnpat Ha aHTUXUTICPTCH3UBHU
JIeKapCTBEHH MPOAYKTH, ACHCTBAIIM Ype3 HHXUOUPaHe Ha CUCTeMAaTa peHHH-aHrHoTeH3uH. [Topaan
TOBA, yroTpebara Ha TEIMHUCAPTaH He Ce PEeNnopbhYBa.

CreHo3a Ha a0pTHATA ¥ MUTpaIHa Kiiana, O6CTDVKTI/IBHa XI/IHCDTDOd)I/I‘IHa KapaAuOMHOIIaTHA

KakTo npu Ipyrute Ba30MIaTaTOPH, CICIIHATHO BHUMAaHUE ¢ HEOOXOMMO TPH MallMEHTH, CTPaIaIly
OT A0PTHA WJIM MUTPAJTHA CTEHO3a MJIM 0OCTPYKTUBHA XUTIEPTPOPUIHA KAPTHOMHUOTIATHSL.

[TamuenTH ¢ III/Ia6eT, JICKYBAHH C MHCYJIMH HUJIN aHTI/I,Z[I/Ia6€THI/I JICKapCTBa

HpI/I TE3U MAIMUCHTHU MOXXE 1a HACTHIIN XUITOTJIMKEMUS ITPU JICUCHUC C TCIIMHUCApTaH. 3aTOBa, IIpr TE3U
ManyuCHTHU TpH6Ba Ja cc OOMHCIIH CHOTBETHO MpoCICAABaHC Ha KPbBHATA 3aXap U MOKE Jia CC HAJIOXKHU
KOpUTUpaHC Ha J03aTa Ha MHCYJIMHA WA aHTI/IZ[I/Ia6eTHI/ITC JICKapCTBCHA, KOIraTo € IMMOKa3aHo.

XunepkaaueMus

YnorpebaTa Ha JIeKapCTBEHHU MPOTYKTH, KOUTO MOBIUABAT CUCTEMAaTa PeHUH-aHTHOTEH3HH-
aJIOCTEPOH MOXKE J1a OBENE A0 XUIEPKATUEMUSI.

XunepkaaueMusaTa Moxe Jia ObJie ¢ (paTaneH U3Xo Py MallHeHTH B HAITpeIHAIa Bh3PACT, IIPH
MaIUeHTH ¢ ObOpeUHa HeJJOCTATHYHOCT, TIPH TIAIIMESHTH ¢ Jua0eT, IPH NMaIlMeHTH, JICKYBaH!
€IHOBPEMEHHO U C APYTH JIEKaPCTBEHU MPOYKTH, KOUTO MOTAaT Jia IOBUILIAT HUBATA HA Kalus W/WiIn
TP TAIIUEHTH C TIPUIPYKABAIIN CHCTOSHHUSL.

[penu na ce B3eMe penicHUe 3a eTHOBPEMEHHO MPUIIOKEHUE HA JICKAPCTBEHH MPOIYKTH, KOUTO
MOBJIMSBAT CUCTEMATa PEHUH-aHTHOTEH3HH-aJIJOCTEPOH, TPs0Ba a ce MpeLeHN ChOTHOLICHHETO
1oJ3a/ pUCK.

OcHOBHHUTE PUCKOBH (HAaKTOPH 32 Bh3HUKBAHE HAa XHUIICPKAIUEMHUSI, KOUTO TPsIOBa /1a Ce B3eMAaT MO

BHUMaHHUE ca:

- 3axapeH auader, ObOpEUHO YBpEKAaHe, Bb3pacT (>70 ToauHN).

- KomOunaIms ¢ euH Wik moBede JeKapCTBEHH MPOIYKTH, KOUTO MOBIHUIBAT CHCTEMAaTa PEHUH-
AHTUOTEH3WH-aJIOCTEPOH ¥/ KAINEBH N00AaBKH. JIeKapCTBEHU MPOAYKTH WITH TEPATICBTUIHN
IPYIH HA JIEKApCTBEHU IIPOJYKTH, KOUTO MOraT J1a IPEIN3BUKAT XUIIEPKAITUEMUS Ca COIIEBU
3aMECTUTEIH, ChIbPIKAIIY KaJuid, KaJlni-chXpansBaimy quypetund, ACE naxuburopu,
aHruoTeH3uH 11 penenTopHN aHTArOHUCTH, HECTEPOUIHU IPOTHBOBB3MATIUTEIIHI CPEICTBA
(HCTIBC Britountenno cenektuBHE COX -2 HUHXUOUTOPH), XeTIapHH, HMyHOCYTIPECOPH
(IMKIIOCTIOPYH WITH TAKPOJIUMYC) H TPUMETOIIPHM.

- WHTepKypeHTHH CHOUTHUS U TIO-CICIMAITHO ASXUpATUPaHE, OCTPa ChpcUHa JCKOMIICH AL,
MeTabOIUTHA alK03a, BIoIIeHa Ob0peuHa (yHKIKs, BHE3aITHO BJIOMIaBaHe Ha OBOPEUIHOTO
cheTosiHYE (HanmpuMep HH(EKIMO3HU 3a00JIBaHus ), KIETHYHO JIM3UPaHe (HallpuMep ocTpa
UCXeMHS Ha KpalHUKa, padIoOMUOIM3a, OOMIMPHA TpaBMa).

[Ipu pucKOBHU MAITUEHTH C€ MPENOopPbUBa BHUMATEITHO MOHUTOPHPaHEe Ha cepyMHUS Kanui (Bx. Touka
4.5).

CopOuTon

ToBa nexapcTBo chabpxa 149,8 mg copOUTON BBB BCsika TabIeTKa.



Tps6Ba ga ce UMa NpeABUA AAUTUBHUAT €(EKT Ha CHITBTCTBAILO MPUIATaHU IPOAYKTH, ChIbPKAIIH
copouton (niau GpyKTo3a), KAKTO ¥ XPAHUTEITHUST IPUEM Ha COPOUTON (MIH PPYyKTO3a).
ChappKaHUETO HA COPOUTOIN B JIEKAPCTBEHU MPOIYKTH 33 IEPOPATHO MPIIIOKEHIE MOXKE /1a TIOBIIHSC
OMOHANNYHOCTTA Ha JPYTH JIEKapCTBECHU MPOIYKTH 3a NEPOPaTHO MPUIIOKEHUE, KOUTO CE Mpuiarar
CBITBTCTBALIO.

[TanmenTu ¢ HacleaCTBEHA HEMOHOCUMOCT KbM (pykTo3a (HFI) He TpsiOBa na npuemar/moaydaBaT
TO3H JIEKAPCTBEH IPOIYKT.

JlakTo3a
Tolura TabieTkn chabpxkKa HakTo3a. [1alUeHTH ¢ peKu HACIEACTBEHH POOIEMH Ha HETIOHOCUMOCT
KBM TaJIaKTO03a, ITBJICH JaKTa3eH AC(UINT HIIH TIIFOKO30-TalaKTO3Ha MaJlabcopOIus He TpsOBa J1a

npuemar Tolura.

ETHnyecku paznnuus

Kakro e HabmromaBaHo npu HHXHOUTOPUTE HA AaHTHOTCH3WH KOHBEPTHPAIIHS SH3UM, TEIMUACAPTAH
JpYyTUTE aHTHOTEH3MH 11 perenTopHr aHTarOHUCTH ca OYEBHUIAHO MO-MAJKO C(PCKTUBHU B
MMOHWKaBaHETO Ha KPbBHOTO HaJIiTaHe IIPU XOpa OT YepHaTa paca, OTKOJIKOTO IIPU APYTUTE pacH,
BEPOATHO MOPaJX MO-4YECTOTO CPELIaHe B UepHaTa IoIyJIalysl Ha HICKO PEHHHOBO HUBO C IIPOSIBU Ha
XUIIEPTOHUSL.

KakTo nipu 1pyru aHTUXUTIEPTEH3UBHU areHTH, eKCIIECHBHATA PEAYKIIHS HA KPHbBHOTO HAJISTaHE MPU
MAIUEeHTH C UCXEMUYHA KapAUOMAaTUs WM HCXEMUYHO KapIMOBAacKyJIapHO 3a00JsIBaHe MOXKE J1a
JIOBEJIE 0 MUOKap/IeH HH(PAPKT WIA UHCYIIT.

4.5 B3aumopeiicTBue ¢ IPYrd JieKAPCTBEHHU NPOAYKTH U Apyru ¢gopMu Ha B3auMojelicTBIe

ﬂ HUIOKCHUH

IIpu eqHOBpEMeHHa ynoTpeOa Ha TeJIMUCApTaH C JUTOKCUH ce HabJI01aBa yMEPEHO MTOBUIIIABAHE HA
nukoBaTa (49%) u Ha Haii-HucKkaTa (20%) nna3MeHa KOHLEHTalus Ha AMrokcuH. lpu 3anouBane,
KOpHUTHpaHe Ha J]03aTa WK CTIMpaHe Ha JICUCHHETO C TeIMHCapTaH, TpsiOBa 1a ce HaOII0aBaT HUBATa
Ha JIMTOKCHH, 3a J1a c€ MO AbPKaT B TEPalleBTUUHUS HHTEPBaJl.

KakTo 1 gpyrute nekapcTBeH! NPOIYKTH, KOUTO MOBIUSABAT CUCTEMAaTa PEHHUH-aHTHOTEH3UH-
aIIOCTEPOH, TEIMUCAPTAaH MOXKE Jia MpeAN3BUKa XuTiepranuemus (BxK. Touka 4.4). To3u puck Moxe 1a
CE YBEJIMYH B CIy4ail Ha KOMOMHHUPAHO JISYCHHUE C JPYTH JIEKAPCTBEHU MPOLYKTH, KOUTO CHIIIO MOTaT
Jia IpeIM3BUKAT XUIIEpKAIMEMUs (COJIEBH 3aMECTUTEINH, ChABPKAIIN Kalui, Kalui-ChXpaHsIBalln
muypetuita, ACE naxubutopu, anruoTeH3uH 11 pernenTopHu aHTarOHUCTH, HECTEPOUTHH
npotuBoBb3nainutennu cpeactsa (HCIIBC BrmountenHo cenekTuBHU COX -2 nHXUOUTOPN),
XeTapuH, UMYHOCYIIPECOPH (IIUKIOCTIOPHH HITN TAKPOIUMYC) U TPUMETOIIPHM).

BB3HuKBaHETO Ha XUMIEPKAIMEMHS 3aBICH OT CBBP3aHUTE C TOBA PUCKOBH (pakTopu. PHCKBT ce
MOBHINIABA TIPH TIO-TOPE MMOCOYCHUTE JIeueOHH KOMOUHAMK. PUCKBT € 0cOOEHO BUCOK IPH
KOMOWHAIUS ¢ KAIUH- ChXpaHsBAIIX JUYPETUIM U KOTaTO ce KOMOMHHUPA ChC COJICBH 3aMECTUTEIIH,
chIbpxamy kamid. Hampumep npu komOuHaius ¢ ACE uaxuburopu uimu HCIIBC pucksT e mo-
MaJTbK, [IPU YCJIOBHE Y€ CTPUKTHO CE CIIa3BaT MPEIIIa3HUTE MEPKHU IIPH yrmoTpeoda.

EOH06peMeHHOm0 NpUodCeHUue He ce npenopvieda C

Kanuii-chXpaHsBaiy JUyPETULN WIH KATHEBH 2[0621131(14

AnrnorensuH Il penenTopHUTE aHTAarOHNUCTH, KAKBEBTO € TEIIMICAPTaH, HAMAJIABAT 3ary0ara Ha Kallui,
KOSITO Ce MPHUIU3BUKBA OT quypeTuiiuTe. Kanuii-cbxpaHsaBaluTe THyPETHIIA KaTO CTUPHUHOIAKTOH,



CIUICPCHOH, TPHAMTEPEH WIIM aMIJIOPHT, KAJTMEBUTE JOOABKU MIIM COJIEBUTE 3aMECTUTENH,
ChIbpXKAILM KaJIU{ Morar Ja JOBeJaT 10 3HaUUMO MOBUILIABaHE HAa CEPyMHHUSA KaJauid. AKO
€THOBPEMEHHOTO NPHIJIOKEHHUE € TI0KA3aHOo ITOpaii YCTAHOBEHA XHUITOKATIHEMIL, TO TpsiOBa 1a ce
W3BBPILBA C MOBUIIEHO BHUMAaHKE U TPSAOBa YECTO J1a C€ MOHUTOPUPA CEPYMHUS KaIHi.

Jlutu

[To Bpeme Ha eTHOBPEMEHHO TPUIIOKEHUE HA JINTHH ¢ MHXUOUTOPY Ha aHTHOTCH3MH KOHBEPTHUPAIIIHS
€H3UM U ¢ aHTnoTeH3uH |1 penenTtopHr aHTaroHUCTH, BKJIFOUUTETHO TEIMHUCAPTaH, ca Ha0IIoJaBaH!
00paTUMO MOBUIIIEHUE HA CEPYMHUTE JJUTUEBU KOHIICHTPAIIUH U NIPOSBU Ha TOKCHYHOCT. AKO Ta3H
KOMOMHAIUS € He00X0AMMa, ce IPernopbuBa BHUMATEIHO MOHUTOPUPAaHe HAa CEpPYMHUTE HUBA Ha
JINTHA.

EaHoneMeHHOWIO NPUTIOHCEHUE USUCKBA NOBUULEHO 6HUMAHUE NPU

HecrepouHy OpOoTUBOBB3NAIMTEIHN IEKAPCTBEHU IPOAYKTH

HCTIBC (T.e. aneTuacanuIiioBa KUCEIHHA B MPOTOBOBB3NaIuTeHN 1031, COX -2 HHXHOUTOPH U
uecenektuBHE HCIIBC) Morar 1a HaMansT aHTHXUIIEPTEH3UBHUS epekT Ha aHrnoTeH3uH 11
pelenTopHUTe aHTaroHucTH. [Ipy HAKOM MalUeHTH ¢ HapylieHa Ob0pedHa GyHKIUs (HarpuMep
JexuApaTUpaHy MalUeHTH WK MalMeHTH B HalpeaHala Bb3pacT ¢ HapylieHa 0b0peuHa GpyHKIus)
€THOBPEMEHHOTO TIPHUJIOKEHIE Ha aHTHOTeH3HH 11 penenTopHu aHTaroHUCTH U JIEKapCTBEHU
MPOAYKTH, KOUTO HHXUOHUPAT LIMKIIO-OKCUTeHA3aTa MOXe J]a TIOBEJIE 10 [TO-HATATHIIHO BIOIIABAHE HA
O0BOpeuHaTa PyHKIHS, BKIIIOYHTEIHO € BE3MOXHA OCTpa ObOpedHa HeIOCTATHIHOCT, KOSITO
o0uKHOBEeHO ¢ oOparuMa. [1o Tasu mpuyrHa, KOMOWHaIKATA TPSAOBA a ObJIe pUIIaraHa ¢ IOBUIIICHO
BHUMaHHUE, 0COOCHO IIPU MALUCHTH B CTapuecKa Bh3pacT. [lanmentuTe TpsOBa ga ObAaT ageKBaTHO
XUJIPaTHPaHU U J1a ObJie ipociieAsiBaHa Ob0peyHaTa M (QyHKIUSA B HAYaJIOTO Ha KOMOUHHPAHOTO
JIeYeHUE U TIEPUOIUYHO CIIe] TOBA.

B enno npoyyBaHe e THOBPEMEHHOTO MpHUJIaraHe Ha TSIMUCAPTAH U PAMUIIPHUIT € JIOBEJIO JI0 TOKaYBaHe
Ha AUC.24 U Ciax Ha paMHIIPHIT ¥ paMHUIIPUIIAT 110 2,5 mbTH. KuHUYHATa 3HAYMMOCT Ha TOBa

HAOJIIOLECHUE HE € U3BECTHA.

Juyperniy (THa3HIHA WU GDI/IMKOBI/I JUYPETUIIN)

[Ipenmecrnaria Tepanus ¢ BUCOKH JJO3U JUYPETULH KaTo QpypocemMusl (OpUMKOB AUYPETHK) U
XHIPOXJIOPOTHA3H] (THA3HUICH IUYPETHK) MOXKE J]a JJOBE/IE 10 HaMaJeH 00eM Ha IMPKyJIupanara
KPBB M PUCK OT Bb3HUKBAHE HA XUTIOTOHHUS IIPU 3all0YBaHE HA JIEYCHUE C TeIIMUCAPTaH.

Tpsabea ca ce 63eme no0d HUMAHUE NPU OHOBPEMEHHO NPULOICEHUE

Jpyru aHTHXHOEPTEH3UBHU JIEKAPCTBEHU MMPOIYKTH

XUMOTEH3UBHUA (KT Ha TEIMICApTaH MOXKE Jla C€ MOBUIIN IPH SAHOBPEMEHHOTO IPHIIIOKCHHUE C
JpyTY aHTUXUIIEPTEH3UBHHU JIEKAPCTBEHU IIPOAYKTH.

JlaHHU OT KIMHWYHY [IPOYYBAHUS [10KA3BaT, 4 ABOMHOTO ONOKMpaHe HA PEHWH aHTHOTEH3HH
angoctrepoHoBara cuctema (PAAC) upe3 komOunmpanara ynorpeba Ha ACE naxuburopw,
aHrnoTeH3uH ll-penentopHnu GiIOKepH WM aJMCKUPEH CE CBBP3Ba C IIO-BICOKA YECTOTA HA HEXKETAHH
CHOHTHS, KATO HAIIPUMEP XUIIOTOHUS, XUIIEPKATMEMUS U HaMalsBaHe Ha ObOpedHaTa (hyHKIHS
(BKITFOUHMTEINTHO OcTpa ObOpeYHa HEOCTATHYHOCT), B CPaBHEHHE C YIIOTpebaTa caMo Ha eHO
cpexctBo, neicrBamo Bepxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

B3 ocHOBa Ha (PapMaKOIIOTMYHUTE UM CBOWCTBA € Bb3MOXKHO JIa C€ OYaKBa, Ye CIICIHUTE
JICKAPCTBEHH MPOIYKTH MOTAT JIa MOBUIIIAT XUIIOTCH3UBHUS €()eKT HA BCHUKU aHTUXUTICPTCH3UBHU
CPEICTBa, BKIIOYHTEITHO TeJIMHCApTaH: 0akiodeH, aMu(OCTHH.



Ca1io Taka, OpTOCTaTUYHATAa XMIIOTOHUS MOKE J1a ObJie 3aCHIICHA OT aJIkoXoJ, 6apOuTyparHy,
HAapKOTUYHHU BEILECTBA WM AHTHICIPECAHTH.

KopTukocrepouau (CI/ICTCMHO HDI/IJ'IO)KGHI/IC)

HamansBane Ha aHTUXUIICPTEH3UBHUS €(DEKT.
4.6 DepTuinTeT, OPEeMEHHOCT H KbpPMeEHe

Bbpemennoct

He ce npenoppuBa ynorpebara Ha aHTHOTEH3MH 1] penienTopHr aHTarOHUCTH MPe3 TEPBUS TPUMECTHP
Ha OpeMeHHOCTTa (BXK. Touka 4.4). YrnoTpebara Ha aHTHOTeH3HH 1l peenTopHr aHTarOHUCTH €
MMPOTHBOITOKA3aHa MPe3 BTOPHS U TPETHsI TPHMECThP Ha OpeMeHHOCTTa (BK. TOUKHU 4.3 u 4.4).

Hsma nocrarbuno nannu 3a ynorpebdara Ha Tolura npu 6pemennu sxeHu. [IpoyuBaHusTa nmpu
HMBOTHU IOKa3BaT PEMPOTYyKTUBHA TOKCUYHOCT (BX. TOUka 5.3).

EnmneMuonorudHuTe JaHHU 3a PUCKa OT TepaTOreHHOCT el ekcrio3uiusa Ha ACE naxubutopu npes
IIbPBHS TPUMECTBP Ha OPEMEHHOCTTA He ca yoenuTeHu. Bee mak, He MoKe J1a ce M3KITI0YH ¢1a0o
MOBUIIIaBaHE Ha pucKa. J[okaTo HsIMa KOHTPOJIMPAHH €THIEMHUOJIOTHYHY JJAHHU 332 PUCKA TIPH
ynotpeba Ha anruoTeH3uH Il perienTopHU aHTarOHUCTH, CXOTHH PUCKOBE MOTAT Jia ChIIECTBYBAT U
TIPY TO3M KJIac JiekapcTBa. [[alneHTKUTE, KOUTO IJIaHUPAT OpEMEHHOCT, TpSI0Ba J1a MpeMUHAT KbM
ANTEPHATUBHO aHTHXUIIEPTEH3UBHO JICYCHHUE C YCTAHOBEH Mpo(dniI Ha 6€30MacHOCT MpH yrnoTpeda mo
BpeMe Ha OpPEMEHHOCT, OCBEH aKO CE€ CUMTA, 4€ € OT 0COOeHa BAXKHOCT J1a C€ TIPOIBIIKH JICUSHUETO C
aHrnoTeH3uH I penenTopHy aHTarOHUCTU. AKO € THarHOCTUIIMpaHa OPEeMEHHOCT, JISYEHUETO C
aHruoTeH3uH Il penenTopHr aHTaroHUCTH TPAOBa He3a0aBHO Jja ObJie MPEyCTaHOBEHO U aKo €
MTOIXOJISAIIO J1a ObJIe 3aTI0YHATO AITEPHATHBHO JICUCHHE.

YCTaHOBEHO €, Ye eKCIIO3ULMATa Ha aHTMOTeH3HH 1] pelenTopHr aHTaroHUCTH MIPe3 BTOPUSA U TPETHS
TPUMECTBP Ha OPEeMEHHOCTTA MPEIU3BUKBA (DETOTOKCHYHOCT IpH Xopa (TIoHmkeHa 0b0pedHa
(YHKIMS, OJTMTOXUIPAMHHUOH, 3a0aBeHa YepenHa ocH(HKaIH) 1 HeOHaTalHa TOKCHYHOCT (ObOpeyHa
HEJOCTaThYHOCT, XUITOTOHHMSI, XHIIEpKaTneMust) (BX. ToUka 5.3).

[IpenopwuBa ce ynTpa3sBYKOB Nperiiea Ha ObOpeuHaTa (PyHKIMS U Yepena, ako HaCThIIM CKCIIO3UIIUS
Ha aHTHOTeH3MH ] perenTopHr aHTarOHNUCTH TIPe3 BTOPHS TPUMECTHP Ha OPEMEHHOCTTA U CJIC]] TOBA.
HoBoponenure, 4niiTo Maifku ca mpreMalid aHTHOTeH3HH 11 perenTopHy aHTaroHUCTH, TpsiOBa 1a
OblIaT BHUMATETHO HAOJI0/IaBaHU 33 HAJIM4YWe HA XUTIOTOHUS (BXK. TOUkH 4.3 u 4.4).

Kspmene
Twit kKaTo HAMA JaHHHU OTHOCHO ynoTpebata Ha Tolura B mepuosa Ha kbpMeHe, Tolura He ce
IPENopbYBa, a CE MPEANOUNTAT ANTEPHATUBHYU JICUECHHS C N0-100pe yCTaHOBEH Npodui Ha

0€30MMacHOCT B MepHO/ia Ha KbPMEHe, 0COOCHO NMPH KbPMEHE Ha HOBOPOJICHO HJIH TPEKICBPEMEHHO
pozeHo nere.

Peprunurer

B npeaxnuanYHN poyuBaHMs He ca HabmronaBanu edextu Ha Tolura BEpPXyY (epTHINTETa HA MBKKH
U JK€HCKU UHJUBU]IH.

4.7 EdexTn BbpXy cnoco0HOCTTA 32 modupaHe 1 padoTa ¢ MAIIUHH

Korato ce modupa mmu paboTu ¢ MamMHu TpsiOBa fa ce UMa MPEBHI, Y€ IPU aHTHXHUIICPTCH3MBHA
Tepamnus kaTo Tolura, Makap M psiIKo, MOTaT Jia ce MPOSIBAT 3aMaliBaHe MM ChHIIMBOCT.

4.8 HexeJaHHU JeKapCTBEeHU PeaKHH




Kparko usnoxxenue Ha npoduia Ha 6€30IaCHOCT

Cepro3HUTE HeXeNlaH! JICKAPCTBEHH PEAaKIMH BKIIOYBAT aHA(PHIAKTUYHN PEaKIIUU ¥ aHTHOSIEM,
KOUTO MOXe J1a HacThIAT psiako (>1/10 000 mo <1/1 000), u octpa 6BO0peuHa HEAOCTATHUYHOCT.

UYecToTaTa Ha HEXEJAHNUTE JIEKAPCTBECHU PEaKINH, ChOOICHU TIPH yIoTpeda Ha TeIMUCAPTAaH €
cpaBHIMA ¢ TuIane6o (41,4 % crpsimo 43,9 %) npu miane60-KOHTPOIMPAHU IPOYIBAHUS TIPH
MAIUCHTH, JIEKyBaHH 3a XuriepToHus. CiydanTe Ha MPOSBEHU HEXeNaH! JICKApCTBECHH PEAKINH HE ca
CBBP3aHU C 03aTa U He NIOKa3BaT 3aBUCUMOCT OT I10J1a, Bh3pacTTa UK pacara Ha MallUeHTHUTe.
[podmrsT Ha Oe30mMacHOCT Ha TEMMICAPTaH MIPU ITAIUCHTH, JIGKyBaHH 32 HaMaJsIBaHE Ha
CBPJIEUHOCHI0BATA 3200I€BAEMOCT, € CXOJIEH C TO3H, HAaOMI0JaBaH MU MAIIUEHTH C XUIIEPTOHUS.

[IpencraBennTe MoO-107y HEXETAHU PEAKIIUH, OTPA3siBaT PE3YIATATUTE OT KOHTPOJIUPAHU KIMHUIHH
MPOYYBAHUS TPU MAIUEHTH, IEKYBAHU 33 XUIIEPTOHUS U OT MIOCTMAPKETHHTOBU CHOOIIICHHUS.
CIUCHKBT, CHIIO TaKa, OTPa3siBa CEPUO3HH HEXKEJIAHW PEaKIUU M HeXXEJIaHH PEaKIIUHU, BOACIIH JI0
MpeKpaTsBaHe Ha JICYEHUETO, ChbOOIIEHH B TPU ABITOCPOYHH KIMHUYHU MPOYYBaHUs, BKIOUBay 21
642 manyeHTH, JISKyBaHH ¢ TeJIMHCAPTaH 33 HaMaJsiBaHEe Ha ChPJICYHOCHAOBATA 3a00JIeBaeMOCT 32
TIEPUOT IO IIECT TOJNHH.

KpaTtko nsnoxeHne Ha HEXXEJTaHUTE JICKAPCTBEHU PeaKIuy B Ta0IMYeH d)ODMaT

Hesxenanure eKapCTBEHH PEaKIMU Ca KATETOPU3UPAHH CIIOPE Y€CTOTaTa, KaTo € M3MOI3BaHa
cnenHara kiacudukanus: MHoro yectu (>1/10), wectu (=1/100 no <1/10), neuectu (=1/1 000 mo
<1/100), penxu (=1/10 000 mo <1/1 000), muaoTO peaxu (<1/10 000).

[Ipu Bcako rpynupane B 3aBUCUMOCT OT YECTOTATa, HeXeJIaHUTE JIEKApCTBEHH PEeaKIUU ce n30posiBaT
B HU3XOJSIII PEJI IO OTHOIIIEHUE Ha TEXKECTTA.

Wudpexnnn u nadecTanun

HEYECTH! Wndexnns Ha ypuHAPHUS TPAKT, BKIIOYATEITHO IUCTHUT, HHPEKINS HA
TOPHUS PECIIUPATOPEH TPAKT, BKIFOUUTEITHO (PAPUHTHUT U CHHYHT
peaxu: Cericuc BKIIOYUTENHO ¢ (haTajieH u3xXon'

Hapymenns Ha xpBpBTa U TUM(pHATA CHCTEMA
HEYECTU: AHnemus
penku: Eo3uno¢unus, TpoMOOLUTONIEHUS

Hapymenus Ha UMyHHaTa cucTeMa
peaxu: AHaQUIAKTUYIHA PEaKUHUs, CBPBXIYBCTBUTEITHOCT

Hapymienus na Mmetabonu3Ma 1 XpaHEHETO
HEYECTH: XurnepKaaneMmus
penku: Xunornukemus (MpH MaueHTy, O0JIHU OT 1uaber)

Ilcuxyuynu HapyleHUs
HEYeCTH: bescbHue, nenpecus
penku: BbesnoxkoiictBo

Hapyienus Ha HepBHATa cucTeMa
HEYECTH: CuHkon
Penku: CBHHIMBOCT

Hapymienus Ha ounte
penku: Hapymeno 3penne

Hapymenns Ha yxoTo 1 1abupuHTa
HEYECTU: Bepruro



CobpledHu HapyLIEHHS
HEUYECTH: bpanuxapaus
penKu: Taxukapaus

Cpa0BU HapyLIeHUS
HEYEeCTH: XUIOTOHUS®, OPTOCTATHYHA XHUITOTOHHS

PecniupaTopHu, rpbIHA U MEIHACTUHAIIHU HAPYIICHUS
HEYECTH: JlucmHes, Kanuiiia
Msoro peaxu: HWurepctuimanua 6enoapodna Gomecr *

CToManTHO-4YpeBHU HAPYIICHUS
HEYECTH: AGnomuHaIHA 00NKa, AUAPHS, AUCTICTICHS, (IATyICHIINS, TIOBPBIIaHe
penKu: CyxoTa B ycraTa, CTOMAaIIeH TUCKOM(pOPT, TUCTCY3HS

Xenato-OmnrapHy HApyIICHAS
peaxu: AGHOpMHA YepHOAPO6HA (YHKIHA/9epPHOAPOOHO HAPYIIEeHHE

Hapymienust Ha Ko)kaTa M IMOJIKO’KHATA ThKaH

HEYECTH: [pypuryc, xunepxuaposa, oOpus

pEenKH: Anruoenem (cpIIo 1 ¢ haTaJgeH u3Xo[), eK3eMa, epuTeMa, ypTUKapHs,
JIEeKapCTBEH 0OpUB, TOKCUYCH KOKEH 0OpUB

Hapy1enust Ha MyCKyJIHO-CKeJleTHaTa CUCTeMa U ChbeMHUTEIHATA ThKaH

HEYECTH: Boska B rep0a (Hamp. Ummac), MyCKyJIHH CITa3MH, MUAJITHS

PeaKH: Aptpanrus, 00jKa B KpaHUK, OOJKH B CYyXOKHIHATA
(TeHIMHUTOIIOTOOHN CHMITTOMU)

Hapymenns na 650penute ¥ MMKOYHUTE ITHTHINA
HEYCCTH: brOpeuno yBpexxaaHe, BKIFOUUTEIHO ocTpa Ob0pedHa

HEIOCTAaTBbYHOCT

OO0 HapymieHus 1 e()EeKTH Ha MACTOTO Ha MPUIIOKCHHE

HEYECTH: Bonka B rpwpaHMs Ko1II, acTeHus (caabocr)

penxu: I'punonoso6HO 3a60msiBaHE

WN3cnensanus

HEYCCTH: [oBuIlleH KpeaTHHHUH B KPHBTa

penKH: [ToHmkeH XeMOTI00HH, IOBUIIICHA TMKOYHA KUCEINHA B KPBBTA,
MOBHUIIIEHHW YE€PHOIPOOHH €H3MMH, ITOBHIIIEHA KpeaTHH (ochoKnHa3a
B KPBbBTA

1,2,3,4: 32 TOIBJIHUTEIIHO OMMCAHUE, MOJIS BIDKTE MONTOYKA Onucanue Ha u30paHu Hejlceianu
pearkyuu

Omnuncanne Ha 30paHy HEXKEIAHN pEaKIINI

Cercuc

B npoyuBanero PROFESS e HaOmioaBaHa moBHIIIeHa Y€CTOTa Ha CETICUC IIPH TeJIMUCAPTaH B
cpaBHeHHe ¢ m1ane6o. ChOMTHETO MOKe Aa € ClydaifHa HaXOAKa WM 1a € CBbP3aHO C HETIO3HAT A0
MOMEHTa MEXaHU3BM (BXK. Touka 5.1).

