INPNJIOKEHHUE I

KPATKA XAPAKTEPUCTUKA HA ITIPOAYKTA



1. UME HA JIEKAPCTBEHUSA NPOAYKT
Tolucombi 40 mg/12,5 mg TabneTku

Tolucombi 80 mg/12,5 mg TabneTkn

2. KAYECTBEH U KOJIMYECTBEH CBbCTAB
Tolucombi 40 mg/12.5 mg TabneTkn

Bcesika tabneTka chappika 40 mg tenmucapran (telmisartan) u 12,5 mg XuapoxmopoTHasu
(hydrochlorothiazide).

Tolucombi 80 mg/12.5 mg TabneTkn
Bcesika Tabnerka cpappika 80 mg Tenmucaprad (telmisartan) u 12,5 mg XuapoxsiopoTHa3H
(hydrochlorothiazide).

3a OBJIHUSA CIIHCHK Ha IIOMOIIHUTC BCIICCTBA, BUXXTC TOYKa 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnerka
Tolucombi 40 mg/12.5 mg tabueTku

CBeTII0pPO30BH, ITLCTPH, OBAIHU, TBOMHOU3ITbKHAIN TabieTku ¢ o0o3HaueHune L1 ot exHaTa cTpaHa, ¢
NpUOIU3UTENHA Ib/DKUHA 14 mm.

Tolucombi 80 mg/12.5 mg TabneTkn
CBeTJIOOpaHKEBH, ITBCTPH, OBAITHH, TBOMHOU3IIBKHAIH Ta0IeTKU ¢ 0003HaueHue L2 oT enHaTa
CTpaHa, ¢ IpUOIM3HUTENHA AbKUHA 17 mm.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHUYHM MOKA3AHUS
Jleuenre Ha eceHIMANHA XUIIEPTOHUS

KomOuanpanusT nekapctBeH mpoaykT Tolucombi e ¢ ¢pukcupanu no3u (40 mg tenmucapran/12,5 mg
xunpoxioporuazua u 80 mg tenmucapran/12,5 mg XuaApoxJIOpOTHA3HT) U € TIOKa3aH 3a JICUCHUE Ha
BB3PACTHHU, YUETO KPBBHO HAJISITAHE HE € KOHTPOJIUPAHO aJCKBATHO CAMO C TEIMUCAPTaH.

4.2 Jlo3upoBKa U HAYMH HA MPHJIOKEHHE

ﬂO3H[!OBKa

KoMOUHHUpaHUAT TeKapcTBEH MPOAYKT ¢ (PUKCHPAHU 03U ce TIPHUEeMa OT MAIlHeHTH, YUETO KPHBHO
HaJIATaHe He € aJleKBaTHO KOHTPOJIMPaHO IpU IpUeM caMo Ha TeamucapTad. [lpeau na ce npemune
KBM TO3M KOMOMHHPAH JIEKApPCTBEH MPOAYKT ¢ (PUKCHPAHU T03H € He0OOXOIUMO ITOOTAEIHO I Ce
TUTPUpPAT JO3UTE HAa BCEKU OT JABaTa KOMIIOHEHTa. [Ipu moaXoaaIy KIMHUYHH [T0Ka3aHUS MOXeE
JIUPEKTHO JIa c€ IPEMUHE OT MOHOTEpaIUsATa KbM IIPUEM Ha KOMOMHHPAHUS JICKAPCTBEH MPOAYKT.

- Tolucombi 40 mg/12,5 mg Mosxe a ce MPUIIOKHU eIWH BT THEBHO MPU MAIlMEHTH, YUETO
KPBBHO HAISITaHE HE € aJICKBAaTHO KOHTPOJIMPAHO MPU CaMOCTOATEIHO MpHUIaraHe Ha
tenMucaprad 40 mg.

- Tolucombi 80 mg/12,5 mg Moxe Aa ce IPUIIOKH SAUH BT JHEBHO MU MAIlUEHTH, YUETO
KPBBHO HAIIITaHE HE € aJIeKBaTHO KOHTPOJIMPAHO MPU CAMOCTOSATEIIHO MPHUJIaraHne Ha



tenmucapran 80 mg.
Cmapuecka ev3pacm
He e HEoOXoanMo KopUrHpaHe Ha J03aTa MPHU MAUCHTH B CTApUECKa BB3PacT.
bvopeuno yepescoane

OnuThT NpH NALKMEHTH C JIeKa IO yMepeHa CTeIeH Ha ObOpeyHOo yBpekKIaHe € MUHUMAJICH, HO He
mpeJnoara HeXkelaHu eeKTH BhpXy ObOpelnTe U He ce CUnTa 32 He0OXO0MMO KOPUTHPAHE Ha
nozata. [IpenopbuBa ce mepuoAnYHO NpocieasBaHe Ha ObOpeunuTe GyHkuuu (Bx. Touka 4.4).
[Nopaan HaNMMYMETO Ha KOMIIOHEHTA XUAPOXJIOPOTHA3H KOMOWHUPAHHAT JIEKAPCTBEH MPOIYKT C
(UKCHpaHU 103H € MPOTUBOIOKA3aH IIPH MALMEHTH € TeXKa CTeNeH Ha OBOpEeYHo yBpexkIaHe
(xpeatnHUHOB KIUpBHC < 30 ml/min) (Bk. Touka 4.3).

TenMucapran He ce OT/eNs OT KPBbBTa IPpH XeMO(WITpaus U He ce JUaInu3upa.

YeproopobHo yepesicoare

[Tpu manuenTy ¢ 1eKo Jo0 cpeaHo yeproapoOHo Tolucombi TpsOBa na ce mpusara ¢ MOBUILIEHO
BHHMaHHe. 3a TeIMUCApTaH JO3UPOBKaTa He TpsOBa na HajBuinasa 40 mg BeJHBXK THEBHO.
KoMmOuHMpaHUAT TeKapcTBEH MPOAYKT ¢ PUKCUPAHH JJO3U € MPOTUBOMOKA3aH IPH MAI[UEHTH C TEKKO
4epHOIPOOHO yBpexxaane (Bxk. Touka 4.3). Tuazuaure TpsOBa J1a ce U3MOA3BAT MPEANa3IuBO MIPH
MAIUCHTH C HapYIICHH YepHOAPOOHU PYHKIINU (BXK. TOUKa 4.4).

Teouampuyuna nonynayus

BezomacHocTTa 1 epukacHocTTa Ha Tolucombi mpy marueHTH Ha BB3pacT oA 18 roguau He ca
ycTaHoBeHH. YnioTpebara Ha Tolucombi mpu fema v 'oHOIIH He € MPETOPhYUTEIHA.

Hauun Ha mpugoxeHue

Tabnerkute Tolucombi ca mpenHa3zHaueHH 3a IEPOPATHO IPHIIOKEHNE BEIHBXK JHEBHO U TPAOBa 1a
ce IonTbIIaT ey ¢ TeqHocT. Tolucombi Moxe 1a ce npruema che WM 6e3 XpaHa.

Ilpeonasznu mepxu, koumo mpabea 0a 6voam ezemu npedu padboma CvbC UL NPULOHCEHUE HA
JIeKaApCmMEeHUst RPOOYKm

Tolucombi TpsOBa 1a ce ChbXpaHsBa B 3ae4aTaHus OJIUCTEP MOPAJU XUTPOCKOITMYHHUTE CBOMCTBA HA
tabyietkute. TabneTkure TpsOBa J1a ce U3BAIAT OT OJIMCTEpa HEIMOCPEACTBEHO MPEIN MPHUIIOKESHUE
(BX. TOUKA 6.6).

4.3 IIporuBonoka3zanus

- CBpBbXUyBCTBUTEIHOCT KbM aKTUBHOTO(UTE) BELIECTBO(a) UM KbM HSKOE OT TIOMOIIHUTE
BEIlIeCTBa N30pOCHU B TouKa 6.1.

- CBpBXUyBCTBUTEIHOCT KbM IPOU3BOAHUTE Ha CYI(POHAMUAHUTE CyOCTAaHINH (Thi KaTo
XUJPOXJIOPOTUA3U] € CYI(POHAMUNHO IPOU3BOHO).

- Bropo u Tpero Tpumeceuue Ha OpeMeHHOCTTA (BXK. Touku 4.4 u 4.6).

- Xomnecraza 1 OOCTPYKTHBHU HAPYIICHUS HA XKIIHYHHUTE ITHTHIIIA.

- Texko 4epHOAPOOHO yBpEKIAHE.

- TexkacteneHn Ha OBOpedHO yBpexKaaHe (KpeaTHHUHOB KiuphHC < 30 ml/min), anypust.

- PedpakropHa XUTIOKaTHEMHS, XUTEPKATITHEMHUSL.

EnnoBpeMenHata ynoTpeba Ha TeJIMHCAPTaH/XUIPOXIOPOTHA3U] C ATUCKUPEH-ChIbPIKAIIH
MPOAYKTH € MPOTUBOIOKA3aHa MMPH MalMEHTH ChC 3axapeH nuabder mim 6s0pedno yepexaane (GFR <
60 ml/min/1,73 m?) (Bx. Touku 4.5 u 5.1).



4.4 CrneuuajHu npeaynpe:kIeHns U Npeana3Hu MepKHU Npu ynorpeda

BpemenHoct
He Tps6Ba 5a ce 3amouBa npreM Ha aHTHOTeH3HH 11 penienTopHu GJI0KepH 10 BpeMe Ha OpeMEHHOCT.

[NanmeHTKHTE, KOUTO IUTAHUPAT OPEMEHHOCT, TPSIOBa J1a MPEMUHAT KbM ANTEPHATUBHO
AHTHXUIEPTCH3UBHO JICYCHHUE C YCTAHOBEH MPOo(dUiI Ha 6€30MacHOCT IpH yIoTpeda 1Mo BpeMe Ha
OpPEMEHHOCT, OCBEH aKO CE CUUTA, Y€ € OT 0COOCHA BaXKHOCT J1a CE MPOABIIKU JICUCHHUETO C
anruotensuH 11 penenTopHu GiIoKepu. AKO € TUATHOCTHIMPaHa OPEMEHHOCT, JICYSHHETO C
anruoteHsuH Il penenTopau 6510KepH TPsOBa He3a0aBHO a2 ObJIE MPEYCTAHOBEHO U aKO € IMOAXOISII0
na ObJIe 3a1I0YHATO alITepPHATHBHO JieueHue (BXK. ToUkH 4.3 1 4.6).

UYepHonpoOHO yBpekaaHe

TenmucapTan/XuapoXIOpOTHA3H] HE TpsiOBa [a ce Mpujara Mpy MalHeHTH ¢ X0JIecTasa, ¢ KITbYHU
O0OCTPYKTHUBHH HapyLICHUS WK TeXKKa YepHOAPOOHA MHCYuLMeHIMs (BX. Touka 4.3), Thil KaTo Mo~
rojsiMara 4acT OT TeJIMHCApPTaH ce eMMMHUHUPA Ype3 KIIbukarta. [Ipu Te3u manueHTn Moxe Ja ce
OYaKBa HAMaJICH YePHOIPOOCH KIIUPHHC.

OcBeH TOBa, TEIMHCAPTaH/XUIPOXIOPOTHA3U TPsIOBa J1a ce Mpuiara BHUMATEIIHO TPH MAI[USHTH C
HApYIICHUS B YePHOAPOOHATA (PyHKIUSI UITH POrPECUPAII0 YepPHOAPOOHO 3a00IIsBaHe, Thi KaTo B
TE3U CITy4ad MaJKH IPOMEHH BBB BOJAHO-CIICKTPOJIUTHU OallaHC MOTaT Jla TOBEAAT JI0 YePHOAPOOHA
koMa. HsiMa KITMHUYHH JaHHU 33 U3MI0JI3BAHETO HA TEJIMUCAPTAH/XHIPOXIOPOTHA3H TIPH MAL[UEHTH C
YepHOIPOOHH HApPYIIICHUS.

PeHoBackyapHa XUIIEpTOHUS

Koraro manueHTH ¢be CTEHO3a Ha JIBETe OBOPEUYHHN apTepHH WM CTEHO3a Ha apTepUsaTa KbM eIMHUYCH
(dhyHKIIOHUpAI OBOPEK ca TPETUPaHH C JIEKapCTBa, MOBIUSIBAIINA CUCTEMAaTa PeHUH-aHTHOTEH3H-
aJ'I,Z[OCTepOH C'LH.IeCTByBa ITOBUIIICH pI/ICK OT TCXKKa XHUIIOTOHUA U 61,6peqHa HEOOCTATBYHOCT.

BbrOpeuno yBpexkaaHe v 6b0pevHa TpaHCIIaHTAINS

TenmucapTan/XuapoxIOpoTHA3K] He TPsIOBa Ja ce mpujara Mpy MalUeHTH C TeXKa CTeNeH Ha
0BOpeuHo yBpexkaane (KpeaTHHUHOB KinpbHC < 30 ml/min) (Bk. Touka 4.3). Hsama goctaTbyHO TaHHU
IO OTHOIICHUE HA MPIJIOKEHUETO Ha TEIMHICAPTaH/XUIPOXIOPOTHA3U/ TIPH MANUEHTH, IPETHPIICITH
Hackopo 0bOpeyHa TpaHCcIDIaHTaus. Hanuie e orpaHiyeH OnuT OT yroTpedara Ha
TEIMHUCAPTAH/XUAPOXIOPOTHAZU/T TIPH MAIIMEHTH C JIEKH JI0 CPEIHO TeXKH ObOpETHU HAPYIICHN,
Iopay KOETo ce MPETophyuBa IEPUOIIMIHO IIPOCIIEAsIBAHE HA HUBATa Ha KaJIHH, KPEATHHUH M TUKOYHA
KucenuHa B cepyMa. Ilpu narmenTn ¢ HapymeHrn 0 0peyHn (PyHKIINH MOXKE Ja Ce MOSBU a30TeMus,
CBBp3aHa C THA3HIHUTE TUYPETHIIH.

TenmucapTan He ce OTIEIA OT KPHBTA IMPH XEMO(UITPALIUS U HE CC TUATH3UPa

IMaryeHTH ¢ TeXbK HaTpUEB NeUINT W/MIKM HaMalleH 00eM Ha IUPKyJIUpalnara Kpbs
CuMnTOMaTHYHA XUINOTOHUS, 0COOCHO Clie]] IbpBaTa 1033, MOXe Jja ce HalJIl01aBa IIPU HallEeHTH C
TEKBK HaTpUEB Ae(UIUT WIK HaMalleH 00eM Ha LUPKYJIMpalara KpbB IpH MOIIIHA AUYPETHYHA
Tepanus, IMeTa ¢ OrpaHMYEeHO IIPHEMaHe Ha COJI, TMapHs WIX MOBpbIaHe. TakuBa ChCTOSHHUS,
0c00€HO TeXBK HAaTpHeB NeQUINT W/UiIM HaMmalleH 00eM Ha IIUpKyJupaliara KpbB, Tps0Ba 1a Obaat
KOPUTHpaHU Ipeau npunoxkenue Ha Tolucombi.

ITpu ynotpeda Ha XUIPOXIOPOTHA3HA Ca HAOIIONABaHH M30IMPAHH CIIyday Ha XUIIOHATPHEMHUS,
MIPUIpY’KeHa ¢ HEBPOJIOTWYHY CUMITOMH (TajieHe, TPOTrpecHBHA A€30PUEHTAIINS, AITaTHs).

JBoiiHO OI0KMpaHe Ha PEeHUH-aHTMOTEH3NH-aII0cTepoHoBaTa cuctema (PAAC)

Vma nannm, ye eqHoBpeMenHara ynorpeda Ha ACE naxuburopn, anrunorensun [I-penentopan
OJI0KepH WK aJTMCKUPEH MOBHIIABA PUCKA OT XUITOTOHMUS, XUIIEPKAIUEMIsI 1 HaMaJIIBaHE Ha
O0bOpeuHara GyHKIHA (BKIFOUYUTEIHO ocTpa ObOpedHa HemoctaTbuHoCT). [Topaan ToBa He ce
IpenopbuBa ABoitHO Onokupane Ha PAAC upe3 komOuHupanara ynorpeda Ha ACE unxuduropu,
anruoTeHsuH ll-penentopHu 610KkepH WK aTUCKUPEH (BXK. TOUkH 4.5 n 5.1).

AKo ce TIpelieHH, Ye TepanusaTa ¢ IBOHHO OJI0KHpaHe € abCOII0THO Heo0X0auMa, ToBa TpsiOBa 1a
CTaBa CaMo MoJ] HAOIIOAEHHETO Ha CIIELUANUCT U IIPU Y€CTO BHUMATEIHO MOHUTOPUPAHE Ha
ObOpeuHaTa QyHKIMS, eICKTPOIUTUTE U KPBBHOTO HAJIATAHE.




ACE unxuburopu 1 anruoTeH3uH lI-perientopau 610kepy He TpsiOBa J1a ce M3MONI3BAT STHOBPEMEHHO
MIpH MAUEeHTH ¢ quabeTHa HedpomaTusl.

Jpyru chCTOSHMS ChC CTUMYJIALMS Ha CUCTEMATa PEHUH-aHTHOTEH3NH-AII0CTEPOH

[Ipu marueHTH, YUHTO BaCKyJapeH TOHYC U ObOpeuHa PyHKIMSA 3aBUCAT OCHOBHO OT aKTHBHOCTTA Ha
CUCTEeMaTa pEHUH-aHTMOTEH3UH-AJIIIOCTEPOH (HAPUMEp MAMEHTH C TEKKa 3aCTOWHA ChpIeYHA
HEJOCTAaTHYHOCT WM MOJIekKaIIo ObOpedHo 3a00saBaHe, BKIFOYUTEIHO U CTEHO3a Ha OhOpeuHaTa
apTepus), ISYCHHUETO C JICKApCTBEHH MPOIYKTH, KOUTO MOBJIMABAT Ta3HM CUCTEMa IPEM3BUKBA OCTPa
XHUIIOTOHUS, XUIIEPA30TEMHUs], OJMTYPHS HITH PSIIKO OCTpa OBOpeyHa HeTOCTaThUHOCT (BXK. TOUKa 4.8).

[I'bpBHUYEH aNI0CTEPOHUIBM

[TanmenTy ¢ MbpBUYEH aJIOCTEPOHU3HM I10 IPUHIIMII HMA JIa pearupar Ha aHTUXUTIEPTEH3UBHU
JIeKapCTBEHH MPOJIYKTH, NSHCTBAIM Ype3 MHXUOUINS Ha ccTeMaTa peHUH-aHrHoTeH3uH. [Topaau
TOBa, YHOTpebaTa Ha TEIMHUCAPTAH/XUAPOXIOPOTHAZUA HE CE MPEHOphYBa.

CreHoO3a Ha a0pTHATA ¥ MUTPAIHA KiIana, 0OCTPYKTHBHA XUIEPTPOhHIHA KapIHOMHUOIIATHS
KakTo nipu apyrute Ba30AUIaTaTOpPH, CIICIIMATHO BHUMAaHUE € HEOOXOAMMO MPH MAIMEHTH, CTPaJIaliy
OT AOpPTHA WJIM MUTPATHA CTEHO3a MJIM OOCTPYKTHBHA XUIIEPTPOPUIHA KapIUOMHUOMATHS.

MeTaOoauTHU U CHIAOKPUHHHA e{i}CKTI/I

Jleuenunero ¢ THA3UAU MOXKE J1a HAPYIIH TIIIOKO3HUS TOJIEPAHC, MOPaJH TOBA, PU MALIUEHTH ¢ AUa0eT,
JIEKYBaHU C MHCYJIMH UM aHTUAUA0ETHY JIEKaPCTBEHHU MPOJYKTH U Tepamus ¢ TeIMUCAPTAaH, MOXKE J1a
HACTBITU XUTIOTJIMKEMHs1. 3aTOBa, MPU TE3H MAIMEHTH TPsOBa ]a ce OOMHCIU ChOTBETHO
MpocIesiBaHe Ha KpbBHATA 3aXap U MOXe J]a ce HAJIOKU KOPUTHUPaHEe Ha J103aTa Ha MHCYJIUHA WIH
aHTUAMAOETHUTE JIEKapCTBa, KOraTo € nokas3aHo. I1o Bpeme Ha Tepanusara ¢ THa3UAU MOXE Ja Ce
MIPOSIBH JJATCHTEH 3aXapeH AuadeT.

JleyeHneTo ¢ THa3UAHU TUYPETHUIIM CE CBBP3Ba C IOBUIIABAaHE Ha HUBATA HA XOJIECTEPOT U
Tpurnunepuny. Bee nmak, npu no3a 12,5 mg THazuaeH IUypeTrK, ChAbpIKAIla Ce B JICKAPCTBEHUS
MIPOIYKT, T€3H €PEKTH ca MUHUMAJIHH WK JUIICBAT. [Ipy HAKOM MaNMeHTH Ha THA3UIHA TEPaIIHsI
MOJKE JIa Ce pa3BUe XUTIEPyPUKEMUS UITH pa3rbpHATa Mojarpa.

Enexrposuren aucbananc

KakTo npy BcHYKH MAlMeHTH Ha AWYPETHYHA Teparus € HeoOX0AUMO Ha ONpe/ieIeH! HHTepBaIH 1a
ce MPOBEXa EPHOJUIHO IIPOCIeIBaHe HAa HUBATA Ha SJICKTPOJINTUTE B cepyMa. THaszumure,
BKJIFOUMTEITHO XUAPOXIOPOTHA3HI, MOTAT J1a JOBEJaT 10 BOJAHO-EJIEKTPOJIMTEH AnucOananc
(BKJTIOUUTEITHO XUITOKAIMEMUS, XUTIOHATPHEMHS M XHIIOXJIOpeMUYHa alkanosa). Havannure
HPHU3HALY 32 BOJHO-CIEKTPOJIUTEH TUCOANIAHC ca: CyX0Ta B YCTaTa, )Kak/a, aCTeHHUs, CbHINBOCT,
3amaiiBaHe, 0€3MOKOICTBO, 00JIKA B MyCKYJIUTE HIIM MYCKYJIHH KPaMIIi, MyCKyJIHa cl1abocCT,
XUIIOTOHHUS, OJIUTYPHUS, TAXUKAP/MS U CTOMAIIHO-UYPEBHH CMYIICHHUS KaTO TaJIcHe UITH TIOBPBILAHE
(BX. Touka 4.8).

- XunokaiueMus

Bropeku ue, mpu ynotpedara Ha THA3UAHUA AUYPETUII MOXKE JIa CE pa3BUE XUTIOKATUEMHSI,
€HOBPEMEHHOTO JICUECHHE C TIIMUCAPTAH MOXKE JIa peaylupa MpeIu3BUKaHaTa OT JUYPETUIIUTE
XUIOKaJIHeMHUs. PUCKBT OT pa3BUTHE Ha XUIOKAIMEMUS € MO-TOJISIM IIPH MAUeHTH C YEPHOAPOOHA
LMpO3a, IPU MALUEHTH ChC 3aCUIICHA AUYpPe3a, IIPU MalMEeHTH, KOUTO MOeMaT HealeKBaTHO
KOJIMYECTBO €JIEKTPOJIMTHU Tpe3 ycTaTa U IpU NalUeHTH, KOUTO €ITHOBPEMEHHO C€ JIEKYBaT C
KOPTUKOCTEPOUIU UM apeHoKopTUKoTponeH XopMoH (ACTH) (Bx. Touka 4.5).

- Xurnepkamuemust

B npoTuBOMONOXKHUA Ciydail MOXKeE Jla ce CTHTHE JI0 XHIIepKaINeMHs, IbJDKallla ce Ha aHTarOHU3Ma
Ha TeJIMUCapTaH (KOMIIOHEHT Ha JIEKapCTBEHMs NPOIYKT ) KbM aHrnoteHsuH Il (AT1) penenropure.
Makap ue, gocera He € 0TOEISI3aHO HATMYME HA KIIMHUYHO 3HAYMMa XUIIEPKATUEMUS 110 BpeMe Ha
J€YeHHe C TeIMUCAPTaH/XUAPOXIOPOTHAZU] , PUCKOBHUTE (DAKTOPH 33 pa3BUTHETO H BKITIOYBAT
OBOpeuHa HEeIOCTaThYHOCT U/UIIK ChPJEUHA HEIOCTaThUHOCT U 3axapeH nuaber. Kammii-
CBXpaHSIBALIUTE TUYPETHIN, KaJIMEBUTE JOOABKU MU 3aMECTUTEIIUTE HA CONTA, ChIBPKAIIN KaJUii



Tpsi0Ba 1a ObaT BHUMATEIHO IIPHUJIAraHy [0 BpeMe Ha JISYCHHE C TeIMUCAPTaH/XUAPOXIOPOTHAUL
(Bk. Touka 4.5).