XUNOTOHUS

Ta3u HexenaHa JCKapCTBCHA PEaKIUs € ChOOIIeHA KaTo YeCTa, P MAMEHTH ¢ KOHTPOJIUPAHO
KPBBHO HaJISITaHE, KOUTO Ca JICKYBaHH C TSIIMUCAPTAH 32 HaMaJIsiBaHEe Ha ChPACYHOCHI0BATA
3a00JICBAEMOCT, B IOITBJIHCHUE KbM CTAHIAPTHUTE TPUKH.
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AOHOpMHA yepHOAPOOHA (QYHKIM/IEPHOAPOOHO HAPYIIICHHUE

IToBeueTo cinyyan Ha aOHOPMHA YepHOAPOOHA (PYHKIHS/UEPHOAPOOHO HAPYIIICHUE OT IMOCT-
MapKETUHTOBUS OIUT C TeIMHICAPTaH HACTBIIBAT IPHU MAMEHTH OT SIMOHCKU Tpomn3xo. [Ipu marmentu
OT SMTOHCKH IIPOM3XO0JI CHIIIECTBYBA IO-TOJISIMA BEPOSATHOCT 32 Pa3BUTHE HA TE3W HEIKEITAHU PEAKIUH.

UurepcTunmanga 6enoapooHa doect
Crydan Ha MHTEpCTUIMATHA OenoipoOHa 60JIecT ca IOKIaJABaHH OT MOCT-MapKETHHTOBHSI OITUT, BHB
BpB3Ka C IpreMa Ha TenMucapTad. [[prauHHO-CIIeICTBEHHA Bph3Ka 00aue He € YCTaHOBEHA.

Cro0111aBase Ha MOJI03UPAHN HEKEIAHH PEAKITHN

Cpo01IaBaHeTo Ha MMOI03UPAHU HEXKENaH! PeakIuy Clie/l pa3pelaBaHe 3a yrnorpeda Ha JIeKapCTBeHUS
MPOAYKT € BaXKHO. TOBa MO3BOJISBA J1a TIPOIBIDKH HAOIIOACHUETO Ha CHOTHOMIICHUETO TI03a/PUCK 32
JieKapcTBeHHs MPOAYKT. OT MEAUIIMHCKUTE CIIEIUAIICTH Ce U3MCKBA J]a ChOOIIaBaT BCAKA
oT03MpaHa HeXKeJlaHa peakIys Ype3 HallMOHAIHA CHCTEMa 3a ChoOIaBaHe, mocoueHa B [prnoxenue
V.

4.9 Ilpeno3upane
C’I)H_IGCTBYBa OrpaHnicHa I/IH(bOpMaIH/ISI MO0 OTHOLICHUE Ha MPEA03UPAHETO MPHU XOpa.

Cumnromu: Haii-uzsiBeHure MMpOABU Ha MPEAO3UPAHE C TCIIMUCAPTAH Ca XUIIOTOHUSA U TaXUKApPAUWs, a
CBIIIO Ce ChOOIABaT M OpaauKap/Ius, 3aMasHOCT, TIOBHILIABaHE HA CEPYMHHMSI KpEaTHHUH M OCTpa
O0BOpeYHa HeIOCTaTHYHOCT.

Jleuenwe: TemmucapTan He ce OTAES pU xemoauanu3a. [larmuenTsT TpsiOBa 1a 6bJc BHUMATEITHO
Ha0JI0/1aBaH U JICUEHUETO TPsiOBa Ja ObJe CUMIITOMATHYHO U MOAABpKaIio. OBIasiBaHETO 3aBUCH OT
BpPEMETO Ha MIPUEMaHe Ha MPOAYKTa U TEKECTTa HA CUMITOMHUTE. [IpenoppunTeTHuTE MEPKHI
BKJTIOYBAT MPEIU3BUKBAHE HAa IOBPBIIAHE U/WIIM CTOMAITHA TPOMUBKA. [IpuiiaraneTo Ha aKTUBEH
BBIVICH MOJKE Jla IOTIPUHECE TIPH JICUSHUE Ha MTpeIo3upaHeTo. HeoOXoaumMo e decTo mpocieasiBaHe Ha
CEpYMHHTE €JICKTPOJIUTH U KpeaTuHHH. [Ipy MosBa Ha XUITIOTOHWSI, TAIIMEHTHT TPsOBa 11a ObIe
MTOCTAaBEH B JIETHAJIO IO IPh0 TMOJI0KEeHNE U OBP30 J1a ce MPHIIOKAT COJIEBH U 00EMHH 3aMECTHTEIIH.

5. ®APMAKOJOI'MYHU CBOVMCTBA
5.1 ®apmMakoaMHAMHYHH CBOIICTBa
®apmakoTepaneBTuuHa rpyna: AuruotensuH Il antaronuct, camoctostento, ATC kox: CO9CAO07

MexaHu3bM Ha ACUCTBHE

TenMucapTan e mepopaiHO aKTHUBEH M crielii(uyeH aHrnoTeH3uH 11 perenTopeH aHTaroHucT (THIT
AT})). Toii u3MecTBa ¢ MHOTO BHCOK a(pHUTET aHTHOTECH3HH 1] OT HErOBOTO MSICTO HA CBBHP3BAaHE B
AT petienTopHUS MOATHUII, KOUTO € OTTOBOPEH 32 U3BECTHUTE JCUCTBUS HAa aHTHOTeH3UH II.
TenMucapTan HAMa JOPU U YaCTUYHA arOHUCTUYHA aKTUBHOCT cripsimo AT, penenrtopa. Tenmucapran
ce CBbp3Ba cenekTuBHO ¢ AT perentopa. CBBp3BaHETO € MPOABDKATETHO. TeIMucapTan He TToKa3Ba
aUHUTET KBbM JPYTH perenTopH, BKmounTenHo AT, u apyru mo-cnabo xapaktepusupanu AT-
penenTopu. OyHKIIMOHATIHATA POJIS HA TE3U PEIIENITOPU HE € U3BECTHA, HE € U3BECTEH U e()eKTa Ha
TAXHATa Bb3MOXKHA CBPBXCTUMYJIAIMS OT aHrHOTeH3uH 11, uniiTo HUBA ca MOBUILIEHU OT TEJIMUCAPTAaH.
HuBara Ha mima3MeHus alIoCTepOH ca MOHIKEHHU OT TeIMUcapTaH. TelMucapTad He MHXHOUpa
YOBEIKHS IUIa3MEH PEHHUH U He OJIOKUpa HOHHWTE KaHaw. TenMucapTan He HHXHOMpPA aHTHOTEH3NH
KOHBEpTHUpalIus eH3uM (kuHuHa3a 1), eH3uMbT, KOITO ChIlo pasrpaxkiaa OpaaukuHuHa. [Topaan ToBa
HE ce OYaKBa J1a TIOTCHIHpPa OpaJuKHHUH-METUUPAHNTE HEXKEITaH! JIEKAPCTBCHU PEAKITHH.
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IIpu xopa po3ara oT 80 mg TenMuCcapTaH MOYTH U3LLUI0 MHXUOUPA NPETU3BUKAHOTO OT AHTHOTCH3UH
Il moBuIIaBaHe Ha KPBEBHOTO HansArane. MHXUOUTOPHUAT eheKT ce moaabppxa Hax 24 yaca, KaTo Bce
olle MOXe Jia ObJle yCTaHOBEH 110 48 Jaca.

Kanangna CSIQI/IKaCHOCT 1 0€30MacHOCT

JledueHne Ha eCEHIMATHA XHUITEPTOHHS

Crnen npusiaraHe Ha ITbpBaTa Ji03a TEIMUCApTaH ce Ha0JIro/1aBa TIOCTETICHHO IT0sIBa Ha
AHTUXHIIEPTEH3MBHA aKTUBHOCT B PAMKUTE HA 3 yaca. MakcuMaiHaTa peIyKius Ha KPbBHOTO
HaJsITaHe Ce IOCTHUra HAIIBJIHO B paMKHTE Ha 4 M0 § ceMUIIN ClIel HAa4alloTO Ha JICYCHHETO U Ce
MOJIbPIKa Ype3 NPOIBIDKUTETHA Tepartusl.

Cren npuemMaHe Ha J103aTa aHTUXUIICPTEH3UBHUAT e(heKT mepcucTupa moseue ot 24 vaca, KaTo
BKITIOYBA ¥ MOCIICIHUTE 4 Yaca MpeIu CIEABAIOTO MPIIIOKEHUE, KAKTO TIOKa3BaT aMOyIaTOpHHUTE
U3MEepBaHHs Ha KPHBHOTO HaisiraHe. ToBa € MOTBBbP/ICHO U OT ChOTHOILICHUETO MUHIUMAITHH KbM
MaKCHUMAaJIHU KOHLEHTPAINH, KOeTo € mocTostHHO Haj 80 % cien npuem Ha 103u oT 40 1 80 mg
TEIMUCAPTAH NPH [U1a1e00 KOHTPOJIUPAHH KIMHUYHU [IPOYYBAHUSL.

Hanmre e oueBuiHa TeHISHINS 32 BPb3Ka MEKIY 103aTa M BPEMETO Ha BH3CTAHOBIBAHETO HA
0a3aJIHOTO CUCTOIHO KpbBHO Hassirane (SBP). B ToBa oTHOIICHHE TaHHUTE 33 AMACTOITHO KPBBHO
Haysrane (DBP) ca HemocTosHHM.

IIpu nanueHTy ¢ XUNepTOHUs TEAMHUCApPTaH PEAyLUpa U CUCTOJIHOTO U IUACTOJIHOTO KPBBHO
HaJsraHe 0e3 J1a MOBIHsIBA MyJIcoBaTa yectora. Hamnauero Ha MUypeTHYeH U HATPUYPETHUCH eeKT,
KOITO J1a IOIpUHECE 32 XUIIOTEH3UBHATa aKTUBHOCT Ha JIEKAPCTBEHUS NIPOLYKT BCE OLIE HE €
JIOKa3aHO. AHTHXUIIEPTECH3UBHATA €(PUKACHOCT HA TEIIMUCAPTAH € CPAaBHUMA C Ta3W Ha MPOIYKTH,
MIPEICTaBUTENN Ha APYTH KIACOBE aHTUXUIIEPTCH3UBHH JICKAPCTBCHH POAYKTH (YCTAHOBEHA IIPH
KJIMHUYHYU U3MUTBAHUs, CPaBHBAILY TEIMUCAPTaH C aMJIOJUIIMH, aT€HOJION, CHAJIAIIPUII,
XUAPOXJIOPTHA3U U TU3UHOIIPUIT).

ITpu BHE3aMHO NPEeKbCBaHE HA JICYCHUETO C TEIMUCAPTAaH KPHBHOTO HAJISTAHE MOCTENIEHHO Ce BPbIA
JI0 CTOWHOCTHUTE MPETU JISYSHUETO, 32 MIEPHOJI OT HAKOJIKO JIHU 0e3 JaHHU 3a peOayHI XUIIePTOHHUS.

CnyanTe Ha CyXa KallllInIa ¢a 3HAYUTCIITHO II0-MaJIKO IIPU MalfUCHTHU, TPETUPAHU C TCIMHUCApPTaH,
OTKOJIKOTO ITPU TaKKWBa, HAa KOUTO Ca JJaBaHU I/IHXI/I6I/ITOpI/I Ha aHT'MOTCH3WH KOHBEPTUPpALIUA €CH3UM B
KIIMHAYHU NPOYYBaHWA, JUPCKTHO CpaBHABAIIN ABCTC aHTUXUIICPTCH3UBHU JICUCHU.

ChpaeyHocha0Ba IPOGUIAKTHKA

ONTARGET (IIpoabmkaBanio ¥ B MOMEHTA TII00aJTHO TIPOYYBaHE HA TEIMHCAPTAaH CAMOCTOSTEITHO U
B KOMOMHAIIMA C paMUIPHII C KpaifHa TOUKa) CpaBHIBA e(EKTUTE HA TeIMUCAPTAH, PAMUIIPIII U
KOMOHMHAIUATA OT TEIMUCAPTaH U PaMUIIPUI BbPXY ChPACUYHOCHAOBUTE pe3yaTaTu rnpu 25 620
MAlUEeHTH Ha Bb3pacT 55 TOAUHN WX 1T0-BB3PACTHHU C aHAMHE3a 3a KOPOHApHA apTepHaliHa OoJecT,
MO3BYEH MHCYIT, IPEXOAEH UCXEMUUEH MIPUCTBII, NEpUPEPHO apTepUATHO 3a00IIIBaHE WIN 3aXapeH
IrabeT THII 2, CHITBTCTBAH C JAHHM 32 yBPEX/aHEe Ha OPTaHNUTE (KaTO PETHHOINATHS, TeBOKaMepHa
XUNEPTPOGHsL, MAKPO- UM MUKPOATOYMUHYPHS ), KOUTO Ca MOMYJIAIUs ¢ PUCK OT Bh3HUKBAHE Ha
CHPJCYHOCHIOBH HHINACHTH.

[NanmenTHTe ca paHIOMU3UPAHH KBM €HA OT CICIHUTE TPU TPYIH Ha JiedeHue: Tenmucaprad 80 mg
(n=8 542), pamumpun 10 mg (n=8 576) wim koMOUHAIMsITa OT TenMucaptad 80 mg U paMUTIPHIT
10 mg (n=8 502), ¢ mocienBamio CpeaHo BpeMe Ha mpociensBane 4,5 TOJ1HH.

TenmucapTan oKa3Ba CXOJCH e(eKT C paMUIIPHII IIPH HaMaJsIBaHE HA ITbPBUYHATA ChCTaBHA KpaifHa
TOYKa OT ChPJIEYHOCHI0BA CMBPT, HedaTajaeH HHPAPKT Ha MUOKap/a, He(aTaleH MO3b4YeH HHCYIT
WM XOCTIUTAJIN3anus TOPaaH 3acTOiHA Chp/IeUHA HEOCTaThUHOCT. YecToTaTa Ha MBPBUYHATA
KpaiiHa TOUKa € CXOJHA B IpynuTe Ha TenMucapTat (16,7%) u pamunpun (16,5%). KoeduineHTsT Ha
pHCK 3a TeamucapTal crnpsamo pamumpui e 1,01 (97,5% AU 0,93 — 1,10; p (ue no-ronsma
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e¢puxacroct) = 0,0019 npu rpanuna 1,13). [IponeHTHT Ha ciIydanTe Ha CMBPTHOCT 10 BCSKA IPUYNHA
e cpoTBeTHO 11,6% u 11,8% cpen nmauueHTUTe, IEKyBaHU C TEIMHUCAPTaH U PAMHUIIPHIL

YcTaHoBeHO €, ye e(heKTUBHOCTTA Ha TeIMUCAPTAH € CXOJIHA C Ta3u Ha PAMUIIPUII NIPH MIPEIBAPUTEITHO
oTIpejieNieHaTa BTOPHYHA KpaliHa TOUKa OT ChPIEYHOCHI0BA CMBPT, HedaTaneH HHPAPKT Ha MHOKapaa
u Hearanen mo3pueH uHcyaT [0,99 (97,5% AU 0,90 — 1,08; p (ae no-ronsma epukacHoCT) =
0,0004)], mepBruHaTa KpaitHa Touka B pedepentHoTo npoyuBane HOPE (IIpoyuBane 3a orenka Ha
ChPJCYHUTE PE3YIATATH TPU MPOPHUIAKTHKA), KOETO MPOyUYBa ePeKTa Ha paMUTIPUIT CIIPSMO Ianeoo.

IIpoyusanero TRANSCEND panmomusupa manueHTH ¢ HelmoHOCUMOCT KbM ACE uHXUOUTOPH, ChC
CXOJIHH KpUTEpUH 3a BKIIouBaHe kaTo npoyuBaHeTo ONTARGET, na tenmucapran 80 mg (n=2 954)
WM miane6o (n=2 972), kato U JABata ce MpHiarat B IOMbIHEHUE KbM CTaHIAPTHUTE TPHKH.
Cpennata npobIKATEIHOCT Ha pociesBane € 4 ronqunu u 8§ mecena. He ce otkpusa
CTaTUCTUYCCKU 3HAUMMa pa3linKa B YeCTOTATa Ha ITbPBHYHATA ChCTABHA KpaliHa TOUKA
(cepIeYHOCHI0BA CMBPT, He(aTasleH HHDApKT Ha MHOKap/Aa, HedaTaleH MO3bUYeH WHCYIT WIH
XOCIUTANN3aNus IOPaax 3aCTOHA Chp/iedHa HeJocTaTbuHoCT) [15,7% B rpynarta Ha TeJIMHUCapTaH U
17,0% B rpymara Ha miane6o ¢ koedumuent Ha puck 0,92 (95 % AU 0,81 — 1,05; p=0,22)]. Uma
JAHHY 3a MoJ13aTa Ha TeJIMUCApTaH B CpaBHEHHE C IUTale0o0 Mpu MpeIBapuTeIHO ONpeiesieHaTa
BTOpPHYHA CHCTaBHA KpaifHa TOYKa OT ChPACYHOCHA0BA CMBPT, HehaTalaeH HH(apKT HA MHOKapa U
Hedaranex Mo3bueH uaeyat [0,87 (95% AU 0,76 — 1,00; p = 0.048). Hsama nanxu 3a momnsa npu
CBhpPACYHOCHI0BA CMBPTHOCT (KoeduiueHt Ha puck 1,03, 95% AU 0,85 — 1,24).

Kamnnua 1 aHTHOCIEM CE C’I)O6]J_[aBaT MO-pAAKO P MalUCHTH, JICKYBaHU C TCIMHUCAPTAH, OTKOJIKOTO
IIpH MAUCHTH, JICKYBAHH C paMHUIIPUJI, JOKATO XUIIOTOHUA CC CLO6H_[aBa IMMO-4€CTO pH TCIMHUCAPTAH.

KomOuHnupaHneTo Ha TeAMUCApTaH C pAMUNPUII HE yBEIUYaBa I0/I3aTa CIPIMO PAMUIIPHI UIH
TeJIMUCAapTaH caMoCTOSTENHO. ChpAEYHOCHA0BATA CMBPTHOCT M CMBPTHOCTTA MO BCSIKA MPUYKHA,
KaTO YUCIICHO U3paKEeHHE, ca II0-BUCOKHU NP KoMOUHaIusITa. OCBEH TOBA MMa 3HAYMMO I10-BHCOKA
94ecTOTa Ha XUIIepKaIneMus, 0bOpeuHa HeAOCTaThUYHOCT, XHIIOTOHNS ¥ CHHKOII B TPyTIaTa ¢
koMmOuHarwsTa. [lopamu Ta3u npudnHa, eAHOBpeMeHHAaTa yoTpeda Ha TeJIMUCApTaH M PAMUIIPII HE
ce IpEenopbYBa IIPH Ta3H MOITyJIalus.

B mpoyusaneTo “TIpodunakTiudeH pexum 3a eeKTUBHO Npena3BaHe OT MOBTOPEH MO3bYECH HHCYNT
("Prevention Regimen For Effectively avoiding Second Strokes" (PRoFESS) npu manmenTn Ha 50
TOJIUHY WJIM MO-Bha3pacTHU, KOUTO HACKOPO Ca MOJYyYMIA MO3bUYECH HHCYIT ce 3a0ema3Ba MOBUIIICHA
YeCcTOTa Ha Bb3HUKBAHE Ha CETICUC MPH TEeIMHUCAapTaH B cpaBHEHHeE ¢ maiebo, 0,70% cupsamo 0,49%
[RR 1,43 (95 % nosepurenen uaTepsai 1,00 — 2,00)]; uecroraTa Ha BR3HHKBAHE Ha CETICHC C (paTalieH
M3XO0J] € TIOBHILIEHA MTPU MAIlMeHTUTe, Npuemainu teamucaptad (0,33 %) cupsMo nanueHTuTe Ha
mwrare6o (0,16 %) [RR 2,07 (95 % nosepurenen untepsan 1,14 — 3,76)]. HabnmronaBanaTta moBumeHa
YecTOTa Ha Bb3HMKBaHE Ha CETICUC, CBhp3aHa ¢ yrnorpedaTa Ha TeIMHCApTaH MOXKE JIa € CIIy4aiiHO
OTKpUTA WJIH J1a € CBbp3aHa C MEXaHU3bM, KOWTO € HeMO3HAT 32 MOMEHTA.

JBe ronemu pannomusupanu koutponupanu npoyusanusa — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Teky1io riio6amHo U3MUTBaHE 32
KpalHHU TOYKHU Ha TEIMHUCAPTaH, CAMOCTOSITENHO U B KoMOuHarus ¢ pamunpui) 1 VA NEPHRON-D
(KitmamanHo npoy4BaHe CBBP3aHO ¢ pa3BUTHE Ha HeponaTus npu AuaderT, MPOBEICHO OT
MuHHICTEPCTBO M0 BBHIIPOCUTE HA BETEPAHUTE) — MMPOYYBAT yroTpedara Ha komOuHarmsTa ot ACE
MHXUOWTOP M aHTHoTeH3uH I[I-perienTopen Oiokep.

ONTARGET e npoyuBane, mpoBeIeHO TP MAIMEHTH C aHAMHE3a 33 ChPJICTHOCHI0BA WITH
MO3BYHOCHI0BA OONECT, WU 3aXapeH AnaldeT Tl 2, IPUIPY>KEHH C JaHHU 32 YBPEXKIAHE Ha
edexropun oprann. VA NEPHRON-D e npoy4uBaHe mpy MaliueHTH Che 3aXapeH nuadeT THIT 2 1
nuabeTHa He(pomaTHsL.

Te3u npoyduBaHus HE MOKA3BAT 3HAYNM OJIATONIPHUATEH €PEKT BbPXY OBOPEUHUTE W/HITH
CBPIIEYHOCHIOBUTE MOCIEINIIN U CMBPTHOCT, KaTO CHIIEBPEMEHHO ca HaOIIOTaBaH! ITOBHIICH PUCK
OT XUIEPKAIUEMUS], OCTPO YBpEXKJaHe Ha ObOpennTe U/UIN XUIIOTOHUS B CPABHEHUE C
MoHOTepamnusITa. Kato ce uMart mpenBua cXoTHUTE UM (papMaKOANHAMUYHU CBOICTBA, TE3U PE3YNITATH
ca mpuitoxkumu 1 3a Apyru ACE naxubutopu u anruotensut ll-perentopau 610KkepH.
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ACE nnxnburtopu u aHrnoteHsuH lI-penienTopHu GIOKEpH CIe0BaTEIHO HE TPsiOBa Ja ce U3II0I3BaT
€IHOBPEMEHHO IPH NAUEeHTH ¢ AnadeTHa Hedponarus.

ALTITUDE (KnuHUYHO npoy4BaHe MPOBEICHO C ATUCKUPEH TPH MAIMEHTH ChC 3aXapeH JAUadeT THIT
2 ¢ U3MOJI3BaHE HA ChPJEYHOCHA0BH U OBbOpedHU 3200 sIBAHUS KATO KPAHU TOUKU

) e mpoy4BaHe, IpeIHa3HAYCHO Ja N3CIIe/IBa TI0J13aTa OT JOOABSIHETO Ha aTHCKUPEH KbM CTaHIapTHA
tepanusa ¢ ACE unxuburop nnu anruoteHsuH ll-perentopen 610kep IpH NareHTH ChC 3aXapeH
Ira0eT THI 2 ¥ XpPOHHYHO OBOpedHo 3a00sBaHe, ChPACYHOCHIOBO 3200IsIBaHE MIIH U IBETE.
[IpoyuBaneTo € mpeKpaTeHo MPEXKICBPEMEHHO TIOPaIX OBUIIEH PUCK OT HEOIAronpHusTHH
nocneaunu. Kakto cbpaedHOCHI0BaTa CMBPT, TAKA U UHCYITHT Ca MO-UECTU B IPynaTa Ha aluCKUPEH,
OTKOJIKOTO B TpyIara Ha Ianedo, a IMpeCTaBIsIBalINTe HHTEPEC HeXKEIaHU CHOUTHS U CEPUO3HA
HEXXeJIaHU CHOUTHS (XUTIEPKATTUEMHSI, XUITOTOHUS U ObOpeuyHa AucyHKIMS) ce choOIIaBaT MO-4eCcTo
B Tpymara Ha alMCKUPEH, OTKOJIKOTO B TpyTaTa Ha miamnebo.

IlemnaTpuyna nomyJsanus
BesonacHoCTTa M epUKACHOCTTA Ha TEJIMHCAPTaH IPH Jiela U IOHOIIN Ha BB3pacT o 18 roauHu He
ca YCTaHOBEHH.

EdexTruTe Ha MOHMKaBaHE HA KPHBHOTO HAJISITaHE OT JABE JA03H TEIMHCAPTAH Ca OICHABAHU IIPU

76 mauMeHTH ¢ XUIIEPTOHUSA, IPEAUMHO C HAJIHOPMEHO TETJI0, Ha BB3pacT oT 6 10 < 18 rogunu
(tenecHo termno > 20 kg n < 120 kg, cpexno 74,6 kg) cnen npuem Ha Tenmucaptasn 1 mg/kg (n =29
nexyBanu) uinu 2 mg/kg (n = 31 nexyBaHu) 3a epuoJ| Ha JIeueHHE OT ueTupu ceamunu. Ilpu
BKJIFOYBAHE B U3CJIEIBAHETO HAIMUUETO HA BTOPUYHA XUIIEPTOHUS HE € IpoyuBaHo. [Ipu Hskou oT
U3CJICABAHUTE TALMEHTH, U3MOI3BAHUTE 03U ca OWIIN TO-BUCOKHU OT TE3H, IPEIOPHYBAHH 32 JICUECHHE
Ha XUINEPTOHHUS IPU Bb3pacTHATA MOITyJIAlUs, KaTo ca JOCTUralli IHEBHA J103a, ChU3MEepUMa ChC

160 mg, kosATO € mpoy4BaHa Mpu Be3pacTHU. Clie]] KopurupaHe 3a epeKTH Ha Bb3pacToBaTa rpyra,
cpenHo npomenute Ha CAH crpsimo uzxogHuTe cTOMHOCTH (TbpBUYHA 11en) ca -14,5 (1,7) mm Hg B
rpynara Ha tenMucaprad 2 mg/kg, -9,7(1,7) mm Hg B rpynaTa Ha Tenmucaptan 1 mg/kg u -6,0 (2,4) B
ane6o rpynara. Kopurupanure npomenu B JIAH oT u3xogHuTe HUBA ca CbOTBETHO -8,4

(1,5) mm Hg, -4,5 (1,6) mm Hg u -3,5 (2,1) mm Hg. [Ipomenute ca no3o3aBucumu. Jlanaute 3a
0€30MacHOCT, OT TOBA MPOYYBAHE MPH MAIUEHTH Ha Bb3pacT OT 6 110 < 18 ToAMHU KaTo 1510 ca
OoJ00HM Ha TE3U IPU Bb3pacTHU. be3onacHocTTa npu IBITOCPOUHO JIEUCHUE ¢ TEIMHUCApTaH IpU
Jiella ¥ FOHOLIM HE € OLICHSBaHa.

IloBumienue Ha 6p0}I Ha COSI/IHO(bI/IJ'H/ITe, C’BO6H_IaBaHO IIpY Ta3u IOITyJIalus IMalfuCHTH, HE €
YCTaHOBCHO IIPpU Bb3paCTHU. Knuauanorto MYy 3HAa4Y€HUE HE € U3BCCTHO.

Knuanuaure JaHHHW HE IMMO3BOJIABAT Ja CC HAIIpaBX 3aKJIFOYCHUE 1O OTHOIICHUE Ha C(i)I/IKaCHOCTTa u
0e30IMacHOCTTA Ha TCJIIMHUCAPTAH, IIPpU N€AUATPUYIHA OITyJIaluA C XUIICPTOHU.

5.2 @®apMakoKHHeTHYHM CBOHMCTBA

AOGcopOrus
AGcopOIusaTa HA TEIMKICAPTAH ¢ Obp3a, HE3aBUCHMO, Ye aOCOPOMPAHOTO KOJHUUECTBO BapHpa.

Cpennara abCcomfoTHa OMOHATMIHOCT Ha TEIIMHUCApTaH € 0KoJo 50 %.