- XI/IHOXHOpeMI/I‘IHa aJIKkaj03a
X.]'IOpHI/ISIT ,E[C(I)I/IL[I/IT OOMKHOBEHO € JICK M HE Hajlara JOI'bJIHUTCIIHO JICUCHHUC.

- XurepKamueMust

TuasuanuTe MOTAaT J1a HaMaJIAT H3JI'bUYBAHETO Ha KAIIUI ¢ ypUHATa U JIa TOBEIAT IO MMPEXOIHU H JICKH
yBeJ’II/ILIeHI/IH Ha CepyMHI/ISI KaJ'II_lI/Iﬁ HpI/I JINTICA Ha yCTaHOBeHI/I HapymeHI/m B KAJIIIUCBUA MeTaGOHI/IB’bM.
3HauUTeTHATA XUTIEPKATITUEMHS MOKE JIa € IOKA3aTeIICTBO 32 CKPHUT XUIIEPIIapaTUPEOUIUZHM.

IIpenu na ce nmpoBee U3cneaBaHe Ha MapaTUPOUAHUTE PyHKIMHU TPsAOBa Ja ce MpeKkpaTy npruemMa Ha
THA3UIH.

- XumnoMarHe3sueMus
Tuazuaure yBenmuuaBaT OTACISIHETO Ha MarHe3ui ¢ ypUHATA, KOETO MOXKE Ja JOBEIE 110
XUTIOMarue3uemusi (BxK. Touka 4.5).

Harpuii
ToBa niekapcTBO ChIbpxKA MO-Mako oT 1 mmol Hatpwmii (23 mg) Ha TabneTKa, T.e. MOXKe Jia ce Kaxe,

4€ NPAKTUICCKH HE CbAbPiKa HanHﬁ.

ETHnuecku paznndus

Kaxkro e HaOiroaBaHO MTPY MHXUOUTOPUTE HA AaHTHOTEH3WH KOHBEPTUPAIIUS €H3UM, TEJIMUCAPTAH U
npyrute anruoteH3uH Il perientopHu O10KepH ca OYEBHIHO MO-MAJIKO €()EeKTHBHH B IOHUKABAHETO
Ha KPHBHOTO HAJIATaHE TPU XOpa OT YepHaTa paca, OTKOJIKOTO MPH JPYTUTE PACH, BEPOSTHO MTOPATH
MO-YECTOTO CpellaHe B UepHaTa MOMyJIalys Ha HUICKO PEHUHOBO HUBO C MPOSIBU HA XUTIEPTOHUS.

HcxemuuHa 00JIECT HA CHPLIETO

Kakro mpu Apyrd aHTHXUIIEPTEH3UBHM arcHTH, €KCIECHBHATA PEAYKIMS Ha KPbBHOTO HAISATaHE MIPU
MAIUEHTH ¢ UCXEMHUYHA Kap IMOMATHS MIIA HCXEMUYHO KapIHOBACKYJIapHO 3a00IsIBaHe MOXKE Ja
JIOBEJIE 10 MUOKapJIeH UH(MAPKT UM WHCYIIT.

O6mmu

[pu naunenTH cbe nim 6e3 aHaMHe3a 3a aJleprus WM OpOHXUAHA aCTMa MOXe Jia ce HaOoaaBar
peaKIn Ha CBPBEXYYBCTBUTEITHOCT KbM XUAPOXIOPOTHAZH, HO Ca TI0-BEPOSITHHU IIPH MAIIUEHTH C
TakaBa aHaMHe3a. ViMa choOIIeHus 32 000CTPSIHE WM AKTUBUPAHE Ha CUCTEMEH JIYITyC epUTEMAaTO3yC
[PH NALUESHTH, JEKYBaHH C THA3UIAHHU JHYPETHULIN, BKIIOYUTEIHO XUAPOXIOPOTHAUI.

HMa cpoOmenns 3a peakiuy Ha (OTOYYBCTBUTEIHOCT MPH yroTpedaTa Ha THA3HIIHU TUYPETHIHN (BXK.
touka 4.8). [IpernopsuBa ce MpeKpaTsBaHe Ha TEPAIUATa, aKO CE MOSBH PEaKIUs HA
(hOTOUYBCTBHUTEIHOCT B IIEPHO/a Ha JICUCHUE. AKO Ce CUMTA 32 HEOOXOAMMO OTHOBO BKITIOYBAHE Ha
JMYPETHUK, Ce PENopbUBa Mpe/a3BaHe Ha 30HUTE, KOUTO CE M3JIaraT Ha CIbHIIC MM Ha M3KYCTBEHH
UVA npun.

XOpOouIaeH U3JHB, KbCOTJISJICTBO M 3aKPUTOBI'bIHA [NIAYKOMa

XuApoxJIopoTHaszua € cynpOoHAMH, KONTO MOXKE Ja IPUINHI WANOCHHKPATHYHA PEaKIHs, BOJCIIA 10
XOPOHJIAJICH U3JMB C JE(PEKT Ha 3pUTEIHOTO MOJIE, OCTPO MPEXOHO KbCOTJIEACTBO U OCTPA
3aKpUTOBI'BIHA TITayKoMa. CHMIITOMUTE BKITFOUBAT B HAYAJIOTO OCTPO MTOHM)KEHIE Ha 3pUTEIHATA
0CTpOTAa FIIH 0YHA 0OJIKA, I OOMKHOBEHO CE IOSABSIBAT B pAMKHUTE HA YaCOBE JI0 CEIMHIN OT HAYaI0TO
Ha JieueHueTo. HenexyBanara, octpa, 3aKpUTOBI'bJIHA TJIayKOMa MOXe Jia IoBeJle 10 TpaiiHa 3aryba Ha
3penue. [IppBUYHOTO eUeHue €, a ce CIpe MpreMa Ha XUIPOXIOPOTHA3U, KOJIKOTO € BE3MOXKHO IT0-
ckopo. HaBpeMeHHO JeueHne Wi Xupyprudia HHTSPBEHIINS MOXKE /1a Ce HaJIOXKH Ja Ce OOMHUCIIAT,
aKo BBTPEOYHOTO HAJIaraHe OCTaBa HEKOHTPOIMPaHO. PUCKOBUTE (hakTOpH 3a pa3BUBAHE HA OCTpa
3aKPUTOBI'BIIHA TJIAYKOMa MOXeE JIa BKITFOUBAT aHAMHE3a 32 aJIeprusl KbM CyJI(HOHAMUIH UITH
NEHULUINHU.

HemenanomeH pak Ha Koxarta




B nBe enuaemMuonoruyHy poyyBaHusi, OCHOBABAIllM CE Ha AATCKUs HallMOHAJIEH PAKOB PETUCTHP, €
Ha0II0JaBaH MOBUILIEH PUCK OT HeMeTaHOMeH pak Ha koxkata (HMPK) [6a3anHokieThueH KapLuHOM
(BKK) u ckBamosHokiersueH kapuunoM (CKK)] npu HapacTBaia eKcro3uius Ha KyMyJIaTHBHA 1032
xugpoxioporuasun (XXT3). doroceHcnOmmm3npanmre eGpekTH Ha XUIPOXIOPOTHAZHI MOTaT J1a
JieficTBaT KaTo BEPOSATEH MEXaHU3bM 3a pazButue Ha HMPK.

[MaruenTrTe, MpUEMAaIIH XHIPOXIOPOTHA3U I, TPAOBA 1a ObAaT MHPOpMHpaHu 3a prucka oT HMPK u
CHBETBAHHU PEAOBHO J1a IPOBEPSIBAT KOXKaTa CH 32 HOBH JIE3MH U He3a0aBHO /a ChOOIIABaT MPH IOsBa
HA ITOJTO3PUTETHU KOXHH Jie3uu. Ha manmeHTnTe TpssOBa a ce mpenopbhvaT Bb3MOKHH PEBAaHTUBHH
MEpKH, KaTO OTPAaHUYCHO M3JIaraHe Ha CITbHYCBA CBETIIMHA M YJITPABHOJICTOBH JTbYH, a B ClTyuyail Ha
€KCIIO3MLIMSA, IOAXO0Ad1Ia 3alUTa, 32 1a CE CBEJE 0 MUHUMYM PUCKBT OT paK Ha Koxara.
[Tomo3putenHUTe KOKHU JIE3UH TPsIOBa Ja ObAT MOAJOKEHHN HA He3a0aBHO MU3CIEIBaHE,
MOTEHIIMAIHO BKJIFOYBAIIO XUCTOJIOTMYHH U3CTIeIBaHus Ha OnorncuuHu matepuanu. [Ipepasrnexnane
Ha ynotpedaTa Ha XUAPOXJIOPOTHAZHI MOXKeE JIa € HAJIOKHU H MPH MAIUSHTH, KOUTO Ca NMaJIH
npenxogaen HMPK (Bx. cbuio Touka 4.8).

Ocrtpa pecnupaTropHa TOKCHIHOCT

Cren nmpueM Ha XUAPOXIIOPOTHAZU C€ CHOOIIABAT MHOTO PEIKH TEKKHU CIIydad Ha OCTpa
pecrupaTopHa TOKCHYHOCT, BKIIIOYHTEITHO OCTEDP pecruparopen auctpec cuaapom (OPJIC). Cren
MIPHEM Ha XUIPOXJIOPOTHA3UI OOMKHOBEHO Ce€ pa3BUBa OEJI0OAPOOCH OTOK B PAMKUTE HA MUHYTH JI0
gacoBe. B Ha9aI0TO CHMITOMHTE BKITIOUBAT IUCITHES], TOBUIIICHA TEMIIEPATypa, BIOMIaBaHE HA
OenompobHata pyHkuus u xunotonus. [Ipu cemuenne 3a OPJIC Tpsa0OBa ga 6b1e cripsiH IPHEMBT Ha
Tolucombi 1 1a ce MPUIIOXKHU MOAXOAAIIO JIeueHHe. XUAPOXIOPOTHAZUA He TPsOBa Aa ce mpuiara npu
MalyeHTH, KOUTO npeu ToBa ca nonydasanu OPJIC cien mpuem Ha XUAPOXIOPOTHAZUIL.

WHTecTrHANEeH aHTHOeIeM

3a UHTECTHHAJICH aHTHOEAEM ce ChOOIIaBa Py MalueHTH, JIEKyBaH! ¢ aHTHOTeH3HH 11 penenTopHu
omokepu (BX. Touka 4.8). Te3n manueHTH UMat KopeMHa 0oJKa, TaJieHe, MOBPBIIAHE U AHAPHSL.
CHUMIITOMHUTE OTIIYMSIBAT CJIE]] PEYCTaHOBSBAaHE Ha aHTHOTEeH3HH Il penenTopauTe 610KepH. AKO ce
IUAarHOCTUIIMPA HHTECTHHAIICH aHTHOEAEM, JICUCHHUETO C TEIIMHUCApTaH TPsOBA 1a Ce MPEyCTAHOBH U
Ila ce 3armoyHe MOAXO 0 HaOM0JeHNe IO TBIHOTO OTIIYMSIBaHE Ha CHMIITOMHUTE.

4.5 BszaumMmopneiicTBHe ¢ APYI'M JIEKAPCTBEHHU NPOAYKTH U APYrH GopMH Ha B3auMojeiicTBHe

Jlutuit

Ilo BpPEMC Ha €AHOBPEMECHHO IMMPUIIOKCHUE Ha JIMTUH C I/IHXI/I6PITOpI/I Ha aHTMOTCH3WH KOHBCPTHUPALIUA
SH3HM ca HaOJFoJaBaHUu 0OpATUMHU MOBUIICHHS HA CEPyMHUTE JINTHEBU KOHIICHTPAIIH U ITPOSBU HA
TokcHMYHOCT. ChoOIIaBaHU ca PeAKH ciy4yau U ¢ aHrnoTeHsuH Il peuentopHu 6iokepu (BKIIOUUTEIHO
TeJIMUCAPTaH/XUIPOXIOPOTHA3U ). ETHOBpEMEHHOTO MpHiIaraHe Ha JINTHH H
TEJIMHUCAPTaH/XHIPOXIOPOTHA3UI HE ce IpenopbuBa (BK. Touka 4.4). AKO Ta3u KOMOUHAITHS € OT
CBIIECTBCHO 3HAYCHUE, CE MPENOPHIBa BHUMATEIHO IIPOCIECAIBAHE HA CEPyMHUTE JINTHEBU HUBA T10
BpeMe Ha eTHOBPEMEHHO TPUIIOKCHNUE.

JlekapcTBEHH MPOIYKTH, KOUTO BOAT J0 3ary0a Ha Kalui ¥ XUMOoKadrueMus (HalpuMep Ipyru
KaJIMypEeTUYHU AUYPETHUIIH, TaKcaTuBH, KopTukoctepounn, ACTH, amdoTeparus, kapOeHOKCOIOH,
neHUuIIuH G HATPUi, CANUITMIIOBA KUCEITMHA U TIPOU3BOTHUTE ).

AKO Te3H BelllecTBa TpAOBa Jia ce MpreMaT eTHOBPEMEHHO C KOMOMHAIUATA TeIMUCAPTaH —
XHIPOXJIOPOTHA3HI, CE MPETIOPHYBA MIpOCIeNsIBaHe Ha KaJHeBUTE HUBA B IUTa3MaTa. Te3n
JEKapCTBEHH MPOTYKTH MOXKE JIa IIOTEHIMPAT €(PEKTUTE HA XUIPOXIOPOTHAHIBBPXY CEPyMHUS
Kanuil (Bx. Touka 4.4).

MoHy KOHTpacTHY BelecTBa

HpI/I acexujaparanysd BCJICACTBUC Ha MPpHUEMa Ha AUYPCTULIA CHIICCTBYBa IMOBUILICH PUCK OT OCTpa
(dyHKIIOHATHA OBOpEYHA HEIOCTATHYHOCT, 0COOCHO MPH yrnoTpeda Ha BUCOKH JIO3H HOJTHU
KOHTpACTHH BelecTBa. HeoOxomuma e pexumparanus Ipeau NPHIoKEHUETO Ha HOMICH MPOIYKT.

HeKaDCTBeHI/I OPOAYKTH, KOUTO IMOBHUINIABAT KAJIMCBUTC HUBA WJIH MHAYIMPAT XHUIICPKAJIUCMHUA




(ranmpumep ACE HHXHOUTOPH, KaIHi-ChXpaHsIBaIIN JUYPETUIIH, KaJHEeBH JOOABKH, COJICBU
3aMECTUTENH, ChABPKAIIN Kalui, IUKIOCTIOPUH WK APYTH JIEKapCTBEHH MPOAYKTH KaTO XEeTapuH
HaTpHii).

AKO Te3U JIEKapCTBEHH MPOIYKTH Ca MPEAMUCAHY 3a yIoTpeda eAHOBPEMEHHO ¢ KOMOMHAIUSTA
TEIMUCAPTaH — XUAPOXJIOPOTHA3HU, IPEIIOPHUYBA CE MOHUTOPUPAHE HA KaJUEBHUTE [UIA3MEHH HHBA.
Bb3 ocHOBa Ha ONKUTA C U3MOJI3BAHETO HA JPYTH JISKAPCTBEHH [TPOLYKTH, HAMAJISBAIIHU JSHCTBUETO Ha
crcTeMara PeHUH-aHTHOTEeH3UH, ChITBTCTBAIIIOTO IPIIOKEHHE HA TOPECIIOMEHATHTE JIEKAPCTBEHH
MPOIYKTH MOKE /1a TOBEJIE 10 MOBUIIABAaHE Ha CEPYMHHUSI KAIMM U MO Ta3| MPUYNHA HE ce
npernopbYBa (BXk. Touka 4.4).

JlekapcTBEHU NPOJIYKTU, KOUTO CE MOBJIUSABAT OT HAPYIIECHNUS B CEPYMHUS KaIuit

[IpenopwuBa ce nepuoIu4HO MpocieasBaHe Ha HUBaTa Ha cepyMHus kanuil u EKIT koraro

TEIIMHCAPTaH/XHPOXJIOPOTHA3H] CE TIpHJIara €THOBPEMEHHO C JIEKAPCTBEHH MPOIYKTH, KOUTO Ce

MOBJIMSABAT OT IPOMEHU B CEPYMHUS KaIUi (HalipuMep TUTUTAIMCOBH TNIMKO3UAN, aHTUAPUTMUYHHI ) U

CJICTHUTE JICKAPCTBEHU NIPOIYKTH, Tpeau3BUKBany torsades de pointes (BKIFOUYBAIIN HAKOH

AHTHAPUTMHUYHHM ), KATO XUTIOKAIMEMHUSITA € pepa3mnoiaraii Gakrop 3a torsades de pointes:

- Kiac la aHTHApUTMUYHY (HAPUMEpP XUHUIUH, XUAPOXUHUINH, TU30TTHPAMU)

- kiac Il anTnapuTMUYHN (HapuMep aMHOAAPOH, COTaNION, ZOPETUINA, HOYTHIINT)

- HSIKOW aHTUIICUXOTHUIH (HaIpUMep THOPUIA3MH, XJIOPIPOMAa3HH, JICBOMETIPOMAa3HH,
TpuIyonepasut, IUaMeMa3tH, CyIMUPU, CYITONPHU, AMUCYIIPUA, TUATIPU]T, TUMO3U,
XaIIOMEePHU IO, IPOTIEPUION)

- IpyTH: (HarmpuMmep Oenpuani, IU3anpu, AndpeManul, eputpoMuliud 1V, xanodantpus,
MU30JIaCTHH, IIEHTAMUINH, criapQiokcaiys, TepdeHanus, BUHKaMuH [V)

JMIUTAIMCOBY [IIMKO3H/IH
[Ipenu3BukaHaTa OT THA3UAN XUIIOKAIHEMHUS HITH XUITOMarHE3NEMHS OJIaronpusaTCTBa B3HUKBAHETO
Ha TpeAN3BUKaHa OT TUTUTAINAC apUTMHUS (BXK. Touka 4.4).

EI/IFOKCI/IH

[Ipu emHOBpeMeHHa yroTpeba Ha TeIMUCAPTaH C TUTOKCHH ce Ha0JIt0[aBa YMEpEHO MOBHIIIABAHE HA
nukoBata (49 %) u Ha Hail-HucKaTa (20 %) TTa3MeHa KOHIIeHTaIMs Ha TurokcuH. [Ipu 3amouBane,
KOpHTHpaHe Ha J103aTa WK CIIMPaHe Ha JICUEHUETO ¢ TeIMUCApTaH, TPSIOBa 1a ce HaOIto1aBaT HUBATa
Ha TUTOKCHH, 32 JIa CE MOIbPIKAT B TEPANICBTUUHHS HHTESPBAJL.

Jpyru aHTUXUNEPTEH3UBHU JICKAPCTBEHHU IIPOAYKTH
TeJ'IMI/IcapTaH MOXC [a IIOBUIIN XUIIOTCH3UBHUA e(beKT Ha Jpyru aHTUXUIICPTCH3WUBHU CPEACTBA.

JaHHYN OT KIIMHUYHY MTPOYIBAHUS [TOKA3BAT, Y€ TBOWHOTO OJOKHUpaHe HA PEHUH aHTHOTEH3MH
angocrepoHoBata cucrtema (PAAC) upe3 komOunupanara ynorpeda Ha ACE uaxuburopu,
anruoTeH3uH ll-penentopHu 610KepH WM aJTMCKHUPEH CE CBBP3BA C M0-BUCOKA YECTOTA Ha HEXKEIIAHH
CHOUTHS, KATO HAIIPUMEDP XUIIOTOHUS, XUIIEPKATHEMHUs M HaMaJIsiBaHe Ha ObOpeuHaTa (QyHKITHS
(BKJIIOUMTENIHO OcTpa OBOpEeUHA HEJOCTATHUHOCT), B CPABHEHHUE ¢ yIOoTpedara caMo Ha €IHO
cpeacTBo, neifctBamo Bepxy PAAC (k. Touku 4.3,4.4 u 5.1).

[poTtrBoMaOETHY JICKAPCTBEHU MPOAYKTH (IIEPOPATHI U HHCYJIIHH).
Mosxe 1a ce HaJIOXKK KOPUTHPAHE Ha TO3UTE HA MPOTHUBOANAOCTHUTE JICKAPCTBEHH MPOIYKTH (BXK.
Touka 4.4).

Merdopmun

TpsiOBa na ce U3MO3Ba NPeAIa3IMBO MOPAAX PHCK OT JAKTaTHA allya03a HHIYIHPaHa OT Bh3MOXKHA
(dbyHKIIMOHATHA OBOpEYHa HEOCTATHYHOCT, CBhP3aHa ¢ XUAPOXJIOPOTHAZHIL.

KonectupamMyH ¥ KOJECTHUIOIOBU CMOJIA
HpI/I HaJINYMe Ha aHHOHHO-0OMECHHU CMOJIHU, aGCOp6III/I$ITa Ha XUAPOXJIOPOTUA3UJ CC€ HApyLIaBa.

HBCTBDOI/IHHI/I OPOTHBOBH3NAJTIUTCIHU CPEACTBA




HCIIBC (T.e. aneTHacaquIiioBa KHCEIHHA B IPOTUBOBB3NAINTENHU 1034, COX -2 MHXUOUTOPH H
HecenektuHr HCIIBC) Morat ga HAMaJAT MUYy PEeTHYHUS, HATPUYPETUIHUS aHTHXHUIICPTCH3UBHUS
e(eKT HA THA3UTHHUTE TUYPETHUIIM U aHTUXUIICPTCH3UBHUS eeKT Ha aHrnoTeH3uH Il perentopaute
OJToKepH.

[pwu HsIKOM MAIIEHTH ¢ HapylIeHa Ob0peuHa QYHKIUS (HapuMep ASXUIPATHPAHU MAIIMCHTH U
MAIVCHTH B HAIIpeIHAJIA BB3PACT ¢ HapylIeHa ObO0pedHa GyHKINs) €THOBPEMEHHOTO TIPHUIIOKECHUE HA
aaruortensud 11 penenTopHu GIIOKEpH U IEKApCTBEHU MPOAYKTH, KOUTO HHXHOHPAT
IUKJIOOKCUTEHA3aTa MOKe J]a JOBEIE 10 MO-HATATHIIHO BIOIIaBaHe Ha ObOpeuHarta GpyHKIus,
BKJIIOUMTEIHO € BH3MO)KHA OCTpa OBbOpeuHa HEeIOCTaThYHOCT, KOSITO 0OMKHOBEHO ¢ obpatuma. 1o
Ta3u NpUIMHA, KOMOMHAIKATA TPSOBA Jja ObJIe TpUIaraHa ¢ TOBUIIEHO BHUMaHUE, 0COOCHO IpH
MAIMEHTU B HaTlpeaHaNa Bb3pact. [lanmenTurte TpsaOBa qa ObIaT aleKBaTHO XUAPATHPAHU U 13 OBl
npociensiBana Ob0peyHaTa UM QYHKIHS B HAYaJI0TO Ha KOMOMHUPAHOTO JICYCHUE U MIEPUOTUYHO CIIET
TOBA.

B enHo npoyuBaHe €JHOBPEMEHHOTO MpHJIaraHe Ha TEJIMUCApTaH U PAMUIIPHII € JOBEJIO A0 MOKayBaHe
Ha AUCy.24 1 Cmax Ha paMunpuil ¥ paMumpuiar Ao 2,5 mpti. Knuanyaara 3Ha4nMOCT Ha TOBa
HaOIIOJECHUE HE € U3BECTHA.

HQGCO[QHI/I aMHWHHU !H&H[}I/IMC[Q HO[}&Q[}CH&J’II/IH[

EdexTsT Ha MpecopHUTE aMIHN MOXKE J1a C& HaMaJIH.

Henenongpusupaiy MUOpenakcauTy (HampuMep TYOOKYpapuH).
XuapoXJI0poTHA3UI MOXKE J1a TIOTEHIMpa eekTa Ha HEeACTIONAPU3UPAIINTE MUOPEIaKCaHTH.

JlexapcTBEHH MPOAYKTH U3MOJI3BAaHU 3a JISYEHHE Ha mojarpa (Hanpumep npoOeHUIN],
CYA(QHUHIIPA30H U AIOITYPUHOI).

Moske 1a ce Hal0XKU KOPUTHMpaHe Ha J103aTa Ha YPUKO3YPUUHUTE JEKapCTBEHU MPOAYKTH, Thil KaTo
XUAPOXJIOPOTHA3H] MOXKE Jla YBEJINYM CEPYMHUTE HUBA Ha IIMKOYHATa KucenrHa. Moje 1a ce HaloxXu
MOBHUIIIaBaHE Ha JO3UTE Ha MPOOSHHUIINA WIH CyI(pHHITHPA30H. EqHOBpeMeHHOTO preMaHe Ha
THA3UAM MOJKE /1a IOBUIIM YECTOTATa Ha PEAKIIMUTE Ha CBPBXUYBCTBUTEIHOCT KbM QJIOILYPHHOIL.