Korato TenMucapTaH ce mpueMa ¢ XxpaHa, peIyKLIusITa Ha 00JIacTTa 1oJ{ KpuBaTa Ijla3MeHa
koHueHTpanus-speme (AUCo..) Ha TeIMUcapTaH Bapupa oT okojo 6 % (40 mg noza) 1o oxoso 19 %
(160 mg mo3a). 3 yaca cie MPUIIOKEHHUE TUTA3MEHUTE KOHIICHTPAIMHU ca IMOJ00HHU TIpH IIpUeMaHe Ha
TEIIMUCAPTAaH Ha IIIHO WIH C XpaHa.

He ce ouaksa cmabata penykius B AUC aa nmpeau3Brka peyKius B TepaneBTHYHATa e(hUKACHOCT.
WHEHHOCT/HETMHEHHOCT

Hsma nuHeiiHa 3aBUCUMOCT MEXIY AO3UTE U T1a3MeHNUTe HUBA. Cmax M B 1T0-Mauika ctenien AUC ce
MOBHUIIIABAT HEMPOTIOPIIMOHATHO TIpH 1031 Hafg 40 mg.

Pasnpenenenue
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TenMucapTaH ce CBbpP3Ba B TOJISIMa CTETIEH C IJIa3MeHHUTE MpoTenHH (> 99,5 %), TaBHO ¢ anOyMuH U
ancga-1 xucen riroxonpoTenH. CpeTHUAT MPUBHICH 00eM Ha pasIpeeICHUe MIPH JOCTUTaHE Ha
cTanuoHapHo cberostHue (Vss) € okomo 500 1.

Buorpancdhopmarius
Tenmucapran ce MeTaboIM3Mpa Ype3 CBbP3BaHE HA OCHOBHOTO BEIIECTBO C IIIOKypouua. He e
Habr0maBaHa (papMaKoJIOTHYHA aKTHBHOCT Ha KOHIOTATHTE.

EnumMunupane
TenMucapTaH ce XapakTepusupa ¢ OMeKCIOHEHIalTHa 0TclabBama (papMaKOKHHETHKA C TEPMHUHAICH

eJIMMUHAIIMOHEH MONMY>KUBOT > 20 yaca. MakcumanHara ruiasMeHa KOHIEHTpaus (Cmax) M B TTO-MaJIKa
CTeIeH 00JIacTTa MoJ KpuBaTa Ia3MeHa konteHTpanus-speme (AUC) ce moBuIaBa
HEMPOIMOPIMOHATHO Ha Jjo3aTa. HsiMa JaHHUW 3a KIIMHUYECKH 3HaYMMa aKyMyJlalys Ha TelIMHUCApTaH,
TIPUET B MPENOPBHYBAHUTE /103U. [ I1a3MeHNTE KOHIIEHTPAIINH Ca TTO-BUCOKHU MIPH KEHU, OTKOJIKOTO TIPH
MBXe, 0e3 TOBa J]a € CBbP3aHO C BIHMSAHUE BBPXY e(pUKaCHOCTTA.

Cren nepopaiHo (M HHTPaBEHO3HO) MPHIIOKECHUE TEIIMUCAPTaH C€ eKCKPETHUPa IIOUTH U3ISUIO C
(exanuuTe, r1aBHO KaTo HEMPOMEHEHO cheanHeHne. KyMynaTuBHaTa ypruHapHa exckpenus € <1 % ot
nozata. TotamauaT mwra3MeH kKTUpBHC (Cliog) € BuCOK (oxomo 1 000 ml/min), cpaBHEH ¢ YepHOIPOOHISI
KpbBeH MOTOK (okosio 1 500 ml/min).

Cneyuannu nonyrayuu

[enuatpuyHa momynanus

dapMaKkOKUHETHKATA HA JBE JIO3H TEJIMUCAPTAH € OICHsBaHA KaTO BTOPUYHA I1eJ1 ITPH MAIUCHTH C
xurepTonus (n = 57), Ha BB3pact oT 6 10 < 18 roaunu ciex nmpuem Ha Tenmucaptad 1 mg/kg wim
2 mg/kg 3a mepro Ha JIeYeHUE OT YeTHPH ceAMUIH. DapMaKOKHHETHIHNTE SN BKITFOYBAT
OTIpe/iesIsIHE Ha CTAI[MOHAPHOTO CHCTOSIHUE Ha TeIMUCAPTAH MPH Jella U FOHOIIN, ¥ IPOyYBaHE Ha
pa3nuunATa, CBEP3aHU C BB3pacTTa. BeIpeku, ue mpoyuBaHeTo € OMII0 MHOTO MAJIKO 33 3HAUNMa
OIICHKA Ha (papMaKOKMHETHKATA MPH JieTa o1 12 roIuHu, pe3yITaTUTe B MOBEUETO CIIydau ca B
CBHOTBETCTBUE C HAXOAKUTE MIPU BH3PACTHU U MOTBHP)KAABAT HEJIMHEHHOCTTA HAa TEIMUCAPTaH,
0co0eHo 1o oTHOIIEHHE Ha Crax.

ITomxoBa 00yca0BEHOCT
HabmoaBanu ca mojioBW pazauyus B Iia3MeHUTe KOHIEHTPAIUHU. Crax 1 AUC chOTBETHO OKOJIO 3 1
2 IBTH TO-BUCOKH TIPH J)KEHUTE, CPABHEHU C T€3U TIPU MBIKETE.

Crapuecka Bb3pacT
dapMaKOKWHETHKATA Ha TEIMHUCAPTaH HE CE€ pa3iaBa MEKIy MallMeHTH B CTaApUECKa BH3PaCT U TE3H,
MO-MJIaJX OT 65 TOJIUHH.

Br0Opeunn yBpexaaHus

[pu mamueHTy ¢ JIeKu 10 YMEPEHH U TeXKH YBPEKAaHU Ha ObOpeuHaTa GyHKIUS ce HaOIoaaBa
yIBOSIBAHE Ha TUIa3MEHUTE KOHIIeHTpauu. HabroaaBar ce mo-HUCKH TUIa3MEHH KOHIICHTPALUH TTPY
MaIUeHTy ¢ 0bOpeyHa HeJJOCTAThYHOCT, TIOJIOKEeHU Ha auanu3a. [Ipu 6omHu ¢ 6p0peuHa
HEIOCTAaThYHOCT TEJIMHCAPTAH CE CBHP3Ba B TOJIsIMA CTEIIEH C IJIa3MEHHUTE IIPOTEHMHN M HE MOXKE 1a
Obze oTaesneH npu Auanu3a. [Ipu nanueHTy ¢ Ob0peYHH YBPEIKAAHHS SITMMUHAIIMOHHUAT [IOTYKUBOT
HE € MPOMCHEH.

YepHOnpoOHHU YBpEKTaHHS

dapMakOKUHETHYHHUTE TPOYUYBAHMUS IIPH MAIMEHTH C YSPHOAPOOHN YBPEKIAHUS IIOKA3BAT
MOBHIIIaBaHe Ha abcomoTHaTa OHOHATMYHOCT 70 0kosio 100 %. [Tpu nmanueHTr ¢ 4epHOAPOOHH
YBPEXKAaHUS €TUMUHALMOHHUSAT MOJIY>KUBOT HE € TPOMEHEH.

5.3 Ilpeak/JIMHUYHU JAHHH 32 He30MaACHOCT
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[Ipy npeIKIMHUYHYU IPOYIBAHUS 38 OE30IACHOCT, 03U, CPABHIUMH C TE3U B KJIMHUUHUS
TepaneBTUYCH AUAMA30H, Ca MPEAU3BUKAIN HAMAJISIBAHE Ha TAPAMETPUTE HA YSPBEHUTE KPBBHH
KIIETKH (EPUTPOIUTH, XEMOTJIOOMH, XEMaTOKPHT), IPOMEHU B ObOpeuHaTa XeMOAMHAMHKA (TTOBHUILIEHO
HUBO Ha a30T B KPBBTA M KPEATHHIH ), KAKTO M TIOBHUIIICH KaJIMii B cepyMa Ha HOPMOTEH3UBHU
»xuBoTHU. [Ipu Kydera ca HabmogaBaHu ObOpeYHa TyOyIapHa munaranus u arpodus. [Ipu urexose u
KyueTa e 0TOeNsI3aHO ChIO YBPeXJaHe Ha CTOMAIllHaTa MyKo3a (epo3us, A3BU WK Bb3najienue). Tesn
(bapMakoIOrH4HO MEAUUPAHU HEIKEIIAHH JIEKAPCTBEHN PEaKIIUH, U3BECTHH OT MPEAKIHHUYHHUTE
poy4YBaHUs C I/IHXI/IGI/ITOpI/I Ha aHT'MOTCH3WH KOHBEpTHUpALIWAd CH3UM U aHTarOHUCTH Ha aHT'MOTCH3WH
II penenitopa, ca mpeAOTBpATEHH Ype3 MEPOPATHO J0OaBsHE HA (PU3UOIOTHICH Pa3TBOP.

[pu nBaTa BUAa )KUBOTHH ca HAOJIIOIaBaHU TIOBUILICHA aKTHBHOCT Ha TUIA3MEHUS PSHUH U
XUMEePTpOPHst/XUuTepIurazus Ha ObOPEUHUTE FOKCTATIIOMEPYJTHUTE KISTKH. Te3u MpoMeHH, KOUTO ca
CHIIO U epeKT Ha MHXUOUTOPHUTE HA aHTHOTEH3MH KOHBEPTUPAIINS CH3UM U Ha APYTH aHTHOTEH3UH 11
pELEeNTOPHU aHTarOHUCTH, HAMAT KIIMHUYHA 3HAYUMOCT.

Hsma sicHu manHu 3a TepaTtoreneH e)eKT, BhIIPEKH TOBA P TOKCUYHU JJO30BH HUBA HA TEIIMUCAPTAH
¢ HaOmomaBaH e(eKT BBPXY IIOCTHATATHOTO Pa3BUTHE HA IIOTOMCTBOTO, KaTO ITO-HUCKO TEJIECHO
TErJo u 3a0aBeHO OTBApSHE HA OYHTE.

Hsma nannm 3a MyTareHHa ¥ ChOTBETHA KJIACTOTCHHA aKTHBHOCT TIPH W3MUTBAHMUS i Vitro U 3a
KapIUHOTCHHOCT IIPU TIHXOBE M MUIIIKH.

6. DAPMAIIEBTUYHU JAHHHU

6.1 Choucbk Ha IOMOLIHHUTE BelleCTBa

[MoBumon (K30)

Meraymun

Harpues xunpokcun

JlakT03a MOHOXHIIPAT

Copowutomn (E420)

Marnesues creapat

6.2 HecbBMeCTUMOCTH

Hemnpunoxxumo.

6.3 Cpok Ha rogHoct

3 roauHu.

6.4 CrneunanaHu ycjJoBHSI HA ChXpPaHeHHUe

Ma He ce chxpansaBa Hax 30°C.
Ha ce cbXpaHsBa B OpHUI'MHAIHATA ONAKOBKA 32 J1a CE MPEANa3t OT CBETIINHA.

6.5 Buau chabp:KaHHS HA OMIAKOBKATA

OPA/AI/PVC Al 6aucrtep. Beeku 6muctep cpabpka 7 win 10 TabneTku.
lNonemuna Ha omakoBkute: 14, 28, 30, 56, 84, 90, 98 u 100 TabneTku B KyTusl.
He Bcuuku BUI0BE OMMaKOBKM MOTaT Jia ObJIaT MyCHATH Ha Ma3apa.

6.6 ChnenuajaHu npeana3Hu MepKH NPH U3XBBbPJisiHe U padoTa
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Hsama CIICIHaJIHU U3UCKBaHUA.

7. HNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, émarjeéka cesta 6, 8501 Novo mesto, CioBenust

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

14 Tabnetxku: EU/1/10/632/008
28 tabmerxu: EU/1/10/632/009
30 ta6ierku: EU/1/10/632/010
56 tabnerxku: EU/1/10/632/011
84 Tabnerku: EU/1/10/632/012
90 tabaetku: EU/1/10/632/013
98 tabnerku: EU/1/10/632/014
100 Tabnerku: EU/1/10/632/023

9. JATA HA ITBbPBO PA3PEIIIABAHE/IIOJHOBABAHE HA PABPEHIEHUETO 3A
YIHHOTPEBA

Jlata Ha mBpBO paspemanaHe 3a ynotpeda: 04 rouu 2010
[Hata Ha nocnenHo noaHoBsasane: 19 mapt 2015

10. [JATA HA AKTYAJIM3UPAHE HA TEKCTA

[TonpoOHa nHbOpMaIHs 32 TO3H JEKApCTBEH MPOIYKT € MpeIocTaBeHa Ha yeo caiita Ha EBponeiickara
areHnus 1o JekapcTaara http://www.ema.europa.eu.
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1. HNME HA JIEKAPCTBEHUS TIPOAYKT

Tolura 80 mg TabneTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika TabneTka chappika 80 mg TenMucapTaH.

ITomoIIHY BelecTBa C U3BECTHO JCHCTBHE:
Bceska tabneTka crabpika 299,7 mg copouton (E420) u 114 mg nakro3a.

3a ITBJIHMS CIIMCHK Ha ITOMOIIHHUTE BEIIECTBA, BIDKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA
Tabmerka.

80 mg: Oenu 1o mouTy Oenu, TBOHHOU3MBKHAIHN, TAOJIEeTKU ¢ (hopMa Ha KarCyiu

4. KJIMHUYHU JAHHHU

4.1 TepaneBTUYHHM MOKA3AHUSA

XunepToHus
Jleyenne Ha eceHIIMAIHA XUTIEPTOHMSI IPH BH3PACTHH.

ChbpJIeYHOCHI0BA IPOPHIAKTHKA

HamassiBate Ha ChpaeYHOCHI0BATA 3200JIEBACMOCT TIPH BB3PACTHH C:

- U3sBEHA aTePOTPOMOOTHYHA ChPACYHOCHIOBA OOJIECT (aHAMHE3a 3a KOpOHapHa O0JIeCT Ha
CHPIIETO, MO3bUCH HHCYIIT WK epHU(PEPHO apTEpPHATHO 3a00IIIBAHE) HITH

- 3axapeH auadeT TUI 2 ¢ YCTAHOBEHO YBPEKAaHEe Ha KPAHHUTE PHUIICTHA OPTaHH.

4.2 Jlo3upoBKAa U HAYMH HA NPUJIOKEHHE

ﬂ O3UPOBKaA

JledeHue Ha eceHIMaIHA XUIIEePTOHUS

OO6ukHOBeHO edekTuBHATA J03a € 40 mg BeAHbX THEBHO. HiKou ManieHTy Morar Ja ce MOBIHSAT
JIOPH | OT JHEBHA 7032 oT 20 mg. B ciiyyaunTe, B KOUTO HE CE MOCTHTA JKEJIAHOTO KPBBHO HAJATaHE,
Jl03aTa Ha TeJIMHCapTaH MOXe Jia ObJie TIOBUIIICHa MaKCUMaITHO 710 80 mg BeaHbx THEBHO. KaTo
aITepHATUBA, TEJIMUCAPTaH MOXe Jia ObJie IpuiIarad B KOMOUHAIMS ¢ AMYPETULH OT THA3UACH THII
KaTO XUJIPOXJIOPTHA3HI, C KOWTO JOIBIHUTEIHO CE MOHMKaBa KpbBHOTO HansraHe. [Ipu pemenue 3a
MOBHIIIABaHE HA J103aTa, TPsAOBa Jla ce uMa MpelBU/I, Ye MAaKCUMAITHUST aHTUXUTIEPTEH3UBEH e(heKT ce
JIOCTHTa B PAMKHUTE Ha 4 10 8 CeMUIIH CIIe]] HA4alo0TO Ha JIeYeHneTo (BXK. Touka 5.1).

C’I)DIIC'-IHOCT)IIOBa HDOd)HJ'IaKTPIKa

IIpenopbuBanata no3a € 80 mg Bequbk AHEBHO. He € u3BecTHO Aanu no-Hucku 1o3u or 80 mg
TEIMHCApTaH ca epeKTUBHHU 32 HaMaJIsIBaHe Ha ChPJEYHOCHI0BA 3200JI€BaeMOCT.

IIpu 3anouBaHe Ha JIEUSHUE C TEIMUCAPTAH 32 HAMAIABAaHE Ha ChPACYHOCHA0BA 3a00I€BAEMOCT Ce
Ipenopb4Ba BHUMATEIHO NPOCIIEAIBaHE HA KPBBHOTO HAJIATAHE U KO CE Hajlara, KOpUrupaHe Ha
JIeKapCTBaTa, KOUTO MOHMWKABaT KPBBHOTO HAJATAHE.
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Cneyuannu nonyrayuu:

IManmenTtu ¢ 060peYHO YBpEXKIAHE

Hamnmaen e orpaHideH ONWT NPY MAIMEHTH ¢ TEKKU HapyIIeHNs Ha Ob0peuHaTa GyHKINS WK Ha
xemonuanusa. I1pu Te3u marueHTH ce mpenopbyBa Mo-HUCKa HadanHa 103a oT 20 mg (BX. Touka 4.4).
[pn manmeHTH ¢ J€KO 0 CPEAHO TEXKKO OBOPEUHO yBpeXkIaHEe HE ce Hajlara MpOMSIHa B JO3MPOBKATa.

IlanuenTu ¢ '-ICDHOL[DOGHO YBPCKIAAHC

Tolura e TpOTUBOIIOKA3aH MPH MAlIUEHTHU C TEKKO YEPHOAPOOHO yBpexkaaHe (Bxk. Touka 4.3). Ilpu
MIAIMEHTH C JIEKO 0 CPEITHO TEXKO YePHOAPOOHO YBpEKIaHe JO3MPOBKaTa He TPAOBa Jla Ha/[BUIIaBa
40 mg BeAHBXK THEBHO (BXK. Touka 4.4).

IlanMeHTH B cTapyecka Bb3PacT

He e Heo0x0MMO KOpUTHpaHe Ha J103aTa IpHU MalUeHTH B CTapyecka Bh3pacT.

Tleouampuuna nonyrayus

BbesonacnocTra u eduxacnocrra Ha Tolura mpu Jena u OHOIIM Ha BB3pacT noj 18 roauHu He ca
YCTaHOBCHH.

HanuunuTte nmoHacTosIIEM TaHHHU ca ONKMCAaHU B TOUKU 5.1 1 5.2, HO npenopbKy 3a JO3UPOBKA HE

MOXK€E Ja 6’BZ[aT HaIrpaBCHU.

Hauux Ha npuioxxeHue

TabneTkute TeMMHUCAPTAH ca MPEIHA3HAYCHHU 3a TIEPOPAITHO MPHIIOKEHHUE BEJHBXK THEBHO U TPsiOBa Ja
ce IpueMar ¢ TeIHOCT, ChC WK 0e3 XpaHa.

Ilpeonasznu mepxu, koumo mpsbea 0a 0voam ezemu npeou paboma Uil NPULONHCEHUe Had
JIeKapcmeeHust npooyKm.

Tenmucapran TpsOBa 1a ce CbXpaHsiBa B 3all€YaTaHUs OJIHUCTED, TOPaIH XUTPOCKOIIMIHUTE CBOMCTBA
Ha Ta0neTkute. TabneTkure TpsAOBa Jla ce U3BaXAaT OT OJrcTepa HEMOCPEACTBEHO MPean yroTpeda
(Bk. TOUuKa 6.6).

Tolura TabneTku He Morar fa ObJaT pa3AeisiHU, CIEeJOBATEIHO T€ HE Ca MOAXOISIIH 3a MPUIOKEHUE
MIpY MALUEHTH, KOUTO €€ HYKIasAT OT Jo3a oT 20 mg TeIMHUCapTaH 3a JICYeHUE Ha XUIIEPTOHUS U 3a
MAIMEeHTH C TEXKO OBOPEYHO YBpEKIaHEe WIM XeMOIHAIN3a. 3a Te3H MallUeHTH ca HATMYHH
€KBUBAJICHTHU POAYKTH ChC ChIATA AKTUBHA ChCTaBKA.

4.3 IIporuBonoka3zanus

- CBpBX4yBCTBUTEITHOCT KbM aKTUBHOTO BEIIIECTBO WJIM KbM HIKOE OT TIOMOIIIHUTE BEIIECTBA,
n30poeHu B Touka 6.1.

- Bropu u Tpetu TpuMecThp Ha OpeMeHHOCTTA (BXK. TOUKH 4.4 1 4.6).

- OO6cTpyKTUBHU 3a00JIABaHUS HA AITBYHUTE ITHTHUILA.

- Texko 4epHOAPOOHO YBpEXKIAHE.

EnnoBpemennara ynotpeda na Tolura ¢ anucKkupeH-ChIbpIKaIIN MPOAYKTH € TIPOTHBONOKA3aHa MPH

TNAIMEHTH Che 3axapeH quabeT unm 6u6peuno yspexaane (GFR < 60 ml/min/1,73 m?) (Bx. Touka 4.5

us.1).

4.4 ChenunaJjHu npeaynpe:xIeHus U MpeAna3Hu MepKH IpH ynorpeda
bpemeHnHoct

19



He tps6Ba ma ce 3anmouBa npreM Ha aHTHOTeH3UH 11 perenTopHn aHTarOHNUCTH 10 BpeMe Ha
OpemenHocT. [lanMeHTKUTe, KOUTO IUIAHUPAT OPEMEHHOCT, TPA0Ba J1a IPEMUHAT KbM JITCPHATUBHO
AHTUXUIIEPTEH3UBHO JICUEHHE C yCTAaHOBEH MPO(hIIT Ha 6€30ITacHOCT IpH yIoTpeda 1Mo BpeMe Ha
OpeMeHHOCT, OCBEH aKO Ce CUUTA, Ye € OT 0cOOeHa BaXKHOCT Ja C€ MPOIBIDKHU JICUSHUETO C
anruoteHsuH Il penenTopHn aHTaroHUCTH. AKO € THarHOCTHIpaHa OPEMEHHOCT, JIEYSHUETO C
anruoteHsuH Il penentopHu anTaroHncTH TpsOBa He3abaBHO 1a Ob/Ie MPEYCTAaHOBEHO U aKo €
MOAXOIAIIO Jia ObJIe 3aTI0YHATO ANTePHATHBHO JeueHue (BX. Touku 4.3 u 4.6).

YepHoapoOHO YBpEKIAHE

Tolura He Tp6Ba Ja ce mpuara Npy MalMeHTH C X0JIecTasa, C KIbYHU OOCTPYKTUBHU HAapYIICHUS
WM TEXKKO YepHOAPOOHO yBpekaaHe (BXK. Touka 4.3), Thi KaTo MMo-TojIiMara 4acT OT TeJIMHUCApTaH ce
eNMMHHUpA upe3 KIbukata. [Ipu Te3n nanueHTy MoXke Aa ce 04aKBa HaMaJleH YepHOAPOOEH KIMPBHC
Ha Tenmucapras. Tolura TpsiOBa 1a ce nmpuiara BHUMATEITHO MPH HAIUEHTH C JIEKH 10 CPETHO TEXKKH
HapylUIeHUs B 4epHOgpoOHaTa (GpyHKIHS.

PeHoBackyjapHa XUMEPTOHUS

Koraro marueHTH chCc cTeHO3a Ha JIBeTe OBOPEUHH apTEPHUX HITH CTEHO3a HA apTepUAITa KbM CTUHIUCH
¢yHKIHOHMpaI 6BOpEK ca JEKYBaHH C JEKapCTBa, MOBIUSIBAIIN CHCTEMAaTa PEHUH-aHTHOTCH3UH-
aITOCTEPOH CHINECTBYBA TOBUIIICH PUCK OT TEKKA XUITOTOHHS U OBOpeUHa HEJJOCTATHYHOCT.

B1r0peuno yBpexaaHe U 0L0pedHa TpaHCILIAHTALIS

Koraro ce m3non3sa Tolura mpu nanuenTy ¢ HapymeHa 6p0pedHa (QYHKITHS, Ce IPEophyuBa
HEePHOJMYHO MOHUTOPUPAHE HA KM U CEPyMHOTO HUBO Ha KpeaTHHHHA. Hama moctaThuHO naHHN
10 OTHOIIIEHHE Ha MPIJIOKEHHeTo Ha Tolura mpy marmenTH, mpeThpIean Hackopo Ob0pedHa
TpaHCIUIAHTALHA.

BbTpechaoBa XUITOBOIEMMUS

CumnroMaTHYHa XUTIOTOHHS, 0OCOOEHO cliest bpBata fo3a Tolura Moxke /1a ce HaOI0AaBa pH
MAIMEHTH ¢ HaMaJieH 00eM W/WIIM HATpUEB AeUIIUT IPHU MOIIHA JUYPETHYHA Teparus, JueTa ¢
OTpaHWYeHO MpHUeMaHe Ha COJI, IMapHs WM MoBpbInaHe. TaknBa chCTOSIHUS TpsiOBa 1a ObaatT
KOpUTHUpaHu npeau npuiokenne Ha Tolura. Hamanenust obeM n/viau HaTpueBUAT neunut tpsOBa na
Obae KopurupaH npeny npuioxenue Ha Tolura.

JIBoliHO OJIOKMpaHe Ha PEHUH aHTMOTEH3HH -aiocTtepornoBara cucrema (PAAC)

Wma nannwm, e eqHoBpeMeHHarta ynotpeda Ha ACE naxuburopn, anrnorensut lI-penentopan
OJIOKepH MM aTMCKUPEH MOBUIIIaBA PHCKA OT XUITOTOHMUS, XUIIEpKaINeMHs U HaMaJsiBaHe Ha
0p0peunara pyHKIUSA (BKIIOUYUTETHO OcTpa OB0peuna Hegoctarsunoct). [lopaan ToBa He ce
npenopsyBa 1BoiHO O61okupaHe Ha PAAC upe3 komOuHupanara yrnorpeba Ha ACE naxuburopwy,
aHruoTeH3uH lI-perentopHy OJIOKEPH WITH aJIMCKUPEH (BK. Touku 4.5 1 5.1).

AKO ce MpelieHH, Je TepanusiTa ¢ IBOHHO OJIOKHpaHe € aOCOIOTHO Heo0Xoq1MMa, ToBa TpsioBa 1a
CTaBa caMo O] HAOIIOICHUETO Ha CIICHUAIUCT U IPU Y€CTO BHUMATEIHO MOHUTOPUPAHE HA
O0bOpeuHaTa QyHKIHNS, €IEKTPOIUTHTE U KPHBHOTO HAJIATAHE.

ACE uHxXubutOopH U aHTHOTeH3uH II-perientopau 6510Kepu He TpsOBa Jia ce U3MOJI3BAT €ITHOBPEMEHHO
MIpH TAIIMEHTH ¢ AunabeTHa HedpormaTus.

I[DVFPI CHhCTOAHHUA CHC CTUMYJIAIINA HAa CUCTEMATAa PCHUH-AHT'MOTCH3HH-AJITIOCTCPOH

[Ipu manmeHTH, YMHTO BaCKyJIapeH TOHYC U ObOpeuHa (QyHKITHS 3aBUCAT OCHOBHO OT aKTHBHOCTTA Ha
CHUCTEeMaTa PEHUH-aHTHOTCH3UH-AIIOCTEPOH (HApUMeEp MAMEHTH C TeXKa 3aCTOMHHA ChpaeYHa
HEJIOCTaThYHOCT MJIU CHIIECTBYBAIO OBOpEeYHO 3a00JIIBaHe, BKIFOUNTEIIHO M CTeHO3a Ha ObOpeyHara
apTepus), ICUCHUETO C JICKAPCTBCHU MPOIYKTH, KOUTO ITOBJIUSABAT Ta3H CUCTEMA, KaTO TEIIMUCApPTaH,
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MPEIU3BUKBA OCTPA XUIIOTOHUS, XUIIEPA30TEMUS, OJIUTYPHS WIIH PSIIKO OcTpa ObOpeuHa
HEJIOCTaTHYHOCT (BXK. Touka 4.8).

IIspBHUYCH AIIOCTEPOHUZHM

HaL[I/IeHTI/I C I'bPBUYCH AJIJOCTCPOHNUIBM 11O MPUHIIUIL HAMA Ja pearnpat Ha aHTUXUTICPTCH3UBHU
JIeKapCTBEHH MPOAYKTH, ICHCTBAIIM Ype3 HHXUOUpPaHe Ha CUCTeMAaTa PeHHH-aHrHoTeH3uH. [Topaan
TOBA, yroTpebara Ha TEIMHUCAPTaH He Ce PEeNnopbhYBa.

CreHo3a Ha a0pTHATA ¥ MUTpaIHa Kiiana, O6CTDVKTI/IBHa XI/IHCDTDOd)I/I‘IHa KapaAuOMHOIIaTHA

KakTo nipu apyrute Ba30UIaTaToOpH, CIICIIHATHO BHUMAaHNUE ¢ HEOOXOIMMO MPH MAIMEHTH, CTPaIaliy
OT A0PTHA WJIM MUTPAJTHA CTEHO3a MM 0OCTPYKTUBHA XUIEPTPOPUIHA KApJHOMHUOTIATHS.

[TamuenTH ¢ III/Ia6eT, JICKYBAHH C MHCYJIMH HUJIN aHTI/I,Z[I/Ia6€THI/I JICKapCTBa

HpI/I TE3U MAUCHTHU MOXKE J1a HACTHIIN XUITOTJIMKEMM ITIPU JICUCHUC C TCIIMHUCAPTaH. 3aTOBa, IIpru TE3U
ManuecHTU TpHGBa Ja ce OOMHUCIIH CHOTBETHO MpocCiICAABaHC Ha KPbBHATA 3aXap U MOKE Jia C€ HAJIOXKU
KOpUTUpaHC Ha J03aTa Ha MHCYJIMHA WA aHTI/IZ[I/Ia6eTHI/ITC JICKapCTBCHA, KOIraTo € IMMOKa3aHo.

XunepkaaueMus

YnorpebaTa Ha JIeKapCTBEHU MPOTYKTH, KOUTO MOBIHUSIBAT CUCTEMAaTa PeHHUH-aHTHOTEH3HH-
aJI0CTEPOH MOXKeE J1a AOBEE A0 XUIIEPKATUEMUSI.