Kanmuesu conu

TuasuaHuTe TUYPETULIM MOXKeE J1a OBUILIAT CEPYMHUTE HHUBA Ha KaJIUii, KOETO Ce IBbJDKU Ha
MIOHMKEHATa My eKCKpelnsa. AKo TpsOBa /1a ce MpeanuiaT KallueBy 100aBKH WIH JeKapCTBEHH
MPOAYKTH, 3aIbpKAIIN KAIIKWK B OpraHu3Ma (Hanpumep Tepanus ¢ ButamuH D), € HeoOX0 1Mo /1a ce
MIPOCTIEASIBAT CEPyMHUTE HUBA HA KAJIUS U CHOTBETHO JIa CE KOPUTHPA J03aTa.

Bera-0mokepy 1 AMA30KCU

Tuaszuaure MOsKe J1a MOBHIIIAT XUIIEPIIIMKEMHYHHUTE e(heKTH Ha OeTa-0I0KepUTe U JHAa30KCHIA.
AHTHXOJIMHEPTHIHUTE JIEKAPCTBEHM IPOAYKTH (HAIlPHMMED aTPOIKH, OUIIEPHICH) MOKE JIa [IOBHIIIAT
6I/IOHa.]'[I/I"IHOCTTa Ha THABUJIHUTEC lII/IypeTI/H_H/I qpeg IIOHUWKAaBaHEC Ha CTOMaI_HHO—"IpeBHI/IH MOTHUJIINTET U
YecToTaTa Ha M3MpPa3BaHe HA CTOMAxa.

AMaHTUIUH
TuasuanuTe MoOXKe Ja yBEIMYAT PUCKA OT HEXKETaHU €PEeKTH, IPUINHEHH OT aMaHTH/IVH.

LIMTOTOKCUYHU JIEKapCTBEHU NPOJYKTH (Hampumep HukiiopochaMua, METOTpEKCaT)
Tuazuaute MOKe 1a HaMaJIT OBOpeYHaTa eKCKpenns Ha IIUTOTOKCUYHUTE JICKaPCTBECHH TIPOIYKTH U
J1a MOTEHIHPAT MUEIIOCYTIPECUPAIIINS UM €(EKT.

B13 ocHOBa Ha (hapMaKOJIOTHYHHUTE UM CBOICTBA € BH3MOKHO J1a CE 0YaKBa, Ye CICAHHUTE
JIEKapCTBEHH MPOJIYKTH MOTaT 1a MOBHUIIAT XUIIOTCH3UBHUS ¢()EKT HAa BCHYKU aHTUXHUIICPTCH3UBHH
CpEeACTBA, BKIIOUUTEIHO TeIMHUCAPTaH: O0akInoQeH, aMU(pOCTHH.

ChIm10 Taka, OpTOCTaTHYHATA XUITOTOHUS MOJKE J1a OBJIe 3acHIeHa OT alikoXoJ, 6apOuTypaTH,
HAapKOTHYHH BEIECTBA WIIM aHTU/ICTIPECAHTH.

4.6 @DepTuiauTeT, )PEeMEHHOCT U KbpPMeHe



BbpemenHoct

He ce mpenopruBa ynorpedara Ha anrnorensud 1l penenrropan 6i1okepy pe3 IbpBUS TPUMECTHP Ha
OpemenHocTTa (BX. Touka 4.4). Yrorpebara Ha anrnorensu Il perienrropau Omokepu e
IIPOTUBOIIOKA3aHA IPE3 BTOPUS U TPETUSI TPUMECThP Ha OpeMeHHOCTTA (BXK. Touku 4.3 u 4.4).

Hsma moctaThuHO AaHHU 3a ynoTpedara Ha TeIMUCapTaH/XUAPOXIOPOTHAZH]] TIPH OPEMEHHH KESHH.
IIpoyuBaHusiTa Mpy >KMBOTHHU TIOKa3BaT PEMPOIYKTHBHA TOKCUYHOCT (BXK. TOUKa 5.3).

EnmnemuonornyauTe JaHHU 3a PECKa OT TEpaTOTeHHOCT ciel] ekcrio3utwst Ha ACE naxuburopu npes
IBPBUS TPUMECTHP Ha OpeMeHHOCTTa He ca yoenuTenHau. Bee mak, He MOXKe Ja ce H3KITI0UH cllabo
MOBUIIaBaHe Ha pucka. JJokaTo HAMa KOHTPOJIMPAHU €NUIEMUOJIOTMYHH IaHHHU 33 PUCKa NpU
ynotpeba Ha anruoTeH3uH Il perentopHu GJI0KepH, CXOIHH PHCKOBE MOTaT Ja ChIIECTBYBAT U MPH
TO3H KJiac JiekapcTBa. [laneHTKuTe, KOUTO MIaHupaT OpeMeHHOCT, TpAOBa Aa MPEMUHAT KbM
ANTEPHATUBHO aHTUXUIIEPTEH3UBHO JICUECHHUE C YCTAaHOBEH Mpodril Ha 6€30IacHOCT IpH yroTpeda 1o
BpeMe Ha OpeMEHHOCT, OCBEH aKO C€ CUMTa, U€ € OT 0COOEHA BaXKHOCT J]a C€ TPOIBIDKH JICUCHUETO C
anrunotensuH Il penenropan 610KepH. AKO € IMarHOCTHIMpaHa OPEMEHHOCT, JICYSHNETO C
anruotensuH 1 penenropuu O10kepu TpssOBa He3abaBHO Aa OBJIC MPEYCTAHOBEHO M aKO € MOIXOSIIO0
Jla ObJIe 3aTI0YHATO aJITEePHATUBHO JICUCHNUE.

YCcTaHOBEHO €, Ue eKCIIO3HIMATa Ha aHrnoTeH3uH 11 perenropan 010Kepy pe3 BTOPHSA U TPETHS
TPUMECTHP Ha OPEMEHHOCTTA IPEAN3BUKBA (PETOTOKCHIHOCT IIPU XOpa (IIOHIKEeHa Ob0pedyHa
(bYHKIHS, OJMTOXUAPAMHHOH, 3a0aBeHa YeperHa ocu(UKanys) 1 HeOHaTaJIHa TOKCHYHOCT (0bOpevHa
HEIO0CTaThUHOCT, XUIIOTOHUS, XUIepKanueMus) (Bx. Touka 5.3). IIpernopbuBa ce yaTpa3ByKoB
npersnen Ha ObOpedHaTa QYHKIUS U Yeperna, aKo HaCThIIN €KCIIO3UIMA Ha aHrnoTeH3uH 1l penentopan
0JIoKepH TIpe3 BTOPHsI TPUMECTBP Ha OPEMEHHOCTTA | CJIe/T TOBA.

HoBoponenuTe, uniito Maiiku ca mpueManu anruoteHsuH 11 penenropan O10kepu, TpsaOBa 1a ObraT
BHUMATETHO HAOJFOIaBaHU 332 HAIMIHNE HA XUTIOTOHUS (BXK. Touku 4.3 1 4.4).

OnuUThT ¢ XUAPOXJIOPOTHAZHIIIO BpeMe Ha OPEMEHHOCT € OIpaHu4YeH, 0COOSHO Mpe3 IbPBHS
TpumecTbp. [IpoyuBaHusiTa IpH )KUBOTHH Ca HEJAOCTATHYHU. XHUIPOXJIOPOTUA3H IPEMHUHABA TIpe3
rurareHTara. basupaiiku ce Ha papMaKoJIOTHYHUS MEXaHU3bM Ha JCHCTBUE HA XUAPOXIOPOTHA3HII,
ynotpebara My Tipe3 BTOPHUS B TPETHUS TPIMECTHP MOXKE J]a KOMIIpoMeTrpa (heTo-TarieHTapHara
MIPOMYCKINBOCT, U 1a IPUINHU (HETATHH U HEOHATATHH e(EKTH, KaTo XKBITCHUIA, HApYIICHUE Ha
€JICKTPOJIMTHUS OaJlaHC U TPOMOOITUTOIICHUSI.

XuApoXIOpOTHA3U/T HE TPSAOBA /1a Ce U3MOJI3BA IIPU FeCTAllMOHEH OTOK, FeCTallMOHHA XUIIEPTOHHS U
MpeeKIIaMIICHs, TIOPaI PUCK OT IMMOHIKABaHE Ha IIa3MeHus 00eM U TUTalleHTapHa Xumonepdysus, 6e3
moJie3eH e(heKT BhpXy X0/1a Ha 3a00JIBaHETO.

XPII[pOXJ'IOpOTI/IaSI/IZl HC TpH6Ba Jla C€ M3I0JI3Ba MPH €CCHIHMAIHA XUIICPTOHUA IIPH 6p€M€HHI/I JKCHU,
OCBCH B pCIKHU ClIydan, KOraTo HE MOXKEC ia CC ITPUJIOKU APYTO JICHCHUC.

Kopmene
Tbit KaTo HAMA JaHHU OTHOCHO YHOTpebaTa Ha TeIMICapTaH/XHIPOXIOPOTHA3HI B IEpHOa Ha

KbpMEHe, TeIIMUCAPTaH/XUAPOXIOPOTHA3U]L HE CE IPENIOPHYBa, a CE PEANOYUTAT AITEPHATUBHU
JICYEHHUs C TI0-JI00pe YCTaHOBEH MpoQui Ha 0E30MacHOCT B MEPUOa Ha KbpPMEHE, 0COOEHO TpH
KbpPMEHE Ha HOBOPOJCHO WJIH MIPEXKIACBPEMEHHO POICHO JIETE.

XuapoxnopoTHa3H]l Ce EKCKPETHpa B MAJIKH KOJIMYECTBA B KbpMaTa. THa3suaU BbB BUCOKU 103,
NpeAN3BUKBAIIN HHTEH3UBHA JIype3a MOKe Jla HHXUOMpAT MPOAYKIMATa Ha MIIAKO. YToTpebara Ha
TeJIMUCapTaH/XUIPOXIOPOTHA3HL B IEpHO/Ia HAa KbpPMEHEe He ce MpenopbuBa. AKO
TeJIMUCAPTaH/XUIPOXIOPOTHA3H]] CE€ M3II03Ba B IEpHOAa Ha KbpPMEHE, TpA0Ba Jja ce Mo IbpIKaT Hail-
HUCKUTE Bb3MOKHU JIO3H.

PepTuanTer
He ca npoBexxaanu npoy4YBaHus 3a PEKTUTE BbPXY (PEPTHIUTETA TIPU XOpa ¢ KOMOUHUPAHUS
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JIEKapCTBEH MPOAYKT ¢ (PUKCUPAHU JTO3H WU C OTACTHUTE KOMIIOHEHTH.

B npeaxnuHUYHY TPOyYBaHUS HE ca HOMOAaBaHH e(eKTH Ha TEIMUICATPAH U XUIPOXIOPOTHAZUL
BBPXY (pepTUINTETa HA MBKKH U )KEHCKH UHTHBH/TH.

4.7 EdexTn BbpXy cnioco0HOCTTA 32 m1o¢upaHe U padoTa ¢ MAIUIMHU

Tolucombi Moxe 51a moBJHsie BEPXY criocoOHOCTTa 3a modupane U padoTa ¢ MamuHH. [ToHsKOTa ITpH
IpUEeM Ha aHTHXHUIICPTCH3UBHA TEPAITHs, KaTO TeIMUCAPTAH/XUIPOXIOPOTHA3H, MOTAT /1A CE TIOSBSIT
3aMaiiBaHe, CHHKOI HJIH CBETOBBPTEXK.

[NanmenTute TpsaOBa qa N30SITBAT U3BBPIIBAHETO HA MOTCHIIMAIHO OTACHHU 3a/1a4H, KaTo MopHpaHe
WM paboTa ¢ MaIllUHHU, aKO MMOJyYaT TAKUBA HEXKETIaH! PEaKIInu.

4.8 HexeslaHH JIeKAPCTBEHU PeaKIUU

Kpartko uznoxxenune Ha npoduaa Ha 0€30I1acHOCT

Haii-uecTo cro0maBanarTa He)kenaHa JIEKapcTBeHa peakiins € 3amailiBane. Cepruo3eH aHTHOEIEM MOXKE
Jia HacThIH psiiko (> 1/10 000 mo < 1/1 000).

YecToTata Ha HEXETAHUTE JIEKAPCTBEHU PEaKIMH, ChOOIIECHHU P yrnoTpeda Ha
TEJIMHUCAPTAH/XUAPOXIOPOTHAZN € CPABHUMA C Ta3H HA HEXKEIAHUTE JICKAPCTBEHH PEAKIIUH,
CHOOIIEHY ITpH yrmoTpeda caMo Ha TEIMHUCAPTaH B PAHIOMHI3UPAHN KOHTPOJIMPAHU IPOYIBAHHS,
obxBammamu 1 471 nanuenTy, pasnpeeieHn Ha ClIydaeH NPUHINI 32 JIeYeHHE C TeIMUCAPTaH ILTI0C
xuapoxyoporruasuy (835) wim camo ¢ Tenmucapras (636). He e yctaHOBeHa 3aBUCHMOCT MEXITY
J103aTa U HEeXEJAHUTE JICKAPCTBECHH PEaKIMY U JUIICBA BPB3Ka C I0JIa, Bh3PacTTa HiIH PacoBaTa
MPUHAICKHOCT Ha TALUCHTHUTE.

Tabnu4eH COMCHK Ha HEKEITAHNUTE JICKAPCTBCHHU PCAKIINN

He)KeJ’IaHPITe .]'IeKapCTBeHI/I peaKL[I/H/I, C’BO6HICHI/I BBHB BCUYKU KIIMHUYHU HpOY‘IBaHHH W HACTBITUIIN 110-
YeCTO IPH M3IIOI3BAHETO HA TEJIMHUCAPTAH IUIFOC XUAPOXJIOPOTHA3H, OTKOJIKOTO MPHU ILIAe00

(p £0,05), ca onrcany 1Mo-10y B ChOTBETCTBHE ChC CHCTEMO-OpranHara kinacudukarms. [Tpu
JICYCHUE C TSIMHCAPTAH/XHIPOXIOPOTHA3UT MOTAT Ja CE MOSBAT U HEXKEIIAHH JICKAPCTBCHU PEaKI[Hy,
KOMTO Ca XapaKTEPHU 3a CaMOCTOATEIHOTO MPHJIaraHe Ha OTAEIHUTE My ChCTaBKH, HO KOUTO HE ca
HaOJII0JaBaHN B KIMHHYHUTE IPOYYBaHHS.

Hesxenmanure peaxiymu, Ch00MaBaHu MPEIH TOBA IPH CAMOCTOSTEIHOTO U3MTOI3BAHe HAa HAKOW OT
KOMIIOHEHTHTE, MOTaT Jia Bh3HUKHAT U NIPU U3Mo3BaHeTo Ha Tolucombi, mopu na He ca HabIrOAaBaHN
IpY KIMHHYHKATE IPOYYBAHUS Ha TO3H IIPOAYKT.

Hesxenanure eKapCTBEHH PEAKIIMH Ca KATErOPU3UPAHH CIIOPE YeCTOTaTa, KaTo ¢ U3IM0JI3BaHa
cienHara kinacudukanus: mHoro yectu (=1/10), gectu (>1/100 mo <1/10), vewectu (=1/1 000 g0
<1/100), peaxu (=1/10 000 mo <1/1 000), maoro peaxu (<1/10 000), c HenzBecTHa yecToTa (OT
HAIMYHHATE TaHHU HEe MOXe Jia O'bjie HalpaBeHa OICHKA).

IIpu Bcako rpynupane B 3aBUCUMOCT OT YECTOTaTa, HeXKENaHUTe JISKapCTBEHU PEakIuy ce N30posiBat
B HU3XO/ISIII PEJI IO OTHOIIIEHUE Ha TEKECTTa.

Tabmuna 1: TabnuueH cuchk Ha Hexenanute peakuuu (mo MedDRA) ot nmane60-KoHTpoIHpanu
MPOYYBaHUS U IIOCTMAPKETHHTOBHUS OTIUT

Cucremo-opraved | Heskenanu peakuumn YecToTa
kjaac no MedDRA Tenmucapran/

XHIPOXJIOPO-

THA3H] Teamucapran® | XuapoxJiopoTHasujg
Nudexunn u Cernicuc, BKIIOUYUTEIHO peaku’
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uHpecTanun

C JICTaJIeH U3XO0/1

bponxur

penKu

DapuHrut

peIKu

Cuny3ur

peIKu

WHudexuus Ha ropHUTE
JMXaTeIHH IBTHIIA

HCYCCTU

Hndexuus Ha
NMKOYHUTE MIBTHUIIA

HCYCCTU

Iuctur

HCYCCTHU

Heomnazmu —

100poKaYecTBEHH,

3JI0KA4eCTBEHU U
Heonpe/eJeHH
(BKJI. KHCTH H
TOJIHITH)

Hemenanomen pak Ha
KOJKarta
(6azanHOKIETHUCH
KapLIMHOM U
CKBaMO3HOKIICTHYCH
KapIIMHOM)

C HEM3BECTHA YeCTOTa>

Hapymienns na
KPBbBTA H
aumdHaTa
cucrema

Anemust

HCYCCTHU

Eosunodunus

PeIKH

TpomOouuToneHus

peKH

penKu

TpombonuToneHnIHa
nyprypa

penku

AnnacTHYHa aHEMHUS

C HCHU3BCCTHA YCCTOTA

XeMOIUTHYHA aHEMUS

MHOTO PEJKH

KoctHOMO3BUHA
HEJIOCTaThUYHOCT

MHOTI'O pE€IKHn

JleBKoneHMs

MHOI'0 pSAKH

Arpanysnonurosa

MHOTI'O pE€IaKHn

Hapymenus na
MMYHHATAa
cucreMa

AHnadunaktuuHa
peaknus

PEIKH

CBpBbX4yBCTBUTEIHOCT

penKu

MHOTO PEJKHU

Hapymienns na
MeTa00/1M3Ma U
XpaHeHeTo

XHUnokanueMmust

HCYCCTHU

MHOTI'O YECTHU

Xunepypukemust

pEIKH

YCCTHU

XunoHaTpueMHus

penKu

penKH

YCCTHU

XurepKaaneMus

HCYCCTU

Xunornukemus (pu
TIAIECHTH ¢ A1adeT)

penKu

XunoMarae3neMust

YCCTHU

XunepKaaueMHust

penKu

XI/IHOXJIOpeMI/IllHa
AJIKaJ103a

MHOI'0 pSAKH

IloHmxeH ameTut

YCCTHU

XunepIunuaeMust

MHOTI'O YCCTH

XurepriaukeMust

penxu

Henocrarbuen
KOHTPOJI Ha 3aXapHUs
nradeT

penKu

IMcnxuynu
HapyLIEHHS

besnoxkoicTBo

HCYCCTHU

peIKu

Henpecus

penKu

HCYCCTU

penKu

be3chHue

penKu

HCYCCTU

Hapymenus sa cpas

penKu

penxu

Hapymienns na

HEpPBHaTa CUCTEMa

3amMaiiBaHe

YCCTHU

peIKH

CuHKoOI

HCUYCCTHU

HCYCCTHU

Ilapectes3us

HCYCCTHU

penKu

CBHHIMBOCT

peIKH
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I'maBoGomnue penKu
Hapymenus na Hapymenus na
ouHTe 3pEHUETO penku peaKu peIKH
3aMBbIIICHO BIKIAHE peIKu
Octpa 3aKpUTOBI'BIIHA
rilaykoMa C HEU3BECTHA YECTOTa
XopoujalieH U3JnB C HEU3BECTHA 4ECTOTa
Hapymienns na
yX0TO U
Ja0UpPHUHTA CBeToBBPTEXK HEYECTH HEYeCTH
Cepaeunn Taxukapust HEYECTH peaKu
HapyLIeHUs
AputmMun HEYeCcTH penxu
Bpamukapnus HEYeCTH
CroBu XUMOTOHHUS HEUYECTH HEUYECTH
HapyureHust OprocraTnyHa
XHUITOTOHUSI HEeYeCcTH HEYeCTH YecTu
HexpoTusupang
BaCKYJIUT MHOTO PEJIKU
Pecninparopun, Jlucnaes HEYEeCTH HEYECTH
TPBANH B PecniupaTope cTpec | peax OT0 penK
ITHpaT H JUCT] n MHOT n
MeIUACTUHATHHU PATOPCH JWCTP PeA pea
HapyLIeHUs ITaeBMOHUT PCOKH MHOI'0 pCAKH
Bbenonpoben oTok peaKu MHOT'O PeJIKH
Kammuna HEYECTU
WuTtepcTunuania
GenompobHa GonecT MHOTrO peakn’?
OcTbp pecrupaTopex
JUCTPEC CUHAPOM
(OPZIC)
(BXk. Touka 4.4) MHOT'O PEIKH
Cromamno- Huapus HEYeCTH HEYeCTH 4eCTH
YypeBHH
CyxoTa B ycraTa HEeYeCTH peaKu
HapyLIeHUsI
DnaryneHus HEYeCTH HEYECTH
Kopemna Goska penKu HEYECTH
3amnek penKu penku
Hucnencust peaxu HEYECTH
IToBpbiane penKu HEYECTH 4ecTH
T'actput peaxu
Kopemen nuckomdopt pEnKH penKu
T'anene YeCTH
ITankpeatur MHOTO PEJKU
Xenaroouauapuu | Hapymena
HapyLIeHUs YyepHOIpoOHa
¢byskms/
YEepHOIPOOHO
HapylLIeHHE penku’ penku’
XKparenuna penKu
XoJecrasa peaKu
Hapymienns na AHruoenem
KOKaTa u (BKITIOUHTEITHO C
MOJKOKHATA JIeTaJIeH U3X0/) penKu peIKu
ThKaH Eputem penKu penKu
IIpyputyc peaxu HEYECTH
O6puB penku HEYECTH YecTu
Xunepxuaposa peaKu HEeYeCcTH
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Yprukapus

peIKu

penku

YCCTU

Ex3ema

peKH

JlekapcTBeH 00pUB

PEIKH

TokcudeH KOXeH
0o0puB

penku

Jlynyc-nogo6ex
CHHJIPOM

MHOT'O PeIKH

Peakmus na
(hOTOUYBCTBUTEITHOCT

penKu

Tokcuuna
enuIepMaHa
HEKPOJIH3a

MHOTO PEJIKH

Eputema myatudopme

C HCU3BCCTHA YCCTOTA

Hapymenns na
MYCKYJIHO-
cKeJleTHaTa
cucTreMa u
ChbeAMHUTEIHATA
ThKaH

Bouku B repba

HCUYCCTHU

HCUYCCTHU

Myckynnu cnazmu
(xpammu B Kpaka)

HCYCCTHU

HCYCCTHU

C HCU3BCCTHA YCCTOTA

Muanrus

HCYCCTHU

HCUYCCTHU

Aptpanrus

peIKu

peKH

Bonka B kpaitauk
(Ooisika B Kpaka)

penKu

penKu

Bonku B cyxoxunusra
(TeHIMHUT-TIO00HU
CUMIITOMH)

penKu

CucremeH Jymyc
epuTeMaroaec

penxu!

MHOTO PEIKU

Hapymienns na
0BOpenuTe U
NUKOYHUTE
NbTHIIA

BrOpeuHo yBpexaHe

HCUYCCTHU

C HCHU3BCCTHA YCCTOTA

Octpa O6b0peuna
HEIOCTATHYHOCT

HCYCCTHU

HCYCCTU

I'mroko3ypus

penKu

Hapymenust Ha
BB3MPOU3BOAN-
TeJHATa cHcTeMAa
U r'bpjarta

Epexrunna
JTUCYHKIHS

HCUYCCTHU

YCCTU

OO0y HapyeHust
" eeKTH HA
MSICTOTO HA
NpHJIOKEHHe

boska B FPBAHUS KOII

HCYCCTHU

HCYCCTHU

I'puronono6HO
3a00sIBaHe

penKu

penku

bonka

penKu

Actenus (cnabocr)

HCUYCCTHU

C HCU3BCCTHA YCCTOTA

ITupexcus

C HCU3BCCTHA YCCTOTA

H3caenBanus

TloBuiieHa nukKo4Ha
KHUCCJIMHA B Kp’bBTa

HCYCCTU

PEIKH

IToBuIIEH KpEaTHHUH B
KpBBTa

peIKu

HCUYCCTHU

IloBumena kpeaTua
(dhocdoknHaza B KppBTa

peIKu

PEIKH

Tlouienn
YEepHOIPOOHH SH3UMHU

peIKu

peKH

TloHmKeH XeMOTJIOOMH

penKu

1
2

Ha 6a3a Ha MOCTMapKETUHTOBHSI OTIUT
3a JOIbIHATEHA UHPOPMAYUSA BUXKTE TIOJTOUKHTE TI0-10TY.

a UYecToTara Ha HEXEIAHUTE PEAKIIUH MIPU M3IOI3BaHETO HA TEIMHUCAPTAaH U ITae0o € mo4YTu
enHakBa. UecToTaTa Ha HEXKEIIAHUTE PEAKINH, ChOOIIEHH IpH yroTpeda Ha Tenmmucaprat (41,4%), e
cpaBHIMa c Tuiane6o (43,9%) npu mnane6o-KOHTPOIMPaHU IpoydBaHus. [IpencraBeHuTe mo-rope
HE)KEJIAHU PEaKIMU OTPA3sSBaT PE3yITATUTE OT BCHUKH KJIMHUYHU TPOYYBAHUS [IPU MAIIUCHTH,
JICKYBaHH C TCIIMHUCAPTAH 3a XUIICPTOHUS, UJIU IIPU NAIITUCHTU Ha 50 vnu noseye TOAWHHU C ITIOBUIICH
PHCK OT ChPJICUHOCHA0BH HHIUICHTH.
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Omnucanne Ha I/I36[23HI/I HCXKCIaHU JICKaPCTBECHU PCAKITUN

AOHOpMHA YepHOAPOOHA DYHKIHS/YePHOIPOOHO HAPYIIIEHUE

IToBedeto ciryvyan Ha aOHOPMHA YepHOAPOOHA (PYHKIIHSA/YSPHOIPOOHO HAPYIIICHHUE OT MOCT-
MapKETHHTOBUS OIUT C TEIMHUCAPTAH HACTHIIBAT ITPH MALUCHTH OT SMOHCKY mpou3xo. [Ipu manuenTu
OT SITOHCKH IPOU3XOJ CHIIECTBYBA MO-TOISIMA BEPOATHOCT 33 PA3BUTHE HA TE3M HEXKEIIAHH PEAKIIUH.