XunepkaaueMusaTa Moxe Jia ObJie ¢ (paTaneH U3Xo Py MallHeHTH B HAITpeIHAIa Bh3PACT, IIPH
MaIUeHTH ¢ ObOpeUHa HeJJOCTATHYHOCT, TIPH TIAIIMESHTH ¢ Jua0eT, IPH NMaIlMeHTH, JICKYBaH!
€HOBPEMEHHO U C JPYTH JIEKAPCTBEHU MPOJYKTH, KOUTO MOTAaT Jia IOBUIIAT HUBATA HA KaNUs W/WIN
TP TAIIUEHTH C TIPUIPYKABAIIN CHCTOSHHUSL.

[penu na ce B3eMe penicHUe 3a eTHOBPEMEHHO MPUIIOKEHUE HA JICKAPCTBEHH MPOIYKTH, KOUTO
MOBJIMSBAT CUCTEMATa PEHUH-aHTHOTEH3HH-aJOCTEPOH, TPsIOBa Ja Ce MPELeHN ChOTHOLICHHETO
1oJ3a/ pUCK.

OcHOBHHUTE PUCKOBH (HaKTOPH 3a Bh3HUKBAHE HAa XUIICPKAINEMHSI, KOUTO TPsIOBa [1a Ce B3eMAaT MO

BHUMaHHUE ca:

- 3axapeH auader, ObOpEUHO YBpEKAaHe, Bb3pacT (>70 ToauHN).

- KomOunaIys ¢ euH Wik MmoBeye JeKapCTBEHH MPOIYKTH, KOUTO MOBIHIBAT CHCTEMAaTa PEHUH-
AHTUOTEH3WH-aJIOCTEPOH ¥/ KAINEBH N00AaBKH. JIeKapCTBEHU MPOAYKTH WITH TEPATICBTUIHN
IPYIH HA JIEKApCTBEHU IIPOJYKTH, KOUTO MOraT J1a IPEIN3BUKAT XUIIEPKAITUEMUS Ca COIIEBU
3aMECTUTEIH, ChIbPIKAIIY KaJuid, Kalni-cbXxpansBamu nuyperunn, ACE uaxuduropu,
aHruoTeH3uH |1 penenTopHN aHTarOHNCTH, HECTCPOUIHN IPOTHBOBB3MATIUTEIIHI CPEACTBA
(HCTIBC Britountenno cenektuBHE COX -2 HUHXUOUTOPH), XeTIapHH, HMyHOCYTIPECOPH
(IMKIIOCTIOPYH WITH TAKPOJIUMYC) H TPUMETOIIPHM.

- WHTepKypeHTHH CHOUTHUS U TIO-CICIUAITHO ASXUAPATUPAHE, OCTPa ChpCUHA ICKOMIICH AL,
MeTabOIUTHA alK03a, BIoIIeHa Ob0peuHa (yHKIKs, BHE3aITHO BJIOMIaBaHe Ha OBOPEUIHOTO
cheTosiHYE (HanmpuMep HH(EKIMO3HU 3a00JIBaHus ), KIETHYHO JIM3UPaHe (HallpuMep ocTpa
UCXeMHS Ha KpalHUKa, padIoOMUOIM3a, OOMIMPHA TpaBMa).

[Ipu pucKOBHU MAITMEHTH C€ MIPENOPbUBA BHUMATEITHO MOHUTOPHPaHE Ha cepyMHMA Kanuii (Bx. Touka
4.5).

CopOuTon

ToBa nexapcTBo chabpxa 299,7 mg copOUTOI BBB BCsiKa TabIeTKa.
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Tps6Ba ga ce UMa NpeABUA AAUTUBHUAT €(EKT Ha CHITBTCTBAILO MPUIATaHU IPOAYKTH, ChIbPKAIIH
copouton (nau GpyKTo3a), KAKTO ¥ XPAHUTEITHHUSIT IPUEM Ha COPOUTON (MIH PPyKTO3a).
ChappKaHUETO HA COPOUTOIN B JIEKAPCTBEHU MPOIYKTH 33 IEPOPATHO MPIIIOKEHIE MOXKE /1a TIOBIIHSC
OMOHAIMYHOCTTA Ha JPYTH JIEKAPCTBEHH IMPOJYKTH 3a NEPOPATHO MPHIIOKEHUE, KOUTO CE MpUIarar
CBITBTCTBALIO.

[Tanmentu ¢ HacieaCTBEHAa HEMOHOCUMOCT KbM (pykTo3a (HFI) He TpsiOBa na mpuemat/moaydaBaT
TO3H JIEKAPCTBEH IPOIYKT.

JlakTo3a
Tolura Tabnetku cpabpiKa Jakro3a. [lanuenTy ¢ peakn HacIeACTBEHH MPOOIEeMH Ha HETOHOCHMOCT
KBM TaJIaKTO3a, IIBJICH JIAKTa3eH JSPUIMT WK TIFOKO30-TalaKTO3Ha MasiabcopOIus He TpsaOBa J1a

npuemar Tolura.

EtHuyecku paznuius

Kakro e HabmoaBaHO NpH UHXUOUTOPUTE HA AHTHOTEH3UH KOHBEPTHPAIIHS SH3UM, TEIMUCAPTaH U
JPYTUTE aHTHOTeH3WH 1] pernenTopHn aHTarOHUCTH ca OYEBU/THO TTO-MaIKO e()eKTHBHH B
MIOHMKaBaHETO HAa KPBBHOTO HAIIATAHE IIPU XOpa OT YE€PHATA paca, OTKOJIKOTO IIPH JPYTUTE PACH,
BEPOATHO IIOpPaJX II0-4ECTOTO CPELIAHE B UepHATa IOy Ialysl Ha HUICKO PEHUHOBO HHUBO C IIPOSIBU Ha
XUIIEPTOHUSL.

EQYI‘I/I

KakTo npu n1pyru aHTUXUNEPTEH3UBHY areHTH, €KCLIECUBHATA PEYKLYs HA KPbBHOTO HAJSTaHE IIPU
MAIMEeHTH C NCXEeMUYHA KapANOMaTHsI WM HCXEMUYHO KapJHOBACKYIapHO 3a00IABaHe MOXKE 1a
JIOBEZIE 10 MHOKapAeH UH(APKT WIN UHCYIT.

4.5 BsaumopnelicTBHe C APYrd JeKAPCTBEHH NPOAYKTH U APYru (p)OpMH Ha B3aHMO/JelCTBHE

EI/IFOKCI/IH

Ipu exHOBpeMeHHa ynoTpeba Ha TEAMUCAPTAH C JUTOKCHH ce HAOIF01aBa yMEPEHO MOBHUIIIABaHE Ha
nukoBarta (49%) u Ha Haii-HuckaTa (20%) m1a3MeHa KOHIIEHTaIMs Ha TurokcuH. [Ipu 3amouBane,
KOpUTHpaHe Ha J103aTa WK CIIHPAHE Ha JICUCHUETO C TEIIMUCApTaH, TPsAOBa JAa ce HaOIoqaBaT HUBaTa
Ha JIMTOKCHH, 32 J]a Ce TOABPIKAT B TEPATICBTUYHHUS HHTEPBAJL.

Kakro u npyrute nekapcTBEHH NPOLYKTH, KOUTO MOBIMABAT CUCTEMATa PEHUH-AHTHOTEH3HH-
IZOCTEPOH, TEIMHUCAPTaH MOXKE J1a TIpeTU3BUKA XUIIepKaIueMust (BX. Touka 4.4). To3u puck Moxe 1a
ce YBEJINYH B CIydail Ha KOMOMHHUPAHO JICUSHUE C JPYTH JISKApCTBEHHU MPOIYKTH, KOUTO CHIIIO MOTaT
I1a IPEJU3BUKAT XUIEPKATUEMHUs (COJICBH 3aMECTUTENH, ChABPXKAIIN Kalui, KaJIUH-ChXpaHIBaIlN
nuypeturia, ACE naxubutopu, anruoreHsuH Il penenTopHu aHTarOHUCTH, HECTCPOUTHU
npotuBoBb3naiuteaan cpenacrsa (HCIIBC BrmountenHo cenektuBHU COX -2 HHXHOUTOPH),
XEMapuH, UMyHOCYIPECOPH (LIUKIOCTIOPHH HIIN TAKPOJIUMYC) U TPUMETOIPHM).

Bb3HKKBaHETO Ha XHUIIEPKAIMEMHUS 3aBUCH OT CBBP3aHUTE C TOBA PUCKOBH (hakTOpH. PUCKBT ce
MOBUILIABA TIPH MO-TOpPE MOCOYEHHTE JIeueOHN KOMONHAIMH. PUCKBT € 0cOOEHO BUCOK NPH
KOMOWHAIUS ¢ KaJii- CbXPaHIBAIIN JIMyPETUIN 1 KOTaTO c€ KOMOMHMPA ChC COJIEBH 3aMECTHUTEIH,
cpapprkammy kanuid. Hanpumep npu kom6unarust ¢ ACE unxu6uropu nnu HCIIBC pucksT e no-
MaJTbK, IIPH YCJIOBHUE Y€ CTPUKTHO CE CIIa3BaT MpeANa3HuTe MEPKH IPH yIoTpeda.

EOH06p€M€HHOm0 NpulodiCeHUue He ce npenopvuied C

Kanuit-chxpaHsBaliy I0ypeTUIN UIN KaTueBU I[O6aBKI/I
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AmnrnorensuH 1l penenTopHUTE aHTarOHUCTH, KAKBBTO € TEJIMUCAPTAH, HAMANABAT 3ary0ara Ha Kajlui,
KOSITO c€ MPUIU3BUKBA OT AuypetunuTe. Kanuii-cbxpaHsapamure JUypeTHLU KaTO CIIUPUHOIAKTOH,
eIUIEPEHOH, TPHAMTEPEH MIIH aMIIOPH], KaIHeBUTE T00ABKU UIIN COJIEBUTE 3aMECTUTEIH,
ChbpIKAIlY KaJIMHi MOraT Jia JOBEAAT 10 3HaUMMO ITOBHUILIABAHE HA CEpYMHHUs Kanuil. Ako
€IHOBPEMEHHOTO IPHIIOKEHHE € TIOKa3aHO ITOpay yCTAaHOBEHA XUITOKAINEeMUs, TO TpsOBa J1a ce
U3BBPIIBA C IOBUIIEHO BHIMAHHE U TPOBa YECTO A3 CE MOHUTOPUPA CEPYMHHUS KaJIUil.

Jlutu

[To Bpeme Ha eTHOBPEMEHHO IPHIIOKEHUE HA JINTUH ¢ MHXUOUTOPY Ha aHTHOTCH3WH KOHBEPTHPAIIIHS
€H3UM U ¢ aHTHOTeH3UH Il perienTopHu aHTarOHUCTH, BKIIOUUTETHO TEIMUCApTaH, ca HaOJItoJaBaHH
00paTHMO TIOBHIIICHUE HA CEPYMHUTE JJUTHEBU KOHIICHTPAIIUH U TIPOSBH Ha TOKCHYHOCT. AKO Ta3H
KOMOMHAITUS € He00X0IMMa, ce TIPENnophuBa BHUMATEITHO MOHUTOPUPAHE HAa CEPYMHHUTE HUBA Ha
JIUTHUSL.

E()HO@peMeHHOmO NPUNOIHCEHUE USUCKBA NOBUULIEHO 6HUMAHUE NPU

HeCTeDOI/I}THI/I NOPOTHBOBH3NATUTCIHHU JICKAPCTBECHU TPOJAYKTH

HCTIBC (T.e. aneTHIcaTuIIOBa KHCEIHHA B MPOTOBOBB3MaIUTeHA 1031, COX -2 HHXHOUTOpH 1
HecenexktuBHE HCIIBC) Morat na HaMansaT aHTUXUIEPTEH3UBHUS e(PeKT Ha aHTMOTeH3uH 11
peLeNTOPHUTE aHTaroHUCTH. [1pH HAKOM MAIUeHTH ¢ HapylleHa Ob0pevHa (GyHKIHS (HalpuMep
JeXUIpaTHPAHU MAIUECHTH WK TTAlMeHTH B HallpeHaja Bb3pacT ¢ HapylleHa ObOpeuHa (QyHKIus)
€THOBPEMEHHOTO IPHJIOKEHNE Ha aHTHOTEH3HH [l perenTopHy aHTaroHUCTH M JISKAPCTBEHU
MIPOIYKTH, KOUTO HHXHOHMPAT IIHKIIO-OKCUTeHa3aTa MOXKe Jla JOBEJIE JI0 MT0-HATATHIIHO BIIOIIABAaHE HA
ObOpeunara QyHKIHA, BKIIOUYUTEIHO € BB3MOXKHA OCcTpa ObOpeYHa HEIOCTaTHYHOCT, KOSATO
0o0uKHOBEHO ¢ oOparuMa. [1o Tasu mpuyrHa, KOMOWHAIKATA TPSAOBA Na ObJIe TPHUIIaraHa ¢ IOBUIIICHO
BHUMaHHUE, 0COOCHO NPU MALIMEHTH B CTapuecka Bb3pacT. [lanuenture Tpsa6Ba na 6bAaT aAeKBaTHO
XHApaTHpaHH U Ja Obje npociesBaHa Ob0pedHara nM QyHKIUSA B HA4aJIOTO HA KOMOMHUPAHOTO
JICYCHNE ¥ MEPUOANIHO CJIE]] TOBA.

B enno npoyuBaHe eAHOBPEMEHHOTO ITpUJIaraHe Ha TeIMUCAPTaH U PaMUIIPUI € AOBENO 10 IOKaYBaHe
Ha AUC.24 U Ciax Ha paMHIIPUIT M paMUNPUIIAT 110 2,5 mbTH. KnHNYHATa 3HAYMMOCT Ha TOBa

Ha6J'IIO,E[CHI/Ie HC € U3BCCTHA.

Jnyperunu (THA3UIHU WU OPUMKOBH JUYPETHULIN)

IIpenmecTaia Tepanus ¢ BUCOKH J03U JUyPETHLHU KaTo pypocemu] (OpUMKOB TUYPETHUK) U
XHAPOXIOPOTHA3N (THA3NACH IWYPETHK) MOJKE 1]a TOBEE 10 HaMaJeH o0eM Ha IMpKyJIfpanara
KPBB M PUCK OT Bb3HUKBAHE Ha XUIIOTOHHUS IIPH 3alI0YBAHE HA JICUEHHE C TCIIMUCAPTAH.

Tpsabsa ca ce 83eme no0d HUMAHUE NPU OHOBPEMEHHO NPULOICEHUE

Jpyru aHTUXUIICPTEH3UBHU JICKAPCTBECHU TPOAYKTHU

XUMOTEH3UBHUS €(PEKT HA TEIMUCAPTAH MOXKE J1a C€ ITOBHIIH IIPH SIHOBPEMEHHOTO IPUIIOKECHHUE C
JpyTY aHTUXUIIEPTEH3UBHHU JIEKAPCTBEHU IIPOAYKTH.

JlaHHU OT KIIMHWYHY [IPOYYBaHMUS [I0KA3BaT, 4 ABOMHOTO OJIOKMpaHe Ha PEHWH aHTHOTEH3MH
angoctepoHoBara cucteMa (PAAC) upe3 komOunnpanata ynorpeda Ha ACE unxuburopu,
aHrnoTeH3uH lI-penenTopHn GIIOKEepH WM aJMCKUPEH Ce CBBP3Ba C IIO-BHCOKA YECTOTa Ha HEXETaHH
CHOHTHS, KaTO HAIPpUMEP XUIIOTOHMS, XUIIEPKATNEMHUS U HaMalsBaHe Ha ObOpedHaTa (hyHKIHSI
(BKJIOUMTENIHO OCTpa ObOpeUHa HEAOCTaThYHOCT), B CPABHEHHUE C yIOTpeOaTa caMo Ha €JHO
cpencTBo, neictpamo Brpxy PAAC (Bxk. Touku 4.3, 4.4 u 5.1).
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B®3 ocHOBa Ha (hapMaKOJIOTHYHUTE UM CBONCTBA € BH3MOXKHO J]a CE 0YaKBa, Y€ CIICAHUTE
JIEKapPCTBEHH NPOJYKTH MOTAT JIa MOBUILAT XUIIOTEH3UBHUS ¢(DEKT HA BCHUKH AaHTHXHUIICPTCH3UBHU
CPEICTBa, BKIFOYUTEIHO TeNMUcapTaH: OakinodeH, amudocTuH.

CaI10 Taka, OpTOCTAaTHYHATA XUITOTOHHUS MOXE J1a ObJIe 3aCUIICHa OT aJIkoXO0J, 0apOUTypaTH,
HAPKOTHYHH BEIIECTBA UM aHTUICIIPECAHTH.

Koprukocreponau (CHCTEMHO IIPUIOKEHHUE)

Hamansasane Ha AHTUXUIICPTCH3UBHUA e(beKT.

4.6 @epTHaUTET, OPEMEHHOCT U KbpMeHe

Bpemennoct

He ce npenoppuBa ynorpedaTta Ha aHTHOTEH3MH 1] perienTopHu aHTarOHUCTH Mpe3 TbPBUS TPUMECTHP
Ha OpeMeHHOCTTa (BX. Touka 4.4). YnoTrpebara Ha aHTHOTEH3HH 1l penenTopHu aHTarOHUCTH €
MIPOTHUBOIIOKA3aHa IPe3 BTOPHS U TPETUS TPHUMECTHP Ha OpeMeHHOCTTa (BX. TOUkH 4.3 1 4.4).

Hsma nocrarpuno nannu 3a ynorpebara Ha Tolura mpu 6pemennn sxenu. [IpoyuBanusTa npu
MBOTHU IOKa3BaT PENpPOLYyKTUBHA TOKCUYHOCT (BX. TO4Ka 5.3).

EnuneMuonoruuHuTe JaHHU 3a PUCKa OT TepaToreHHocT ciel ekcrio3uius Ha ACE unxuburtopu mpes
IBPBUS TPUMECTHP Ha OpPEeMEHHOCTTA He ca yoequTenHu. Bee mak, He MoXke J1a ce H3KITI0YH c1abo
MOBHINIABaHe Ha pucKa. JJokaTo HAMa KOHTPOJIMPAHH SMUAEMUOIOTHYHH TaHHH 32 PUCKA MIPH
ymorpeba Ha aHTHOTEH3UH 1] perentopHr aHTarOHUCTH, CXOAHU PUCKOBE MOTAT Jia CHIICCTBYBAT MPU
TO3HM KJIac JieKapcTBa. [1alueHTkuTe, KOUTO IIaHUPaT OPEMEHHOCT, TPOBa 1a IPEMHHAT KbM
ANTEPHATUBHO aHTUXUIIEPTEH3UBHO JIEYCHHUE C YCTAHOBEH Mpo(uiI Ha 6€30MacHOCT MpH yrnoTpeda mo
BpeMe Ha OPEeMEHHOCT, OCBEH aKO CE CUMTA, e € OT 0COOeHa BaKHOCT Jja C€ MPOIBIDKU JICICHHETO C
aHruoTeH3uH I penenTopHy aHTaroHUCTU. AKO € TMarHoCTUIIMpaHa OpeMEeHHOCT, JISYEHUETO C
anruoTeH3uH 1l penenTopHN aHTarOHUCTH TPsIOBa He3abaBHO 11a Ob/Ie MIPEYCTAHOBEHO U aKO €
MOXOIAIIO a Ob/e 3aI09YHATO AITEPHATHBHO JICUCHHC.

YCTaHOBEHO €, Y€ eKCIO3UIMATA Ha aHTHOTEeH3HH I perenTopHr aHTarOHUCTH IIPE3 BTOPUS U TPETHS
TPUMECTHP Ha OPEMEHHOCTTA MPEAU3BUKBA (PETOTOKCHYHOCT TIPH X0pa (MOHMKEHa Ob0peuHa
(hyHKIMSI, OTUTOXUAPAMHHOH, 3a0aBeHa YyepenHa ocu(pHUKaIys) i HeOHATATHA TOKCUIHOCT (0BOpedHa
HEIOCTaThUHOCT, XUTIOTOHHUS, XUTIEpKaTuemMust) (BX. Touka 5.3).

[IpenopwuBa ce yaTpa3ByKOB Mperiie] Ha ObOpeyHaTa (GYHKIHS U Yyepera, aKo HACThIH EKCITO3UIIHS
Ha aHTHOTeH3uH [l perienTopHU aHTarOHUCTH TPe3 BTOPHS TPUMECThP Ha OPEMEHHOCTTA U CIIe/T TOBA.
HoBoponenute, 4niiTo Maliku ca IprUeMali aHrMOTeH3uH 11 perentopHu aHTarOHUCTH, TpsiOBa 1a
ObJaT BHUMATEITHO HAOJI01aBaH! 32 HAJIMYME HA XUIIOTOHUS (BXK. TOUkH 4.3 1 4.4).

Kvpmene
Tbit kaTo HAMA JaHHU OTHOCHO ynoTtpebara Ha Tolura B mepuoaa Ha kepMeHe, Tolura He ce
MIPETopBhYBa, a ce MPEANIOYNTAT aITEPHATUBHH JICUSHHUS C 110-100pe yCTaHOBEH MPOGHII Ha

0e30MacHOCT B NepHO/ia Ha KbPMEHE, 0COOEHO NMPH KbpPMEHE Ha HOBOPOJEHO WM TPEXKIEBPEMEHHO
POJICHO JAETe.

Peprunurer

B npeaxnuHuYHN npoyuyBaHUs He ca HaOmogaBanu edektH Ha Tolura BEpXyY (epTUINTETa HA MBKKU
1 JKEHCKH UHIUBU/IN.

4.7 EdexTu BbpXy cnocod0HoOCTTA 32 mogupaHe u padoTa ¢ MAIIMHU

Korarto ce 1110(1)1/1pa nin pa60T1/1 C MalllMHU Tp$[6Ba Ja c€ nMa npeaBuj, 4€ rnpu aHTUXUIEPTECH3MBHA
TCparusa KaTo Tolura, MakKap 1 psaKo, Morat Ja Cc€ rposaBAT 3aMaiiBaHe WM CHHIIMBOCT.
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4.8 HexeaHH JICKAPCTBEHH PeaKIUA

Kparko n3noxenue Ha npoduia Ha 0€30I1aCHOCT

Cepro3HUTE HeXKEIIAaHU JICKAPCTBEHU PEaKIIMU BKIIOUBAT aHAQUIAKTUYHYU PEAKIIUHE U aHTHOCIEM,
KOUTO MOXeE Jla HaCTBIAT psiako (>1/10 000 xo <1/1 000), u ocTpa 6bOpeYHa HEMOCTATHYHOCT.

UYecToTaTa Ha HEXXEJIAaHWUTE JIESKAPCTBEHH PEaKLUH, ChOOIEHH IPH yIoTpeda Ha TelIMHUCapTaH €
cpaBHUMa ¢ TuTane6o (41,4 % cupsmo 43,9 %) npu 1nane60-KOHTPOIMPAHU IPOYIBAHUS TIPU
MAIMCHTH, JICKYBaHU 3a XunepToHus. CiiyyanTe Ha MPOSBESHU HEXEJIaHH JICKAPCTBCHH PEaKIUU HE ca
CBBP3aHH C J103aTa U HE MOKa3BaT 3aBUCHMOCT OT TI0JIa, Bh3PACTTa WM pacara Ha MallUeHTHUTE.
[IpodmrbT Ha 6€30MACHOCT Ha TEIIMHUCAPTaH IPH MAIUSHTH, JICKYBAaHH 32 HAMaJIsIBaHE Ha
CBPIIEUYHOCHI0BATA 3200JIEBAEMOCT, € CXOJICH C TO3U, HAOJIFOIaBaH MPH MAI[UEHTH C XUIIEPTOHHUSL.

[IpencraBeHnTE MO-I0TY HEKEIIAHN PEAKIHH, OTPA3sBAT PE3YATATUTE OT KOHTPOJUPAHU KIMHUYHU
MIPOYYBAHUS MIPH MAIECHTH, JEKYBaHHU 32 XUTICPTOHUSI M OT TOCTMAPKETUHTOBY CHOOIIICHISL.
CIHUCBKBT, CBIINO Taka, OTPa3siBa CEPUO3HH HEKETaHN PEAKIUH M HEXKETaH! PeaKIluH, BOACIIN 10
MIpeKpaTsIBaHe Ha JICYCHUETO, CHOOIIEHH B TPH ABIATOCPOUHY KIMHIYHH ITPOYYBAHUS, BKIFOUBAIIH 2 1
642 manueHTH, ISKyBaHHU ¢ TeIIMUCAPTaH 32 HaMaJsIBAaHE Ha ChPJICYHOCHIOBATA 3a00JIE€BAEMOCT 3a
TIEPHUOJ A0 IIECT TOIIHH.

KDaTKO H3JI0KCHHEC HAa HCXKCIIAHUTC JICKAPCTBCHHU PCAKIINU B Ta0anyYeH d)ODMaT

Hexenannre nekapcTBEHH PEAKIMK Ca KATETOPU3UPAHU CIIOPE]] YECTOTATa, KATO € M3MOJI3BaHa
cienHara Kinacupukays: MHOTo 4ect (>1/10), gectu (>1/100 mo <1/10), meuectu (>1/1 000 no
<1/100), penku (=1/10 000 mo <1/1 000), maOTO peaxu (<1/10 000).

IIpu Besxo rpynupane B 3aBUCHMOCT OT YE€CTOTATa, HEXKEJIAHUTE JIEKapCTBEHH PEaKINK ce N30posBar
B HU3XO/AIL] peJl 10 OTHOLLICHHUE Ha TEXKECTTA.

Wndexunu n nnpecranmm

HEYECTU: Wndexius Ha ypUHAPHUS TPAKT, BKIOYUTEIHO UCTHT, MHOEKINS Ha
TOPHHS PECITUPATOPECH TPAKT, BKIFOUUTEITHO (DAPHHTHUT U CHHYHT
penKu: Cericrc BKIIFOUHTEHO C (aTajieH usxon'

Hapymenus Ha kpbBTa U TUMQHATA CHCTEMA
HEUYECTHU: Anemust
penxu: Eosunodwmius, TpoMOOIUTOICHUS

Hapyienus Ha UMyHHaTa cucremMa
penKu: AHadrrakTHYHA peakIysl, CBpbXIyBCTBUTEITHOCT

Hapymrenus na Metabomu3mMa u XpaHEHETO
HEYeCTH: XurnepkaarueMust
peaxu: XunormukeMus (IIpy MAIMEeHTH, OOTHA OT AUA0ET)

[lcuxyuynu HapymeHus
HEUYECTH: bescwuue, nenpecus
penKu: BbesnokoiicTBo

Hapyienus Ha HepBHaTa cucreMa
HEYECTH: CHHKOII

Penxu: CBHIUBOCT

Hapymenus Ha ounte
peaxu: Hapymieno 3penue
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Hapymenns Ha yxoTo n 1abuprHTa
HEYEeCTH: Bepturo

ChbpAeuHr HapyIICHUS
HEYEeCTH: Bpaguxapaus
penKu: Taxukapaus

Cba0BU HapyLIEHUS
HEYECTH: XUTOTOHHUSA’, OPTOCTATHYHA XUTIOTOHHUS

PecniupaTopHu, rpbJHU U METUACTHHAIIHU HAPYIIICHUS
HEYEeCTH: JlncrnHes, Kanniuia
MHoro peaxu: HHuTtepcrunnania 6enoapobHa 6omect 4

CToManTHO-4YpeBHU HAPYIICHHS
HCUYCCTH: AbGnomunanHa 60NKA, AUAPHS, AUCIICTICHS, (hIIAaTyICHIINS, TIOBPBIIaHEe
penKH: CyxoTa B ycTara, CTOMAaIIeH JUCKOMQPOPT, TUCTEY3HS

Xenaro-OwinapH HapyIICHHS
penxu: AGHOpMHA yepHOAPO6HA QYHKIHA/9epHOAPOOHO HAPYIIeHHE

Hapymienus Ha Ko)kaTa W MOJIKOKHATA ThKaH

HEYecTH: [Ipypuryc, xunepxunposa, 06puB

penxu: AHruoenem (chIlo U ¢ paraneH u3xo), eK3emMa, epuTeMa, ypTuKapus,
JeKapcTBEH 00pHB, TOKCHYIEH KOXKEH 00pHB

Hapyiienust Ha MyCKyJIHO-CKEJIeTHaTa CUCTEMA U ChbeIMHUTENHATA ThKaH

HEUYECTH: Bboska B repba (Hamp. WIMac), MyCKyJTHH CITa3MH, MAQJITHSI

penku: Aptpairust, 601Ka B KpaitHUK, OOJKH B CYXOXKIITHSITA
(TeHIMHUTONOAO0OHU CUMIITOMH )

Hapymrenus Ha O60peruTe 1 MUKOYHUTE THTHINA
HEYECTH: brOpedno yBpexkaane, BKIIOYUTEIIHO OCcTpa ObOpedHa

HCAOCTAaTBbYHOCT

OO0 HapymeHus ¥ e(heKTH Ha MSCTOTO Ha MPHIIOKEHHE

HEYECTHU: Boska B rpbaHUA Kol acTeHUs (c1abocT)

pEnKH: I'pumonono6HoO 3a00msBane

N3cnensanus

HEYeCTH: [ToBuIIeH KpEaTHHUH B KPBBTA

penKu: INoHmxkeH xeMOorIo0uH, TOBHIIICHA TMKOYHA KUCEIUHA B KPBBTA,
MIOBUIIIEHH Y€PHOIPOOHH €H3MMH, ITOBHIIIEHa KpeaTHH (ocoKrHa3a
B KpbBTa

1,2,3,4: 3a TO'BJIHUTEITHO OMHUCAaHUE, MOJIS BHXKTE MOATOUKA Onucanue Ha U30panu Hexlceranu
peaxyuu

Omnmncanne Ha I/I36DaHI/I HCXKCIaHH JICKAPCTBCHU PCAKIINH

Cencuc

B npoyuBanero PRoFESS e HaOmogaBaHa noBuIieHa 4ecToTa Ha CEICUC IPY TeIMUCAPTaH B
cpaBHeHue ¢ miane6o. CHONTHETO MOJKe J1a € ciyJaifHa HaxoJKa WM J1a € CBbP3aHO C HEMO3HAT 10
MOMEHTa MEXaHU3BM (BXK. Touka 5.1).

XHUOOTOHUSA
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Tazu HexenaHa TeKapcTBEHA PeakIys € ChOOIEHa KaTo YeCTa, IPH MAlUCHTH ¢ KOHTPOJIUPAHO
KPBBHO HaIsITaHe, KOMTO ca JIEKYBaHH ¢ TeIMUCApTaH 32 HaMaJsIBaHE Ha ChPACYHOCHI0BATA
3a00J1€Ba€MOCT, B JOITbJIHEHUE KbM CTaHIAPTHUTE TPYKH.

AOHOPMHA YepHOIPOoOHA HYHKIIHS/YePHOIPOOHO HAPYIIICHHE

[ToBeueto ciydan Ha aOHOpPMHA YepHOAPOOHA (DYHKIUS/AepHOAPOOHO HAPYIIEHHE OT MOCT-
MapKETHHTOBHSI OITUT C TEJIMUCAPTaH HACTHIIBAT MPH MAIMSHTH OT SMOHCKH MPOU3X0/1. [Ipy manueHTn
OT SITOHCKH MPOU3XO0J] ChIIIECTBYBA MO-TOJISIMA BEPOSATHOCT 32 PA3BUTHE HA TE3U HEXKEJIAHU PEaKIIHH.

UnTepcrunmanta GemoapobHa 6orect
Crnyyau Ha HHTEpCTUIMATHA 0estoApoOHa 0oJiecT ca JOKJIaABaHU OT IOCT-MapKETHHTOBHS OTIHT, BHB
BpB3Ka C MpueMa Ha TenmucapTad. [[pHYHHHO-CIIeICTBEHHA BPh3Ka 00aue He € yCTaHOBEHa.

CLo6gaBaHe Ha MOJAO03UPAaHN HEKCIIaHU PECAKITNU
Cpo01IaBaHeTO HA MOAO3UPAHU HEXKEJIAHU PEAKINHU CJIC/ pa3pClIaBaHe 3a yHOTpe6a Ha JICKapCTBCHUSA

MPOJYKT € BakHO. ToBa MO3BOJISIBA J1a MPOIBJIKKH HAOIOJCHUETO HAa ChOTHOIIEHUETO MTOJI3a/PUCK 3a
JeKapCTBEHUs MPOAYKT. OT MEUIIMHCKUTE CTICIUAIMCTH C€ M3MCKBA J1a ChOOIIaBaT BCsAKa
MOI03UPaHa HEeXKellaHa peakIis ype3 HaIlMOHAIHA CUCTEMa 3a ChoOIIaBaHe, mocovyeHa B [Ipuinokenne
V.

4.9 Ilpeno3upane

ChliecTByBa orpaHrdeHa HH(GOpMAIHS MO0 OTHOIIEHHE Ha MPEI03UPAHETO PU XOPa.

Cumnromu: Hali-u3siBeHUTE MTPOSIBU HA MIPEJ03UPAHE C TEIMUCAPTAH Ca XUITOTOHUS U TaXUKapIus, a
CBIIO ce ChOOIIaBaT U OpauKapIns, 3aMassHOCT, TIOBHIIIABAHE HA CEPYMHHUS KPEaTHHHUH U OCTpa
OBOpeuHa HeIOCTATHUHOCT.

Jleuenwue: TenmucapTaH He ce OTIeNs Mpu Xemoauaiu3a. [larueHTsT TpsiOBa 1a Ob/ic BHUMATEIIHO
HaOJII0aBaH | JISYCHUETO TPSOBa 1a OB/Ie CUMIITOMATHYHO | MO Ibpkamto. OBIaAsIBAHETO 3aBUCH OT
BpPEMETO Ha TIPUEMaHe Ha MPOJYKTA U TeKECTTa Ha CUMITOMHUTE. [IpenopbhunTeTHUTE MEPKU
BKJTIOUBAT MPEIU3BUKBAHE Ha MOBPBIIAHE H/UIM CTOMAIIHA TPOMHUBKA. [IpuiiaraneTo Ha aKTUBEH
BBIVICH MOXeE Jla IOTIPHHECE MPH JIeYeHUe Ha nipeo3upaneTo. Heo6XoauMo e uecto mpociesaBaHe Ha
CepyMHI/ITC eJ'IeKTpOJ'II/ITI/I 158 eraTI/IHI/IH. HpI/I I1OsIBa HAa XHUIIOTOHMS, ITIALITUCHTHT Tp${6Ba aa 6’I)IIG
IOCTaBEH B JICTHAJIO TI0 TPHO MOJI0KEHUE U OBP30 J1a Ce MPUIIOKAT COICBU 1 OOEMHH 3aMECTHUTEIH.

5. DAPMAKOJIOI'NYHU CBOUCTBA

5.1 @®@apmakoguHAMUYHH CBOWCTBA

®dapmakoTrepaneBTuyHa rpyna: Auruorensut Il anraronuct, camocrostento, ATC koa: CO9CAOQ7

MexaHu3bsM Ha IEHCTBUE

TenmucapTas € epopaiHO aKTHBEH U CIIeU(pUYICH aHTHOTeH3UH 11 perenToper aHTaroHuCT (THIT
AT)). Toii u3MecTBa ¢ MHOTO BUCOK apUHUTET aHTUOTEH3UH II 0T HETrOBOTO MSICTO Ha CBHP3BAHE B
AT/ penienTopHUS TOATHUII, KOUTO € OTTOBOPEH 32 M3BECTHUTE IEUCTBUS HA aHTHOTEH3UH 1.
TenMucapTaH HsiMa TIOpY U YacTUYHA arOHUCTUYHA akTUBHOCT cripsiMo AT peuenropa. Tenmucapran
ce cBbp3Ba cenekTuBHO ¢ AT peuentopa. CBbpP3BaHETO € MPOABDKUTENHO. TelIMucapTa He IoKa3Ba
apHHUTET KBbM APYTH perientopH, BmountesHo AT, u apyru no-ciaabo xapakrepusupanu AT-
peuentopu. @yHKIHOHATHATA POJIA HA T€3U PELIENITOPHU HE € U3BECTHA, HE € M3BECTEH U e(eKTa Ha
TAXHATa Bb3MOXKHA CBPBbXCTUMYJIALUs OT aHrMoTeH3uH II, yniiTo HUBa ca MOBUILEHH OT TEIMUCAPTaH.
HuBata Ha muia3MeHus anjgoCTepOH ca MOHIKEHH OT TeIMUcapTaH. TelMucapTaH He HHXUOUpa
YOBEIIKHS IIa3MEH pEeHHH U He OJIOKHpa HOHHWTE KaHand. TenMucapTal He HHXUOUPa aHTHOTCH3UH
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KOHBEpTUpAIIHs eH3uM (KiHHHA3a [1), eH3UMBT, KOMTO b0 pasrpaxna OpaaukunuHa. [Topaau ToBa
HE Cce 0YaKBa Jia IOTeHIIpa OpaIMKHHIH-MEIUUPAHUTE HEXKETaH! JICKAPCTBCHU PEaKIIHH.

IIpu xopa no3ara ot 80 mg TenMuUcapTaH MOYTH M3LUI0 HHXUOUPA NPEAU3BUKAHOTO OT aHTHOTEH3HH
Il moBumaBaHe Ha KPHBHOTO HajsraHe. IHXHOUTOPHUAT €PEeKT ce Mo abpKa Hajl 24 yaca, KaTo BCe

olie MOXe Jia ObJie yCTaHOBEH /10 48 Jaca.

Kinanyna edurkacHOCT ¥ 0€30I1aCHOCT

JledeHune Ha eceHIMAIHA XUITEPTOHHS

CJ'IGI[ npujiarane Ha mbpBaTa 103a TCJIMHUCAPTAH CE HaGJ’IIOI[aBa IOCTCIICHHO I10sBa Ha
AHTUXUIICPTCH3WBHA aKTUBHOCT B PAMKUTC Ha 3 yaca. MakcumaiHara pPEAYKIIUA HA KPBBHOTO
HaJisIrane ¢c€ 10CTUra HaIlr'bJIHO B PAMKHUTC Ha 4 J0 8 cCaAMUIM CJIC HAYaJIOTO Ha JICUCHUCTO U CC
noaabpIKa 4pe3 NPOABIDKUTEIIHA TCPAIIUA.

Crnen npueMaHe Ha /103aTa aHTUXUIIEPTEH3UBHUAT e(DeKT epCUCTHpa MoBeue oT 24 yaca, KaTo
BKITIOYBA M TIOCJICIHUTE 4 yaca MpeIy CIIeABANIOTO MPHIIOKEHHE, KAKTO MTOKa3BaT aMOyJIaTOPHUTE
W3MEpBaHUA Ha KPBBHOTO HajsiraHe. ToBa € MOTBBPACHO U OT ChOTHOIICHUETO MUHUMAIHHA KbM
MaKCHMaJTHU KOHIIEHTPAIMHU, KOeTO € ocTtosiHHO Hay 80 % cien mpueM Ha jo3u oT 40 u 80 mg
TEJIMUCAPTaH MPH IJ1a1ie00 KOHTPOIUPAHU KIMHUYHHU TPOYIBAHUS.

Hanwrie e oueBHIHA TEHICHITHS 32 Bph3Ka MEXJIY J03aTa H BPEMETO Ha Bh3CTAHOBSIBAHETO Ha
0a3aJIHOTO CUCTOJHO KpbBHO Hassirane (SBP). B ToBa oTHOIIEHHE TaHHUTE 3a AMACTOITHO KPBBHO
nansirane (DBP) ca nenocrosiHaM.

IIpyu manueHTH ¢ XUNEPTOHUS TEIMHUCAPTaH PEAYLUPa U CUCTOIHOTO U JUACTOJIIHOTO KPBBHO
HaysIraHe 0e3 J1a MOBJHsIBA MyJIcoBaTa yectora. Hammauero Ha TUypeTHYeH U HATPUYPETHUCH eeKT,
KOMITO J1a JOIPUHECE 32 XUIIOTEH3UBHATa aKTUBHOCT Ha JIEKAPCTBEHUS IPOLYKT BCE OLIE HE €
JOKa3aHO. AHTHXUIIEPTEH3NBHATA S(PUKACHOCT Ha TEJIMUCAPTAH € CpaBHIMA C Ta3l Ha MPOLYKTH,
IPEACTaBUTENN HA IPYTH KJIACOBE aHTHXHUIIEPTEH3UBHH JIEKAPCTBEHHU MPOAYKTH (YCTaHOBEHA IIPH
KJIMHUYHU U3MNUTBAHUS, CPABHABAILY TEJIMUCAPTAH C aMJIOAUIUH, aT€HONOJ, CHAIApUI,
XUIPOXJIOPTHAZH U IN3UHOIIPHII).

[Ipwm BHE3amHO MpeKbcBaHe Ha JICYCHHETO C TEIMUCAPTaH KPBBHOTO HAIATaHE MOCTEHNEHHO e BPhINa
JI0 CTOMHOCTHTE TIpeI JICUCHUETO, 33 TIEPHOJ OT HAKOJIKO THU 0e3 JaHHH 3a pebayH ] XUIIEPTOHUSL.

Crnyuante Ha cyxa KallIula ca 3HaUUTENIHO [10-MaJIKO [P MallMeHTH, TPETUPaHU C TEIMUCAPTaH,
OTKOJIKOTO IPH TaKKBa, HA KOUTO ca JaBaHU WHXUOUTOPU Ha aHTHOTEH3MH KOHBEPTHPAIINUS €H3UM B
KJIIMHUYHU POYYBaHUs, IUPEKTHO CPaBHABAILH JBETE AHTUXUIIEPTEH3UBHU JICUCHUSI.

ChpIeYHOCHI0BA MPOPIIAKTHKA

ONTARGET (IIpoapmkaBanio ¥ B MOMEHTA TI00QTHO TIPOYYBaHE HA TEIMHUCAPTAH CAMOCTOSTEIIHO U
B KOMOWHAIIMS ¢ PaMUIIPUII ¢ KpaiiHa TouKa) cpaBHsIBa e(hEeKTUTE Ha TeIMUCAPTaH, paMUTIPUI U
KOMOWHAITUATA OT TEJIMACAPTAH M PAMHIIPHII BBPXY ChPJICYHOCHIOBUTE Pe3yJITaTH mpH 25 620
MAIMEeHTH Ha Bh3pacT 55 rOWHYU WU MO-BB3PACTHU C aHaMHe3a 3a KOpoHapHa apTepuaiiHa 0oecT,
MO3BYEH HHCYIT, PEXOJCH NCXEMUYEH MPHUCTHII, IepUPEPHO apTEPHATHO 3a00IIBAHE WIH 3aXapeH
IuadeT THII 2, CHITBTCTBAH C IaHHM 32 YBPEKJaHE Ha OPraHuTe (KaTO PETHHOIATHS, JICBOKaMEPHA
XHUIIEPTPOPHSL, MAKPO- HIH MUKPOATOYMUHYPHS), KOUTO Ca TOMYJIAUs C PUCK OT Bh3HUKBAHE Ha
CHPIECYHOCHIOBU HHITUICHTH.

[NammenTHTE Ca paHIOMU3UPAHH KBM €IHA OT CICIHNATE TPU TPYIH Ha JiedeHue: Tenmucaprad 80 mg
(n=8 542), pamumpun 10 mg (n=8 576) wnu komOuHaIwsITa OT TenMucaptad 80 mg ¥ paMUTIPHIT
10 mg (n=8 502), ¢ mocienBaIio cpeaHo BpeMe Ha npociensBane 4,5 roJUHH.

TCHMI/IcapTaH IIoKa3Ba CXOJCH e(l)eKT C paMUIIpUJ P HaMaJIABaHEC Ha MbPBHUYHATA CbCTaBHA KpaﬁHa

TOYKa OT CHPIEYHOCHIOBA CMBPT, HedaTaneH HHPAPKT Ha MHOKapAa, He(aTaieH MO3bUCH HHCYIT
WM XOCTIUTAIM3AIH TTOPaIn 3aCTOHHA ChpJIeYHa HeIOCTaThuHOCT. YecToTaTa Ha IMbpBUYHATA
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KpaliHa TOUYKa € CXOJHa B IpynuTe Ha TenMucapTat (16,7%) u pamunpun (16,5%). KoeduimeHTsT Ha
puck 3a TenmucapTan cupsamo pamunpui e 1,01 (97,5% AN 0,93 — 1,10; p (He no-romnsima
epukacHoct) = 0,0019 npu rpanuna 1,13). [IponeHTHT Ha CilydanTe Ha CMBPTHOCT IO BCSAKA MTPHYUHA
e cporBeTHO 11,6% u 11,8% cpen nmauueHTuTe, IEKyBaHU C TEIMHUCAPTaH U PAMHUIIPHIL

YcraHoBeHO ¢, ue epeKTUBHOCTTA Ha TEIIMUCAPTAH € CXO/HA C Ta3W HA PAMUIIPUII IIPU MPEIBAPUTEITHO
oTpeJieNicHaTa BTOPHYHA KpalfHa TOYKa OT ChPICYHOCHIOBA CMBPT, HedaTaneH HHPapKT Ha MHOKapaa
u Hearanen mo3pueH uHcyaT [0,99 (97,5% AU 0,90 — 1,08; p (ae nmo-ronsma epukacHOCT) =
0,0004)], mppBuuHaTa KpaiiHa Touka B peepentHoro npoyuBane HOPE (IIpoyuBane 3a oneHka Ha
ChPICYHUTE PE3YJITATH NMPHU NMPODUIAKTHKA), KOSTO MPOyUYBa eeKTa Ha paMUTIPUIT CIIPSMO I11ane0o.

IIpoyusanero TRANSCEND panmomusupa manueHT ¢ HelmoHOCUMOCT KbM ACE HHXHOUTOPH, ChC
CXOJIHH KPHUTEpUH 3a BKIrouBaHe Kato npoyuBanero ONTARGET, na tenmucapran 80 mg (n=2 954)
i wianebo (n=2 972), kaTo U ABaTa ce mpujaraT B JOMbIHEHUE KbM CTaHJAPTHUTE TPUKU.

CpenHaTa MpOJBIDKUTENHOCT Ha MpociensBane € 4 roguau u 8 meceua. He ce oTkpuBa
CTaTUCTUYECKH 3HAUMMa Pa3JInKa B 4eCTOTAaTa Ha ITbPBUYHATA ChCTAaBHA KpalfHa TOUKA
(cepIeYHOCHI0BA CMBPT, HedaTaleH HH(DAPKT Ha MUOKapaa, HedaTanieH MO3bUYCH HHCYIT WIH
XOCTIMTAIIU3AIHS TIOPaJH 3aCTOMHA ChpICYHa HEJOCTaThUHOCT) [15,7% B rpymnaTta Ha TenmMHUCapTaH U
17,0% B rpymara Ha riane6o ¢ koeduiuent Ha puck 0,92 (95 % /11 0,81 — 1,05; p =0,22)]. Uma
JAHHM 3a TI0J13aTa Ha TeIMUCAPTaH B CpaBHEHHE ¢ IU1anedo MpH MpeiBapuTeIHo OnpeaesieHaTa
BTOpPHYHA CHCTaBHA KpaifHa TOUKA OT ChPACIHOCHIOBA CMBPT, HedaTaneH HHPApKT Ha MAOKap/a u
HedaTaneH Mo3bueH uaeynT [0,87 (95% AU 0,76 — 1,00; p = 0.048). Hsma ganHu 3a mosnza npu
CBPIEYHOCHIOBA CMBPTHOCT (KoedurmeHT Ha puck 1,03, 95% AU 0,85 — 1,24).

Kamuuna u anruoenem ce cho01aBaT MO-PsAKO NP MaLMEHTH, JIEKYBaHU C TEIMUCAPTaH, OTKOJIKOTO
[IPY TALlHEeHTH, JIEKYBaHU C PAMUIIPHII, TOKATO XUIIOTOHHSI C€ CHOOIIaBa MO-4eCTO IPH TEIMHUCAPTaH.

KOM6I/IHI/IpaHeTO Ha TCJIMHUCAPTAH C paMUIIPUWJI HE YBEJINYaBa 110Ji3aTa CIipsAMO paMUIIPUIT UITA
TCIMHCAPTaH CaMOCTOSATEIIHO. C’bplle‘IHOC'bJIOBaTa CMBPTHOCT U CMBPTHOCTTA 11O BCsAKa IMPUYINHA,
KaToO YHUCJICHO U3paXXCHHUEC, Ca IMO-BUCOKHU ITpHU KOM6I/IHaHI/ISITa. OcBeH TOBa ©Ma 3HAYKMMO I10-BUCOKA
YECTOTa Ha XUIICPKATITUEMUS, 6L6peqHa HEOOCTATBhYHOCT, XUIIOTOHUA U CUHKOII B I'pyIiaTta C
KOMGI/IHaHI/IﬂTa. Hopazm Ta3u NpuirHa, CATHOBPEMCHHATA yHOTpe6a Ha TeJIMUCAPTAH U paMUIIPUIT HE
CC IPCTIOPBHYBA IIPHU Ta3H ITOITyJIars.

B npoyuBanero “IIpodriakTudeH pexxum 3a epeKTUBHO Mpe/na3BaHe OT MOBTOPSH MO3BUCH HHCYIT
("Prevention Regimen For Effectively avoiding Second Strokes" (PRoFESS) npu manmenTn Ha 50
TOJIMHU WJIH TO-Bha3pacTHU, KOUTO HACKOPO Ca MOIyYUIId MO3BUYCH UHCYIT Ce 3a0eisI3Ba MOBUIIICHA
YecToTa Ha BE3HUKBAHE Ha CETICUC MIPU TeIMHUCAPTaH B cpaBHEHHE ¢ Tuiare6o, 0,70% cupsamo 0,49%
[RR 1,43 (95 % noseputenen untepsan 1,00 —2,06)]; gectoTaTa Ha BB3HUKBAHE Ha CETICUC ¢ (aTalieH
M3XO/l € MOBUILIEHA [TPH NMalMeHTuTe, npuemaiuy Tenmucapta (0,33 %) copsMo nanueHTuTe Ha
wrane6o (0,16 %) [RR 2,07 (95 % nosepurenen unrepsan 1,14 — 3,76)]. HabmonaBanara noBuiieHa
YeCcTOTa Ha BE3HUKBAHE Ha CETICUC, CBBP3aHa C yrmoTpebdara Ha TeIMHUCAPTaH MOXKE JIa € CITyJaifHO
OTKPHTA WK Ja € CBhp3aHa C MEXaHU3bM, KOUTO € HEMO3HAT 32 MOMCHTA.

[Be roemu pangommupanu koaTpoiupanu npoyuBanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymio riio6amHo U3nUTBaHe 3a
KpailHi TOYKU Ha TEJIMUCAPTaH, CaMOCTOSITETHO U B KomOuHaius ¢ pamuripui) 1 VA NEPHRON-D
(KnuHWYHO mpoy4YBaHe CBBP3aHO C pa3BUTHE HA HEPPOIATHUS IIPU JUAOET, TIPOBEIECHO OT
MHuHHCTEPCTBO MO BBIIPOCUTE HA BETEPAaHUTE) — MPOy4YBaT yrnoTpedaTa Ha koMOuHarmsTa oT ACE
WHXUOWUTOP W aHTHOTeH3MH lI-penentopen Gimokep.

ONTARGET e npoyuBane, mpoBeJIeHO TP MAIMEHTH C aHAMHE3a 33 ChPJICYHOCHI0BA HIIH
MO3BYHOCH0BA OOJIECT, WM 3axXapeH AuabeT THIl 2, IPUIPY>KEHH C JaHHU 32 YBPEXKJaHe Ha
epexropuu oprann. VA NEPHRON-D e npoy4BaHe npy NaliMEeHTH ChC 3aXapeH AUa0eT TUI 2 U
nuabetHa HedponaTHs.

Te3u npoydBaHus HE MOKA3BAT 3HAYNM OJIArONPHUATCH e(eKT BbpXY OBOPEUHUTE U/MITH
CHPIICYHOCHIOBUTE MOCIEIUIN U CMBPTHOCT, KaTO CHIIIEBPEMEHHO ca HAOII01aBaH! ITOBHIIECH PUCK
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OT XUIEPKATUEMUS], OCTPO YBpEeXXJaHe Ha OBOpenTe U/MIIN XUIIOTOHUS B CPAaBHEHUE C
MoHOTepamnusiTa. Kato ce umar mpenBua cXoqHUTE UM (papMaKOANHAMUYIHU CBOMCTBA, TE3U PE3YNITATH
ca npuitoxxumu u 3a Apyru ACE naxuburtopu n anruorensut [I-penentopau 6iiokepu.

ACE unxuburopu 1 anruotensuH lI-penentopau 6JI0Kepy Clie0BATEIHO HE TPSOBa Jja ce U3I0I3BaT
€JHOBPEMEHHO TIPH NAIIMEeHTH ¢ Ara0eTHa He(pomnaTusl.

ALTITUDE (Knuau4yao npoy4BaHe MPOBEACHO C ATUCKUPEH MIPU MALMEHTH ChC 3aXapeH AuabeT TUM
2 ¢ U3MOJI3BaHe HA CHPJCYHOCHAOBH U OBOpEdHU 3200 IsIBAHUS KaTO KPaiHU TOYKH) € IPOYyIBaHE,
npeHa3HaueHo Ja U3Ccie/[Ba 1oI3aTa OT J00aBsHETO Ha allMCKUPEH KbM cTaHaapTHa Tepanus ¢ ACE
WHXUOUTOP WM aHTHOTeH3UH l[-penenTopen OoKep MpH MAIMEHTH ChC 3aXapeH JHa0eT TUM 2 ’
XPOHHYHO OBOPEYHO 3a00JIIBaHe, CHPICYHOCHIOBO 3a00siBaHe WK U JiBeTe. [IpoyuBaHeTo e
IPEKPaTEHO NMPEXKAEBPEMEHHO MOPAIH MOBUIIIEH PUCK OT HEOIAronpusITHY nocieaunu. Kakro
CBPIEYHOCHIOBATA CMBPT, TaKa M HHCYNITHT Ca MO-4ECTH B TPyIaTa Ha alUCKUPEH, OTKOIKOTO B
rpymnaTa Ha rane6o, a mpeACTaBIsSBaIIUTE HHTEPEC HEKEIAHN CHOUTHUS U CEPHO3HHI HEKEIaHH
CHOUTHS (XHUIIEPKATHEMIS, XUTIOTOHHS U ObOpedYHa TUCYHKIHSA) ce ChOOIIaBaT MO-4eCTO B Tpymara
Ha aJMCKUPEH, OTKOJIKOTO B Tpymara Ha 1amneoo.

IleanaTpuyHa nonynanus
BesonmacHocTTa M epUKACHOCTTA Ha TEJIMHCAPTaH MPH Jiela U IOHOIIN Ha BB3pacT moj 18 roauHu He

Ca YCTaHOBCHU.

EdexTuTe Ha noHM)KaBaHE Ha KPHBHOTO HAJISITaHE OT JIBE JJO3M TEJIMUCAPTaH ca OLUEHSIBAHH MIPH

776 TIAlMEHTH C XUTIEPTOHUS, IPETUMHO C HAAHOPMEHO TETII0, Ha BB3PacT OT 6 1o < 18 roguxu
(tenecHo termno > 20 kg u < 120 kg, cpeano 74,6 kg) cnen npuem Ha Tenmucaptas 1 mg/kg (n=29
nekyBann) win 2 mg/kg (n = 31 ylexyBaHu) 3a IEPHOJ HA JICYEHHE OT YeTHpH ceamunu. [Tpu
BKITIOYBAHE B U3CJIC/IBAHETO HAJTMUMETO HA BTOPUYHA XUIIEPTOHHS HE € PpoydYBaHo. [Ipu HIKOU OT
M3CTIeIBaHUTE MAIUeHTH, U3TOI3BAaHUTE 03U ca OMJIM TIO-BUCOKHU OT TE€3H, IPEMOPbUBAHU 32 JICUCHUE
Ha XHUIEPTOHMUS MIPH BH3PACTHATA TOMYJIAIHs, KaTO ca JOCTUTAIN JHEBHA 1032, CbU3MEpHUMa ChC

160 mg, xosATO € mpoydBaHa NpH Bb3pacTHU. Ciiell Kopurupase 3a e(heKkTH Ha Bb3pacToBaTa rpyna,
cpenno npomenute Ha CAH cripsiMmo u3xogauTe croitHocTH (TThpBHUYHA 11e1) ca -14,5 (1,7) mm Hg B
rpynata Ha Tenmucaptad 2 mg/kg, -9,7(1,7) mm Hg B rpynara ua Tenmucapran 1 mg/kg u -6,0 (2,4) B
miaue6o rpynarta. Kopurupanure npomenu B IAH ot uzxognure HuBa ca chbOTBETHO -8,4

(1,5 mm Hg, -4,5 (1,6) mm Hg u -3,5 (2,1) mm Hg. [IpomenuTe ca no3o3aBucumu. JlanauTe 3a
©€30MacHOCT, OT TOBA MPOYYBaHE IIPU MALUEHTH Ha Bb3pacT oT 6 10 < 18 roanHu KaTo 15110 ca
moJO00HM Ha TE3H NP BB3pacTHH. be3omacHocTTa IpH IBITOCPOTHO JICUCHUE C TEIIMUCAPTAH IPU
Jiella ¥ I0HOIIX HE € OICHSABaHA.

[TopumeHne Ha Oposi HA €O3MHOPWIINTE, CHOOIIABAHO MIPH Ta3H MMOIMYJIANYs AIlMEeHTH, HE €
YCTAaHOBEHO MPH Bb3pacTHU. KIMHUYHOTO My 3HAYCHHUE HE € U3BECTHO.

Knuanaaure JaHHHW HE IMMO3BOJIABAT Ja C€ HAallpaBU 3aKJIFOYECHUE IO OTHOLICHUE Ha C(I)I/IKaCHOCTTa n
0e30IacHOCTTa Ha TEJIMHCApPTaH, IPpHU N€AUaTpUidHa Ionyjgalnrsa ¢ XUICpTOHHUA.

5.2 ®apmMakoKMHETHYHH CBOWCTBA

AOGcopOrus
AbGcopbuusTa Ha TeIMHCapTaH € 6bp3a, HE3aBUCHUMO, Ye aOCOpOUPaHOTO KOJHYECTBO BapHpa.

Cpennata abcoM0THa ONOHAINYHOCT HA TEIMHUCAPTaH € 0Kojo 50 %.

Koraro TenMucapraH ce nprema ¢ XpaHa, peIyKIuaTa Ha 00JlacTTa 1oJ| KpuBaTa IjIa3MeHa
koHneHTpanusi-spemMe (AUCo.) Ha TeIMuCapTaH Bapupa oT okoio 6 % (40 mg mo3a) xo oxoiuo 19 %
(160 mg no3a). 3 yaca cie NPUIOKEHUE ITa3MEHUTE KOHIIGHTPAIUY ca TIOAOOHH NpU IIpHEeMaHe Ha
TEIMUCAPTAH Ha TJIaJJHO WITH C XpaHa.

He ce ouaksa ciabata peaykius B AUC aa mpeau3BrKa peayKIHs B TepaneBTHYHATA e(hUKACHOCT.
JIuHeiiHOCT/HENMMHERHOCT

Hsima nuneitHa 3aBUCHMOCT MEXAY JO3UTE U Tu1a3MeHuTe HUBA. Cmax ¥ B TO-Manka crernieH AUC ce
MOBUIIIABAT HETIPOMOPIIMOHATIHO MpH 103U Hafd 40 mg.
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Pasnpenenenue
TenmucapTan ce cBbp3Ba B rojsiMa CTENEH C IIa3MeHuTe npoteutu (> 99,5 %), riaaBHo ¢ anOyMuH

anda-1 kucen rmokonporenH. CpeAHUAT MPUBUICH 00eM Ha pasnpezereHue Py JOCTUTaHe Ha
cTanMoHapHO cheTossHUE (Vss) € okoro 500 1.

Buorpancdhopmarus
Tenmucapran ce MeTabonuM3npa upe3 CBhP3BaHE HA OCHOBHOTO BENIECTBO ¢ TIIFOKypoHua. He e
HaOIr0MaBaHa (hapMaKOJIOTHYHA AKTHBHOCT Ha KOHIOTATUTE.