Cencuc

B nmpoyusanero PROFESS e HabmronaBaHa NOBHUINIEHA YECTOTA HA CETICUC ITPU TEIMHUCAPTaH B
cpaBHeHHe ¢ wane6o. ChOUTHETO MOXKeE Ja € CIydaifHa HaxoJKa WX J1a € CBBP3aHO C HEeTO3HAT JI0
MOMEHTAa MEXaHHU3bM (BXK. TOUKa 5.1).

Hurepcruimanna 6emnoapobHa 0oaect
Crnyyaun Ha MHTEPCTHITMAIIHA OenoapoOHa OOJIECT ca TOKIaIBaHH OT MMOCT-MapKETHHTOBUS OIUT, BbB
BpB3Ka C MpreMa Ha TenMucaptad. [IpuaHHO-cIeICTBeHHA Bph3Ka 00aue He € YCTAHOBCHA.

HemenanomeH pak Ha Koxxara
B®3 ocHOBa Ha HATMYHHUTE JAHHU OT EHHUICMHUOJIOTHYHH IPOYYBAHHS € HAOJI01aBaHa 3aBUCHMA OT
KyMyJaTHBHATA J103a Bph3ka Mex Iy Xxuapoxioporuasua 1 HMPK (Bx. cbio Touku 4.4 u 5.1).

WHTecTHHANIEH aHTHOEIEM
Cro011eHH ca ciiyyar Ha MHTECTHHAJICH aHTHOEeM cliell ynoTpeba Ha anruoTeHsuH 11 perientopHu
onokepu (BX. Touka 4.4).

Cpo0111aBaHe Ha MOJ03UPAHM HEXETAHU PEAKITUU

Cro01aBaHeTo Ha MOA03UPAHH HE)KEIIaHH PEaKIMK CIIe/ pa3peliaBane 3a yrmorpeda Ha JeKapCTBEHHS
MPOAYKT ¢ BaxkHO. ToBa MO3BOJISIBA J1a MPOIBIKH HAOIIOACHUETO Ha ChOTHOIIEHUETO OJI33/PUCK 3a
JeKapCTBEHHs MPOAYKT. OT MEIUIIMHCKHUTE CIIEIMATUCTH CE U3UCKBA J]a ChOOIIaBaT BCIKA
[0JI03MpaHa He)KeTaHa Peakilns ype3 HallMoHaTHA CHCTEMa 3a ChoOIaBaHe, ocoueHa B

IIpunoxenue V.

4.9 Ilpeno3upane

C’BHICCTByBa OrpaHuvcHa I/IH(I)OpMaIII/ISI O OTHOIICHUE HAa TPEA03UPAHE HA TCIIMUCAPTAH IIPU XOpa.
TCJ'IMI/IcapTaH HC CC€ OTACIIA IpU XEMOAUAJIn3a. Hee YCTaHOBCHO 10 KaKBa CTCIICH XUAPOXJIOPOTHA3U[]
CC OTACJIA IIPpU XeMOJuajin3a.

CumnromMu

Haii-u3siBeHUTE POSIBU HA NIPEJI03UPaHEe C TEIMHUCAPTAH Ca XUIIOTOHUS U TaXUKaPHsl, a ChIIIO Ce
ChOOINABAT M OpaJMKap/vsl, 3aMasHOCT, MOBUIIIABAHE HA CEPYMHHS KPEaTHHUH M OcTpa ObOpeuHa
HEIOCTaThYHOCT. [Ipeo3upaneTo ¢ XuapoXJIOPOTHA3U]L CE CBHhP3Ba C HAMAIIIBAHE HA €ICKTPOJIUTHTE
(XuTIoKaTMeMuIsl, XHITOXJIOPEMUSI) ¥ XUITOBOJIUEMHSI, IhJDKAIla Ce Ha eKCIleCHBHATA nuype3a. Haid-
YeCcTUTE CUMIITOMH Ha MPeI03UpaHe ca raJieHe U COMHOJICHTHOCT. XHUIIOKATUEMUSITa MOXKE 1a IOBEIE
JI0O MYCKYJTHH CIIa3MH M/WUJIHM aKIIEHTYHpaHa apuTMHUS, CBbP3aHU C €THOBPEMEHHATa yrnoTpeda Ha
JIUTUTAIMCOBH TJIMKO3WUIM WM ONPEICICHA aHTHAPUTMUYHHU JICKAPCTBEHH TIPOTYKTH.

JleueHue

TenMucapTaH He ce OTIENS TPU XeMOPUITPALKS U HE ce quanu3upa. [lanueHTsT TpsoBa 1a Obe
BHHUMATEJTHO HAOJII01aBaH U JICYSHUETO TPAOBA Jja Ob/Ie CAMITOMATHYHO U MOITBPIKAIIIO.
OBnasIBaHETO 3aBUCHU OT BPEMETO Ha MpUEMaHe Ha MPOAYKTA U TEXKECTTa HA CUMITOMHUTE.
[IpermopbUATEITHUTE MEPKHU BKIIFOUBAT MPEAU3BUKBAHE HA TIOBPBIAHE W/WIH CTOMAIITHA TIPOMHBKA.
[IpunaraneTo Ha aKTHBEH BBIJICH MOJXKE J1a ObJe MOJIC3HO MPH JICUSHHE Ha MPEI03UPAHETO.
Heo0xoammo e yecto npociensBaHe Ha CEpyMHUTE eNEKTPOIUTH U KpeaTuHuH. [Ipu mosiBa Ha
XUIOTOHUS, MAIMEHTHT TPSIOBaA J]a ObJIe TIOCTABEH B JIETHAIIO IO IPh0 MOJI0KEHHE U OBP30 Ja ce
TIPUJIOKAT COJICBH U OOEMHH 3aMECTHUTEIH.
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5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 @®apmakoaMHAMMYHH CBOMCTBA

dapmakoTepaneBTryHa rpyna: CpeacTsa, NeicTBaIU BEPXY PEHHH-aHTHOTEH3NHOBATA CHCTEMA;
anrnotensuH Il penentopan 6mokepu (APB) u muyperumm, ATC kon: CO9DAO07

Tolucombi e koMOuHaNKMA OT aHrHoTeH3uH 11 penenropen O0Kep TeAMHUCAPTAH U THA3UICH JUYPETHK
Xunpoxsoporruasuj. [Ipy KOMOMHHUPAHETO UM TE3H ChCTABKH UMAT aIMTHBCH aHTHXHUIICPTCH3NBCH
e(eKT, KOeTO BOJIH J0 TO-TOJIIMO HaMaJIIBaHE Ha KPHBHOTO HAIATAHE OTKOJKOTO, aKO Ca MPHIIOKEHH
nooTaenHo. Tolucombi, mpuemMaH BeIHBK JHEBHO B TEParleBTUYHU 103U, BOAM JI0 €()EeKTUBHA U
IJIaBHA PEIYKITHs Ha KPBBHOTO HaJIsATaTe.

MexaHU3bM Ha JIeHCTBHE

TenMucapraH e nepopaiHo eQekTHBeH U criennuieH anrunoreHsuH Il penenropen 6mokep (TUn
AT1). Toit u3MecTBa ¢ MHOTO BHCOK a()MHHUTET aHTHOTCH3HH 1 OT HETOBOTO MACTO Ha CBBP3BaHE B
AT1 peuenTopHUS OATHUIT, KOUTO € OTTOBOPEH 3a U3BECTHUTE JICUCTBHSI HA aHTHOTEH3HH 1.
TenmucapTan HiMa IOpY M YaCTUYHA arOHUCTUYHA akTUBHOCT crpsiMo AT1 peuentopa. Tenmucapran
ce cBbp3Ba cenekTuBHO ¢ AT1 penienropa. CBbp3BaHETO € MPOIBIDKUTENHO. TenmucapTad He IoKa3Ba
apUHUTET KBbM APYTH perenrtop, BKrountenno AT2 u npyru no-cnabo xapakrepusupanu AT-
penenTopu. OyHKIIMOHATTHATA POJISI HA TE3U PEIENTOPU HE € N3BECTHA, HE € U3BECTEH U €(PEeKTHT HA
TAXHATa Bb3MOXKHA CBPBXCTUMYJIALIUS OT aHTMOTeH3uH 11, uniiTo HUBa ca MOBUILIEHU OT TEIMHCAPTAaH.
Hupara Ha nma3MeHus angocTepoH ca MOHIKEHH OT TeIMHUcapTaH. TenMucapTal He HHXHOHpa
YOBEIIKHS TJIa3MEH PEHUH U He OJIOKMpa HOHHUTE KaHau. TeaMucapTan He HHXUOUpa aHTHOTCH3WH
KOHBepTUpamus eH3uM (KkuHuHa3a 1), eH3UMBT, KOWTO ChINO pasrpaxaa OpamuknauHa. [lopaan ToBa
HE Ce 0YaKBa Jia MOTEeHIIupa OpaJIuKMHUH-METUUPAHUTE HEXKETIaHH JIEKApCTBEHH PEAKIINU.

[Ipu 3apaBu xopa no3ara oT 80 mg TeaMucapTaH MOYTH H3IAI0 HHXUOHpPA MPEIU3BUKAHOTO OT
anruoTeHsuH |l moBumaBaHe Ha KPBBHOTO Haisrane. MHXUOUTOPHUAT e(heKT ce moaabpKa Haa 24
yaca, KaTo Bce Olle MOke J1a ObJie ycTaHOBeH 110 48 Jaca.

XuApoXIOpOTHAUA € THA3UIEH TUYPETHK. MeXaHU3MbT, 110 KOMTO THA3HIHUTE TUYPETHIIN IIOCTUTAT
AHTHXUIICPTEH3UBHUS CH €(EKT, He € HaIThJIHO U3sACHeH. Tnasuaure oka3BaT Bb3/ICHCTBHE BBPXY
MEXaHHU3MHUTE Ha peadCcopOIns Ha EIeKTPOIUTH B ObOpEYHHUTE TYOYIIH, KATO JUPEKTHO TIOBUIIABAT
eKCKpPEIIITa Ha HATPUH U XJIOp B MPHOIM3NTETHO €KBUBAJICHTHH KOJMUeCTBA. [IMypeTHIHOTO
JCCTBIE Ha XUAPOXJIOPOTHA3HIHAMAIISIBA IIA3MEHU 00eM, TTOBUIIaBA AKTUBHOCTTA HAa PEHUH B
IUTa3MaTa, yBEIN4aBa eKCKPEIHATA Ha aJIOCTEPOH C MOCIEBAII0 YBEIUICHUE Ha KaJHs B ypUHATA U
3ary0a Ha OMKapOOHATH, U HAMaJlsiBa HUBaTa Ha Kajluui B cepyma. Cunra ce, 4e eTHOBPEMEHHOTO
MPUIIOXKEHHE Ha TeIMHICapTaH, OJIOKUPaHETO Ha CUCTeMaTa peHHH-aHI'MOTEeH3WH-JIZIOCTEPOH, BOJIH JI0
o0paTeH e(eKT M0 OTHOIICHNE Ha 3ary0aTa Ha KaJIMi, KOSITO ce IBJDKH Ha Te3H AuypeTuiy. Ilpu
MpriIarane Ha XUAPOXJIOPOTHAZUA HAYaJIOTO Ha JUype3aTa € ciel 2 Jaca, KaTo MUK Ha eeKTa ce
Ha0Ir0/1aBa ciIe/] OKOJIo 4 Jaca U MePCUCTUPA B IPOABIKEHUE HA pHONn3uTenHo 6-12 yaca.

dapMmakoarHAMUYHU ePEKTH

Jleuenue Ha eceHIIMAIHA XUTIEPTOHUS

Cren nmpunarane Ha TbpBaTa 1033 TSIMHUCAPTAH ce HAOIIOaBa MOCTEIIEHHO MTOSIBA Ha
AHTUXUIEPTEH3UBHA aKTUBHOCT B paMKUTE Ha 3 yaca. MakcuMaiHaTa pedyKuus Ha KpbBHOTO
HaJIITaHe ce TOCTUra HAITBJIHO B PAMKUTE Ha 4-8 ceIMUIN CIIe/T HAYaJIoTO Ha JCUCHUETO U Ce
MOJUTBPKA Upe3 MPOABIDKATENHA Tepanws. Ciien mpueMaHe Ha 103aTa aHTHXUIIEPTEH3UBHUAT e(heKT
MePCUCTUpA TTOBeUe OT 24 gaca, KaTo BKIIOYBA M MOCIEIHNUTE 4 Yaca Ipenu CIeqBamoTo
MIPUIOKEHHE, KaKTO TTOKa3BaT aMOyJIaTOpHUTE M3MEPBaHUs HAa KPBBHOTO HaIArane. Toa e
MOTBBPACHO U OT N3MEPBAHMATA B MOMCHTA Ha MAKCUMAITHHA €(EeKT U HEOCPEACTBCHO MPEIH
mpreMa Ha cje/Bamiara 103a (ChbOTHOLIEHHETO MUHUMAITHU KbM MaKCUMAJIHU KOHLEHTPAINH, KOETO €
noctostHHO HaJ 80 % cien mpuem Ha 1o3u oT 40 mg u 80 mg TenMucapTaH npu miamnedo
KOHTPOJIMPAHU KIMHUYHU TPOYUYBAHHUS).

HpI/I NaueHTH C XUIICPTOHUA TCIMUCAPTAH peaAylupa U CUCTOJIHOTO U JUACTOJIHOTO KPBBHO

16



HaysiraHe 0e3 Jja MOBJIHSBA IIyJICOBATa YECTOTA. AHTHXHIICPTCH3UBHATA S(PUKACHOCT Ha TEIMUCAPTAH
€ CpaBHUMa C Ta3u Ha MPOAYKTH, IPEICTABUTENN Ha IPYTH KJIACOBE aHTUXHUIIEPTEH3UBHU
JIEKapCTBEHU MPOAYKTH (YCTaHOBEHA MPH KIMHUYHU U3MUTBAHUS, CPABHSIBAIIN TEIMUCAPTAH C
aMJIOIMIINH, aT€HOJI0J, EHAJIAIPUI, XUIPOXJIOPOTUA3U U JIU3UHOIPHUII).

[Tpu BHE3ammHO MPEKbCBAHE HA JICUEHUETO C TEIMHUCAPTaH KPHbBHOTO HAJSITAHE MIOCTENIEHHO Ce BPbIA
JI0O CTOWHOCTHUTE MPEIIN JICYCHNUETO, 3a MIEPHOJ] OT HAKOJIKO JHH 0e3 TaHHU 3a peOayH | XUTIepTOHNICH
edexr. CitydanTe Ha cyxa KallUTHIA ¢a 3HAYUTEITHO IT0-MaJIKO MPH MAIlUSHTH, TPETHPAHH C
TEJIMHUCAPTaH, OTKOJIKOTO MPH TaKMBA, HA KOUTO ca JaBaHU MHXUOUTOPH HA aHTHOTCH3UH
KOHBEPTHUPAIIUS €H3UM B KIIMHUYHY NMPOYYBAHUS, TUPEKTHO CPABHABAILN JABETE AHTUXUIICPTEH3UBHU
JICUCHUS.

KinnanyHa eukacHOCT U 6€30MaCHOCT

[podunakTrka Ha CHPACYHOCHIOBH HHIUACHTH

ONTARGET (ONgoing Telmisartan Alone and in Combination with Ramipril Global Endpoint Trial)
cpaBH:BA e(EKTHUTE OT MIPIWIOKEHHETO Ha TEIMICAPTaH, PAMUIIPHI X KOMOMHAIUATA OT TEIMHUCAPTaH
Y PaMHUIPUI BBPXY PE3yJITATUTE 110 OTHOIICHUE HA ChPJCYHOCHAOBATA CUCTeMa, TIpH 25 620
MANEHTH Ha BB3PacT > 55 TonuHH, ¢ aHaAMHe3a 32 KOpOHapHA apTepuaiiHa 001ecT, MO3b4eH HHCYIIT,
MIPEXO0THO HapyIlIeHHe Ha MO3BYHOTO KPHBOOOpAIICHHE, YBPESKIaHe Ha TeprU(EepHU apTePHH WITH
3axapeH AuadeT TUN 2, CHITFTCTBAH C JaHHU 32 YBPEXXJaHe Ha IMPHUIIETHATE OpTaHu (KaTo
peTHHONATHS, JIeBOKaMepHa XUIePTPOdUsi, MAKPO- HITH MUKPOATIOYMUHYPHSI), KOUTO Ca MOIMYJIAIHS C
PHUCK OT HACTHIIBAHE HAa CHPACHYHOCHAOBU MHIIUACHTH.

[TanmenTHTe Ca paHJOMU3HUPAHU B €/IHA OT CIEAHUTE TPH IPYIH 3a JeueHue: Tenmucaprad 80 mg
(n=8 542); pamunpun 10 mg (n=8 576) unu komOuHaus ot TenmucapTan 80 mg u pamunpuia 10 mg
(n=8 502), mocienBaHo OT MpOCHeAsBaHe ChC CPEIHA MPOABIKUTEIHOCT OT 4,5 TOIUHHU.

TenmucapTan mokas3Ba CXo[eH eeKT C paMUIIPUII IO OTHOIIIEHHE HaMalsABaHe Ha IbPBUYHATA
ChCTaBHA KpaifHa TOYKa OT ChPJCYHOCHI0BA CMBPT, HedaTalieH HH(DAPKT Ha MUOKapaa, HedartaieH
MO3BYEH MHCYIT WM XOCIHTAIN3AIS IOPAIH 3aCTOHA ChpAeYHa HeIOCTaTFIHOCT. YecToTaTa Ha
IbPBUYHATA KpaifHa TOUKa € CXO/HAa B IpynuTe Ha Tenmucaptas (16,7%) u pamunpui (16,5%).
KoeduimenTsT Ha puCK npu TeaMucapTal cupsmo pamurpui e 1,01 (97,5% CI1 0,93 —1,10; p (ue mo-
Mmaika epukacHoct) = 0,0019 mpu mapx ot 1,13). IIpoleHTHT Ha ciTyyauTe HAa CMBPT O BCAKA
npuumHa e croTBeTHO 11,6% u 11,8% npu nanmeHTHTe, JISKYBaHU C TEIMUCAPTaH U PAMUIIPHUIL.

YcraHoBeHO e, 4e epeKTUBHOCTTA Ha TEJIMUCAPTAH € CXOJHA C Ta3H Ha PAMUIIPIII IIPH PEABAPUTEITHO
olpejieNieHaTa BTOPHYHA KpaiHa [eN OT ChPJCYHOCHI0BA CMBPT, HedaTalieH HHPAPKT HA MUOKAPA U
Hedarared Mo3b4eH HHCYIT [0,99 (97,5% CI 0,90 —1,08; p (re mo-manka edukacHoct) = 0,0004)],
IbpBHUYHA KpaitHa 11en B pepepertHoTo npoyuBane HOPE (The Heart Outcomes Prevention
Evaluation Study), koeto n3cienBa eekra Ha paMHUIIPHI CIIPSIMO TUIAIEe0o0.

B mpoyuBaneto TRANSCEND ca pangomusupanu namueHTu ¢ HenmoHocuMmocT KbM ACE-I
UHXUOUTOPHU, HO MHAYE ChC CXOJHU KPUTEPUH 32 BKIIOUBaHe KakTo B npoyuBaHeTo ONTARGET B
rpymna, npuemaiia tenmucaprad 80 mg (n=2 954) nnu mane6o (n=2 972), kaTo U ABaTa MPOIyKTa ce
IpUIarat B JOIIBJIHEHUE KbM CTaHAAPTHOTO JieueHHne. CpeHaTa NpoabKUTEITHOCT Ha IPOCIIEsIBaHEe
e 4 roquHu u 8 Mecena. He ce ycTaHOBsIBa CTaTUCTUUYECKH 3HAUMMA Pa3IMKa B 4eCTOTATa Ha
'bPBUYHATA ChCTABHA KpaifHa TOUKa (ChPACYHOCHA0BA CMBPT, He(aTaaeH UH(APKT HA MHOKap/a,
HedaTtaleH MO3bYCH HHCYIT WM XOCHUTANN3AIS TOPaIH 3aCTOIHHA ChpIedHa HEOCTATHYHOCT)
[15,7% B rpymaTa Ha TenmMmucaprad u 17,0% B rpynara Ha miane6o, ¢ koepunueHt Ha puck 0,92

(95 % C1 0,81 —1,05; p = 0,22)]. Uma nanHu 3a moszara OT TeJIMHUCAPTAaH B CpaBHEHHE C I1ae0o 1o
OTHOILIEHHE Ha IPEABAPUTENIHO OIIpeieieHaTa BTOPUYHA ChCTaBHA KpaliHa TOYKa OT ChpACUYHOCHI0BA
CMBPT, He(aTareH nHDAPKT Ha MHOKapaa 1 HedaTaiaeH MozsueH uaeynrt [0,87 (95% C1 0,76 —1,00;

p = 0,048). Hama ganHH 32 10132 IO OTHOIIICHHE HA HAMANISIBaHE HAa ChPACYHOCHA0BATA CMBPTHOCT
(xoedunment Ha puck 1,03, 95% CI 0,85 —1,24).

Kammnna u anruoeseM ce cbo0IIaBaT Mo-psAAKO MPH MAlUEHTH, JIEKYBAaHU C TEIMUCAPTAH, OTKOJIKOTO
IpU MAIUEHTH, JIEKYBaHU ¢ PAMHUIIPUII, JOKATO IPH Tepamnus ¢ TeIMICAapTaH M0-4ecTo ce choOIaBa 3a
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CJIydan Ha XUIIOTOHHA.

KoMOuHHpaHeTo Ha TeIMHICApTaH ¢ paMHUIIPUII HE J1aBa JOITbIHUTENHA 0132 CIIPSIMO
CaMOCTOATENIHATA TepaIus ¢ paMUIIPUWII WK TenmucapTad. ChpAe4HOCHI0BAaTa CMBPTHOCT U
CMBPTHOCTTA IO BCAKA MPUYUHA, KaTO YUCICHO U3PaXKEHHE, Ca MO-BUCOKH MTPU KOMOUHUPAHOTO
neyenre. OCBEH TOBa, MMa 3HAYNMO TI0-BHCOKA YECTOTA Ha XHIIEpKaIHeMIs, ObOpeuHa
HEaJeKBaTHOCT, XUITOTOHHUS M CHHKOII B PaMOTO C MAIIMEHTH Ha KOMOMHMpaHo jedenue. [lopaam Ta3u
NpUYMHA, eIHOBPEMEHHATa yIIoTpeba Ha TeIMUCAPTAaH M PAMUIIPHII HE CE MPENOPBHIBaA IIPH Ta3u
TMOITyJIAITHSL.