Enumunupane
TenMucapTan ce XxapakTepusupa ¢ OMeKCIOHEHIIMaIHa oTciiadBaiia (papMakOKMHETHKA ¢ TepMUHAJICH

SJIMMHUHAIMOHEH MOy XHUBOT > 20 yaca. MakcumanHata mia3MeHa KOHIEHTPAHS (Cmax) ¥ B TIO-MaJIKa
CTelleH o0sacTTa 1oJ| KpuBara Iaa3MeHa koHueHTpauus-speme (AUC) ce nosuuasa
HETIPONIOPLHOHAITHO Ha 1o3aTa. Hama manHM 3a KIIMHIYECKH 3HAYMMa aKyMyJIalis Ha TeIMHCAPTaH,
IIPUET B NMPENOpBUYBAHUTE 03H. [11a3MeHUTEe KOHIICHTPALUKU ca II0-BUCOKHU MPH JKEHH, OTKOJIKOTO IpU
MBKe, 0€3 TOBa J1a € CBBP3aHO C BIUSIHUE BHPXY e(hUKACHOCTTA.

Crnen nepopaitHo (1 HHTPAaBEHO3HO) MPHUIIOKECHNE TEIMUCAPTAH Ce €KCKPETHPa IMOYTH H3IISUIO C
(hexanmuTe, TIIABHO KaTO HEMPOMEHEHO ChenuHeHne. KyMynaTuBHata ypuHapHa ekckpenus € <1 % ot
no3ata. TotamuauaT wiasmeH KIMpbHC (Clior) € Bucok (okoso 1 000 ml/min), cpaBHEH ¢ YepHOAPOOHUS
KpbBeH MOTOK (0koio 1 500 ml/min).

Cneyuannu nonyiayuu

leanaTpraHa nomyaanus

dapMaKOKHMHETHKATA HA BE A03H TEIMHUCAPTaH € OLCHsIBaHAa KaTO BTOPUYHA 1] P HallMEeHTH C
xurepToHus (n = 57), Ha BB3pacT oT 6 1o < 18 rogunu cien mpueM Ha Tenmucaptad 1| mg/kg mmu
2 mg/kg 3a mepuo] Ha JieueHHe OT YeTUPH ceAMUIH. DapMaKOKHHETUYHUTE 1IETTH BKIIFOUBAT
OTIpe/ieTIsIHE Ha CTAI[IOHAPHOTO CHCTOSHUE Ha TEIMHCAPTaH NPH JIeTa 1 IOHOIIN, ¥ TIPOyYBaHEe Ha
pa3nuuusTa, CBhp3aHy C Bb3pacTTa. BeIpeku, ye npoyuBaHeTo € OMiI0 MHOTO MaJIKO 33 3HaYMMa
OlIeHKa Ha (papMaKOKMHETHKATa IpH Jena moj 12 roxuHu, pe3yaTaTuTe B IOBEUETO CIIyJau ca B
CHOTBETCTBHE C HAXOAKHTE ITPH BH3PACTHH U MOTBBPK/IABAT HEJIMHEHHOCTTa Ha TEIMHICApTaH,
0c00eHO 110 oTHOMIEHHE Ha Crnax.

IlonoBa o0ycaoBeHOCT
HabmromaBanu ca moIoBH paziauyus B IIa3MEHUTE KOHIEHTPAMH. Cnax # AUC chOTBETHO OKOJIO 3 U
2 I'bTHU NMO-BUCOKHU IIPU JKEHUTE, CPABHEHU C T€3U IPH MBIKETE.

Crapuecka Bb3pacT
dapMakOKMHETHKAaTa Ha TEJIMUCAPTaH HE Ce€ pa3jinyaBa MEX/y NMallMeHTH B CTapyecka Bb3pacT U TE3H,
IO-MJIaAX OT 65 roauHU.

brOpeunu yBpeskaaHus

IIpu manmeHTy ¢ JIeKH 10 YMEPEHH U TSXKKHU YBpEKIaHus Ha ObOpeuHaTa PyHKIHs ce HaOJro1aBa
yIBOSIBAHE HA TUTa3MEHUTE KOHIIEHTparuy. Ha0aromaBat ce mo-HUCKH TUTa3MEHU KOHIICHTPAIUH TTPH
MaUeHT ¢ 0bOpedHa HeAOCTATHUHOCT, NOIIOKEHU Ha quann3a. [Ipu 60HM ¢ 60peuHa
HEIOCTaThUHOCT TEJIMUCAPTAH Ce CBBP3Ba B TOJISIMA CTETICH C TUTa3MEHUTE MPOTEHHU 1 HE MOXKE Ja
Obze oTaeneH npu auanu3sa. [Ipu nanuenTr ¢ ObOpeUHH yBPEKAAHUS SIMMHUHAIIMOHHUSAT MOITYKUBOT
HE € POMCHEH.

YepHOpoOHU YBpEKTAHUS

DapMaKOKUHETUIHUTE MTPOYYBAHUSI ITPH MAIIMESHTH ¢ YePHOAPOOHH YBPEKTaHUS MTOKA3BAT
MOBHINIABaHE Ha a0cofoTHATa OMoHAIMYHOCT A0 0Koio 100 %. [Ipu nanuenTH ¢ 9epHOAPOOHH
YBPEKTaHUS CTUMHHAITMOHHUSAT MOTY>KUBOT HE € IIPOMCHEH.

5.3 IlpeakJIUHUYHY JAHHU 32 6€30MACHOCT
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[Ipn mpenKIMHUYHYE MPOYYBaHK 3a 0€30MTaCHOCT, T03H, CPABHUMH C TE3U B KIMHUIHHS
TepaneBTUYCH ANANa3oH, ca NPEIU3BUKAIN HaMalsIBaHEe Ha IIapaMeTpUTE Ha YEPBEHUTE KPBBHU
KJIETKU (€PUTPOLUTH, XeMOTJIOOMH, XEMaTOKPHT), IPOMEHH B ObOpedYHaTa XeMOJMHAMHKA (TTOBHIIIEHO
HHBO Ha a30T B KPHBTa U KPEaTHHHH), KAaKTO ¥ MOBHUIIIEH KaJUH B CepyMa Ha HOPMOTEH3UBHHU
>kuBoTHU. [Ipu kydera ca HabromaBanu OBOpeuHa TyOynapHa auiaranus u atpodus. [lpu mrsxose u
KydeTa e 0TOeJIsI3aHO0 CHIN0 YBPEXkKIaHe Ha CTOMAIIHAaTa MyKo3a (€po3us, sI3BH WK Bb3naneHne). Te3n
(bapMaKoIOTHYHO METUHUPAHH HEXKEJIAHU JIEKAPCTBEHH PEaKUUH, U3BECTHH OT MPEAKIMHIYHNATE
MPOYYBaHMS C HHXUOUTOPH HAa aHTHOTEH3WH KOHBEPTHPAIIINS €H3UM M aHTarOHWCTH Ha aHTHOTEH3UH
I peuenropa, ca NpeIOTBPAaTEHH Upe3 MEepOopaIHo gobdaBsHe Ha (HU3HOIOTHYCH PA3TBOP.

IIpu nBaTa Buaa )KUBOTHH ca HAOII0IaBaHH MMOBHUILIEHA aKTUBHOCT Ha IUIa3MEHUS PEHUH U
XHUMEPTPOQHs/XUIepIIa3ust Ha ObOpEeIHUTE IOKCTATTIOMEPYITHATE KIETKU. Te3u MpOMEHH, KOUTO ca
CBIIO U €PEeKT Ha UHXHOUTOPUTE Ha AaHTHOTEH3UH KOHBEPTHUPALLUS €H3UM U Ha APYTH aHTHOTeH3UH 11
pELeTITOPHA AaHTATOHUCTH, HIMAT KIMHAYHA 3HAYAMOCT.

Hsma sicHn maHHM 3a TepaToreHeH eeKT, BBIIPEKH TOBA IPH TOKCHYHU T030BH HIBA HA TEIMICAPTAH
e HaOJro/1aBaH e(eKT BbpXY IMOCTHATATHOTO Pa3BUTHE HA TIOTOMCTBOTO, KaTO IO-HUCKO TEJIECHO
TEryo u 3a0aBeHO OTBAPSIHE HA OYHTE.

Hsama nanam 3a MyTareHHa ¥ ChOTBETHA KJIACTOT€HHA aKTUBHOCT IIPU M3IMUTBAHMUS i1 Vitro U 3a
KapIIMHOTEHHOCT MPH ILTHXOBE U MUIITKH.

6. OAPMALHEBTUYHU JAHHU

6.1 ChnucbK Ha IOMOLIHMTE BelecTBA

IToBunon (K30)

Mernymun

Hatpues xuapokcun

JlakTo3a MOHOXUIpPAT

Copo6wuroin (E420)

Maruesues creapar

6.2 HecbBmMecTUMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHoCT

3 roauHM.

6.4 CoenmnajHu ycJI0BHS HA CbXPaHeHHe

Ha ne ce cpxpansa Haa 30°C.
Jla ce cbxpaHsiBa B OpUTMHATIHATA OMIAKOBKA 3a J1a ¢e MPEANa3y OT CBETIHHA.

6.5 BwujauaaHHM HA OMaKOBKATa

OPA/AI/PVC Al 6nuctep. Beeku oinctep chabpka 7 win 10 TabneTk.
I'onemuna Ha onmakoBkuTte: 14, 28, 30, 56, 84, 90, 98 u 100 TabIeTKU B KyTHSL.
He Bcuuky BHIOBE OMAKOBKU MOTAT Ja ObJaT MyCHATH Ha mas3apa.

6.6 CrnenmaJHM NpeaNa3HH MEPKH NPH U3XBbLPJIsiHe U padoTa
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Hsama CIICIaTHU U3 CKBaHUA.

7. INPUTEXXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeﬁka cesta 6, 8501 Novo mesto, CnoBeHus

8. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

14 Tabnerxu: EU/1/10/632/015
28 Tabnerku: EU/1/10/632/016
30 tabnerku: EU/1/10/632/017
56 tadnerku: EU/1/10/632/018
84 tabmerxu: EU/1/10/632/019
90 tabnerku: EU/1/10/632/020
98 Tabnerku: EU/1/10/632/021
100 tabnerku: EU/1/10/632/024

9. JATA HA ITbPBO PAZPEITIABAHE/IIOJJHOBABAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

JlaTta Ha mbpBO pazpemaBane 3a ynotpeba: 04 roun 2010
Jlara Ha mocienmno noxHoBsBaHe: 19 mapt 2015

10. JATA HA AKTYAJIM3BUPAHE HA TEKCTA

[MonmpoOua mH(OpMAITKs 32 TO3U JIEKAPCTBEH MPOIYKT € MPEI0CTaBeHa Ha yelO calita Ha EBporietickaTta
areHIwsl 1o JieKapcTBaTa http://www.ema.europa.eu.
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IPUJIOKEHMUE 11

IMPOU3BOAUTEJI(M), OTTOBOPEH/OTT'OBOPHHU 3A
OCBOBOXKJIABAHE HA ITAPTHU U

YCJIOBUA UK OT'PAHUYEHNUA 3A JOCTABKA U YIIOTPEBA

APYI' YCJIOBUSA U UBUCKBAHUSA HA PASPEHIEHUETO 3A
YIIOTPEBA

YCJIOBUA UK OT'PAHUYEHNSA 3A BE3OITACHA U EOEKTUBHA
YIHOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. ITPOU3BOJUTEJ(1) OTTOBOPHU 3A OCBOBOXJIABAHE HA ITAPTUAU

Hme u afpec Ha IPOU3BOAUTEIINTE, OTTOBOPHU 3a OCBOOOKIaBaHE HA MAPTUINTE

KRKA, d.d., Novo mesto
Smarjeska cesta 6

8501 Novo mesto
CroBeHns

KRKA-POLSKA Sp. z o.0.

ul. Réwnolegta 5

02-235 Warszawa

ITomma

[leyaTHaTa TMCTOBKA HA JIEKAPCTBEHMS MPOAYKT TPAOBA J1a ChIbpiKa UMETO U ajpeca Ha
MIPOM3BOMTEIIS, OTTOBOPEH 32 OCBOOOXKIABAHETO Ha ChOTBETHATA MAPTH/IA.

b. YCJIOBUS WJIN OTPAHUYEHUSA 3A TOCTABKA U YIIOTPEBA

JlexapcTBEHUAT NPOAYKT CE€ OTILYCKa II0 JIEKAPCKO IIPEIIIICAHNUE.

B. JIPYI'M YCJIOBUS U N3NCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA

. IlepuoanyHu aKTyaTu3upanu aokaagu 3a 6esonacHoct (ITA/IB)

[IputexaressaT Ha pa3pemeHreTo 3a ynorpeda Tpsaosa aa momasa [TA/Ib 3a TO31 NPOIYKT CHITIACHO
U3UCKBAHMATA, IOCOYCHU B CIHCHKA ¢ pedepeHTHUTE naT Ha EBponeiickus cpio3 (EURD cnuchk),
npensuzacH B wi. 1078, an. 7 ot JJupexktusa 2001/83/EO u myOauKyBaH Ha eBpOICHCKUS yeOopTai 3a

JIeKapCTBa.

.  YCJIOBUSA NN OTPAHUYEHUS 3A BESOITACHA 1 EOEKTUBHA
YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT

. IInan 3a ynpasJjenue Ha pucka (ITYP)

Henpunoxumo.
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INPUJIOKEHMUE II1

JAHHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JIA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOH/KYTUSA

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Tolura 40 mg TabneTku

TCIIMHUCAPTAH

2.  OBSIBIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcesika tabnmeTka chappika 40 mg TenMucapTaH.

3. CIINCBK HA IIOMOIIHUTE BEIIECTBA

Chabpxa 1akTo3a MOHOXHIpAT, copoutos (E420) u np. 3a moBeue nHpOpMAIHs, BIXKTE IUCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

TabJIeTKa

14 TabneTkn
28 TabmeTku
30 TabaeTKu
56 TabneTKH
84 tabneTku
90 TabmeTkn
98 TabmeTku
100 TabneTku

5. HAYUH HA TPUJIATAHE U ITBT(UIIA) HA BbBEKJIAHE

3a meponagHo MPUIOKECHHE.
IIpenu ynorpeba npouereTe IMCTOBKATA.

6. CIHEHNUAJIHO INIPEAYIIPEKAEHUE, UE TEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CbXPAHSIBA HA MSCTO JAJIEYE OT IIOI'JIEJA 1 TOCEI'A HA TEITA

}Ia C€ CbXpaHsABa Ha MsCTO, HCOCTBHIIHO 3a A€1ia.

| 7. IPYTU CHENMAJIHY NPEJYNPEXJIEHUSL,AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'oxgen no:
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’ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a He ce cpxpansiBa Hag 30°C.
Ja ce cbxpaHsABa B OpUTMHAJIHATA ONIAKOBKA, 3a Jia CE MPEAIa3d OT CBETIHHA.

10. CIEOUAJIHU ITPEJITAZHU MEPKHU ITPU U3XBBPJISSHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIN OTITAABYHU MATEPUAJIA OT
TAX, AKO CE I3NCKBAT TAKHUBA

11. HWME U AAPEC HA TIPUTEKATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CioBeHust

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

14 Tabinerku: EU/1/10/632/008
28 tabmerku: EU/1/10/632/009
30 radnerkn: EU/1/10/632/010
56 tabnerku: EU/1/10/632/011
84 Tabnerxu: EU/1/10/632/012
90 tabnetku: EU/1/10/632/013
98 tabnerku: EU/1/10/632/014
100 Tta6nerku: EU/1/10/632/023

13. TIAPTHJIEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHU4 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUS HA BPAMJIOBA A3BBYKA

Tolura 40 mg

| 17. YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoa ¢ BKIIOUEH yHUKAJICH HASHTU(HUKATOP

| 18. YHUKAJIEH HWAEHTHO®UKATOP — JTAHHU 3A YETEHE OT XOPA

<PC
SN
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MHUHHNUMYM JAHHHU, KOUTO TPABBA JA CbABPXAT BJIMCTEPUTE

BJIUCTEP/OPA/AI/PVC Al

| 1. HNME HA JIEKAPCTBEHUSA NPOAYKT

Tolura 40 mg TabneTkn

TeJIMUCApTaH

| 2. NME HA ITIPUTEXKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA

| 3. JATA HA U3TUYAHE HA CPOKA HA T'OJHOCT

EXP

| 4. IHAPTUIAEH HOMEP

Lot

5. JPYIO

Camo Ha OamcTepuTe, CHABPKAIIN 7 TAOIETKA
IH
BT
cp
qT
nT
co
HA
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JAHHU, KOUTO TPABBA JIA CBABPKA BTOPUYHATA OITAKOBKA

KAPTOH/KYTUSA

1. HUME HA JIEKAPCTBEHHUSA ITPOAYKT

Tolura 80 mg TabneTku

TCIMHUCAPTaH

2.  OBSIBIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcesika tabnmeTka chappika 80 mg TenMucapTaH.

3. CIINCBK HA IIOMOIIHUTE BEIIECTBA

Crabpxa 1akTo3a MOHOXHIpAT, copoutos (E420) u np. 3a moBeue nHpOpMAIHs, BIKTE IMCTOBKATA.

4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

TabJIeTKa

14 TabneTkn
28 TabmeTku
30 TabaeTKu
56 TabneTKH
84 tabneTku
90 TabmeTkn
98 TabmeTku
100 TabneTku

5. HAYUH HA TPUJIATAHE U ITBT(UIIA) HA BbBEKJIAHE

3a meponagHo MPUIOKECHHE.
ITpeau ynorpeba mpouereTe IMCTOBKATA.

6. CIHEHUAJIHO NPEAYHNPEXKIAEHUE, UE JTEKAPCTBEHUAT INPOAYKT TPABBA
JA CE CbXPAHSIBA HA MSCTO JAJIEYE OT IIOI'JIEJA 1 TOCEI'A HA TEITA

}Ia C€ CbXpaHsABa Ha MsCTO, HCOCTBHIIHO 3a A€1ia.

| 7. IPYTU CHENMAJIHY NPEJYNPEXJIEHUSL,AKO E HEOBXOJUMO

‘ 8. JATA HA U3TUYAHE HA CPOKA HA I'OJJHOCT

T'oxgen no:
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’ 9. CIIEIIMAJIHU YCJIOBUSA HA CbXPAHEHUE

[a He ce cpxpansiBa Hag 30°C.
Ja ce cbxpaHsABa B OpUTMHAJIHATA ONIAKOBKA, 3a Jia CE MPEAIa3d OT CBETIHHA.

10. CIEOUAJIHU ITPEJITAZHU MEPKHU ITPU U3XBBPJISSHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NN OTITAABYHU MATEPUAJIA OT
TAX, AKO CE I3NCKBAT TAKHUBA

11. HWME U AAPEC HA TIPUTEKATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarjeéka cesta 6, 8501 Novo mesto, CioBeHust

12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

14 Ta6nerku: EU/1/10/632/015
28 tabnerku: EU/1/10/632/016
30 radnerkn: EU/1/10/632/017
56 tabnerku: EU/1/10/632/018
84 Tabnerxu: EU/1/10/632/019
90 tadbnerku: EU/1/10/632/020
98 tabnerku: EU/1/10/632/021
100 Ta6nerxu: EU/1/10/632/024

13. TIAPTHJAEH HOMEP

ITapt. Ne

‘ 14. HAYMH HA OTIIYCKAHE

‘ 15. YKA3AHUJ 3A YIIOTPEBA

‘ 16. HUH®OPMAIIUS HA BPAMJIOBA A3BBYKA

Tolura 80 mg

| 17. YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/I

JByn3mepeH 0apKoa ¢ BKIIOUEH yHUKAJICH HASHTU(HUKATOP

| 18. YHUKAJIEH HWAEHTHO®UKATOP — JTAHHU 3A YETEHE OT XOPA

<PC
SN
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MHUHHNUMYM JAHHU, KOUTO TPABBA JA CBbABPXKAT BJIMCTEPUTE

BJIUCTEP/OPA/AI/PVC Al

| 1. HNME HA JIEKAPCTBEHUSA NPOAYKT

Tolura 80 mg TabneTkn

TeJIMUCApTaH

| 2. NME HA ITIPUTEXKATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA

| 3. JATA HA U3THYAHE HA CPOKA HA TOJHOCT

EXP

| 4. IHAPTUIAEH HOMEP

Lot

5. JPYIO

Camo Ha OamcTepuTe, CHABPKAIIN 7 TAOIETKA
IH
BT
cp
qT
nT
co
HA
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b. JUCTOBKA
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JIucroBka: nHdpopmanus 3a norpeduTest

Tolura 40 mg TabJjeTkn
Tenmucaprad (telmisartan)

IIpoyeTeTe BHUMATEIHO USJIATA JIMCTOBKA, PN 12 3all0YHETE /1a NpUeMaTe TOBa JIEKaApCTBO,

ThiHl KaTO TS ChABbP:Ka BakHA 32 Bac maopmanus.

- 3ana3zere Ta3u IMCTOBKA. MOKe /1a ce HAIOXKH J1a 51 IPOYETEeTEe OTHOBO.

- AKO UMate HJIKaKBU AOMBIHUTEIHH BBIIPOCH, MonuTaiTe Bammus nekap unu papmanenT.

- ToBa 5mexkapcTBO € MpeANrcaHo eANHCTBEHO U JIMIHO Ha Bac. He ro mpeorcrhnBaiite Ha ApyTH
xopa. To MoXxe J1a UM HaBpeIr, He3aBUCHMO Y€ TIPU3HAIIUTE Ha TAXHOTO 3a00JIsIBaHE Ca CHIIUTE
KakTo Bammwure.

- AKO TIOJTy4YHTE HSIKAKBH HEXEIAHU peaklnu yBegoMete Bamus nekap nim papmanest. ToBa
BKJIFOUYBA 1 BCUYKU BBb3MOXHHU HEXKECIIAaHU peaxunu, HCOIIMCAaHU B Ta3U JIMCTOBKA. BI/I)KTG TOYKaA

4.

KakBo cbabp:ka Ta3u JUCTOBKA:

Kakgo nipencrapnssa Tolura u 3a KakBO ce U3IMOJI3BA

Kakgo Tps6Ba na 3Haere, npeau aa npuemere Tolura

Kak na nmpuemare Tolura

BB3MOXKHU HEXETaHU peakiuu

Kak na cexpansBate Tolura

ChappikaHUE HA OITAKOBKATA M JIOMBIHATEITHA HH(pOpMAITUs

SNk L=

1. Kaxkso npeacrasisisa Tolura u 3a kakBo ce n3noJi3Ba

Tolura mpuHAATIEKHN KBM IpyTIaTa JIEKapCTBEHH IPOIYKTH, N3BECTHU KaTO PELEITOPHH aHTaT OHUCTH
Ha aHruoteHsuH . AurnorensuH Il e BemecTBo, 06pa3syBaHo BBB Barmus opranuzsm, KOeTo
MPeAU3BUKBA CBUBAHE HA KPbBOHOCHUTE ChAOBE, KATO 10 TO3M HAYMH MOBUILABA KPbBHOTO Bu
Haysrane. Tolura 6mokupa edekra Ha aHTHOTeH3UH 11, Taka ye KpbBOHOCHUTE CHIIOBE CE OTITYCKAT U
KPBBHOTO HAJIITAHE C€ MOHMXABA.

Tolura ce u3moJ3Ba 3a JieueHNE Ha ECCHITMATHA XUIIEPTOHHA (BUCOKO KPBBHO HAJSITAHE) NIPH
BB3pacTHU. “EceHIManHa” o3HauaBa, 4e BUCOKOTO KPbBHO HAJISTaHE HE € IPUUMHEHO OT APYro
3a00IsIBaHe.

AKo He ce IeKyBa, BHCOKOTO KPBBHO HaJIsITaHE MOXeE /1a YBPEIN KPHbBOHOCHUTE CH/IOBE B PEIHIIA
OpraHy, KOSTO MOHIKOra MOXKeE Ja JI0BEJIC O ChpeueH HH(APKT, ChbpAeUHA HIH ObOpeuHa
HEOCTaTh4YHOCT, MO3bYEH MHCYAT MWIH caenota. OOUKHOBEHO IIPU BUCOKO KPbBHO HAIATaHE HAMA
CHMIITOMH IIPe/N Ja BB3HUKHE yBpexxaaHe. [lopaau ToBa € BaXKHO PEIOBHO /1a C€ H3MEPBa KPBBHOTO
HaJIraHe, 3a 1a ce IPOBEPU AAIH TO € B HOPMAJIHU IPaHUIH.

Tolura ce u3nmosa3Ba chI0 32 HAMAISABAHE HA ChPJCYHOCHIOBUTE UHIHICHTH (HAPUMEDP ChPJICYCH
HMHOAPKT WIK MO3BUCH yIap) MPH BH3PACTHU C PUCK IOPAJX HAMAIICHO HJIH IPEYCTAHOBEHO
KPBhBOCHAOIIBaHE HA CHPIIETO WIIU KpaKaTa, i MPEThPIICIH MO3bUEH YAap, I ¢ BUCOKOPHCKOB
nuabet. Bammst nekap moxe na Bu nndopmupa, ako nmaTe MOBUILEH PUCK OT Bb3HUKBaHE HA TAKHBA
HHIMIEHTH.

2. KaksBo TpsiOBa 1a 3Haete npenu n1a npuemere Tolura

He npuemaiite Tolura

- aKo CTE AJIEPTHYHH KbM TEIMICAPTaH WIN KbM HIKOS OT OCTaHAJIUTE ChCTABKH Ha TOBA
JIeKapcTBO (M30pOEHH B TOUKA 6).

- aKo cte OpeMeHHa cliell TpeTus Mecell (1mo-1o0pe aa n3bsAreare yrnorpedara Ha Tolura u B panHa
OpeMEHHOCT - BH)KTE Touka bpeMeHHOCT).

47



- aKo UMaTe TEXKU YePHOAPOOHH MPOOIEeMH KaTo X0JIeCTa3a WilH XKIIbYHA 00CTPYKIHS (IpobieM
¢ IpeHaXka Ha )JIbUKaTa OT YePHHS P00 U KIBYHUS MEXYp) WIH HIKAKBO JPYTO TEXKKO
4epHOIPOOHO 3a00IIIBaHE.

- aKo uMare quabeT WM HapylleHa Ob0pedHa (YHKIHNS 1 ce JIEKyBaTe ¢ JIEKapcTBO 3a
NOHW)KaBaHe Ha KPBBHOTO HAJISITaHE, ChIBPIKAIIO aTUCKUPEH.

Wnudopmupaiite Bamus nexap mwin dpapmaneBT npean aa npruemere Tolura, ako HIKOE OT
TOPENOCOYCHUTE ChCTOSHISI ce OTHACS 3a Bac.

IIpeaynpe:xaeHust U NpeanasHu MepKU

T'oBopere ¢ Bamms nekap, ako cTpajgarte WIM HIKOTA CTe CTPaJaliy OT HIKOE OT CIESJHUTE ChCTOSHUS

e 3a00JIIBaHUS:

- 6p0peuHo 3a00sBaHe WIN OBOpEYHA TPAHCIUIAHTALIHS

- CTEHO3a Ha peHaJIHaTa apTepus (CTeCHsABaHE HAa KPbBOHOCHHUTE CHIOBE Ha eIMHMUS WM Ha JiBaTa
O0BOpeka)

- 4EepHOAPOOHO 3a00IsIBaHe

- ChpJeUeH MpooIeM

- TIOBUILICHU HUBA Ha aJJIOCTEPOH (3aJbpKaHe Ha BOAA M COJIU B TSJIOTO, IPUAPYIKEHO OT
JcOanaHc Ha pa3IndHA MUHEPad B KPBBTA)

- HHCKO KPBBHO HaJSITaHe (XUIIOTOHUS), KOETO € Bb3MOXKHO J]a BE3HHUKHE, aKO CTe
JieXuapaTUpany (IpeKoMepHa 3aryba Ha BoJa OT OpraHu3Ma) MJIM aKo MMaTe HeIOCTHT Ha COJIH,
HOpay JICUCHUE ¢ TUypeTHLH (00e3BOJHBAILH JIEKapCTBa), IHETa ¢ HUCKO ChAbP)KaHHE Ha
COJI, TUapHsl WJIM TIOBPBIIAaHE

- MOBHIIICHU HUBA Ha KaJMil B KPBBTA

- nader

I'oBopere ¢ Bamwst nekap, npean aa npuemete Tolura:
- aKo IpreMare JUrOKCUH
- aKo MpHeMaTe HAKOE OT CIIEAHUTE JIEKapCTBa, U3MOI3BAaHU 3a J€UEHHE HAa BUCOKO KPBBHO
HaJsiTaHe:
- ACE naxu6buTop (HampuMep eHaNAnpIIL, JIN3HHOMPHII, PAMUIIPIII), OCOOCHO aKO UMaTe
0B0peuHH MPoOIIeMH, CBBP3aHHU C Tuabdera.
- AIMCKUPEH

Tps6Ba na yBemomute Bammms siekap, ako MUCIIUTE, 4e cTe OpeMeHHa (MK MOKe J1a 3a0peMeHeeTe).
Tolura He ce mpenopbyYBa B paHHa OPEMEHHOCT U He Tpsi0Ba Ja ce preMa ciell TPeTHs Mecel] OT
OpEeMEHHOCTTa, Thi KaTO MOXe CEPHO3HO Ja yBpeau BameTo 6ebe, ako ce U3Mo3Ba B TO3U MEPUO/T
(BmxTe Touka bpemeHnocT).

B ciyuaii Ha omeparus wiM yroika, TpsOBa Ja cro0muTe Ha Bamms nekap, ue npuemare Tolura.

Tolura mo>xe 1a 6b1€ MO-MaNKo e(heKTUBHA IPU MTOHIKABaHE HA KPHBHOTO HASATAHE TIPH YEPHOKOXKH
MAIUEeHTH.

BammsT nexap Moske eproIUYHO a NpoBepsaBa ObOpeuHaTa By ¢pyHKIMS, KpbBHOTO HAJSTaHE U
KOJIMYECTBOTO Ha EJIEKTPOJIMTUTE (Halp. Kajiuii) B KpbBTa Bu.
Bwxre cwiio napopmanusTa, o3arinasena “‘He nmpuemaiite Tolura”.

Jlena u roHomIHA
He ce mpenoppuBa ynotpedara Ha Tolura mpu aena u roHom A0 18 ronquHu.