B npoyusaneto “IlpodunaktudeH pexum 3a epeKTUBHO Mpeana3BaHe OT IOBTOPEH MO3bUYEH UHCYAT”
("Prevention Regimen For Effectively avoiding Second Strokes" (PRoFESS)) npu nanuentu Ha 50
TOJIHU WM TIO-BB3PACTHH, KOUTO HACKOPO Ca MOTYyYHIA MO3bUYEH UHCYAT ce 3a0ems3Ba MOBUIIICHA
YEeCcTOTa Ha Bb3HUKBAHE Ha CETICUC IPH TeJIMHCapTaH B cpaBHeHHe ¢ anedo, 0,70 % copsamo 0,49 %
[RR 1,43 (95 % noseputenen unrepsai 1,00 —2,06)]; yectoraTa Ha Bb3HUKBaHE Ha CETICHC C (aTajeH
M3XO0J € TOBHIICHA IPH MAeHTHTe, IpueMammu teinmucaptad (0,33 %) cpsamo manueHTiTe Ha
tare6o (0,16 %) [RR 2,07 (95 % nosepurenen nuatepsan 1,14 — 3,76)]. HabnaronaBanaTta moBuieHa
94ecToTa Ha BE3HUKBAHE HA CETICUC, CBhP3aHa ¢ YIOTpedaTa Ha TENMICApTaH MOXKE J1a € CIIy9aiiHO
OTKPHTA WK Ja € CBhp3aHa ¢ MEXaHU3bM, KOWTO € HET03HAT 32 MOMEHTA.

JBe ronemu panaomMuzupanu KoHTpoiaupanu npoyuBanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Teky1o riao6anHo u3nuTBaHe 3a
KpailHM TOYKH Ha TEJIMUCAPTaH, CAMOCTOSITETHO ¥ B KomOmHaIus ¢ pamutipwi) 1 VA NEPHRON-D
(KnuanuHO npoyuyBaHe CBBP3aHO C pa3BUTHE HA HepponaTus npu AuadeT, IpoBeIeHO OT
MHUHHCTEPCTBO MO BBIIPOCUTE HA BETEPAHUTE) — IPOYyUBAT yrnoTpedara Ha komOuHanusTa ot ACE
WHXUOWUTOP W aHTHOTeH3UH lI-pernientopen O10kep.

ONTARGET e npoyuBane, NpoBEJEHO NPH MALMEHTH C aHaAMHE3a 33 ChPACYHOCHI0BA WIH
MO3BYHOCHI0BA OOJIECT, WU 3axXapeH AuadeT TUH 2, IPUAPYKEHH C JaHHH 32 YBPEXKIaHe Ha
edexTopHU opraHu. 3a mo-NopoOHa HHPOPMALIUs BUXKTE ,,[IpodHiakTHKa Ha ChPACYHOCHIOBU
WHITUACHTH * TTO-TOPE.

VA NEPHRON-D e npoy4BaHe npH NalMeHTH ChC 3axXapeH AuadeT THIl 2 U AuadeTHa HeponaThs.
Te3u nmpoy4BaHus He MOKA3BaT 3HAUYUM OJaronpusaTeH eeKT BbpXy OBOpeUHUTE U/HIH
CBPACYHOCHA0BUTE MOCIETUIN U CMBPTHOCT, KaTO CHILIEBPEMEHHO ca HAOJI0OaBaHU TOBUIIIEH PUCK
0T XUIEPKAIUEMHUSI, OCTPO YBpeXkJIaHe Ha ObOpenuTe U/UIIN XUIIOTOHUS B CPABHEHHUE C
MoHoTepanuara. Kato ce uMat npeaBua CXoJHUTE UM (papMaKOANHAMUYHU CBOMCTBA, TE3H PE3yJITaTU
ca npwiokumu 1 3a npyru ACE maxuburopu u anrnorensuH ll-penentopHu Ookepu.

ACE uaxnubuTopy 1 aHrnoteHsuH ll-penentopHu 6J0KepH cie0BaTeHO He TPSOBA Jja ce U3II0I3BaT
€HOBPEMEHHO TIPH TAIIMEeHTH ¢ qrabeTHa HeponaTusl.

ALTITUDE (KiuHAYHO TIpoyYBaHe MPOBEIACHO C AIMCKUPEH NPHU MAIIMEHTH ChC 3aXapeH JUadeT THI
2 ¢ U3MOJI3BaHE HA ChPJCYHOCHIOBU B OBOpEUHH 3a00ISIBaHMS KaTO KPalfHH TOYKH) € POyYBaHe,
MpeIHa3HaueHOo Jia U3ciieiBa Moj3aTa OT 0OaBIHETO Ha aTMCKUPEH KbM cTaHnapTHa Tepamus ¢ ACE
UHXUOUTOP WK aHTHOTeH3HH lI-penenTopeH OoKep NpH MaueHTH ChC 3axXapeH JHa0eT THII 2 ’
XPOHUYHO OBOpEUHO 3a00iIsBaHe, ChPACUHOCH0BO 3a009BaHe Ui U asere. [IpoyusaHeTo e
MPEKPaTEHO MPEXKAEBPEMEHHO MOPaIH TOBUIIIEH PUCK OT HEOMaronpusITHY nocieauny. Kaxkro
CBPICYHOCHI0BATA CMBPT, TaKa U MHCYJITHT €a IT0-9ECTH B IPpyIaTa Ha aJMCKUPEH, OTKOIKOTO B
rpymnaTa Ha Iane0o, a IpecTaB/IsBaIlUTe HHTEPEC HEXETaHU ChOUTHS U CEPUO3HU HEXEIaH!
CHOUTHUS (XUIIEPKATHEMHUs], XUTIOTOHUS U ObOpedHa JUC(YHKIMSA) ce ChoOIaBaT Mo-4ecTo B Tpynara
HAa aMCKUPEH, OTKOJIKOTO B TpyIaTa Ha Iiareo.

EnuneMuonoruuHuTe NpoyyuBaHus MOKa3Bat, Y€ AbITOCPOYHOTO JEUEHHE C XUAPOXIOPOTHAZHL
HaMaJIsiBa PUCKa OT CHPACYHOCHI0BA 3a00IEBAEMOCT M OT CMBPTHOCT B PE3YJITAT Ha CHPACYHOCHIOBH

00JIeCTH.

K®M MoMeHTa edekTnTe Ha puKCcHpaHaTa 1030Ba KOMOWHANNS TEIMUCAPTAH/XUAPOXIOPOTHAZH]
BBPXY CMBPTHOCTTA U ChPJEUHOCH0BATA 3200JIEBAEMOCT HE Ca U3BECTHU.

HemenanomeH pak Ha Koxarta
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BB3 ocHOBa Ha HAIMYHUTE JaHHU OT CMUJCMHOJIOTUIHH MTPOYYBaHUs € HabJro1aBaHa 3aBUCUMa OT
KyMyJIaTHBHATa 7032 Bpb3Ka Mexay xuapoxiopotuazun 1 HMPK. Exro mpoy4BaHe BKITIOUBa
nomynanus, ceerosma ce ot 71 533 ciayyan na BKK u 8 629 ciyyan va CKK, u momynamus ot
c¢boTBeTHO 1 430 833 1 172 462 moaxoAsy KOHTPOIH. Brucokara yrmorpeda Ha XUAPOXJIOPOTHAZH]T
(xymynatuBHo =50 000 mg) e cBbp3ana ¢ kopurupan OR 1,29 (95% AN: 1,23-1,35) 3a BKK u 3,98
(95% U: 3,68-4,31) 3a CKK. HabnronaBana e sicHa Bpb3Ka KyMyJaTHBHA J103a-OTTOBOP KaKTO 3a
BKK, Taka n 3a CKK. JIpyro nmpoyuBaHe 1moka3Ba Bhb3MOXKHa Bpbh3ka Mex 1y paka Ha yctHuTe (CKK) n
EKCITO3MIIMATA Ha XUIPOXJIOPOTHA3K/: 32 633 ciydyan Ha pak Ha YCTHHUTE € MO0paHa MOMyJamus OT
63 067 mOaXOASIIY KOHTPOJIH, KaTO Ce U3IOJI3BA CTPATErHs 3a B3eMaHe Ha IPoOH, oIpe/iesieHa OT
pucka. JlemoHCTpHpaHa € Bpb3Ka KyMyJaTHBHA 7103a-0TToBOp ¢ Kopurupad OR 2,1 (95% AU: 1,7-
2,6), napactsai g0 OR 3,9 (3,0-4,9) 3a Bucoka ynorpe6a (~25 000 mg) u OR 7,7 (5,7-10,5) 3a Haii-
BHCOKaTa KymyJaTtuBHa g03a (~ 100 000 mg) (Bx. cbio Touka 4.4).

Teouampuuna nonyrayus

EBporeiickaTa areHuus 1o Jiekapcreara ocBoO0KJaBa OT 3aIbJKEHUETO 3a MPEJOCTaBIHE Ha
pe3yATaTHTE OT MPOYIBAHUATA C pepepeHTHHUS JIEKAPTCBCH MPOIYKT, ChIBPIKAII
TEIIMUCAPTAH/XUAPOXIOPOTHAU, BEB BCHUKH IIOATPYITH HA ITEANATPUIHATA TIOITYJIAIHS TIPU
XHUITEPTOHUS (BXK. TouKa 4.2 3a mH(OPMALUI OTHOCHO yrmoTpeda B IeHaTpusITa).

5.2 ®apmakoKHHEeTHMYHM CBOICTBA

EnHOBpeMeHHOTO NPHIOKEHNE HA XUIPOXIOPOTHA3UA U TEIMUCAPTAH IIPU 3ApaBH JOOPOBOIIM HE
npoMeHs (papMaKOKMHETHKATa Ha KOSATO U JIa € OT ChbCTaBKUTE.

AbGcopbuus
Tenvucapran: [lukoBuTe KOHIIEHTpAIIMK HAa TEIMUCAPTaH ce octuraT B pamkure Ha 0,5 — 1,5 gaca

clies mepopalieH npueM. AGConroTHaTa OMOHATMYHOCT Ha TenMucapTa B 1o3u 40 mg u 160 mg e
cpoTBeTHO 42 % 1 58 %. Xpanara JeKo CHI)KaBa OMOHATMYHOCTTA HA TEIIMUCAPTAH KAaTO PEIyKIHATA
Ha 00acTTa o/ KpHuBaTa Iuia3MeHa kKoHneHTpanusi-speme (AUC) Ha TenMucapTal € oT 0KoJio 6 %
rpu 40 mg no3a u oxoso 19 % npu 160 mg nosza. Tpu vaca ciea NpUIOKEHHUE TIa3MEHUTE
KOHIIEHTPALIMH ca MOo100HH, HE3aBUCHMO Tl TEIMUCAPTaH € IPIIOKEH Ha IJIaHO WU ¢ XpaHa. He
ce ouakBa ciabara peaykiusa B AUC ma npean3BrKa peayKIys B TEpaleBTHIHATA e(UKACHOCT.
TenMmucapTan He KyMyJIApa 3HAUYUTEIHO B IUIA3MaTa P MOBTOPHO IPHIIOKECHHUE.
Xunpoxnopornasuy: [TMKoBUTE KOHIIEHTpAUK Ha XUAPOXJIOPOTHA3HUJICE TIOCTUraT B PAMKHUTE Ha
npubnusurenHo 1,0 — 3,0 gaca cnen nepopaiieH npueM Ha GUKCHUpaHaTa J030Ba KOMOWHAIIHS.
AbGcomoTHaTa OMOHATMYHOCT, 0a3upaHa Ha KyMyJIaTHBHATa PEHAIHA EKCKPEUUs Ha
XUAPOXJIOPOTUA3U], € OKOJI0 60 %.

Pasnpenenenue
TenMucapTaH ce CBbpP3Ba B TOJISIMa CTEIICH C IIa3MEHHUTE MPOTeuHH (> 99,5 %), TaBHO ¢ alOyMHUH U

andal xkucen rirokonporenH. CpeTHUAT NPUBUICH 00eM Ha pasnpeneieHue e okono 500 1.
XuApoXIOpOTHA3ZUA Ce CBBP3Ba B 64 % ¢ IIIa3MEHUTE IPOTEHHH U MIPUBUAHUAT My 00eM Ha
pasnpenenenue e 0,8+0,3 1/kg.

Buorpanchopmanus

Tenmucapran ce MeTabONIM3KUpPa Ype3 KOHIOTAIHs KaTo 00pa3yBa (apMaKoJIOTHYHO HEAKTUBCH
AIWITTIOKOpYHU. [ TFOKOPYHHIBT HA OCHOBHOTO BEIIIECTBO € CIUHCTBECHUAT METa0OJIHT,
unaentuduypan npyu yoseka. Clell eIHOKpaTHA 103a OeNs3aH ¢ paJHOaKTHBEH Bbraepoa. *C
TEJIMHUCAPTaH TIIFOKOPYHHUIBT MPEACTaBIABA MpUOIu3nuTeiHo 11 % OT u3MepeHaTa paJuoakTHBHOCT B
miasmara. M3oeHsuMute Ha uToXpoM P450 HaMaT yuyacTue B MeTabOJIM3Ma Ha TEIIMHUCAPTaH.
XuApoXI0pOTHA3HI HE Ce METabOoIM3Upa IIPH XOpa.

Enumunupane
Tenmucapran: Kakto ciiex MHTpaBEHO3HO, TaKa M CIIE]] EPOPAITHO TIpuiIokeHne Ha “C Gensaszan

TeJIMUCAPTaH, MO-rojisiMaTa 4acT OT npueTara g03a (> 97 %) ce enMMUHUpa C U3NPAKHEHUATA Ype3
OunmapHa ekckpenus. B ypuHaTta ce OTKpuBaT caMO HE3HAYMTEIHU KoyndecTBa. TOoTamHus M1a3MeH
KIMPBHC HA TEIMHUCAPTaH cie]] mepopaiHo npusioxerue € >1 500 ml/min. TepMUHATHUAT MOTY>KUBOT
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Ha eTMMHUHHpaHE e nmoBeye ot 20 gaca.

XuapoXJIOpOTHA3U] CE eKCKpeTUpa U3LSII0 HempoMeHeH ¢ ypuHata. Oxoso 60 % oT nepopanHara
JI03a ce eNMMMUHHpa HerlpoMeHeHa 10 48 yaca. brOpedHusT kiupbHC € okoio 250 — 300 ml/min.
TepMUHATHUAT eMMMHHANIMOHEH TOMYKUBOT € 10 — 15 gaca.

JlnHeHOCT/HEMMHEHHOCT

TenmvucapraH: (papMaKOKHHETHKATA HA TICPOPATTHO MPHIIOKEHUS TeIMHUCapTaH ¢ 103 oT 20 — 160 mg
€ HeNMHeHa, KaTo ce HalIroaBa HelpONOPIUOHAIHO OBUIIICHHE HA TNIA3MEHUTE KOHIIEHTPAIUT
(Cumax 1 AUC) ¢ noBumaBase Ha go3aTa. TenMucapTa He KyMyJIipa 3HaUUTEIIHO B IJIa3Mara Mpu
MIOBTOPHO MPUIIOKEHHE.

XuApoxJI0poTHa3uj MOKa3Ba IMHEWHA (papMaKOKMHETHKA.

Dapmaxkoxunemuka npu cneyupuyny nonyiauuy

Crapuecka Bb3pacT

dapMaKOKWHETUKATA HA TEIMUCAPTAH HE CE pa3inyaBa MEXy MAIIMCHTUTE B CTApUECKa Bb3PacT U
MMO-MJIAJINTE TAIMEHTH.

Ton

[Ipu xeHM MTa3MEHHUTE KOHIIEHTPAIIUK Ha TEIMUCApTaH 00W9aiiHO ca 2 —3 TbTH MO-BHCOKH,
OTKOIIKOTO IIpH MBXe. B KIIMHUYHATE TTpoydBaHus, o0ade, MpH KeHH He ce HAaOJI01aBaT 3HAYNMO
YBEJIMYEH OTTOBOP HA KPHBHOTO HAJISITAaHE MIM YECTOTaTa Ha OpTOCTaTHYHA XUNoToHMA. He ce Hanmara
MMpeuu3upaHe Ha a03ara. HpI/I KE€HHU nMa TCHACHIMA KbM I10-BHCOKH IIJITa3MCHH HHMBA Ha
XUAPOXJIOPOTHA3H [, OTKOJIKOTO IIPHU MBIKE. ToBa o0aue HAMa KIIMHUYHA 3HAYAMOCT.

bvopeuno yspeacoane

IIpu manuenTr ¢ 6pOpeUHa HEOCTATHYHOCT, MOJUTOKECHN Ha TUANIN3a, ce HabI0aaBaT Mo-HUCKH
IuTa3MeHn KoHneHTpanuu. [Ipu manuenTu ¢ 0p0pedHa HeJOCTaTHPYHOCT TEIMICAPTAH Ce CBBP3Ba B
roJsiMa CTETEH C IUIa3MeHHs IPOTEHH U He MOJKe J1a ObJIe OTAeseH npy nuanusa. [1pu nanuenTtu ¢
OBOpEUHO YBpEKAaHE SNMMUHAIIOHHMSAT ITOYKUBOT HE € TIpoMeHeH. [Ipu manueHTu ¢ HapyIeHu
O0BOpeuHn (DyHKINH CTETIEHTa Ha SIMMHUHUpPAHE Ha XHUAPOXJIOPOTHA3H € peayupana. B eqno
TUIMYHO NPOYYBAHE, BKIIOYBAIIO NMAIIUEHTH ChC CPEeieH KPeaTHHUHOB KIupbHC 90 ml/min,
MOJTY’)KABOTA Ha CIMMUHUPAHE Ha XUAPOXJIOPOTHA3H] ce yBenuuana. [Ipu GyHKIIMOHATHO aHe)PHUHH
MAIMEHTU SMMUAHAIIMOHHUS MOy KHUBOT € OKOJIO 34 Jaca.

YepHoIpoOHO YBpeKIaHE

dapMaKOKUHETUYHHUTE TPOYYBAHUS TIPU MAIIMEHTH ¢ YePHOAPOOHO YBPEXkKTaHEe MIOKA3BAT NOBHIIIABAHE
Ha abcooTHaTta OMoHATMIHOCT 70 oKoJo 100 %. [Ipu manueHTr ¢ 4epHOAPOOHO YBPEXKIAHE
SIIMMUHAIIMOHHYSIT TIOY)KUBOT HE € IPOMCHEH.

5.3 TlpeakJIuMHUYHH JaHHU 32 6€30MACHOCT

[Tpn npenKIMHUYHH IPOYIBAHUS 32 OE30IACHOCT C €THOBPEMEHHO MTPIIOKEHHIE Ha TEIMHUCAPTaH 1
XUAPOXJIOPOTHUA3H]] P HOPMOTEH3UBHHU ITUTHXOBE M KY4€Ta, 1031, CPABHUMH C T€3U B KIMHUYHHSA
TeparneBTUYCH JUaNa30H He MPEAU3BUKBAT e(heKTH, pa3IyHu OT HaOII0JaBaHUTE TIPU
CaMOCTOSATETHOTO TIPHIIOKEHUE Ha JBeTe BenlecTBa. HaOmoqaBaHUTe TOKCHKOJIOTUYHH TPOMEHH
HSMAT OTHOLICHUE KbM M3IIOJI3BAHETO 32 TePANeBTUYHH LIEIH TP YOBEKA.

TOKCHKOIOrHYHUTE HAXOJKH, 00PE MO3HATH OT MPEAKIMHAYHHUTE IPOYYBAHUS HA HHXHOUTOPHU Ha
AQHTMOTEH3MH KOHBEPTHPAIIXS eH3UM U Ha aHrnotensud Il perentopure GIIOKepH ca: HaMalsBaHEe Ha
mapaMeTPHUTE HA YSPBEHUTE KPHBHH KIETKU (EPUTPOLUTH, XEMOTTIOOHH, XeMaTOKPHT), IPOMEHH B
O0BOpeyHaTa XxeMoIMHAMHKKa (TTOBHIIICHO HMBO Ha a30T B KPhBTA U KPEATHHUH), IIOBUIIICHA aKTUBHOCT
Ha TUIA3MEHUS PEHHH, XUIIepTPpO(us/XurepIiasus Ha FOKCTArIOMepyJIapHUTE KICTKH U YBPEXKIaHE Ha
cToManrHata Jurapuia. CTOMaIIHUTE JIe3UH MOTaT J1a ObJaT Mpe0TBPATEHU/OTPpaHUYCHH Upe3
nepopaiHo mobaBsiHe Ha (HHU3HOJOTHYCH PA3TBOP M IPYIIOBH JKUIUIIA 3a )KUBOTHHTE. [Ipu KydeTa ca
HaOmroaBann 0bOpeyHa TyOynapHa qunaranus u arpodus. CauTa ce, 4e Te3U HaXOAKH Ce JbJDKAT Ha
(hapMaKoJIOrHIHaTa AKTUBHOCT Ha TEIIMHUCAPTAH.
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He ca mabmiogaBanu eexTr Ha TEIMHCAPTaH BBPXY (PepTUINTEeTa Ha MBXXKH U )KCHCKH MHIHBHIH.

Hsama sican JaHHH! 3a TCPATOTCHCH e(I)eKT, BBIIPCKHU TOBA IIPHU TOKCUYIHU JO30BU HUBA HA TCIMUCAPTAH
€ Ha6J'IIOI[aBaH e(l)eKT BBPXY IIOCTHATAJIHOTO PA3BUTHUE HA ITIOTOMCTBOTO, KaTO ITO-HUCKO TCJICCHO
TETJI0 B 3a0aBEHO OTBApsAHE HAa OYUTC.

Hsma mokasareicTsa 3a MyTareHHOCT M ChOTBETHA KJIACTOICHHA aKTHBHOCT Ha TEIIMUCAPTAH MIPH
M3MHATBAHUA in Vitro W KaHIIEPOTEHHOCT MPH ILTbX0BE U MHUIIKH. [IpoydBaHuATa ¢ XHIPOXIOPOTHASHUL
JlaBaT HECUTYPHU JIaHHU 32 TCHOTOKCUYHOCT WJIM KaHIEPOTeHHU €(DEeKTU PU HAKOH
EKCIIEPUMEHTAITHN MOJICIIH.

3a (heTOTOKCHYHUS MOTEHIHAT Ha KOMOMHAIIMATA TeIMUCAPTaH/XUAPOXJIOPOTHA3H] BXK. TOUKA 4.6.

6. OAPMAINEBTUYHU JAHHU
6.1 Chucbk Ha HOMOLIHHUTE BelIeCcTBAa
IToBugon K30

Hatpues xunpoxcun

Manuron

MuKkpoKpHuCTaHa LeTyI03a

Mernymux

Kpockapmenoza natpuit

Hatpues cteapundymapat

CwuiyeB TUOKCHT, KOJOUIeH 0e3B0JICH
Uepsen xene3eH okcun (E172)

Kont xenesen okeun (E172) - camo 3a 80 mg/12,5 mg
6.2 HecbBMecTHUMOCTH

Henpunoxumo

6.3 Cpoxk Ha TOgHOCT

3 roguHU

6.4 CrneuuaJHu ycJIOBUSl HA CbXpaHeHHUe

To3u jgexapcTBEH NPOAYKT HE U3UCKBA CIIEUAIHU TEMIIEPATypHH YCIIOBHS 3a ChXpaHEHUE.
[a ce cbxpaHsiBa B OpUrMHaJIHATa OMAKOBKa, 3a Ja Ce MpeAna3Ba OT CBETJIMHA U BJiara.

6.5 Buau chbabpiKaHNe HA ONMAKOBKAaTa

bmuctepu (OPA/AI/PVC donuo//Al pommo) c 14x 1,28 x 1,30x 1,56x 1,60x 1,84 x1,90x 1,
98 x 1 m 100 x 1 TabneTka, B KyTHS.

He Bcuuku BUJI0BE OMAaKOBKK MOTaT Ja ObAAT IyCHATH Ha Masapa.
6.6 CrneuuajJHu NpeAnasHu MepKU NP U3XBbPJisiHe U padoTa

Tolucombi TpsiOBa 51a ce chXpaHsBa B 3alle4aTaHus OJIMCTEP NOPaINd XUTPOCKOITUYHUTE CBONCTBA Ha
tabneTkuTe. TabneTkure TpsAOBA J1a ce U3BAIAT OT OJIMCTEpa HEMMOCPEACTBEHO MPEIN MPUIIOKEHHE.

Hewnsnon3panust JICKApCTBEH MPOAYKT UJIU OTHAABYHUTE MaTCpUaIn OT HETO Tp51613a Jla C€ U3XBBPJIAT
B CbOTBCTCTBUEC C MCCTHUTC U3NCKBAHMs.
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7. HPUTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA

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

8. HOMEP(A) HA PASPEILIEHHUETO 3A YIIOTPEBA

Tolucombi 40 mg/12,5 mg TabaeTku
EU/1/13/821/003
EU/1/13/821/004
EU/1/13/821/005
EU/1/13/821/006
EU/1/13/821/007
EU/1/13/821/008
EU/1/13/821/009
EU/1/13/821/010
EU/1/13/821/031

Tolucombi 80 mg/12,5 mg TabaeTku
EU/1/13/821/013
EU/1/13/821/014
EU/1/13/821/015
EU/1/13/821/016
EU/1/13/821/017
EU/1/13/821/018
EU/1/13/821/019
EU/1/13/821/020
EU/1/13/821/032

9. JATA HA ITBPBO PASPEIHIABAHE/TIOJJHOBABAHE HA PASPEHIEHUETO 3A
YIHHOTPEBA

JlaTta Ha mbpBO paspernraBaHe 3a ynorpeba: 13 mapt 2013 1.
Jara Ha mocnyeno nogHoBsiBane: 8 sayapu 2018 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

IToapoGHa nnbopMaIus 3a TO3U JIEKapCTBEH MPOIYKT € MpeaocTaBeHa Ha yeOcaiita Ha EBponeiickara
areHIus 110 JIeKapcTBarta http://www.ema.europa.cu
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1. HNME HA JIEKAPCTBEHUA INTPOAYKT

Tolucombi 80 mg/25 mg TabneTku

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika Tabnetka cpappika 80 mg Tenmucaprad (telmisartan) U 25 mg XUIPOXIOPOTHAZH]]
(hydrochlorothiazide).