JApyru nekapcrBa u Tolura

Wndopmupaiire Bamms nexap uin gpapManesT, ako pueMaTe, HacKopo CTe MPUEeMalTi WK €
BB3MOXKHO Ja IIpUeMaTe Apyry jekapcTsa. Moxe fa ce Hanoxu BaimsT nekap Ja NpoMeHH 103aTa Ha
TE3H JIEKapCTBa UM Jja B3eMe JIpyTH Npelna3Hu MepKH. B HiaKkou ciiyyan Moske 1a € He00X0OUMO Aa
CIIpeTe M3IOJI3BaHETO Ha HAKOE OT JIeKapcTBaTa. ToBa ce OTHACS 0COOCHO 3a JIeKapCcTBaTa, MOCOYECHH
HO-7I0JTy, KOTaTo ce U3MoN3BaT eAHoBpeMeHHo ¢ Tolura:
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- JIeKapCTBa, ChABPIKAIIN JINTHH, U3MIOJI3BAHHU 32 JICUCHHE Ha HSKOU BUJIOBE JICTIPECHSI.

- JIeKapCcTBa, KOUTO MOTAT Aa MOBUIIAT HUBOTO HA KAIKH B KPBBTAa KaTO KANHH-ChIbpIKAIIN
COJICBH 3aMECTHUTENH, KATMH-ChXPaHsIBAIN AXYPETUIH (TaOIeTKH, 3aCHIBAIIN OTACISIHETO Ha
Boja), ACE unxuburopu, anruotensut Il peuentopuu antaronuct, HCIIBC (nectepouanu
MIPOTHUBOBB3MAINTEHH JIEKAPCTBa KaTO aCUPUH WIN HOYIIPO(EH), XeNapHH, HIMyHOCYTIPECOPH
(HanpuMep LUKIOCTIOPUH WK TaKPOJIUMYC) U aHTHOHMOTHKA TPUMETOIIPHM.

- IuypeTrnn (00e3BOTHSBAIIN JIEKaPCTBa), 0COOCHO aKo Ce MPUEMAT BEB BUCOKH JTO3H 3a€THO C
Tolura, Mmoxe 1a goBene 10 MpeKOMepHa 3aryda Ha Bojia OT OpraHu3Ma U HUCKO KPBBHO
HaynAraHe (XUrnoToHHs).

- ako npuemare ACE uHXuOUTOp MM ajucKupeH (BHKTE ChIO HHpOpMaIHATa, o3ariaBeHa “He
npuemaiite Tolura” n “IlpenynpexxaeHus ¥ npennasHu MepKu”).

- JIUTOKCHH.

EdextsT Ha Tolura moxke na Ob1e Hamanes, koraro ce npuiara ¢ HCIIBC (wecteponaau
MIPOTHBOBB3NAINUTEIIHN CPEACTBA KATO aCIMPUH WX HOYTIPO(EH) NI KOPTUKOCTEPOUIH.

Tolura Moxe na yBenm4n e(eKTa Ha MOHIKAaBaHe Ha KPEBHOTO HAJISTaHE Ha JPYTH JEKapCTBa, KOUTO
CE M3I0JI3BAT 3a JIEUEHUE HA BUCOKO KPBBHO HAJIATaHE, WU Ha JIEKapCTBa C OTEHIMAN 32
MMOHM)KaBaHe Ha KPBBHOTO HalsraHe (0akiaoeH, aMu(pOCTHH).

OcBeH ToBa e(eKTHT Ha IIOHIKABaHE HA KPHBHOTO HATAHE MOJKE JIa C€ YCHIIH IIpU yHnoTpeda Ha
aNKoxoJ, 6apOouTypaTH, HAPKOTHUYHH BEILECTBA WM aHTHENpecaHTu. Bue Moxke a1a yceTuTe ToBa
KaTo 3amaiiBaHe Tipu u3npassHe. [lockBeTBaiiTe ce ¢ Bamms nekap, ako € HEOOX0MMO J1a ce
KOpHUTHpA J103aTa Ha JIpyroTo JEeKapcTBo, Aokaro mpuemare Tolura.

BpeMeHHOCT M KbpMeHe

bpemenHoct
Tps6Ba na yBenomute Barmmus nexap, ako MUCITUTE, 4e cTe OpeMeHHa (MIH MOXe 1a 3a0peMeHeeTe).

O6ukHOBEHO, Bammusit nekap 1ie Bu nocsBeTBa ja npeycranoBute npuema Ha Tolura npeau na
3a0peMeHeeTe WK BeJHara moM pasbepere, ue cre OpemMeHHa u e Bu mocsBeTBa J1a mpuemare Ipyro
nekapctBo, BMecTo Tolura. Tolura He ce nmpenopbuBa B paHHa OpEMEHHOCT U He Tps0Ba Jia ce mpreMa,
aKo cre OpeMeHHa CIie/l TPETHS Mecell, Thil KaTo MOXKe CEpHO3HO J1a yBpenu Barmrero 6ebe, ako ce
U3II0JI3Ba CJIE/l TPETHSI Mecell OT OpeMEHHOCTTA.

Kopmene
Hupopmupaiite Bammus nexap, ako KbpMHUTE WM UMaTe HaMepeHHe Ja 3armouHeTe 1a kbpmure. Tolura

HE ce IIPernopbyuBa Ha Mallky, KOUTO KbpPMAT U BamusaT nexap Moxxe 1a Bu HazHauu npyro jiedeHue,
aKo UcKaTe Jia KbpMUTe, 0COOEHO ako Bariero nete € HOBOPOAEHO WIIH € POJCHO MPEXICBPEMEHHO.

lodupane u padoTa ¢ MAIIMHUA
Hsxom xopa ce gyBcTBaT 3aMastHU HJIH U3MOPEHH Korato npueMaT Tolura. Ako ce mouyBcTBaTe
3aMasiH{ WM M3MOPEHH, He IIodupaiTe U He paboTeTe ¢ MallliHU.

Tolura chabp:ka JakTo3a u copouro (E420).
Axo Bamusar nexap Bu e ka3ai, ye uMaTe HEMOHOCUMOCT KbM HAKOU 3aXapH, CBBPIKETE CE C HETO,
TIpean J1a IpUeMeTe TO3H JIEKAPCTBEH MPOIYKT.

ToBa nekapcTBo chabpxa 149,8 mg copburon BbB Besika Tabnerka. CopoOUTONBT € U3TOYHHK Ha
(dpykros3a. Ako Bammsat nexkap Bu e kazan, ye UMaTe HEITOHOCUMOCT KbM HSKOU 3aXapH wiv Bu e
IIOCTAaBEHA JJMarHo3a HacleICTBEHa HEMOHOCUMOCT KbM ¢pykTo3a (HFI), psiiko reHeTHaHo
3a0osiBaHe, IPU KOETO X0paTa He MOTaT Ja pa3rpaxkaar GpyKTo3aTa, roBopeTe ¢ Bamms ekap npenn
Jla mprueMeTe Win 1a Bu 0bJ1e MpHtoskeHo ToBa JIEKapCTBO.

3. Kak na npuemare Tolura

49



Bunaru npuemMaiite ToBa J€KapcTBO TOUHO KakTo Bu e ka3an Bamusar jiekap. AKO He CT€ CUTYpHU B
Hello, nonuraite Bamms sekap nimm gapmanesr.

IIpenopwuBanara no3a Tolura e eana TabaeTka AHeBHO. OMuUTalTe Ce Ja mpreMaTe TabieTkaTa mo
€JIHO | ChINO BpeMe BcekH JeH. Moxke Ja nmpueMate Tolura cbe uim 6e3 xpana. TabieTkute TpsiOBa 1a
ce MOMTBIIAT C BOJIA WJIH Jpyra Oe3aaKoxoiHa HanuTka. BaxHo e pa npuemate Tolura Bceku nieH,
nokato Barmust iekap He Bu oceBeTBa Apyro. Ako edekTsT Ha Tolura Bu ce crpyBa mpekaneHo
CHJICH W ca0, KOHCYITHpaiTe ce ¢ Bamus nexap uimm ¢apmanesT.

3a JeueHre Ha BUCOKO KPBBHO HaysAraHe oOnvaiiHaTa qo3a Tolura 3a moBeueTo manyeHTH € eiHa
tabnerka oT 40 mg BeIHBK THEBHO, 32 JIa C€ OCHTYPH KOHTPOJ Ha KPHBHOTO HaJIsTaHe 3a MEPHOJT HaJl
24 gaca. Berpeku ToBa, moHsKora Bammst nekap Moxe ia mpenopbua mo-Hucka go3a — 20 mg
JHEBHO WJIM T0-BUCOKa 1032 — 80 mg nHeBHO. Tolura TabGnerku He MoraT a ObAaT pa3uessiHu,
CJICJIOBATEITHO T€ HE Ca TOAXOIAIIH 32 MIPHUIIOKESHHUE TIPH TAIIMEHTH, KOUTO C€ HYXKIAsAT OT /1032 OT

20 mg TeaMucapTaH. 3a Te3U MAIMEHTH Ca HATMYHYU €KBUBAJICHTHU MPOJYKTH ChC ChILlaTa aKTHBHA
cberaBka. Tolura cbio Moxe J1a Obie U3IMOI3BaH B KOMOWHAIMS C TUYPETHIIH (OTBOTHSIBAIIN
JIEKapCTBa), KaTO XUIPOXIOPTHA3H]I, IPH KOETO Ce MOJIyuaBa JOMbIHUTEICH OHMKaBal] eexTt
BBPXY KpBbBHOTO Haysirane ¢ Tolura.

3a HaMaisBaHe HAa CHPICYHOCHIOBHUTE HHIIMICHTH oOnyaiiHata no3a Tolura e enHa tabnerka ot 80 mg
BEJIHBXK JTHEBHO. B HauanoTo Ha mpodmiaktnaaus npueM Ha Tolura 80 mg TpsOBa yecto 1a ce
npociesiBa KPBBHOTO HAIISATAHE.

Axo Bamust ueper apo6 He pyHKIIMOHHMpPA IPaBIIIHO, oOnJaifHaTa 1032 He TpsAOBa 1a HaBUIIABA
40 mg BeTHBXK THEBHO.

AKo cTe mpueJu moBevye 0T HeoOxoaumaTta ao03a Tolura
AKO clTydaifHO IpreMeTe TBBhPJIe MHOTO TabJIETKH, CBBpPXKETe ce He3abaBHO ¢ Bamus nekap,
(hapmarieBT WM ¢ Hal-OJIM3KUS LIEHTHP 32 CIIEIIHA TTOMOIII.

AKo ctre nponycHau aa npueMere Tolura

Axko 3a0paBuTe a IpUeMeTe eHa 7032, He ce Oe3nokoiire. B3emeTe n03aTa BeAHAra 1OM Ce CETUTE U
cIie]] TOBa MPOABIDKETE NpreMa 1o oOnvaitHus HauuH. AKO He npremere Bamara tabnerka chimmst
JieH, B3eMeTe obuJaifHaTa 103a Ha ciaeqsamus JeH. He B3emaiiTe 1BoifHa 103a, 3a Ja KOMIEHCHpATe
IIPOITyCHATATA JI03a.

AKo nMare HIKaKBU JOIIBIHUTEITHU BBIIPOCH, CBBP3aHU C YIIOTpeOaTa Ha TO3U MPOIYKT, MOJIS
nonuTaiite Bamms jgekap wim dpapManesBT.
4, Bb3MOKHM HekeJJaHU peaknuu

KakTo Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOKE Jia MPCAN3BUKA HEKCIIaHU PECAKINU, BBIIPEKU Y€ HE
BCCKU T'Y IOJTy4aBa.

Hsikon HexKeJIaHM peaKIMy MO3Ke /1a €A CEPUO3HU M /12 U3HMCKBAT He3a0aBHO JieYeHHe.

Tpsa6Ba na noceture He3abaBHO Bamus nekap, ako MoIyduTe HAKOH OT CISIHUTE CUMIITOMHU:
Cericuc* (4ecTo Hapu4vaH “OTpaBsSHE Ha KPBhBTA — TEXKKa HHMEKIUS C BB3MAIMTEICH NPOIIEC B ISITOTO
TAJ10), OBbP30 MMOAYyBaHE HA KOXKaTa W JIMTaBHIIaTa (AHTUOEIEM); Te3U HEXKEIaH! PEaKIluy ca PeIKu
(morar ma 3acernat g0 1 Ha 1 000 gymm), Ho MHOTO cepro3Hu. [larrerTrute TpsiOBa na MPEeyCTaHOBAT
IpreMa Ha JIEKapCcTBOTO M He3a0aBHO Ja ce KOHCYATHPAT C JIeKap. AKO HE ce JeKyBaT, Te3U PeakIuu

MOXe J1a ObnaT GaTaiHu.

Bb3mosknu Hexes1anu peakuuu Ha Tolura
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YecTr HexXkenaHu peakiuu (Morat ma 3acersat a0 1 Ha 10 aymm):
Hucko kpbBHO HaysraHe (XUIOTOHMS) TIPU TAIIMEHTH, JICKYBaHHU 3a HAMaJIsIBAHe Ha
ChPACYHOCHIOBUTE UHITHICHTH.

Hedectn Hexenanu peakiuu (Morat ga 3acertart 1o 1 Ha 100 gymm):

I/IH(l)eKIlI/II/I Ha ITMKOYHUTE IIbTHUIIIA, I/IH(beKHI/II/I Ha rOPHUTC JUXATCIIHU I'bTHUIIA (HaanMep BB3IIaJICHO
T'BPII0, BB3MANECHH CHHYCH, TIPOCTY/Ia), HaMaJieH Opoii Ha YepBEHNUTE KPBBHU KICTKH (aHEMU),
MOBUIIICHH HUBA Ha KaJU{ B KPBBTA, 3aTPYAHCHO 3aCIIUBAHE, UYyBCTBO 3a Thra (IEMPECHsI), IPHUIIATBK
(cHHKOIT), YyBCTBO 32 BUEHE Ha CBSAT (BEPTUTO), 3a0aBeH Chp/eueH mysc (Opaaukapaus), HUCKO
KPBBHO HaJIsraHe (XUIIOTOHMSA) TIPH NAUeHTH, JICKYBAaHH 32 BUCOKO KPBBHO HAJIATaHE, 3aMaiiBaHe IIPH
u3npassHe (OPTOCTATUYHA XUIIOTOHMS), 33yX, KallUIKI[a, KOpeMHa 00JIKa, AUapus, CTOMAIICH
JuckoMdopT, razoBe, MOBpPBINAHE, ChPOEK, IOBUIIICHO MMOTOOT/ACIIAHE, JICKApCTBEH 0OpHUB, 0OJIKa B
rep0a, MyCKyJTHH CIa3MHU, MyCKyJIHa 00JKa (MHANTHA), 0bOpEedHO YBpEKAaHHE, BKIIOYUTEIHO OCTPa
O0BOpeYHa HEMOCTATHYHOCT, OOJIKA B TPBIHMUS KOIII, 9yBCTBO 32 cIa0O0CT U IOBUILICHO HUBO Ha
KpPEaTHHUH B KPHBTA.

Penku Hexxenanu peakumu (Morat ja 3acerHat j1o 1 Ha 1 000 gymm):

Cerncuc*(4ecTo Hapu4aH “OTpaBsHE Ha KPBBTA~ € TekKa HHPEKIHS ¢ Bh3NATUTENCH MPOIEC B LSJIOTO
TSUIO, KOSITO MOYXKE J]a IOBEJIC IO CMBPT), YBEIMUCH OpOli Ha ONpeAeICHN OelT KPHBHU KIICTKH
(eosuHO(UITHS), HaMalieH Opoil Ha TPOMOOIUTH (TPOMOOITUTONICHHS ), TEXKKA alleprUuHa PEaKIUsI
(anadunakTHUHA peakys), aleprUidyHy peakuuu (Hanpumep oOpuB, CbpOeK, 3aIpyJHEHO TUILIAHE,
XpHUIITEHE, TIOAYBaHE Ha JINIIETO W HUCKO KPHBHO HAJIsTaHe), TOHIKEHN HIUBA Ha KpBbBHA 3axap (TIpu
NaIueHTy 00THU OT MuabeT), TPEBOXKHOCT, CHHIMBOCT, 3pUTEITHH CMYIIEHHSI, YCKOPEH ChPACUYEH ITyJIC
(TaxWKapmus), CyXoTa B ycTara, pa3CcTpOeH CTOMAax, U3BpalleHUe Ha BKyca (IUCTey3us), HapYIICHHSI
Ha YepHOApoOHaTa (hyHKIHS (II0- BEPOSTHO € Ta3W HeXXeTaHa PeaKmys J1a ce MOSBH P IMAIUCHTH OT
SITOHCKY MPOU3X0[T), ObP30 MOLyBaHe HA KOXKATa U JIMTaBULiaTa (aHrMoeaeM), ekx3emMa (KOKHO
HapyIIeHne ), 3aUepBsIBaHe Ha KOXKaTa, KOMIPHUBHA Tpecka (YPTHKAPHs), TEKBK JICKapCTBEH 00pHB,
0oJKa B cTaBuTe (apTpairus), 00JKa B KpalHUK, O0JIKa B CyXOXKHIIUATA, TPUIIONOJ00HO 3a00IsIBaHe,
MTOHM)KEH XeMOTJIOOWH (KPBBEH MIPOTENH ), IIOBUIIICHO HUBO Ha MUKOYHA KUCEIHHA, TOBUIICHH
YepHOAPOOHU CH3UMH WIIH KpeaTHH GocoKnHa3a B KPBBTA.

MHoro penkn He)XeJTaH! peaknny (Morar jia 3acersat 10 1 Ha 10 000 mayrm)
IIporpecuBHo cpacTBaHe Ha OenoApoOHATA ThKAH (MHTEpCTHLMATHA 6eT0ApoOHa OoecT)™*.

* CBOMTHETO MOJXKE J1a C€ CIIY4YH CIy4aiiHO MM OU MOTJIO Jia ObJIe CBBP3aHO C MEXaHU3bM, KOMUTO KbM
MOMEHTA HE € U3BECTCH.

** Cnyyan Ha MPOTPECUBHO CpacTBaHe Ha OenopoOHaTa ThKaH ca ChOOIABaHU 110 BpeMe Ha IPUEM
Ha TeIMHUcapTaH. Beopeku ToBa, He € H3BECTHO Jali MPUYNHATA € TeIMHUCAPTaH.

CpollaBaHe HA HeKeJIAHH PeaKIuu

AKO MOJTy4HTE HSIKaKBU HE)KEJIaHU JICKAPCTBEHU PEaKIliy, yBejaomere Bamms nekap wim dpapManesT.
ToBa BKITIOYBA BCUYKY BH3MOXHHU HEOMMCAHY B Ta3H JINCTOBKA HEXEJIAHU Peakiuu. MoxkeTe ChIIo J1a
ChOOIIUTE HEXKEIIAaHW PEAKIIMK JUPEKTHO Ype3 HAIlMOHAIHATA CHCTEMA 3a ChOOIaBaHe, MOCOYCHA B
[punosxxenne V. Karo cro01iaBate He)xXeJlaHU peakuy, MOXKETe Jja JaJeTe CBOs PUHOC 32
MoJTyYaBaHe Ha MoBede HH(popMaIMsg OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKapCTRO.

5. Kak na cexpansiate Tolura

[a ce cbxpaHsBa Ha MSCTO, HEIOCTBITHO 32 JIela.

He n3non3saiiTe ToBa JeKapcTBO ClIe]] CPOKA HA TOJHOCT, OTOENSA3aH BhPXY KapTOHEHATa OMIAKOBKA U
ommcrepa cnen “T'onen no:/EXP”. CpokbsT Ha TOJHOCT OTTOBApPS HA MOCJICTHUS JICH OT MIOCOYSHUS

Mecell.

Ha ne ce cpxpanspa Hag 30°C.
[a ce cbxpaHsiBa B OpUTrHHATHATA OMAKOBKA, 32 JIa C€ Mpe/ra3t OT CBETIIMHA.
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He usxBwpisiite nekapcTBaTa B KaHaIM3aUsATa WM B KOHTEMHEpa 3a JOMAIIHU OTHaIbIH.
[Tonuraiite Bamms hapmarieBT Kak 1a H3XBBPIATE JICKapCTBATa, KOMUTO Bede He u3non3Bare. Te3u
MEpKH 1I€ CIOMOTHAT 3a Olla3BaHe Ha OKOJHATa Cpea.

6. CLanmaHne Ha OonmaKoBKaTa U J0II'bJHUTEC/IHA HH(I)OpMaIII/Iﬂ

Kakso cbabp:xa Tolura

- AKTHBHOTO BEIIECTBO € TeNMMHUcapTaH. Beska Tabnerka chabpxka 40 mg TemMucapTaH.

- Jpyrute chCTaBKH ca MOBUAO0H, METIIYMUH, HATPUEB XUAPOKCH]I, TAKTO3a MOHOXUAPAT,
cop6uron (E420) m marunesues creapat. Bikre Touka 2 ,, Tolura chapprka JaKTo3a u cCOpOUTON
(E420)*.

Kak m3riexkna Tolura u KakBO chIbpsKa OMAKOBKATA
Tolura 40 mg ca Genu 10 mouTH OENY, TBOHHOM3ITHKHAIN, OBATHU TA0JIETKH.

Tolura ce mpemara B 6;McTepy B ONAKOBKH, Chabpikanty 14, 28, 30, 56, 84, 90, 98 wimu 100 tabmeTky.
He BcuukM BUIOBE OMAaKOBKU MOTAT Jia OBJAT IIyCHATH Ha Ma3apa.

IpuTexkaTen Ha pa3pelIeHHETO 32 yIOTPeda
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CroBeHUs

ITpousBoguTe y
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHus
KRKA-POLSKA Sp. z 0.0., ul. Rownolegta 5, 02-235 Warszawa, [Tomma

3a nombiaHUTENIHA HHGOPMANU OTHOCHO TO3H JIEKAPCTBEH NPOIYKT, MOJIS CBBPIKETE CE C JTOKAIHUS
MIPEACTaBUTEN Ha IPUTEXKATENSA Ha pa3pelIeHNeTo 3a yrnoTpeda:

Belgié/Belgique/Belgien Lietuva

KRKA Belgium, SA. UAB KRKA Lietuva

Tél/Tel: + 32 (0) 487 50 73 62 Tel: +370 5236 27 40
buarapus Luxembourg/Luxemburg
KPKA bwarapus EOO/] KRKA Belgium, SA.

Temn.: +359 (02) 962 34 50 Tél/Tel: + 32 (0) 487 50 73 62 (BE)
Ceska republika Magyarorszag

KRKA CR, s.r.o. KRKA Magyarorszag Kereskedelmi Kft.
Tel: +420 (0) 221 115 150 Tel.: + 36 (1) 355 8490
Danmark Malta

KRKA Sverige AB E.J. Busuttil Ltd.

TIf: + 46 (0)8 643 67 66 (SE) Tel: + 356 21 445 885
Deutschland Nederland

TAD Pharma GmbH KRKA Belgium, SA.

Tel: + 49 (0) 4721 606-0 Tel: +32 (0) 487 50 73 62 (BE)
Eesti Norge

KRKA, d.d., Novo mesto Eesti filiaal KRKA Sverige AB

Tel: +372 (0) 6 671 658 TIf: + 46 (0)8 643 67 66 (SE)
E)\Gda Osterreich

KRKA EAAAX EITE KRKA Pharma GmbH, Wien
TnA: +30 2100101613 Tel: + 43 (0)1 66 24 300
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Espaiia Polska

KRKA Farmacéutica, S.L. KRKA-POLSKA Sp. z o0.0.

Tel: +34 911 61 03 80 Tel.: +48 (0)22 573 7500

France Portugal

KRKA France Eurl KRKA Farmacéutica, Sociedade Unipessoal Lda.
Tél: + 33 (0)1 57 40 82 25 Tel: + 351 (0)21 46 43 650
Hrvatska Roménia

KRKA - FARMA d.o.o. KRKA Romania S.R.L., Bucharest
Tel: + 38516312 100 Tel: +4 021 310 66 05

Ireland Slovenija

KRKA Pharma Dublin, Ltd. KRKA, d.d., Novo mesto

Tel: +353 1413 3710 Tel: + 386 (0) 1 47 51 100

island Slovenska republika

LYFIS ehf. KRKA Slovensko, s.r.o.

Simi: + 354 534 3500 Tel: + 421 (0) 2 571 04 501

Italia Suomi/Finland

KRKA Farmaceutici Milano S.r.L KRKA Finland Oy

Tel: + 39 02 3300 8841 Puh/Tel: + 358 20 754 5330
Kvnpog Sverige

KI.PA (PHARMACAL) LIMITED KRKA Sverige AB

TnA: + 357 24 651 882 Tel: + 46 (0)8 643 67 66 (SE)
Latvija United Kingdom (Northern Ireland)
KRKA Latvija SIA Consilient Health Limited

Tel: +371 6 733 86 10 Tel: + 353 (0)1 2057760

)IaTa Ha MOCJIEIHO NpepasrieikaiaHe Ha TUCTOBKaTa

[Nonpo6Ha nHdopmarys 3a TOBa JEKapCTBO € NMpeaocTaBeHa Ha yebcaiita Ha EBpornelickaTa areHIus
o Jiekapcersata http:/www.ema.europa.eu/.
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JIncroBka: nH(popManus 3a norpeduTes st

Tolura 80 mg TadjeTkn
Tenmucaprad (telmisartan)

IIpoyeTreTe BHUMATEIHO USJIATA JIMCTOBKA, PN 12 3all0YHETE /Ia MpueMaTte TOBa JIEKapCTBO,

ThHl KaTO TS ChABbP:Ka BaxkHA 32 Bac mndopmanmus.

- 3ana3zere Ta3u JIMCTOBKA. MOKe /1a ce HAIOXKH J1a 5T IPOYETEeTEe OTHOBO.

- AKO UMate HIKaKBU AOIMBIHUTEIHH BBIPOCH, MonuTaiTe Bamus nekap unu papmaienT.

- ToBa 5mexkapcTBO € MpEeANrCcaHo €ANHCTBEHO U JMdHO Ha Bac. He ro mpeorcrhnBaiite Ha Apyrn
xopa. To Moxe J1a UM HaBpeIr, HE3aBUCHMO Y€ TIPU3HAIIUTE Ha TAXHOTO 3a00JIsIBAaHE Ca CHIIUTE
KakTo Bammure.

- AKO TIOJTyYHTE HIKAKBU HEXEIAHU peaklnu yBeaoMeTe Bamus nexap mim apmanest. ToBa
BKJIFOUYBA U BCUYKU BBb3MOXHHU HEKECIIAHNU peaKuym, HCOIIMCAaHU B Ta3U JINCTOBKA. BI/I)KTG TOYKa

4.

KakBo cbabp:ka Ta3u JUCTOBKA:

Kakgo nipencrapnsBsa Tolura u 3a KakBO ce U3MOJI3BA

KakBo Tpsi6Ba na 3Haete, npeau Ja npuemere Tolura

Kak na mpuemare Tolura

BB3MOKHU HEXETaHU peakiuu

Kak na cexpanssare Tolura

ChappikaHUE HA OITAKOBKATA M JIOMTBIHATEITHA HH(pOpMAITUs

SNk L=

1. Kaxkso npeacrasisisa Tolura u 3a kakBo ce n3noJi3Ba

Tolura mpuHAATIEKN KBM IpyTIaTa JeKapCTBEHH MPOTYKTH, N3BECTHU KaTO PELENTOPHY aHTaTOHUCTH
Ha aHruoteHsuH . Aarunorensus Il e BemecTBo, 00pa3zyBaHo BB Bamms opranuzsm, KOETo
MPeAU3BUKBA CBUBAHE HA KPbBOHOCHUTE ChAOBE, KATO 10 TO3M HAYMH MOBUILIABA KPbBHOTO Bu
Haysrade. Tolura 6mokupa edekra Ha aHTHOTeH3MH 11, Taka ye KPHbBOHOCHHUTE CHIIOBE CE OTITYCKAT U
KPBBHOTO HAJISITAHE C€ MOHMXABA.

Tolura ce u3moJi3Ba 3a JieueHNE Ha ECCHITMATHA XUIIEPTOHHSA (BHCOKO KPBBHO HAJISITAHE) MIPH
BB3pacTHU. “EceHIManHa” o3HauaBa, 4e BUCOKOTO KPbBHO HAJISATaHE HE € IPUIMHEHO OT APYro
3a00IsIBaHe.

AKo He ce IeKyBa, BHICOKOTO KPBBHO HaJIsITaHE MOXE J1a YBPEeIN KPFBOHOCHUTE CHI0BE B PEIHIIa
OpraHy, KOSTO MOHIKOra MOXKeE Ja I0BEJIC O ChpieueH HH(APKT, ChbpAeUHA HIH ObOpeuHa
HEOCTaTh4YHOCT, MO3bYEH MHCYIT UK caenota. OOUKHOBEHO IIPU BUCOKO KPbBHO HAIATaHE HAMA
CHMIITOMHU TIPeNH J1a Bb3HUKHE yBpexkaaHe. [lopaau ToBa e BaXkKHO peIOBHO Jla ce U3MepBa KPBBHOTO
HaJIraHe, 3a 1a ce IPOBEPU AAIH TO € B HOPMAJIHU IPaHUIIH.

Tolura ce u3nmos3Ba chI0 32 HAMAISABAHE HA ChPJCYHOCHIOBUTE UHIHICHTH (HAPHUMEDP ChPJICYCH
HMHOAPKT WIK MO3BUCH ylIap) MPH BH3PACTHU C PUCK IOPAJX HAMAIICHO HJIH IPEYCTAHOBEHO
KPBHBOCHAOIIBaHE HA CHPIIETO MM KpaKaTa, HiIH MPEThPIICIN MO3bUEH YAap, I ¢ BUCOKOPHCKOB
nuabet. Bammst nexap moxe na Bu nuadopmupa, ako nmaTe MOBUILEH PUCK OT Bb3HUKBAaHE HA TAKHBA
HHIUIEHTH.

2. KaksBo TpsioBa na 3Haete npeau n1a npuemere Tolura

He npuemaiite Tolura

- aKO CTE AJIEPTHYHH KBM TEIIMICAPTaH WIHA KbM HIKOS OT OCTaHAJIUTE ChCTABKH Ha TOBA
JIeKapcTBO (M30pOEHH B TOUKA 6).

- aKo cte OpeMeHHa clie/l TpeTus Mecell (mo-1o0pe aa n3bsAreare yrnorpedara Ha Tolura u B panHa
OpeMEeHHOCT - BHXKTe Touka bpemeHHOCT).
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- aKo UMaTe TEXKU YepHOAPOOHH MPoOIeMH KaTo X0JIecTa3a UiH XKIIbYHA 00CTpYKIHs (IpobieM
¢ IpeHaXka Ha )JIbUKaTa OT YePHHS P00 U HKIBYHUS MEXYP) WM HIKAKBO JPYTO TEXKKO
4epHOIPOOHO 3a00IIIBaHE.

- aKo uMare quabeT WM HapylleHa ObOpedHa (hyHKIHUS U ce JIeKyBaTe ¢ JIEKapcTBO 3a
NOHM)XKaBaHe Ha KPBBHOTO HAJLSITAHE, ChIBPIKAILO aTUCKUPEH.

Wndopmupaiite Bamus nexap mwin papmaneBT npean aa npuemere Tolura, ako HIKOe OT
TOPENOCOYCHUTE ChCTOSHISI ce OTHACS 3a Bac.

IIpeaynpe:xaeHust U NpeanasHu MepKU

T'oBopere ¢ Bamms nekap, ako cTpajare Win HIKOTa CT€ CTPalalIi OT HAKOE OT CJICTHUTE ChCTOSTHUS

WK 3a00JIIBaHUS:

- O6p0peuHo 3a00sBaHe WIH OBOpEYHA TPAHCIUIAHTALIHS

- CTEHO3a Ha peHaJIHaTa apTepus (CTECHsABaHE HAa KPbBOHOCHHUTE CHIOBE Ha eIMHMUS WM Ha JiBaTa
O0BOpeka)

- 4epHOAPOOHO 3200 IsIBaHe

- ChpJCUeH MpoodIeM

- TIOBUILICHU HUBA Ha aJJJOCTEPOH (33Ibp)kaHe Ha BOJIA U COJIH B TSUIOTO, MPUAPYKEHO OT
JucOanaHc Ha pa3IndHA MUHEPad B KPBBTA)

- HHCKO KPBBHO HaJsIraHe (XUIIOTOHUS), KOETO € Bb3MOXKHO J]a BE3HHUKHE, aKO CTe
JexuapaTUpany (IpeKkoMepHa 3aryba Ha BoJia OT OpraHu3Ma) MiIM ako UMaTe HeIOCTHT Ha COJIH,
HOpay JICYCHHE ¢ IMyPETHIH (00e3BOIHABAILH JICKAPCTBA), TUETa C HUCKO ChAbP)KaHHE Ha
COJI, TUapHsl WJIM TTIOBPBIIAHE

- MOBHILICHU HUBA Ha KaJHil B KPBBTA

- naber

I'oBopere ¢ Bamwist nekap, npeau aa npuemere Tolura:
- aKo MpueMate TUTOKCUH
- aKo IpueMaTe HIKOE OT CICTHHUTE JICKapCTBa, N3IOI3BAHH 32 JICUSHHE Ha BICOKO KPHBHO
HaJsraHe:
- ACE unxuburop (HarpuMep eHanarpui, JU3UHOMPUI, PAMUIIPUIT), 0COOEHO aKO UMaTe
0B0peuHH MPOoOIIeMH, CBBP3aHHU C Tuabdera.
- ANHUCKUPEH.

Tps6Ba na yBenomute Bammms nekap, ako MUCITUTE, 4e cTe OpeMeHHa (MIIH MOXe Ja 3a0peMeHeeTe).
Tolura He ce mpenopbyYBa B paHHa OPEMEHHOCT 1 He TpsI0Ba Ja ce IpreMa ciell TPeThs Mecel] OT
OpEeMEHHOCTTa, Thi KaTO MOXE CEPHO3HO Jia yBpeau BameTo 6ebe, ako ce U3moi3Ba B TO3U MEPHOJT
(BmxTe Touka bpemennoct).

B ciyuaii Ha omeparust nin ynoika, TpsaOBa qa cro0muTe Ha Bamms nekap, ue npuemare Tolura.

Tolura moe a 0b1€ MO-Manko eheKTHBHA IPU MIOHMKAaBaHE HA KPHBHOTO HAISATAHE TIPH YEPHOKOXKH
MAIUEeHTH.

BammsT nexap Moske epuoJuyHoO J1a poBepsaBa ObOpedHaTa Bu GpyHKIMS, KpbBHOTO HAIATaHE U
KOJIMYECTBOTO Ha EJIEKTPOINTHTE (HAIp. Kajui) B KpbBTa Bu.
Bwxre cwiio napopmanusTa, o3arinasena “He npuemaiite Tolura”.

Jlena u roHOIHA
He ce mpenoppuBa ynotpedara Ha Tolura mpu aena u roHom A0 18 ronquHu.

JApyru nekapcrBa u Tolura

Wndopmupaiire Bammst nexap uian GpapManesT, ako pueMaTe, HaCKOpo CTe MpHUEeMalTH W €
BB3MOXKHO J1a [IpUeMaTe JIpyTu JekapcTBa. Moxke Ja ce HaJloku Bamusar nekap 1a NpoMeHu 103aTa Ha
TE3H JIEKapCTBa WU Jja B3eMe JIPyTH Ipena3Hi MEpKH. B Hikou ciryyan Moke Ja € Heo0X0JUMO Ja
CIIpeTe M3IOJI3BAaHETO Ha HAKOE OT JIeKapcTBaTa. ToBa ce OTHACS 0COOCHO 3a JIeKapCTBaTa, TOCOYEHH
HO-7I0JTy, KOTaTo ce U3MoN3BaT eAHoBpeMeHHo ¢ Tolura:
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- JIEKapCTBa, ChABPIKAIIN JINTUH, U3MIOJI3BAHHU 32 JICUCHUE HA HSIKOU BUJIOBE JICTIPECHSI.

- JIeKapcTBa, KOUTO MOTAT J1a TIOBUIIAT HUBOTO HA KAJIMIl B KPBBTA KaTO KANUH-ChIbpPIKAIIN
COJICBH 3aMECTHUTENH, KATMH-ChXPaHIBAIN AXYyPETUIH (TaOJCTKH, 3aCHIBAIIN OTACISTHETO Ha
Boja), ACE unxuburopu, anruotensut Il peuentopuu antaronuct, HCIIBC (necteponanu
MIPOTHBOBB3NANINTEIHH JIEKapCTBa KaTO aCIUpPUH WIK HOYTIpOQeH), XeMaphH, IMyHOCYIIPECOPH
(HampuMep LUKIOCTIOPUH WK TAaKPOJIUMYC) U aHTHOMOTHKA TPUMETOIIPUM.

- IuypeTHnn (00e3BOTHSBAIIN JIEKAPCTBa), 0COOEHO aKo Ce MPUEMAT BB BUCOKH JJO3H 3a€THO C
Tolura, Mmoxe aa goBene 10 IpEeKOMEpHa 3aryda Ha BoJia OT OpraHMu3Ma U HUCKO KPBBHO
HanAraHe (XUrnoToHHS).

- ako npuemare ACE uHXuOUTOp MM ajrcKupeH (BHKTE ChIO HHpOpMaIHATa, o3ariaBeHa “He
npuemaiite Tolura” u “IlpenynpexxaeHus ¥ npennasHu MEpK”).

- IIUTOKCHH.

EdextsT Ha Tolura moxke na 6b1e HamaneH, koraro ce npmwiara ¢ HCIIBC (amecteponnau
MIPOTHBOBB3NAINTEIIHH CPEACTBA KaTO aCIMPUH WIH HOYTIpo(eH) Wi KOPTHUKOCTEPOHIH.

Tolura Moxe na yBenwmun e(eKTa Ha MOHIKAaBaHe Ha KPEBHOTO HAJNSTAaHE Ha JPYTH JIEKapCTBa, KOUTO
CE M3I0JI3BAT 3a JIEUEHUE HA BUCOKO KPBBHO HAJIATaHe, MK Ha JEKapcTBa ¢ MOTEHIMAN 3a
MMOHM)KaBaHe Ha KPBBHOTO HalsraHe (0akiodeH, aMu(pOCTHH).

OcBeH ToBa e(eKTHT Ha IIOHIKABAaHE HA KPHBHOTO HASTAHE MOJKE JIa C€ YCHIIH IIpU yHnoTpeda Ha
aNKoxoJ1, 6apouTypaTH, HAPKOTHYHH BEILECTBA WK aHTUJENpECaHnTH. Bue Moxe na yceTure ToBa
KaTo 3amaiiBaHe Tpu m3npassHe. [lockBeTBaiiTe ce ¢ Bamms nekap, ako € HE0OX0MMO J1a ce
KOpHUTHpA J103aTa Ha IpyroTo JEeKapcTBo, Aokaro mpuemare Tolura.

BpeMeHHOCT M KbpMeHe

bpemenHoct
Tps6Ba na yBenomute Bamms sekap, ako MUCIIUTE, Ue cTe OpeMeHHa (MIH MOXKe Jja 3a0peMeHeeTe).

O6ukHOBeHO, Bammusit iekap nie Bu nockBerBa qa npeycranoute nprema Ha Tolura npeau na
3a0peMeHeeTe WK BeJHara moM pasbepere, ue cte OpeMeHHa u e Bu mochBeTBa J1a mpuemare Ipyro
nekapctBo, BMecto Tolura. Tolura He ce mpenopbuBa B paHHa OpEeMEHHOCT M He TPsiOBa Jia ce mpreMa,
aKko cre OpeMeHHa cliell TPETHs Mecell, Thil KaTo MOKe CEpHO3HO J1a yBpenu Barmrero 6ebe, ako ce
U3II0JI3Ba CJIE/l TPETHSI Mecell OT OpeMEHHOCTTA.

Kopmene
Hupopmupaiite Bammus nexap, ako KbpMHUTE WM UMaTe HAaMEpeHHeE Ja 3armouHeTe aa kpbpmure. Tolura

HE ce [IPernopbuBa Ha MallKi, KOUTO KbpPMSIT U BamusaT nexap Moxe 1a Bu Ha3Hauu npyro jieueHue,
aKo UCKaTe Jla KbpMUTe, 0COOEHO ako Barero nete € HOBOPOAEHO WIIH € POJCHO MPEXICBPEMEHHO.

lodupane u padoTa ¢ MAIIMHUA
Hsxom xopa ce gyBcTBaT 3aMasiH| HJIH U3MOPEHH Korarto npuemat Tolura.
AKO ce MoYyBCTBATE 3aMasiHU WM H3MOpPEHH, He modupaiite 1 He paboTeTe ¢ MaIlInHH.

Tolura chabp:ka JakTo3a u copouro (E420).
Axo Bamusar nexap Bu e kazai, ye uMaTe HEMOHOCUMOCT KbM HAKOU 3aXapH, CBBPIKETE CE C HETO,
TIpen J1a IPUEeMEeTe TO3H JIEKAPCTBEH MPOIYKT.

ToBa siekapcTBO chabpxa 299,7 mg copourtoin BB Besika Tadbnerka. CopOUTONBT € U3TOYHHK Ha
(dpykro3a. Ako Bammsat nexkap Bu e kazan, ye UMaTe HEITOHOCHMOCT KbM HSKOU 3aXapH wiv Bu e
IIOCTAaBEHA JJMarH03a HacJeICTBEHA HEMOHOCHUMOCT KbM ¢pykTo3a (HFI), psiiko reHeTHdHO
3a0osIBaHe, IPU KOETO X0paTa He MOTaT Ja pa3rpaxkaar GpyKTo3aTa, roBopeTe ¢ Bamms ekap npenn
Jla prueMeTe Win 1a Bu 0b1e MprtoskeHo ToBa JIeKapCTBo.

3. Kak ga npuemare Tolura
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Bunaru npuemMaiite ToBa J€KapcTBO TOUHO KakTo Bu e ka3an Bamusar jiekap. AKO He CT€ CUTYpHU B
Hello, nonuraite Bamms sekap nimm gapmanesr.

IIpenopwuBanara no3a Tolura e eana TabaeTka AHeBHO. OMuUTalTe Ce Ja mpreMaTe TabieTkaTa mo
€JIHO | ChINO BpeMe BcekH JeH. Moxke Ja nmpueMate Tolura cbe uim 6e3 xpana. TabieTkute TpsiOBa 1a
Ce MOMIBINAT C BOJA HITH Jpyra 0e3aIKoX0nHa HamuTKa. BaxkHo e 1a npuemate Tolura Bceku nieH,
nokato Barmust iekap He Bu oceBeTBa Apyro. Ako edekTsT Ha Tolura Bu ce crpyBa mpekaneHo
CHJICH W ca0, KOHCYITHpaiTe ce ¢ Bamus nexap uimm ¢apmanesT.

3a JeyeHre Ha BUCOKO KPBBHO HaysraHe oOnvaifHaTa jo3a Tolura 3a moBeyeTo MayueHTH € eIHa
tabnerka oT 40 mg BeIHBK THEBHO, 32 J1a C€ OCHTYPH KOHTPOJ Ha KPHBHOTO HaJIsTaHEe 3a MIEPHOJT HaJl
24 gyaca. Berpeku ToBa, moHsIKora Bammst nekap Moxe ia rmpenopbyua no-Hucka go3a — 20 mg
JTHEBHO WJIM T0-BUCOKa 1032 — 80 mg nHeBHO. Tolura TaGnerku He MoraT na ObAaT pa3elisiHu,
CJICJIOBATEITHO T€ HE Ca TOAXOIAIIH 32 MIPHUIIOKESHHUE TIPH TAIIMEHTH, KOUTO C€ HYXKIAsAT OT /1032 OT

20 mg TeaMucapTaH. 3a Te3U MAIMEHTH Ca HATMYHYU €KBUBAJICHTHU MPOJYKTH ChC ChILlaTa aKTHBHA
cberaBka. Tolura cbio Moxe J1a Obie U3IOJI3BaH B KOMOWHAIIMS C TUYPETHIH (OTBOIHSABAIIH
JIEKapCTBa), KaTO XUIPOXIOPTHA3H]I, IPH KOETO Ce MOJIyuaBa JOMbIHUTEICH OHMKaBal] eexTt
BBPXY KpBbBHOTO Haysirane ¢ Tolura.

3a HaMaisgBaHe HAa CHPICYHOCHIOBUTE HHIIUICHTH oOnyaiiHaTa no3a Tolura e enHa tabnerka ot 80 mg
BEJIHBXK JTHEBHO. B HauanoTo Ha mpodmiaktnuaus npueM Ha Tolura 80 mg TpsdBa yecto 1a ce
npociesiBa KPBBHOTO HAIISATAHE.

Axo Bamust ueper apo6 He pyHKIIMOHHMpPA IPaBIIIHO, oOnJaifHaTa 1032 He TpsAOBa 1a HaBUIIABA
40 mg BeIHBX JTHEBHO.

AKo cTe mpueJu moBevye 0T HeoOxoaumaTta ao03a Tolura
AKo citydaifHO TIpueMeTe TBbPEC MHOTO TabJIeTKH, CBbpXKETe ce He3abaBHO ¢ Bamus nekap,
(hapmarieBT WM ¢ Hal-OJIM3KUS LIEHTHP 32 CIIEIIHA TTOMOIII.

AKo ctre nponycHau aa npueMere Tolura

Axo 3a0paBuTe J1a IpUeMeTe e1Ha 033, He ce Oe3nokoiite. B3emeTe n03aTa BeaHAara 1oM ce CETUTE U
Clie]] TOBa MPOABIDKETE MpHeMa 10 00MYaiiHus HauuH. AKO He preMere Bamara TabieTka chImms
JieH, B3eMeTe obuJaifHaTa 103a Ha ciaeqsamus JeH. He B3emaiiTe 1BoifHa 103a, 3a Ja KOMIEHCHpATe
IIPOITyCHATAaTa Jj03a.

AKO UMaTe HIKaKBU JOMBIHUTEIHHA BBIPOCH, CBBP3aHH C YIIOTpeOaTa Ha TO3H MPOAYKT, MOJIS
nonuTaiite Bamms jgekap wim dpapManesBT.
4, Bb3MOKHM HekeJJaHU peaknuu

KakTo Bcnuku JICKapCTBa, TOBA JICKAPCTBO MOKE Jia IPCAN3BUKA HEXKCTIaHU PEAKIHNU, BBIIPEKU Y€ HE
BCCKH I' IOJTy4aBa.

Hsixon He:KeJIaHM peaKIMy MOsKe /1a €A CEPUO3HM M 12 U3HCKBAT He3a0aBHO JieYyeHHe.

Tpsa6Ba na noceture He3abaBHO Bamus nekap, ako MoIyduTe HAKOH OT CISIHUTE CUMIITOMHU:
Cericuc* (4ecTo Hapu4vaH “OTpaBsSHE Ha KPBhBTA — TEXKKa HHMEKINS C BB3MAJIUTEICH NPOIIEC B ISTOTO
TAJ10), OBbP30 MMOAyBaHE HA KOXKaTa W JIMTaBHIIaTa (AHTUOEIEM ); TE3U HEKEJIaH! PEaKIuK ca PEIKU
(morar ma 3acernat g0 1 Ha 1 000 gymm), Ho MHOTO cepro3Hu. [larrerTrute TpsiOBa na MPEeyCTaHOBAT
IpreMa Ha JIEKapCcTBOTO M He3a0aBHO Ja ce KOHCYITHPAT C JIeKap. AKO HE ce JIEKyBaT, Te3U pPeaKkIun

MOXe J1a ObnaT GaTaiHu.

Bb3moskun Hexenanu peakuuu Ha Tolura
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YecTr HexXkenaHu peakiuu (Morat ma 3acersat a0 1 Ha 10 aymm):
Hucko kpbBHO HaysraHe (XUIOTOHMS) TIPU TAIIMEHTH, JICKYBaHHU 3a HAMaJIsIBAHe Ha
ChPACYHOCHIOBUTE UHITHICHTH.

Hedectn Hexenanu peakiuu (Morat ga 3acertart 1o 1 Ha 100 gymm):

I/IH(l)eKIlI/II/I Ha ITMKOYHUTE IIbTHUIIIA, I/IH(bCKHI/II/I Ha rOPHUTC AUXATCIITHU I'bTHUIIA (HaanMep BB3IIaJICHO
T'BPII0, BB3MANECHH CHHYCH, TIPOCTY/Ia), HaMaJieH Opoii Ha YepBEHNUTE KPBBHU KICTKH (aHEMU),
MOBHUIIIEHHN HUBA Ha KaJIMH B KPBBTA, 3aTPYAHEHO 3aCTIMBaHE, YyBCTBO 32 Thra (ICTPEcHs), MPHUIIAIbK
(cHHKOIT), YyBCTBO 32 BUEHE Ha CBSAT (BEPTUTO), 3a0aBeH Chp/eueH mysc (Opaaukapaus), HUCKO
KPBBHO HaJIsraHe (XUIIOTOHMSA) TIPH NAUeHTH, JICKYBAaHH 32 BUCOKO KPBBHO HAJIATaHE, 3aMaiiBaHe IIPH
u3npaBsHe (OPTOCTATUYHA XUIIOTOHHMS), 331yX, KallUIKI[A, KOpeMHa 00JKa, Tuapusi, CTOMAIIICH
JuckoMdopT, razoBe, MOBpPBINAHE, ChPOEK, IOBUIIICHO MMOTOOT/ACIIAHE, JICKApCTBEH 0OpHUB, 0OJIKa B
rbp0a, MyCKYJIHU CITa3MH, MyCKYyJIHA 00Jika (MHarus), 0bOpPEYHO YBPEKIaHHUE, BKIFOUUTEIHO OCTPa
O0BOpeYHa HEMOCTATHYHOCT, OOJIKA B TPBIHMUS KOIII, 9yBCTBO 32 cIa0O0CT M OBUILICHO HUBO HA
KpPEaTHHUH B KPHBTA.

Penku Hexxenanu peakumu (Morat ja 3acerHat j1o 1 Ha 1 000 gymm):

Cerncuc*(4ecTo Hapu4aH “‘OTpaBsSHE Ha KPBHBTA € TeKKa HHPEKIHS ¢ Bh3MAINUTENIEH MPOIIEC B ISLTOTO
TSUIO, KOSITO MOYXKE Jla JOBENIE IO CMBPT), yBEIHMUYCH OPOH Ha OnpeieieH! Ol KPBBHU KIICTKH
(eosuHO(UITHS), HaMalieH Opoil Ha TPOMOOIUTH (TPOMOOITUTONICHHS ), TEXKKA alleprUuHa PEaKIUsI
(anadunakTHyHa peaxiys), alepruiuHU peakuuy (Hanpumep oOpuB, CbpOexk, 3aApyAHEHO JUILAHE,
XpHUIITEHE, TTOAYBaHE Ha JINIIETO W HACKO KPHBHO HAJIsTaHe), TIOHM)KEHN HUBA Ha KPBbBHA 3axap (TIpu
MaIMEeHTH OOTHU OT TUabeT), TPEBOKHOCT, CHHIMBOCT, 3pUTEITHI CMYIIEHHSI, yCKOPEH ChPACUEH ITyJIC
(TaxWKapmus), CyXoTa B ycTara, pa3CcTpOeH CTOMAax, U3BpalIeHUE Ha BKyca (IUCTey3us), HapyIICHHSI
Ha YepHOApoOHaTa (QYHKIHS (II0-BEPOSATHO € Ta3H HEeXKellaHa PEeakIHs Ja ce MOSBU MPH MalUeHTH OT
SITOHCKY MPOU3X0[T), Obp30 MOJyBaHe Ha KOXkaTa U TUraBuiaTa (aHruoeqem), ekzema (KoxxHO
HapyIIeHne ), 3auepBsBaHe Ha KO)KaTa, KOIPUBHA Tpecka (YPTHKAPHs), TEKBK JEKapcTBEH 00pHB,
0oJka B cTaBuTe (apTpamirus), 0ojKa B KpallHUK, 0OJIKa B CYyXOKHUIIUATA, TPUIIONIOJO0HO 3a00IsIBaHe,
MTOHM)KEH XeMOTJIOOWH (KPBBEH MIPOTENH ), IIOBUIIICHO HUBO Ha MUKOYHA KUCEIHHA, TOBUIICHH
YepHOAPOOHU CH3UMH WIIH KpeaTHH GocoKnHa3a B KPBBTA.

MHoro penkn He)XeJTaH! peaknny (Morar jia 3acersat 10 1 Ha 10 000 mayrm)
IIporpecuBHo cpacTBaHe Ha O6enoApoOHATA ThKaH (MHTEpCTHLMATHA 6eToApoOHa Ooect)™*.

* CBOMTHETO MOJXKE J1a C€ CIIY4YH CIy4aiiHO MM OU MOTJIO Jia ObJIe CBBP3aHO C MEXaHU3bM, KOMUTO KbM
MOMEHTA HE € U3BECTCH.

** Cnyyau Ha MPOTPECUBHO CpacTBaHe Ha O6enopoOHaTa ThKaH ca ChOOIIABAaHH 10 BpEMe Ha IIPUEM
Ha TeIMHUcapTaH. Beopeku ToBa, He € H3BECTHO Jali MPUYNHATA € TeIMHUCAPTaH.

CpollaBaHe HA HeKeJIAHH PeaKIuu

AKO MOJTy4HTE HSIKAaKBU HE)KEJIaHU JICKAPCTBEHU PEaKliy, yBeaomMeTe Bammust nekap wim dpapManesT.
ToBa BKITIOYBA BCUYKY BH3MOXHHU HEOMTMCAHU B Ta3U JINCTOBKA HEXEJIAHU Peakiuu. MoXeTe ChIIo 1a
ChOOIIUTE HEXKEIIAaHW PEAKIIMK JUPEKTHO Ype3 HAIlMOHAIHATA CHCTEMA 3a ChOOIaBaHe, MOCOYCHA B
[punoxxenune V. Karo cro01iaBate He)xXeJlaHU peakiuy, MOXKETe Jia JaJieTe CBOs MPUHOC 32
MoJTyYaBaHe Ha MoBede HH(popMaIMsg OTHOCHO 0€30MacHOCTTa Ha TOBA JIEKapCTRO.

5. Kak na coxpansiate Tolura

Jla ce chxpaHsBa Ha MSCTO, HETOCTBITHO 3a JIea.

He u3non3BaiiTe ToBa IEKapCTBO CJIE/ CPOKA HA TOJHOCT, OTOENsI3aH BhPXY KapTOHEHATA OMAaKOBKa 1
omuctepa cnen “T'onen no:/EXP”. CpokbT Ha TOAHOCT OTTOBAPs HA MIOCIICIHUS JISH OT IIOCOYCHUS
Mecell.

[a He ce cpxpansBa Hax 30°C.
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Jla C€ CbXpaHABa B OpUTMHAJIHATA OITAKOBKA, 3a a CC Mpeanasu OT CBCTIIMHA.

He usxBwprnsiite nexkapcTBara B KaHAIM3ANKUTA WM B KOHTEWHEPA 32 JJOMAITHU OTHAIbLIH.
[Tonmuraiite Bamust apmarieBT Kak Ja U3XBBPJIATE JIEKapCTBaTa, KOUTO Beue He u3nomssate. Te3un
MEPKH III€ CITOMOTHAT 32 OTa3BaHE Ha OKOJIHATA CpeJia.

6. Cbnbpmaﬂne Ha OIMaKoOBKaTa U J0IIbJHHUTETHA l/IH(l)OpMaIIHﬂ

KaksBo cbabp:ka Tolura

- AKTHBHOTO BEILIECTBO € TeIMucapTaH. Besika Tabnetka chabpka 80 mg TenMucapTaH.

- Jpyrure chCTaBKU ca TOBUIOH, METTIYMHUH, HATPUEB XUIPOKCHI, TAKTO3a MOHOXUAPAT,
copouron (E420) u marHe3ue creapat. Bikre Touka 2 ,, Tolura chabpika J1aKkTo3a U COPOUTOIN
(E420).

Kak m3riesxkga Tolura u kakBo chIbpka ONIAKOBKATA
Tolura 80 mg ca 6eu 10 ouTH OENN, TBOMHOM3ITBKHAIIN Ta0JIeTKH ¢ opMa Ha KarCyJIH.

Tolura ce npennara B OMCTEpH B ONIAKOBKH, Chabpkanu 14, 28, 30, 56, 84, 90, 98 wau 100 TabmeTKH.
He Bcuuku BUZOBE OMAaKOBKM MoTrar Ja ObJIaT yCHATH Ha Ta3apa.

IIpurexaTen Ha paspeleHHETO 3a ynoTpeda
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHus

IIpouszBogurten 5
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CioBeHus
KRKA-POLSKA Sp. z 0.0., ul. Réwnolegta 5, 02-235 Warszawa, IToxma

3a gombIHUTETHA HHQOPMALHS OTHOCHO TO3H JIEKAPCTBEH MPOIYKT, MOJISI CBBPKETE CE C JIOKATHIS
MIPEACTaBUTEN Ha MIPUTEKATENS Ha Pa3pelIeHueTo 3a yrmorpeoda:

Belgié/Belgique/Belgien Lietuva

KRKA Belgium, SA. UAB KRKA Lietuva

Tél/Tel: + 32 (0) 487 50 73 62 Tel: +370 5 236 27 40

Bbbarapus Luxembourg/Luxemburg

KPKA Bbwirapus EOOJ KRKA Belgium, SA.

Ten.: + 359 (02) 962 34 50 Tél/Tel: + 32 (0) 487 50 73 62 (BE)
Ceska republika Magyarorszag

KRKA CR, s.r.o. KRKA Magyarorszag Kereskedelmi Kft.
Tel: + 420 (0) 221 115 150 Tel.: +36 (1) 355 8490

Danmark Malta

KRKA Sverige AB E.J. Busuttil Ltd.

TIf: + 46 (0)8 643 67 66 (SE) Tel: + 356 21 445 885
Deutschland Nederland

TAD Pharma GmbH KRKA Belgium, SA.

Tel: +49 (0) 4721 606-0 Tel: + 32 (0) 487 50 73 62 (BE)
Eesti Norge

KRKA, d.d., Novo mesto Eesti filiaal KRKA Sverige AB

Tel: + 372 (0) 6 671 658 TIf: + 46 (0)8 643 67 66 (SE)
EX0\Goa Osterreich

KRKA EAAAX ETIE KRKA Pharma GmbH, Wien
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TnA: +302100101613 Tel: +43 (0)1 66 24 300

Espaiia Polska

KRKA Farmacéutica, S.L. KRKA-POLSKA Sp. z o0.0.

Tel: +34 911 61 03 80 Tel.: +48 (0)22 573 7500

France Portugal

KRKA France Eurl KRKA Farmacéutica, Sociedade Unipessoal Lda.
Tél: + 33 (0)1 57 40 82 25 Tel: + 351 (0)21 46 43 650
Hrvatska Roménia

KRKA - FARMA d.o.o. KRKA Romania S.R.L., Bucharest
Tel: + 38516312 100 Tel: +4 021 310 66 05

Ireland Slovenija

KRKA Pharma Dublin, Ltd. KRKA, d.d., Novo mesto

Tel: + 353 1413 3710 Tel: + 386 (0) 147 51 100

island Slovenska republika

LYFIS ehf. KRKA Slovensko, s.r.o.

Simi: + 354 534 3500 Tel: +421 (0) 2 571 04 501

Italia Suomi/Finland

KRKA Farmaceutici Milano S.r.L KRKA Finland Oy

Tel: + 39 02 3300 8841 Puh/Tel: + 358 20 754 5330
Kvnpog Sverige

KI.PA (PHARMACAL) LIMITED KRKA Sverige AB

TnA: + 357 24 651 882 Tel: + 46 (0)8 643 67 66 (SE)
Latvija United Kingdom (Northern Ireland)
KRKA Latvija STA Consilient Health Limited

Tel: +371 6 733 86 10 Tel: +353 (0)1 2057760

I[aTa Ha MOCJICAHO IMpepasriie;kaane Ha JTUHCTOBKaTa

[MompoOHa nH(popMaIHs 3a TOBa JISKAPCTBO € MpelocTaBeHa Ha yeOcaiita Ha EBponeiickara areHIus
1o JiekapcTBaTa http://www.ema.europa.eu/.
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