3a IBJIHUS CIUCHK HA MOMOIIHUTE BEIISCTBA, BHXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

TabneTka

CeetiokadaBO->KbJITH, TBCTPHU, OBAIHH, IBOMHOU3IIBKHAIIN Ta0NeTKH, ¢ 0003HaueHue L3 oT eqHara
CTpaHa, ¢ MPUOIM3UTENHA IbJDKAHA 17 mm.

4. KJIMHUYHU JAHHU

4.1 TepaneBTHYHHM MOKA3aHUA

Jleyenue Ha eceHIIMAIHA XUTIEPTOHUS

Kombunupanust nekapctBeH mpoaykt Tolucombi e ¢ ¢pukcupanu no3u (80 mg tenmmucapran/25 mg
XUIIPOXJIOPOTHA3U]) U € MTOKA3aH 3a JISYeHUE Ha Bb3PACTHHU, YUETO KPBBHO HAJIATaHE HE €
KOHTponupaHo afekBaTHO ¢ Tolucombi 80 mg/12,5 mg (80 mg Tenmucaptan/12,5 mg
XUJPOXJIOPOTUA3U) WIH NIPU BB3PACTHHU, KOUTO ca CTAOUIM3UPaHU MPEAU TOBA C TEJIMHUCAPTaH 1
XUIIPOXJIOPOTHUA3H]I, IPHEMAHU OTAEITHO.

4.2 Jlo3upoBKa U HAYMH HA NPUJIOKEHHE

203I/IQOBK3

KoMOuHHUPaHUAT TeKapcTBEH MPOAYKT ¢ PUKCHUPAHH JI03U CE TIPUEMa OT MAI[MEeHTH, YUETO KPHBHO
HaJIraHe He € aJIeKBaTHO KOHTPOJMPAHO MIPU NIPHUEM caMo Ha TenmucapTad. [Ipeau na ce mpeMuHe
KBM TO3H KOMOMHHPAH JICKAPCTBEH MPOAYKT ¢ (PUKCHPAHHU T03H € He0OOXO0INMO ITOOTAEIHO Ja Ce
TUTPUPAT JO3UTE HA BCEKH OT JiBaTa KOMIOHEeHTA. [Ipy MOAXOASAIIM KIMHUYHH ITOKAa3aHUS MOXKE
JUPEKTHO J1a Ce MPEMUHE OT MOHOTEpANuATa KbM IIPUEM Ha KOMOMHUPAHHUS JICKAPCTBEH MPOIYKT.
- Tolucombi 80 mg/25 mg Moxke 1a ce MPUI0KHU €IUH BT THEBHO MPU NAIlMEHTH, YUETO KPBBHO
HaJISITaHe He € aJIeKBaTHO KOHTPOJIMPAHO IPU CaMOCTOSTEIHO Npuiiarane Ha Tolucombi
80 mg/12,5 mg wiu mpu MaIMeHTH, KOUTO MPEIBAPUTEITHO Ca CTA0MIIN3UPAHN Ype3
CaMOCTOSITEITHO U3MOI3BaHe Ha TEIIMHUCAPTAH U XUIPOXIOPOTHASHUI.
Tolucombi e cbI110 JOCTHIIEH B 1030BH KoHIIeHTpanuu 40 mg/12,5 mg u 80 mg/12,5 mg.
Cmapuecka 8v3pacm
He e HeoOx0oAMMO KOpUTHpaHe Ha JJ03aTa [P MALUEHTH B CTApUECcKa Bb3PacCT.

bvopeuno yspescoane

OnuTeT IpY NMaUCHTU C JICKAa 10 YMEpPEHa CTCIICH Ha 61)6peqH0 YBpEKAaHe € MUHUMAJICH, HO HE
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npejrosara Hexelanu epekT Bbpxy ObOperuTe U He ce CuuTa 3a He00X0AMMO KOPUTHpaHe Ha
no3zata. IlpenopsuBa ce NEpHOANYHO IpocieiBaHe Ha ObOpeuHnTe GpyHKIMU (BXK. Touka 4.4).
ITopanu HanM4YKUeTo Ha KOMIIOHEHTA XUAPOXIOPOTHA3ZUA KOMOMHUPAHUAT JIEKAPCTBEH MPOIYKT C
(uKCHpaHy T03H € IMPOTHBOIOKA3aH IPH MAMEHTH C TEKKA CTEIeH Ha OBOPEYHO YBpEKIaHe
(xpeatrHIHOB KIUpBHC < 30 ml/min) (BX. Touka 4.3).

TenmucapTal He ce OTIENS OT KPBBTA IIPH XeMO(MITpaIis U He Ce AUATU3NPA.

YeproopobHo yepesicoane

[Tpu maruenTy ¢ JIeKo 10 CpeHO YepHoApoOHO yBpexaane Tolucombi TpsOBa fa ce mpuiiara ¢
MOBHUILIEHO BHUMaHHUe. 3a TeJIMUCApTaH JO3MPOBKaTa He TpsOBa Ja HaBHIIaBa 40 mg BeJHBK
nHeBHO. KOMOWHHMPaHUAT JeKapCTBEH MPOIYKT ¢ PUKCHPaHH JI03H € MPOTUBOINOKA3aH IPH MallUeHTH
C TEXXKO UYepHOAPOOHO yBpexaaHe (BX. Touka 4.3). Tuazuante TpsaOBa Aa ce M3MOI3BAT IPEAIIA3INBO
IIPY TALUCHTH C HAPYIICHH YePHOAPOOHN QPYHKINHU (BXK. ToUKa 4.4).

Teouampuuna nonyrayus

BeszonacHocTTa 1 edpukacHocTTa Ha Tolucombi pu manueHTH Ha BB3pacT o 18 roquan He ca
ycTaHOBeHH. YmoTpebara Ha Tolucombi npu aena ¥ FOHOIIN HE € IPEOPbhUNTEIHA.

Hauux Ha npuiokeHue

Ta6nerkure Tolucombi ca nperHa3HAYECHH 3a IEPOPATIHO MPHUIIOKEHUE BEAHBK THEBHO U TPsIOBa 12
ce HOITbIIAT 1enu ¢ TedHocT. Tolucombi Moske 1a ce mpuema che Wil Oe3 XpaHa.

Tlpeonasnu mepku, koumo mpsbsa oa 6voam e3emu npedu paboma CvC UIU NPULONCEHUE HA
JleKapcmeeHust RPOOYKm

Tolucombi TpsiOBa 1a ce chbXpaHsABa B 3allevaTaHusl OJIUCTEP OPaIN XUTPOCKOITUYHUTE CBOMCTBA Ha
TabneTkuTe. Tabnerkure TpsAOBa a ce U3BAAT OT OJIMCTEpa HEIMOCPEACTBEHO MPEIU MPUIIOKECHUE
(Bk. TOUKA 6.6).

4.3 IIporuBomnoxa3zaHust

- CBpPBXYYBCTBHTEITHOCT KbM aKTHBHOTO(UTE) BEIIECTBO(a) MIIM KbM HSKOE OT TIOMOIIHATE
BEIIeCTBa N30pOeHH B TouKa 6.1.

- CBpPBXYYBCTBHTEITHOCT KBM IIPOU3BOJHATE HA CYJI(OHAMUTHUTE CYOCTaHIMH (Thil KaTo
XHUAPOXIOPOTHA3U/ € CYI(HOHAMUTHO TIPOM3BOIHO).

- Bropo u Tpero TpuMeceune Ha OpeMeHHOCTTA (BXK. TOUkHU 4.4 1 4.6).

- XonecTaza ¥ 0OCTPYKTHBHHU HapyIICHHS Ha JIIBYHHUTE ITBTHINA.

- Texxo uepHOIPOOHO yBpeKIaHE.

- TexxkacteneH Ha ObOpedHO yBpekaaHe (KpeaTHHHHOB KnuphHC < 30 ml/min), aHypus.

- PedpaxTopHa XUMOKaTNEMNs, XUTIEPKATIUEMHSL.

EnnoBpemenHara ynotpeda Ha TeIMUCAPTAH/XUIPOXIOPOTHAZH/ C ATUCKHPEH-ChABPIKAIIH TPOTYKTH
€ IPOTHBOTIOKa3aHa NP MAIMEHTH ChC 3axapeH auadet wim 6s0peuno yBpexaane (GFR < 60
ml/min/1,73 m?) (Bx. Touku 4.2, 4.4, 4.5).

4.4 CrneuuajHu npeaynpe:kIeHus U NMpeanasHu MepKU Npu ynorpeda

BpemenHoCcT
He Tpsi0Ba na ce 3amouBa npreM Ha aHTHOTEH3HH 1 perienTopHr O6J10KepH 1Mo BpeMe Ha OpEMEHHOCT.

[NanmenTKHUTE, KOUTO TUTAHUPAT OPEMEHHOCT, TPSIOBa Aa MPEMHUHAT KbM alTepPHATHBHO
AQHTUXUIIEPTCH3UBHO JICUEHUE C YCTAaHOBEH NMPO(IIT Ha 6€30IMacHOCT MpHU yHoTpeda Mo BpeMe Ha
OpPEMEHHOCT, OCBEH aKO CE CUHUTA, Y€ € OT 0COOCHA BaXKHOCT JIa CE TIPOABIIKHU JICUCHUETO C
anruorensuH Il perentopHu O10KepH. AKO € JTUarHOCTHIMPaHa OPEMEHHOCT, JISYEHHUETO C
anruorensuH Il perentopHu O10Kepu TpsiOBa He3a0aBHO J1a ObJIe IPEYCTAHOBEHO M aKO € MOIXOSII0
Ja ObJie 3a1I0YHATO alNTepHATHBHO JieueHue (BxkK. Touku 4.3 u 4.6).
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YepHoapoOHO yBpexkIaHe

TenMucapTan/XuapOXIOPOTHA3H HE TPSAOBA Ja ce IpUIIara MpH MAIMEeHTH C X0JIeCTas3a, ¢ JKITbYHH
O0OCTPYKTHBHH HapyIICHHUS WM TEKKa YepPHOPOOHA HHCYPHUIMEHITH (BXK. Touka 4.3), Thil KaTo Io-
roJsiMaTa 4acT OT TEJIMHUCAPTaH ce eMMMUHHpPA Ype3 JITbukaTa. [Ipy Te3u maiueHTn MoXxe Jia ce
OYaKBa HAMaJICH YePHOIPOOEH KIMPHHC.

OcBeH TOBa, TEIMHACAPTaH/XUAPOXJIOPOTHA3H TPSAOBa /1a ce MpHiIara BHUMATEIHO TIPH MAIMEHTH C
HapyILeHUs B 4epHOApoOHAaTa (DYHKIMS WK IPOTPECHPAIL0 YePHOAPOOHO 3a00IIsIBaHe, Thil KaTo B
TE3H CIIy4ad MaJIKi IPOMEHH BbB BOJHO-EJICKTPOIUTHHS OajlaHC MOraT Jja I0BEAAaT [0 YepHOAPOOHA
KoMma. HamMa KIMHWYHN TaHHYM 32 W3M0I3BAaHETO HA TEIMHCAPTaH/XUAPOXIOPOTHAZN MTPH MAIIEHTH C
YEepHOAPOOHHU HapyIIeHNUS.

PeHoBackynapHa XUINIEPTOHUS

Koraro marueHT! ¢he cTeHO03a Ha IBeTe OBOPEUHHU apTepHH WIH CTCHO3a Ha apTepUsATa KbM CIMHUYCH
¢byHKIHOHHpAI OFOPEK ca TPETUPAHU C JIEKAPCTBA, MOBIUIBAIIN CHCTEMAaTa PEHUH-aHTHOTCH3UH-
aJITOCTEPOH CHIIECTBYBA MOBUIICH PUCK OT TEXKA XUIIOTOHUS U ObOpedYHa HeTOCTATHYHOCT.

brOpevuHo yBpexaane v Ob0peyHa TPaHCIUIAHTALNS

TenMucapTan/XuapoxJIOpOTHA3U] HE TPSAOBA J1a ce TpuiIara MpH MaIlMeHTH ¢ TEKKA CTEIeH Ha
O0B0peuHo yBpekIane (KpeaTHHHHOB KiIuphHC < 30 ml/min) (Bxk. Touka 4.3). Hama noctarbyHO JaHHH
M0 OTHOIICHHE Ha MPUIIOKCHUETO Ha TEIMUCAPTAH/XUAPOXIOPOTHA3U]T TIPH ALIUSHTH, IPEThPIIEIN
Hackopo ObOpeyHa TpaHCIUIaHTanus. Hanuile e orpaHuyeH OmuT OT yrmoTpedara Ha
TEJIMUCAPTAH/XAAPOXIOPOTHAZH] TIPH MAIMCHTH C JICKH JIO0 CPEIHO TeXKKU OBOPEUHN HAPYIICHUS,
MOopaJid KOETO Ce IPENopbUBa MEPHOANYHO TIPOCIIeIIBaHEe HA HUBATA HAa KA, KPEAaTHHUH U THKOYHA
KUcelnHa B cepyma. [Ipu nanueHTy ¢ HapylueHn Ob0peuHn GYHKIMH MOXKE J1a Ce TIOSIBH a30TEMHUS,
CBBp3aHa C THA3UTHHUTE TUYPETHIIH.

TenMucapTal He ce OTIEINs OT KPhBTa IMPU XeMODITPpaIHs U HE Ce TUATN3HPA.

IanyeHTH ¢ TEXBK HAaTpHEB AeHUINT W/WIN HaMalleH 00eM Ha IIMPKyJIrpanara KpbB
CuMIITOMaTHYHA XUIIOTOHMS, 0COOCHO Clie]] IIbpBaTa 103a, MOKe Ja ce HaOIr0JaBa MpH MalUeHTH C
TEXBK HATpUEB AehULNUT MM HaMajeH o0eM Ha IMPKyIUpaliaTa KpbB IPY MOIIHA AUYPETHYHA
Tepanwus, 1UeTa ¢ OTpaHWYECHO NIPUeMaHe Ha COJI, IMapHs WM MOBpbInaHe. TaknBa ChCTOSHNA,
0c00€HO TeXBK HATpUEB JePUITUT U/MIM HaMalleH 00eM Ha IMPKyNupaliaTa KpbB, TpsiOBa 1a Obaar
KOpUTMpaHH Npeay npriioxenue Ha Tolucombi.

ITpu ynorpeba Ha XUAPOXIOPOTHA3HU] ca HAOMIOAaBaHN M30JMPAHH CIIy4ad Ha XUIIOHATPHEMHS,
HPHUIpPYKEHa ¢ HEBPOJIOTHYHU CUMIITOMH (TaZieHe, IPOTPEeCHBHA AC30PUEHTALINS, allaThs).

JIBOIiHO OJIOKHpaHe Ha PEHHH-aHTHOTEH3HH-apiocTeponoBara cucreMma (PAAC)

Wma nannwm, e eqHoBpeMeHHarta ynotpeda Ha ACE uaxuburopu, anrnotensuH lI-penentopan
0JI0KepH WM aJICKUPEH IIOBHIIABA PUCKA OT XUIIOTOHUS, XUIIEPKaIHEeMHs U HaMaJsIBaHe Ha
O0pOpeunHara QyHKIMs (BKIFOUUTEIHO ocTpa ObOpeyHa HegoctarbuHoct). [lopaau ToBa He ce
npenopwuBa ABoiHO O6mokupane Ha PAAC upes komOuHMpanara ynorpeda Ha ACE urxuburopw,
anruoteHsuH ll-penenropan 610KepH WIIH anuCKUpeH (BX. Touku 4.5 u 5.1).

AKoO ce TIpeleHH, 4e TepanuaTa ¢ IBOWHO OJIOKHpaHe € abCoMOTHO He00X0uMa, TOBa TpsAOBa aa
CTaBa caMo MOJ HaOJIFOJICHUETO Ha CIIEIHAINCT U IIPH 9YeCTO BHUMATEITHO MOHUTOPUpPAHE Ha
O0pOpeuHarta QyHKIUS, EIEKTPOIUTUTE U KPBBHOTO HAJATAHE.

ACE unxuburopu u anruoteH3ut lI-penentopau 6iokepu He TpsiOBa 1a ce U3MOI3BAT EAHOBPEMEHHO
MIPH MMAIIMEeHTH ¢ TrabeTHa HeponaTus.

JpyrH ChCTOSHUS ChC CTUMYIIAINS Ha CUCTEMAaTa PeHHH-aHTHOTEH3WH-IJIOCTEPOH

Ipn manyienTH, YMiTO BacKyIapeH TOHyC U OBbOpedHa (QyHKIHMS 3aBUCAT OCHOBHO OT aKTHBHOCTTA Ha
cucTeMara peHUH-aHTHOTEH3MH-AIJOCTEPOH (HallpuMep MalHeHTH ¢ TeXKKa 3aCTOoiHa ChpleyHa
HEJIOCTaThYHOCT HMJTU TIOJIekKAI0 ObOpeuHO 3a00sIBaHe, BKIFOUMTEITHO U CTCHO3a Ha ObOpeuHaTa
apTepus), ISUSHUETO C JIEKaPCTBEHHU IPOAYKTH, KOUTO ITOBIMSABAT Ta3H CHCTEMa IPEIU3BHKBA OCTpa
XHUITOTOHUS, XATIEPa30TeMUS, OJIUTYPHSI WIIH PSIKO ocTpa ObOpeyHa HEJOCTaThYHOCT (BXK. TouKa 4.8).
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IIbpBHUYCH AIOCTEPOHU3BM

[TanreHTH ¢ TBPBUYEH AJIOCTEPOHU3BM I10 PUHIIUIT HAMA J]a pearnupaT Ha aHTUXUTIEPTCH3UBHU
JIeKapCTBEHH MPOJYKTH, NEHCTBAILM Ype3 MHXUOUIUS Ha ccTeMaTa peHUH-aHrHoTeH3uH. [Topaan
TOBa, yIOTpedaTa Ha TEIMUCAPTAH/XUAPOXIOPOTHA3HI HE Ce IPEOpPhUBa.

CreHo3a Ha a0pTHATA M MUTPAIHA KJIana, 0OCTPYKTHBHA XUIEPTPOhHUUHA KapIHOMHUOIIATHS
KakTo nipu apyrurte Ba30AuIaTaTopH, CIEIMATHO BHUMAaHNUE € HeOOXOMMO MPH MAIUeHTH, CTPaJallH
OT A0pPTHA WJIM MUTPATHA CTEHO3a HIIM 0OCTPYKTHBHA XUTIEPTPOPUIHA KAapIUOMHUOIIATHSI.

MeTaOOoaUTHHA U €EHIOKPUHHA €(hEKTH

JleueHuneTo ¢ THA3UAU MOXKE J1a HAPYIIH TIIIOKO3HUS TOJIEPAHC, MOPaaX TOBA, IPU MAaLlUEHTH ¢ AUA0eT,
JIEKYBaHU C MHCYJIUH UM aHTUANA0ETHY JIEKAPCTBEHU MPOJYKTH U Tepanus ¢ TeIMUCAPTaH, MOXKE J1a
HACTBITU XUTIOTJIMKEMUS. 3aTOBa, P TE3U MAIMEHTH TPsAOBa Ja ce OOMUCIU ChOTBETHO
TpociiesiBaHe Ha KPbBHATA 3aXap M MOXKE J1a C€ HAJIOKU KOPUTHPAHE Ha J103aTa Ha MHCYJIMHA UITN
aHTHIMA0ETHUTE JIEKapCTBa, KOraTo e nokaszano. [1o BpeMe Ha TepanusTa ¢ THa3HI1d MOKE Ja e
MIPOSIBH JIATEHTCH 3axXapeH Iuader.

JleyeHneTo ¢ THA3UAHU JUYPETULIM CE CBBP3Ba C IIOBUILIABAHE HA HUBATA HA XOJIECTEPOI U
Tpuruuepuau. Bee nak, npu no3a 12,5 mg TMasuieH IuypeTHK, ChAbprKallla Ce B JIEKapCTBEHUS
MPOIYKT, Te31 e(heKTH ca MUHUMAJHN WX JUIcBat. [Ipy HAKOM ManneHTH Ha THA3UIHA Tepanus
MOJKE J1a CE Pa3BUE XUIEPYPUKEMUS MU pa3rbpHATa IOAarpa.

EnekrpoanTen aucoaianc

Kakro mpu BCHYKY MAIlMEHTH HA AUYPETUYHA TEPAIHsl € He0OX0IUMO Ha ONPEACICHN HHTSPBAIHU a
Ce MPOBEKIa TIEPHOJANTHO MPOCICIIBAaHe Ha HIUBATA HA SJICKTPOIUTHTE B cepyma. Tuasumure,
BKIIIOYHTETHO XHUAPOXIOPOTHA3HI, MOT'aT JIa JOBEAAT 10 BOIHO-EJIEKTPOIIUTEH AUCOaTaHC
(BKJIFOYMTEIIHO XUIIOKATMEMHESI, XUIIOHATPHEMHESI M XHUIIOXJIOPEMHYHA alikano3a). Hagamanre
NPU3HALY 32 BOJAHO-CICKTPOIUTEH qrcOaaHC ca: CyX0Ta B yCTara, )Kax/1a, aCTCHUs, CbHINBOCT,
3aMaiiBane, OE3MOKONCTBO, 00JIKa B MYCKYJ/IMTE MM MYCKYJIHH KPaMITH, MyCKyJIHa Cl1abocCT,
XMITOTOHUS, OJTUTYPHs, TAXUKAPAUSA M CTOMAIIHO-YPEBHN CMYILEHHS KaTO rafcHe WK MOBPhIIaHe
(Bk. TOuKa 4.8).

- XunokanueMus

Bwnpeku ue, npu ynotpedaTa Ha THA3UIHHA AUYPETUIE MOXKE J[a CE Pa3BHE XUTIOKATUEMUS,
€IHOBPEMEHHOTO JICUCHHE C TEIMUCAPTAH MOXKE J1a peayIHpa MpeIu3BHKaHATa OT AUYPETUIIMTE
XHITOKATEeMUs. PUCKEBT OT pa3BUTHE HA XUIIOKAITUEMUS € TIO-TOJISIM IIPH IMAIUESHTH ¢ YepHOpOoOHA
Upo3a, TIPY MAIMEHTH ChC 3aCICHA TUype3a, IPH NallUeHTH, KOUTO OeMaT HeaJeKBaTHO
KOJIMYECTBO E€IICKTPOJIUTH IIPe3 yCTaTa | MpH MAIlEeHTH, KOUTO €THOBPEMEHHO Ce JICKYBaT C
KOPTHKOCTEPOU TN HITH apeHOKOpPTHKOTponieH XopMoH (ACTH) (Bxk. Touka 4.5).

- XunepkanueMus

B nportuBomnonoxHus ciryyail Moke Jja c€ CTUTHE JI0 XUIIepKaJIMeMHUs], bJDKallla c€ Ha aHTaroHu3Ma
Ha TeIMHcapTaH (KOMIOHEHT Ha JIEKapCTBEHMS MPOJYKT) KbM aHruoteHsuH Il (AT1) penenropure.
Makap ue, gocera He € 0TOESI3aHO HATMYKE HA KIIMHUYHO 3HAYMMa XUIEPKATHEMUs 110 BpeMe Ha
JICYCHUE C TeIMHUCAPTaH/XUIPOXIOPOTHA3H , PUCKOBHUTE (DAKTOPH 32 pa3BUTHETO ¥ BKIIIOUBAT
O0BpOpedHa HeIOCTaTHYHOCT W/MIIM ChpAEYHA HeJIOCTaTHYHOCT U 3axapeH auader. Kanmii-
ChXpaHsBALIUTE TUYPETHLIN, KAaJTMEBUTE JOOABKU MU 3aMECTUTEIIUTE HA CONTA, ChbPIKAIIN KUl
TpsOBa Ja ObIAaT BHUMATEIHO MIPIJIATAHHU 110 BpeMe Ha JICUEHHUE C TeIMUCAPTAH/XUAPOXIOPOTHAZH]
(Bx. Touka 4.5).

- XHUTOXIIOpEMUYHA aTTKano3a
XopHUAT Ae(pUIUT OOMKHOBEHO € JICK M HEe Hajlara IOMIBITHUTEIHO JICICHHUE.

- XunepkaaueMust

TuasuauTe Morar 1a HaMaIsaT U3IbYBAHETO HAa KAIIUM ¢ ypUHATA U Ja JOBEIAT 10 MIPEXOJHH U JIEKU
YBEJIMUCHUS HA CEPYMHHUsI KalLUil IpY JINIICAa HA YCTAHOBEHU HAPYILEHUS B KAJIHEBUS META0OIU3bM.
3HaYMTEeNIHATA XUIIEPKAIIIIEMUS MOXKE Jla € I0Ka3aTeJICTBO 3a CKPUT XUIIEPIAPaTUPEOUIUIBM.
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[Ipemu na ce mpoBee U3CIIeBaHE HA MAPATUPOUITHUTE (PYHKITUH TPsiOBa Ja ce MPEeKpaTH ImpreMa Ha
THA3U]IH.

- XunomaraeaueMus
TuasunuTe yBennIaBat OTACISHETO HA MarHE3Wi ¢ ypUHATa, KOETO MOKE J1a JIOBE/IE 10
Xurnomarsesuemus (Bx. Touka 4.5).

Hatpuii
ToBa nexapcTBO chAbpxka Mo-mManko ot 1 mmol HaTpwif (23 mg) Ha TabyeTka, T.e. MOXKE J]a ce Kaxe,

4e MPAKTHYECKH HE ChbP:Ka HATPUIl.

ETHnuecku paznuuns

KakTto e HaO0o1aBaHo MpH HMHXUOUTOPUTE HA aHTHOTEH3UH KOHBEPTUPALIHS SH3UM, TEJIMHCAPTaH U
JPYTUTE aHTHOTeH3MH 11 penienTopHu OJIOKEpH ca OYSBUIHO MO-MAJIKO ¢()EKTHBHH B TIOHM)KaBAHETO
Ha KPbBHOTO HAJIATaHe MPHU XOpa OT YepHaTa paca, OTKOJIKOTO IPU APYTUTE pacH, BEPOSTHO NOpaau
MO-9E€CTOTO CPEIIaHe B YepHATa MOMyIai Ha HICKO PEHIHOBO HUBO C IIPOSIBH HA XUTICPTOHUSL.

Hcxemuuna 0oJiecT Ha CbpUEeTO

KaxTo npu 1pyru aHTUXUIEPTEH3UBHU areHTH, EKCLIECUBHATA PELyKLUs HA KPbBHOTO HaJISTaHE MIPU
MAIECHTH C NCXEMUYHA KapJUOMATHS WIH UCXEMHYHO KapAHOBACKYIapHO 3a00sIBAaHE MOXKE Ja
JIOBEJIC 10 MUOKApACH HH(PAPKT WIIX HHCYIIT.

O06mm

[Tpu manmeHnTH che UM O0e3 aHaMHe3a 3a aJleprus WM OpOHXHATHA aCTMa MOJKE Jla ce Ha0JIro1aBat
PEaKIKU Ha CBPBbXYYBCTBUTEIHOCT KbM XHIPOXJIOPOTHA3H ]I, HO Ca MO-BEPOSTHH PH MAIIUEHTH C
TakaBa aHaMHe3a. MiMa cho0meHns 3a 000CTpsSIHE MITH aKTHBUPAHE HA CHCTEMEH JIVITYC epUTEMAaTO3YC
MIPY TAIMEHTH, JIEKYBaHU ¢ THA3UIHU TAYPETHIIH, BKITFOUUTEITHO XAAPOXIOPOTHAZH].

Nma croOrieHus 3a peakiuy Ha (pOTOUYBCTBUTEITHOCT TP yroTpedaTa Ha THA3HUIHH JUYPETUIH (BK.
Touka 4.8). [IpenopbuBa ce nmpekpaTsaBaHe Ha TepamnusTa, ako Ce MOSBU PEaKIusl Ha
(hOTOUYBCTBUTEITHOCT B MEPHOJIa HA JIeYeHHUE. AKO C€ CUMTA 32 HEOOXOAMMO OTHOBO BKJIFOUYBAHE Ha
INYPETHK, Ce MPETopHYIBa Mpea3BaHe Ha 30HUTE, KOUTO CE U3JIaraT Ha CI'BHIIC W Ha U3KYCTBEHU
UVA npbuun.

XopoujalieH U3JIUB, KbCOTIEJICTBO U 3aKPUTOBI'bIHA IJIayKOMa

XuApoxJIOpoTHA3H] € CYI(OHAMU, KOUTO MOKE /1a IPUYMHU UIMOCHHKPATUYHA PEeaKLus, BOACIIA 10
UIMOCHHKPATHYHA PEAKIIHS, BOJIEIIA O XOPOUJANICH H3ITUB C NePEKT Ha 3PUTEITHOTO TI0JIE, OCTPO
MPEXOHO KBCOTIIEACTBO U OCTPa 3aKPUTOBI'BIIHA IITayKoMa. CHMIITOMUTE BKIIIOUYBAT B HAYAIOTO
OCTPO TIOHMKEHUE Ha 3pUTETHATA OCTPOTA MM OYHA OOJIKA, 1 OOMKHOBEHO CE IOSIBSIBAT B PAMKHTE Ha
4acoBe 10 CeAMULIM OT Ha4aJloTO Ha JiedeHueTo. HenekyBanaTa, ocTpa, 3aKpUTOBI'bIIHA ITIayKOMa
MOJKeE Jia IOBeJie /10 TpaiiHa 3ary0a Ha 3peHue. [IbpBUYHOTO JieUeHue €, Jia ce Crpe mpueMa Ha
XHJIPOXIIOPOTHAZUI, KOJIKOTO € BE3MOXKHO ITO-CKOpOo. HaBpeMeHHO Jiedenre il Xupyprugia
WHTEPBEHIINI MOJKE J1a CE HAIOXKH J1a c€ OOMUCIIAT, aKO BPTPEOYHOTO HaJlaraHEe OCTaBa
HEKOHTpOJIHMpaHo. PuckoBuTe (pakTopw 3a pa3BUBaHE HA OCTPA 3aKPUTOBI'BIIHA TIIAYKOMA MOXKE J1a
BKITIOYBAT aHAMHE3a 33 QJICPTUsl KbM CYJI(DOHAMUIN WU TICHUITUITAHH.

HememanoMmeH pak Ha Ko)Kata

B nBe enmmnaeMuonorudHu MPOyYBaHUs, OCHOBABAIIIN CE€ HA JATCKUS HAIMOHAJICH PAKOB PETHCTBHD, €
Ha0JIF0/TaBaH MOBHUIIICH PUCK OT HEMeTaHOMeH pak Ha koxaTta (HMPK) [6a3aHOKIeThUEH KapIIMHOM
(BKK) u ckBamo3zHoxkseTpueH kapiuHoM (CKK)] npu HapacTBala ekcro3suuys Ha KyMyJaTHUBHA 1032
xunpoxioporuasua (XXT3). doTocencnbmmm3npanure eheKTH Ha MOTaT Ja ASUCTBAT KaTO BEPOSATEH
MexaHu3bM 3a pazputue Ha HMPK.

[TanenTHTE, MPUEMAIIUXUAPOXIOPOTHAH]T , TPSOBA J1a ObaT nHpopMUpanu 3a pucka or HMPK u
CHBETBaHHU PEJIOBHO J1a TPOBEPSBAT KOXKaTa CH 32 HOBH JIE3WH U He3a0aBHO Jla ChOOIIaBaT IpH IOsBa
Ha ITOJJO3PHUTENIHN KOXKHU Jie3nd. Ha manuenTure TpsaOBa Ja ce mpenopb4aT Bb3MOKHH IPEBAHTHBHU
MEpPKH, KaTO OTPAHUYEHO U3JIaraHE Ha CIbHUEBA CBETIMHA U YITPABHOIETOBU JIbUH, a B CIydail Ha
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eKCTIO3UIIHSA, TIOIXOAIIA 3aIIUTa, 32 JIa C€ CBEZE O MUHIMYM PHCKBT OT pak Ha KOXKaTa.
[Tomo3purenHuTe KOXKHY JIE3UH TPsiOBa Aa ObaT MOAJIOKEHHN HA He3a0aBHO U3CIIEIBaHE,
MOTEHIIMAIHO BKJIFOYBAIIO XUCTOJIOTMYHH U3CTIeIBaHus Ha OnorncuuHu matepuanu. [Ipepasrnexnane
Ha yIoTpedaTa Ha XHIPOXJIOPOTHAZHI MOXKE J1a C€ HAJIOKU ¥ MIPHU ITAIIUCHTH, KOUTO Ca UMAITH
npenxogen HMPK (Bx. cbuio Touka 4.8).

Ocrtpa pecnupaTropHa TOKCHIHOCT

Cren nmpueM Ha XUAPOXIIOPOTHAZU C€ CHOOIIABAT MHOTO PEIKH TEKKU CIIydad Ha OCTpa
pecnupaTopHa TOKCUYHOCT, BKIIFOUYMTEITHO OCThp pecnupatoper auctpec cunapom (OPJC). Cren
MIPUEM Ha XUJIPOXJIOPOTHA3H] OOMKHOBEHO C€ pa3BHBa OENOIPOOCH OTOK B pAMKUTE Ha MUHYTH 10
yacoBe. B HayanoTo cuMNTOMUTE BKIIFOYBAT JUCITHES, TOBUILIEHA TeMIIepaTypa, BJIOIIAaBaHe Ha
OenonpodHaTa GpyHkuus u xunoronus. [Ipu cemuenne 3a OPJIC TpsiOBa 1a Oblie CIPsH IPHEMBT Ha
Tolucombi u 1a ce MPUITOXKHU MOAXOAAIIO JIeueHHe. XUAPOXIOPOTHAZUA He TPAOBa Ja ce Mpuiara npu
MAIMEHTH, KOUTO mpeau ToBa ca noxydaBau OPJIC cien mpueM Ha XUAPOXIOPOTHASHI.

WHTecTrHANEH aHrHoe eM

3a UHTECTHHAJIEH aHTHOEAEM Ce ChOOIaBa MIPY MALlUEHTH, JIEKyBaHU ¢ aHruoTeH3uH Il penentopHu
61okepu (BX. Touka 4.8). Te3u naueHTH UMaT KopeMHa 00JIKa, TaJieHe, HOBPBIIaHe U THAPHS.
CumnroMuTe OTHIYMSIBAT CJIe]l IPEyCTaHOBSBaHE Ha aHTHOTeH3MH 11 penentopauTe 6I10KEpH. AKO Ce
JIUarHOCTUIMPA MHTECTHHAJICH aHTHOEIeM, JICUEHHETO C TeIIMUCApTaH TPsI0Ba 1a ce MPeyCTaHOBU U
Jla ce 3aroyHe MOAXO/SII0 HaOMI0JeHNe IO TIHOTO OTLIYMSIBAHE Ha CUMITOMHUTE.

4.5 B3amMmopeiicTBHe ¢ APYIM JICKAPCTBEHHM NPOAYKTH U APYrH (opMH Ha B3auMojeiicTBHe

Jlutuii

[o BpeMe Ha eTHOBPEMEHHO MPIIIOKEHHE Ha JINTHH ¢ HHXUOUTOPH Ha AHTUOTEH3MH KOHBEPTHPAIIIUS
SH3HMM ca HaOJIoIaBaHU OOpATUMHU MTOBHIIICHNS HA CEPYMHUTE JIUTHECBH KOHIICHTPAIIUH U IIPOSBU HA
ToKcHIHOCT. CHOOIIABaHU Ca PEIKH CIIydau U ¢ aHruoTeH3uH 11 penenTopuu GiokepH (BKIIOUUTEITHO
TeJIMUCAPTaH/XUIPOXIOPOTHA3U I ). EHOBpEeMEHHOTO MpHiiaraHe Ha JINTHH U
TeJIMUACAPTaH/XUIPOXIOPOTHA3UT HE ce TIPeropbuBa (BXK. Touka 4.4). A0 Ta3u KOMOWHAIIHS € OT
CBIIIECTBCHO 3HAUYCHHUEC, CC MTPCIOPHIBA BHUMATCIIHO IMMPOCIICAABAHE HA CCPYMHUTE JIMTHUCBU HUBA I10
BpEeMe Ha €THOBPEMEHHO MPUIIOKCHUE.

JlekapcTBEHHW MPOAYKTH, KOUTO BOAT J0 3ary0a Ha Kanui ¥ XUMOKadrueMus (HallpuMep Ipyru
KaJIMypEeTUYHU AUYPETHUIIH, TaKcaTuBH, KopTukoctepounn, ACTH, amdoTepanut, kapOeHOKCOIOH,
neHnnuianH G HaTpui, CaTuIIMIIOBA KUCEITMHA U TIPOU3BOIHUTE i).

AKko Te3u BelecTBa TpsiOBa Jja ce mpueMaT eTHOBPEMEHHO ¢ KOMOMHAIMSITA TEIMHUCAPTaH —
XUAPOXIIOPOTHA3U, CE TIPETIOPHUBA MPOCIeAsIBaHE HA KAIMEBUTE HMUBA B T1a3Mata. Te3un
JICKapCTBEHH MPOJYKTH MOXKE JIa IIOTCHIUPAT €()EeKTUTE HA XUAPOXIOPOTHAZH] BHPXY CEPYMHUS
Kami (BX. Touka 4.4).

MosiHy KOHTpacTHY BemecTBa

[pu nexuaparaisi BCIEACTBUE HA IPHEMa Ha TUYPETHIIN CHIIECTBYBA MOBUIICH PUCK OT OCTPa
¢dysK1EOHaHA OBOpEYHa HEOCTATBYHOCT, OCOOCHO MPH YyHOoTpeOda Ha BUCOKH JIO3H HOJTHU
KOHTpAacTHH BelecTBa. HeoOxomuma e pexuaparaiius mpean IpUioKeHUETO Ha HOACH POIYKT.

JlekapcTBEHH OPOJYKTU, KOUTO NMOBUIIABAT KAJMEBUTE HUBA WINM MHIYIUPAT XUICPKATUEMUs
(manpumep ACE mHXuOHTOPH, Kannii-ChbXpaHsABAIlN JNYyPETULIH, KATHEBH H00aBKH, COJIEBU
3aMECTHTEIH, ChIAbPIKaIH KU, IUKIOCIOPHH WK APYTH JIEKapCTBEHH NPOIYKTH KaTo XermapuH
HaTpuit).

AKoO Te3u JIeKapCTBEHH NPOAYKTH Ca MPEINUCAHH 32 YIIOTpeda eqHOBPEMEHHO C KOMOMHALUATA
TEIIMHCAPTaH — XUAPOXIOPOTHA3HU, IPETIOPHUBA CE MOHUTOPHPAHE HA KAJHEBHUTE IUIa3MEHH HUBA.
B®3 ocHOBa Ha OmHUTa C N3MOI3BAHETO HA APYTH JIEKAPCTBECHU IPOIYKTH, HAMAJISIBAIM ACHCTBHETO Ha
CHCTeMAaTa peHHH-aHTHOTeH3HH, ChITBTCTBAIIOTO IPUIIOKEHIE Ha TOPECIIOMEHATHTE JICKApCTBEHU
IPOAYKTH MOXeE Aa A0BEJE A0 NOBUIIABAHE HA CEPYMHMUsI KalUil U IO Ta3U IPUUUHA HE Ce
npenopbyBa (BX. Touka 4.4).
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JlekapcTBEHH NPOIYKTH, KOUTO CE IOBJIUSIBAT OT HAPYIICHHUS B CEPYMHHUS KU

IIpenoppuBa ce nepuoIu9HO IpocieasBaHe Ha HUBaTa Ha cepyMHus kanuil u EKI" koraro

TEJIMUCAPTaH/XUIPOXIJIOPOTHA3U/L Ce MpHJiara eTHOBPEMEHHO C JIEKAPCTBEHHU MPOYKTH, KOUTO Ce

MOBJIMSIBAT OT IMIPOMEHH B CEPYyMHUSI KaJuii (HalpUMep JUTHTAINCOBU TIINKO3UIN, AaHTHAPUTMHUIHN) U

CIICTHUTE JICKaPCTBCHU IIPOIYKTH, IpeAN3BUKBaIH torsades de pointes (BKIIOYBANIH HIKOU

AHTHAPUTMUYHH), KATO XUTIOKAIIMEMHUSITA € TIpepa3nonarani (Gakrop 3a torsades de pointes:

- Kiac la aHTHApUTMUYHY (HApUMEp XUHUIUH, XUAPOXUHUANH, TU30TTHPAMU)

- knac 1l anTrapuTMuyHE (HampUMep aMHOIAPOH, COTANION, TO(PETUITH I, HOY THITHT )

- HSKOW aHTUTICUXOTUIH (HApUMeEp THOPHIA3WH, XJIOPIIPOMa3nH, IEBOMENIPOMAa3UH,
TpUQITyoTniepa3H, IHaMeMa3nH, CyJIMUPUI, CYITONPHI, AMUCYIIIPU, THATPHUJI, TTHMO3HU]I,
XaJIONePHU IO, IPONIEPUI0N)

- Ipyru: (Hanpumep Oenpuaui, Hu3anpu, tudeMaHu, epuTpoMuliut 1V, xanopantpus,
MU30JIaCTHH, IEHTAMUINH, CIIap(IIOKCaIiH, TepdeHa uH, BUHKaMuH [V)

JUruTanncoBy rMKO3UAN
[Ipenu3BukanaTa OT THA3UAN XUIOKAINEMHUS HITH XUIIOMarHe3NeMHs OJIaronprsaTCTBa Bb3HUKBAHETO
Ha MIpeIN3BUKaHA OT JTUTUTAIUC apuUTMUA (BXK. Touka 4.4).

2 !I/IFOKCI/IH

[Ipu emHOBpEeMeHHa ynoTpeba Ha TEIMHCAPTaH C TUTOKCHH ce HaOIII0gaBa YMEPEHO IMOBHIIABaHE HA
nukoBaTa (49 %) u Ha Hail-Huckata (20 %) r1a3sMeHa KOHIIeHTalMs Ha nurokcuH. [Ipu 3amouBane,
KOpHUTHpaHe Ha J103aTa WIK CIIHPaHe Ha JICUEHUETO C TEeIMUCApTaH, TpsOBa Aa ce HaOmogaBaT HUBaTa
Ha JIMTOKCHH, 32 JIa c€ TIOJUIbPKAT B TEPAICBTUYHUS HHTEPBAJL

Jpyry aHTUXUNEPTEH3UBHU JIEKAPCTBEHH MIPOAYKTH
TenmucapTan MOXe 12 TIOBUIIN XUIIOTCH3UBHUA €PEKT Ha IPYTH aHTUXHUIICPTCH3UBHU CPECTBA.

JlaHHU OT KIMHWYHU [IPOYyYBaHUSA [TOKA3BaT, Ue JBOMHOTO OJIOKMpaHEe HA PEHUH aHTHOTEH3UH
angocrepoHoBara cuctemMa (PAAC) upe3 komOuHUpanara yrnorpeda Ha ACE uaxuburopw,
aHrHOTeH3HH lI-penenrTopHn GIOKEpH WM aTMCKUPEH CEe CBBP3Ba C I0-BUCOKA Y€CTOTa Ha HEXKEITAHU
CHOHTHS, KaTO HAIIPpUMEP XUIIOTOHHSI, XUIIEpKATMEMHUs ¥ HaMaJIsiBaHe Ha ObOpedHaTa (PyHKIUsS
(BrITIOYMTENTHO OCTpa OBOpEUHA HEJOCTATHYHOCT), B CPaBHEHHUE ¢ yIoTpedara caMo Ha eIHO
cpencTBo, neictaaio Bpxy PAAC (Bx. Touku 4.3, 4.4 u 5.1).

IIpoTuBoMabeTHH JEKAPCTBEHH OIPOAYKTH (IEPOPAIHU U MHCYJIINH)
Moske 1a ce HAIOKH KOPUTHpaHe Ha JI03UTE Ha MPOTHBOAMA0CTHUTE JIEKAPCTBEHHU MPOIYKTH (BXK.
Touka 4.4).

Metdopmun

Tpsi6Ba 1a ce M3Mo3Ba NpeIIA3IMBO MOPAAN PHCK OT JaKTaTHA alk03a MHAYIHPaHa OT Bh3MOXKHA
¢yHKIMOHATHA OBOpeYHa HEOCTATHYHOCT, CBBP3aHa ¢ XUAPOXIOPOTHAZU.

KonectupaMuH 1 KOJIECTUIOIOBU CMOJIH
[Ipu HanMuMe Ha AaHKOHHO-OOMEHHH CMOJIH, a0COPOIMATA HA XUIPOXIOPOTHA3UICE HApyIIaBa.

Hecteponmuu npoTHBOBB3NANTEIHN CPEICTBA

HCIIBC (T.e. aneTuiacaaiuuIoBa KUCEINHA B IPOTUBOBB3NAIUTENHH 03U, COX -2 HHXUOUTOpU U
uecenektuBHE HCIIBC) Morart ga HaMamsT TUypeTHIHIS, HATPUYPETUIHUS aHTHXHUIICPTCH3UBHUS
e(eKT Ha THA3HTHHUTE TUYPETHLN U aHTUXHUIICPTCH3UBHUS e(eKT Ha aHrnoTeH3uH Il penentopauTe
OsioKepu.

[Ipu HAKOM MalMEeHTH ¢ HapylieHa ObOpeyHa GYyHKIMS (HanpuMep AeXUAPATUPAHH TAIIMSHTH HITH
MAIMEHTH B HaIpeIHANA BB3pacT ¢ HapymieHa Oh0pedHa (pyHKIHS) eTHOBPEMEHHOTO MPIIIOKEHIE Ha
anruoTteH3uH 1l penenTopHu GJIOKEpH U JIEKApCTBEHH MIPOLYKTH, KOUTO MHXHOHUpAT
[MKIIOOKCUTEHA3aTa MOXKe Jia JIOBEJIE JI0 MTO-HATATHIITHO BiiomaBaHe Ha ObOpedHaTa GpyHKIus,
BKJIFOYUTEITHO € Bb3MOXKHA 0cTpa ObOpeyHa HeOCTAaThYHOCT, KOSITO OOMKHOBEHO € oOpatuma. [1o
Ta3u NpUYMHA, KOMOMHALIKATA TPsOBa Ja Oblie IpUilarana ¢ MOBUIIEHO BHUMaHUE, 0COOEHO MpH
MAIMEeHTH B HallpeHana Bb3pact. [laimenture TpsaOBa ga ObaT aJleKBaTHO XUApAaTUPaHU U Ja ObJie
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npociesBaHa ObOpeyHaTa UM QYHKIMS B HAYAJIOTO HA KOMOMHUPAHOTO JICYCHUE W IEPUOJINIHO CIIS]T
TOBA.

B exHO poy4BaHe eTHOBPEMEHHOTO IPHIIaraHe Ha TEIMHUCAPTAH W PaMUIIPHII € JIOBEJIO 0 TOKaYyBaHe
Ha AUCy.24 1 Cmax Ha paMHIIpUI ¥ paMHUIIpHiIaT 10 2,5 mbTu. KiimHnYHaTa 3Ha4MMOCT Ha TOBa
HAOJIOCHUE HE € U3BECTHA.

IIpecopuu amunu (HampuMep HOpaApECHAJIKH)
EdexTbT Ha IpecopHUTE aMHHHA MOXKE J1a CE HaMaJIH.

Henenonspusupamy MHOpeIakCaHTH (HAaIpPHUMEP TYOOKYPapHH).
XHZ[pOXJ'IOpOTHZBHI[ MOKE€ a NOTCHIUpa ecpeKTa Ha HESACTIOJSIPU3UPAIIUTE MUOPCIIAKCAHTH.

JlexapcTBEHU NPOAYKTH M3MOA3BAHHM 32 JICYCHHE Ha Toj1arpa (HanpuMep IpoOCHUIIH]T,
CYI(QHUHIMPA30H U AOITYPUHOIT).

Moske f1a ce HallOKHU KOPUTHUPAHE HA J103aTa HA YPUKOIYPUIHHUTE JIEKAPCTBEHU MPOAYKTH, Thi1 KaTO
XUAPOXIIOPOTHA3U MOXKE J1a YBEIMYN CEPYMHHUTE HUBA HA MMKOYHATA KMCeNrHA. MoXe /1a ce HAIOXKHI
MOBHINIABAHE HA JO3UTE HA MPOOSHUIIUI WK CYJI(PUHIAPA30H. EMHOBpEMEHHOTO nprueMaHe Ha
THA3UIM MOJKE JIa TIOBUIIH YeCTOTAaTa Ha PEAKIIMUTE Ha CBPBXUYBCTBUTEITHOCT KbM QJIOYPHHOIL.

Kanuesu conu
TuasuaHUTEe JUYPETULIU MOXKE Ja IOBUILIAT CEPYMHUTE HUBA Ha KAJILMI, KOETO c€ ABJDKU Ha

TIOHM)KEHaTa MYy CKCKpEIUs. Axo TpH6Ba Jla C€ NpeaAnuIuaT KaJiueBu 2]06aBKI/I WK JICKapCTBCHU
MOPOAYKTH, 3aAbprKalin KaJui B opraHusma (HaanMep TCpamnus ¢ BATAMHUH D, € HCO6XOI[I/IMO Ja cc
npocCiieaaBaT CCPYMHUTE HMBA Ha KAJIIUA U CbOTBETHO J1a C€ KOpUT'Upa A034aTa.

Bera-6mokepu U 1ra3okcun

Tuazuaure MOKe [1a MOBUIIIAT XUIIEPTINKEMIYHHUTE e(heKTH Ha OeTa-0lMoKepuTe U TUa30KCHIa.
AHTHXONIWHEPTUIHUTE JIEKAPCTBEHU POIYKTH (HaIpUMep aTpOIHH, OUIIEPHICH) MOKE J1a TOBHIIIAT
OMOHATMYHOCTTA HA THA3UIHUTE TUYPETUIH Upe3 MOHIDKaBaHe Ha CTOMAITHO-UPEBHUS MOTIUTUTET U
YyecToTaTa Ha U3Mpa3BaHe Ha CTOMAaxa.

AMaHTHUIUH
TuasuanuTe MOXe Jia yBEINYaT PUCKA OT HEXKETaH!U e(EeKTH, MPUUMHEHN OT aMaHTUANH.

LIUTOTOKCHYHY JIeKaPCTBEHH NPOAYKTH (HampumMep mukirodocdamua, merorpekcar) Tuazuanure Moxe
Jla HamaJsIT ObOpedHaTa eKCKpelrs Ha IUTOTOKCHYHHTE JIEKAPCTBEHH IPOAYKTH M J1a TOTEHIHPAT
MHeJIoCypecHpaniys UM eexT.

B®b3 ocHOBa Ha (papMaKOIOTHYHUTE UM CBOWCTBA € BH3MOXKHO /4 CE OUAKBa, Y€ CIICAHUTE
JIeKapCTBEHH MPOAYKTU MOTAT Jia MOBHUILAT XUIMOTCH3UBHHS €(DEKT HA BCHUKH aHTHXHUIICPTCH3UBHU
CpeZACTBa, BKIIOUUTETHO TEIMUCAPTaH: OaKiiodeH, aMU(pOCTHH.

ChI110 Taka, OPTOCTATHYHATA XUITOTOHMS MOKE J1a ObJIe 3aCHIICHA OT aJIKOXO0JI, OapOUTypaTH,
HApKOTHYHH BEIIECTBA WM aHTHAETPECAHTH.

4.6 @epTUHIMTET, OPEMEHHOCT H KbPMEHe

Bpemennoct

He ce npenopbuBa ynorpedaTta Ha aHruoTeH3uH 1l penentopHu Gi1okepH Mpe3 IbpBHsI TPUMECTHP HA
O6pemeHHOCTTA (BX. Touka 4.4). YoTpedaTta Ha aHrnoTeH3uH Il penentopHu Onokepu e
MPOTUBOIIOKA3aHa MPe3 BTOPHSI U TPETHS TPUMECThP Ha OpeMeHHOCTTa (BXK. TOUKH 4.3 u 4.4).

Hsma noctarbuHO 1aHHM 3a yHIoTpeOaTa Ha TEIMHCAPTaH/XUIPOXIOPOTHA3UA NPH OPEMEHHH KEHHU.
[IpoyuBanus npu >KMBOTHH ITOKA3BaT PEHIPOIYKTUBHA TOKCHYHOCT (BXK. TOUka 5.3).

EnmpemuonornyHuTe JaHHM 32 PUCKa OT TEPATOTeHHOCT ciiell ekcno3unus Ha ACE uaxubuTopu mpes
IIBPBUSI TPUMECTHP Ha OPEMEHHOCTTA He ca yoeauTenHu. Bee mak, He Moxe Jla ce M3KII0UH c1ado
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MOBUINIaBaHE Ha pUcKa. JJokaTo HsIMa KOHTPOJIUPAHU €MUICMHOJIOTUYHH JaHHHU 3a PUCKa TIPH
yrnoTpeba Ha anrnoTeH3uH 11 penentopHu 6JI0KepH, CXOIHU PUCKOBE MOTAT J1a ChIECTBYBAT U IIPU
TO3HM KJac JiekapcTBa. [1allueHTKUTe, KOUTO TIAHUPAT OPEMEHHOCT, TPAOBA Ja MPEMHHAT KbM
AITEPHATUBHO aHTHXUIICPTCH3UBHO JICUCHHE C YCTAHOBEH MPOo(hHII Ha 6€30IacHOCT MPH yIoTpeda Mo
BpeMe Ha OPEMEHHOCT, OCBEH aKO CE CUHTA, Ue € OT 0COOCHA BAXKHOCT J]a C€ MPOIBIDKH JICYEHUETO C
anrroteHsuH Il penenTopan 6J10Kepr. AKO € THarHOCTUITMpaHa OPEeMEHHOCT, JISYSHUETO C
anrroTeHsuH Il penenTopau O6JI0KepH TPsAOBa He3a0aBHO Ja O'bJIE MPEYCTAHOBEHO U aKO € IOAXOIAII0
Jia ObJIe 3aIT0YHATO AITSPHATHBHO JICYCHHE.

YcTaHOBEHO €, Ue eKCIOo3NNIuATa Ha aHTnoTeH3uH 11 penenTopHu OIOKepH 1pe3 BTOPHS U TPETHS
TPUMECTBP Ha OPEMEHHOCTTA NPEJU3BUKBA (DETOTOKCUYHOCT IIPU XOpa (IOHIKEHa Ob0peuHa
(yHKLUS, OTUTOXUIPAMHHOH, 3a0aBeHA YepenHa ocu(HUKanysi) 1 HEOHATaJIHa TOKCHYHOCT (6p0peuHa
HEJIOCTaThYHOCT, XUIIOTOHUS, XUIIepKanuemus) (Bx. Touka 5.3). [IpenopbuBa ce yaTpa3sByKoB
nperien Ha OpOpeuHaTa QyHKINS U 9eperia, ako HACTBITH €KCIIO3UIMS Ha aHTHOTeH3uH 11 penentopHu
6J0KepU Ipe3 BTOpUst TPUMECThP Ha OPEMEHHOCTTA U CJIE/ TOBA.

Horopojaenure, uniiTo Maiiku ca npuemManu anruoteHsud I perienropau 610kepu, TpssOBa 1a Obaat
BHHUMATEITHO HaOJII01aBaHH 32 HAJTMYME Ha XUITOTOHUS (BXK. TOUkH 4.3 U 4.4).

OnuThT C XUIPOXIOPOTHAUAIIO BpeMe Ha OPEMEHHOCT € OTpaHHYeH, 0COOEHO Ipe3 TbPBHS
TpuMecTbp. [IpoyuBaHusaTa py )KUBOTHHU Ca HEAOCTATHYHU. XUIPOXIOPOTHA3U IPEMUHABA NIPE3
iarieHTara. basupaiiku ce Ha (hapMaKOJOrMYHUS MEXAHU3BM Ha JEHCTBUE HA XUAPOXIOPOTHAZHII,
ynoTpebaTa My Ipe3 BTOPUS U TPETUSI TPUMECTBP MOXKE Aa KOMIIpOMETHpa (peTo-IianeHTapHaTa
HPOITYCKIUBOCT, ¥ a IPUIUHU (peTaTHN M HEOHATATHU e(EeKTH, KaTo )KBITCHHIIA, HAapyIIIeHHuE Ha
€JIEKTPOJIUTHHUSA OajlaHC U TPOMOOLIUTOTICHUSI.

XuApoxJIopoTHaA3UA He TPAOBa Ja ce N3MO3Ba IIPU T'eCTAMOHEH OTOK, TeCTAMOHHA XUIEPTOHUS WIN
IpeeKIaMIICHs, TOPaTd PICK OT TOHIDKABaHE Ha IIa3MEHU 00eM U IUTalleHTapHa Xunonepgysus, 6e3
noJje3eH eeKT BbpXy X0/a Ha 3a00JIIBaHETO.

XuApoXJIOpoTHA3UA He TPSAOBA Ja e N3I0J3BA IIPH €CEHIMATHA XUTICPTOHHS IIPH OpEMEHHH JKeHH,
OCBEH B PEJIKHU CIIyyau, KOraTo He MOXeE J1a e MPUIIOKH IPYro JIeUEeHHeE.

Kepmene
Tbii KaTo HAMA JAHHU OTHOCHO yIOTpeOara Ha TeIMUCAPTAH/XUIPOXIOPOTHAZH] B IIEPUOIA HA

KbPMEHE, TeIIMUCAPTAH/XUAPOXIOPOTHAZH] HE CE MPETIOPHUBA, a CE MPEIIOYUTAT AITCPHATUBHU
JIe4eHus ¢ Mo-7100pe ycTaHOBEH Mpoduil Ha 6e30MacHOCT B MEPHOAA HAa KbpMEHE, 0COOCHO IpH
KbPMEHE Ha HOBOPOJICHO WM IPEKIACBPEMEHHO POJICHO JETe.

XuApOXIOPOTHAZU CE EKCKPETUPA B MAIKH KOJMYECTBA B KbpMaTa. THa3uau BbB BUCOKH JIO3H,
NpeIU3BUKBAIIN HHTEH3UBHA JIMyPe3a MOXKe J]a HHXUOUPAT NPOAYKIHATA Ha MILSIKO. YroTpedaTa Ha
TEIMUCAPTAH/XUPOXIOPOTHA3H/ B IEPUO/a HA KbPMEHE HE Ce IpernopbhuBa. AKO
TEIMUCAPTAH/XHAPOXIOPOTHA3H] CE U3IMOI3Ba B MIEPHUO/Ia Ha KbpMEHe, TpOBa Jia ce MO IbpIKaT Hall-
HUCKHUTEC BB3MOXXHHU 03HU.

DeprunureTt
He ca npoBexxnanu npoyuBaHus 3a e(heKTUTE BbPXY (HEpTHINTETA IIPU XOpa ¢ KOMOMHUPaHUS

JIEKapCTBEH NMPOAYKT ¢ (PHKCUPAHU JTO3H WU C OTACTHUTE KOMIIOHEHTH.
B npenxnmHIYHY poy4YBaHUs He ca HOMoAaBaH! e(heKTH Ha TeIMHCATPaH U XUJIPOXJIOPOTHA3H]]
BBPXY (pepTunuTeTa Ha MBXKKH U >KEHCKH UHIUBUIH.

4.7 EdexTu BbpPXY cIOCOOHOCTTA 32 modupane u padoTa ¢ MAIIUHU

Tolucombi Moxe n1a moBJHsie BEPXY criocoOHOCTTa 3a modupane u padota ¢ MamuHH. [ToHsKOTa IMTpH
IIpreM Ha aHTUXHUIICPTEH3NUBHA TEPAITNs, KaTO TeIMUCAPTaH/XUIPOXIOPOTHA3H, MOTAT /1A CE TIOSBAT
3aMaiiBaHe, CHHKOII HJIH CBETOBBPTEXK.

INaruenTute TpsaOBa qa N30SITBAT U3BBPIIBAHETO HA MMOTCHIIMAIHO OMACHM 3a/1a4H, KaTo MIopHpaHe

U pa60Ta C MalllMHHU, aKO MOJIy4aT TaKMBa HEXKEIJIAHNU PCAKIINH.

4.8 HexeJaHu JeKapcTBeHN peaKUH
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KpaTtko n3noxkeHHE Ha npodmna Ha 0€30I1aCHOCT

Haii-uecto cho0lIaBaHaTa HeXeJIaHa JICKapCTBEHA peakius e 3amaiiBane. CeprHO3eH aHTHOEIEM MOKE
Jla HacThIH psaako (> 1/10 000 go < 1/1 000).

YecToTaTa 1 BH/Ia HAa HEe)XXEJIAHUTE JISKApPCTBEHHU PEaKLMH, ChOOIIABaH! IPH yroTpedara Ha
TenmucapTan/ xuapoxsoporraznu 80 mg/25 mg e 6una cpaBHIMA C Ta3W MPH TEIMHUCAPTaH/
xuapoxinoporrazun 80 mg/12,5 mg. He e ycraHOBEeHa 3aBUCHMOCT MEXLy 103aTa U HEKEeJIaHUTE
JIeKapCTBEHH PEaKkLUK U JIMIICBA BPB3Ka C I10JIa, Bb3PACTTa WIN PacoBa IIPUHAMJICHKHOCT Ha
ManyeHTHUTe.

TabnuueH cuMChK HA HEXKEIAHUTE JIEKAPCTBEHN PEAKIIMK

Hesxxenanure IekapCTBEHU PEAKIUH, CHOOIICHH BbB BCHUKY KJIMHUYIHH TIPOYYBAHUS U HACTHITHIIH I10-
YeCTO MPH U3IMOJI3BAHETO Ha TEIIMUCAPTAH ILTIOC XUAPOXJIOPOTHA3H], OTKOJIKOTO MPH TIIANe00

(p £0,05), ca onmcanu mMo-A0JTy B CHOTBETCTBHUE ChC CUCTEMO-OpraHHaTa kinacudukanus. [Ipu
JICYCHHE C TSIIMUCAPTAH/XUAPOXIOPOTHA3UI MOTAT Ja Ce MOSIBAT M HeXKETAaHH JICKAPCTBCHH PEaKIInH,
KOHMTO Ca XapaKTePHH 3a CAMOCTOSITEIHOTO IIpHIaraHe Ha OTAEIHUTE My ChCTaBKH, HO KOMTO HE ca
HAOJIIOaBaHU B KIIMHUYHUTE MTPOYYBAHISL.

Hesxenanure peakimuu, ChoOIaBaHM MPEIH TOBA MIPH CAMOCTOSATEIHOTO H3IIOJI3BaHE HA HAKOH OT
KOMITOHEHTHTE, MOTaT J1a Bh3HUKHAT U NIPH U3M0JI3BaHeTo Ha Tolucombi, nopu na He ca HabI0aBaH!
[PH KIMHHYHUTE TPOYYIBAHUS HA TO3H MPOIYKT.

HesxenanuTe ekapCTBEHH PEAKIMH Ca KATETOPU3UPAHH CIIOPE]T YeCTOTaTa, KaTo € H3I0JI3BaHa
cnenHara kiacudukanus: MEOTO Yectr (>1/10), gyectu (>1/100 mo <1/10), vewectu (>1/1 000 mo
<1/100), penku (=1/10 000 mo <1/1 000), maoro penku (<1/10 000), c Hem3BecTHa yecToTa (OT
HaJMYHUTE JJAaHHU HE MOXKe J1a ObJic HalpaBeHa OICHKA).

HpI/I BCAKO I'pYIIUPAHE B 3aBUCUMOCT OT 4E€CTOTaTa, HEXKCIIaHUTE JICKAPCTBEHU PCAKIIUH CE H36pO$IBaT
B HU3XOAI p€A IO OTHOMICHUEC HAa TCXKECTTA.

Tab6nuna 1: TabnuyeH cnuchk Ha HexxenaHuTe peakiuu (mo MedDRA) ot nane60-KoHTpoIupanu
MPOYYBAHUS U TIOCTMAPKETHHTOBHS OTTAT

Cucremo-opranen | HexkesaHu peakuuu YeeroTa
kjaac no MedDRA Teamucapran/
XHPOXJIOPO-
THA3UA Teamucapran® | XugpoxsiopoTuasug
Nudexunn n Cencuc, BKIIOYUTEIHO
uHdecTauu C JIETAJICH U3XO0JL penku’
Bponxur pelaKu
DapuHTUT penku
Cuny3sur penxu
WHupexnus Ha TOpHUTE
JIMXATEJTHH ITbTUINA HEYECTH
WNudexkuus Ha
MTUKOYHHTE ITHTHIIA HEYECTH
Iuctur HEYECTU
Heonnazmu — Hewmenanomen pak Ha
n00poKavyecTBEeHH, | KOXKaTa
3JI0Ka4eCTBEHH U (ba3amHOKICTRYEH
HeonpeaeaeHU KapluuHOM U
(BKJI. KHCTH M CKBaMO3HOKJIEThUYECH
TOJIUTIH) KapIHHOM) C HEM3BECTHA YECTOTA’
Hapymenus na Anemus HEYECTH
KpPbBTa U
P Eozunodmmms peaku
aumdHaTa
TpomboruTONEeHUS peaKu peaKu
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CucTeMa

TpombonuuToneHnyHa
oypiypa

penKu

ATracTHdHa aHEMHS

C HCU3BCCTHA Y€CTOTA

XeMOJUTUYHA aHEMHUS

MHOI'0 pSAKH

KoctHOMO3BYHA
HETOCTATHYHOCT MHOTO PEJIKH
JleBkonenus MHOI'O PEAKHU
Arpanynormrosa MHOTO PEJIKH
Hapymenus na AnadunaktTuyHa
HMYHHATa peaxuus penKu
cucrema CBpBXUyBCTBUTENHOCT penKu MHOTO PeJIKK
Hapymenust Ha XHIOKaIueMust HEYecTH MHOTO YECTH
MeTa0d0JIu3Ma H
XunepyprukeMus penKu YeCTH
XpaHeHeTo
XUMOHATPUEMHUSI peIKu peIKH YECTH
Xunepkanuemus HEYECTH
Xunornukemus (pu
MAIMEHTH ¢ Auader) peKu
XuroMarae3ueMust 4ecTu
XunepKaaiueMust penKu
XuroxjaopeMHUIHa
ajaKamo3a MHOTO PEIKH
TloHmXeH aneTut YECTH
XUnepaunuaeMus MHOT'O Y€CTH
XunepriukeMust peIKu
Henocratbuen
KOHTPOJI Ha 3aXapHUs
nurader penKu
Ieuxuanu BesnokoiicTBo HEYECTH peaKu
HapYUIeHUS
Jenpecus peIKu HEYECTH penKu
BescrHue peIKu HEYECTH
Hapyuienus Ha ChHS peIKu pelKu
Hapywenust Ha 3amaiiBane 4ecTu penku
HEpBHATA cCHCTEMa
CuHKoOII HEYECTHU HEYECTHU
TTapecTe3ust HEYECTH pelKu
CBHHIMBOCT peaxu
I'maBoGomue penKu
Hapymenust Ha Hapymenus va
ouuTe 3pEHHETO penKu peIKH penKu
3aMBIIEHO BIKIaHE penKu
OcTpa 3aKpUTOBI'BIIHA
rJiayKkoma C HEM3BECTHA YECTOTa
XopowuaieH u3IHB C HEM3BECTHA YECTOTa
Hapymenust Ha
YX0TO U
JIaOHpPHHTA CBETOBBPTEK HEYECTH HEYECTH
Crpaeunn Taxuxapaus HEYeCTU peaxu
HapyUIeHus
ApurMuu HEYECTH penKu
Bpanukapnus HEYECTH
CeaoBn XHIIoTOHUS HEYecTH HeyecTu
HapymeHust OprocTaTudHa
XUIIOTOHUSA HCUYCCTU HCUYECCTU 4yeCTUu
HexpoTusupag
BaCKYJIUT MHOTO PEJIKH
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Pecnimparopnn,
TPBIHA H
MeIMACTUHAIHHA
HApYIIeHHs

Hucnues

HCYCCTHU

HCYECCTHU

PecnimpaTopeH auctpec

penKu

MHOI'0 pSAKH

ITHeBMOHUT

peIKu

MHOI'0 pCAKH

Benmonpoben orox

peIKu

MHOTI'O pE€IKHn

Kamuna

HCYCCTHU

Wnrepcrumuantia
6enoapoOHa Oosect

MHOTO pejku'?

OcTbp pecrupaTopex
JMCTPEC CHHAPOM
(OPIC)

(Bx. Touka 4.4)

MHOTI'O pE€IKHn

CromanrHo-
YpeBHHU
HapylIIeHus

Huapus

HCYCCTHU

HCUYCCTHU

YCCTHU

Cyxora B ycraTta

HCUYCCTHU

penKu

DnaTyseHuns

HCYCCTHU

HCUYCCTU

Kopemna 6oska

penKu

HCYCCTU

3anex

peIKu

penKu

Jucnencus

PEIKH

HCYCCTHU

IloBpbIane

peIKu

HCUYCCTHU

YCCTHU

T'actput

peIKu

Kopemen muckomdopt

penku

penKu

T'anene

YCCTU

ITankpeatut

MHOTO PEJIKH

XenaroOuJanapHu
HapyLIeHHsI

Hapymena
yepHOpoOHa
GbyHKIus/
YEPHOPOOHO
HapyLIeHHe

penku’

penku’

XKreiarenunna

penKu

XonecTasa

penku

Hapymienns na
KOKaTa u
TOKOKHATA
ThKaH

AHruoenem
(BKJIFOUHTEITHO C
JIeTaJIeH U3X0/1)

peIKu

peIKu

Epurem

peIKu

penKH

IIpyputyc

peIKu

HCYCCTHU

OopuB

penxu

HCUYCCTHU

YCCTHU

Xurnepxuaposa

penKu

HCYCCTHU

Yprukapus

penku

penku

YCCTH

Ex3ema

peIKu

JlekapcTBeH 00OpuB

penKu

TokcuyeH KoKeH
o0puB

penKu

Jlymyc-ono6en
CHHIPOM

MHOTO PEeIKU

Peaxkius na
(hOTOUYBCTBUTEIIHOCT

penKu

Toxcuuna
enuIepMaHa
HEKpOoJIn3a

MHOI'0 pSAKH

Epurema myatugopme

C HCHU3BCCTHA YCCTOTA

Hapymenus na
MYCKYJIHO-
CKeJIeTHaTa
cucremMa u
CheIMHUTEITHATA

Bonkwu B repba

HCYCCTU

HCYCCTU

MYCKYJIHHU cria3mMu
(KpaMIi B Kpaka)

HCYCCTHU

HCYCCTHU

C HCU3BCCTHA YCCTOTA

Muanrus

HCYCCTHU

HCYCCTHU

ApTtpanrus

peIKu

penku

34




ThKaH bonka B kpaliHuK

(Oonka B Kpaka) penKu penKu

Bonku B cyxoxminsaTa

(TeHIUHUT-TIOT00HU

CHUMIITOMH) penKu

CucremeH Jymyc

epUTeMaToeC penku’ MHOTO PEIKH
Hapymenust na bnbpeuno yBpexkaaHe HEYeCTH C HEH3BECTHA YECTOTa
o10peuuTe n Octpa 660peuna
ITHKOYHUTE HEJOCTATHYHOCT HEYEeCTH HEYECTH
IbTHIIA

['moko3ypust penxu
Hapymienns Ha
Bb3NPON3BOIH-
TeJIHATA CHCTEeMa Epexrunna
W rbpaaTa JUCQYHKIHS HEYECTH 4eCTH
OGwm HapymeHus | Bonga g TPBIHUS KOII HEYECTHU HEYECTHU
u epeKTH HA ['punonono6H0
M3CTOTO Ha 3a00/sBaHe penku penku
NPHIIOJKEeHNEe

Bonka penxu

Actenus (cnaboct) HEYeCTH C HEM3BECTHA YECTOTa

IMupexcus C HEM3BECTHA YECTOTa
M3caenBanus IToBuIICHA THUKOYHA

KHCEJIMHA B KPBBTA HEYECTH peIKH

[NoBuIeH KpeaTHHHUH B

KPBBTa penKu HEYeCTH

IloBumena kpeaTux

¢ochokuHa3a B KPbBTA | PEIKU peaKu

[loBummenn

YepHOAPOOHH SH3UMH | PEIKH penKu

IMoHKEeH XeMOTIIO0UH peIKH

! Ha 6a3a Ha MMOCTMAapPKETHUHTOBUS OIIUT

3a IOMbIHHUTENHA UHDOPMAYUS BAKTE TOATOUKHUTE MO-/0IY.

a YecroTrara Ha HEXKEIAHUTE PEAKIIUK TIPH U3MIOI3BAHETO HA TEIMUCAPTAH U IUIAIe00 € MouTH
efHakBa. UecToTaTra Ha HeXelaHUTE Peakiny, ChOoOIIeHN TpU yroTpeda Ha TenMucaptas (41,4%), e
cpaBHHMA C 11ane6o (43,9%) npu mianedo-KOHTPOoIUpanu ipoyuBaHusl. [IpeacTaBeHnTe mo-rope
HEXENaHu PEaKIMU OTPa3sBaT Pe3y/ITaTUTe OT BCHUKH KIMHUYHH [IPOYYBAHUS [IPU MAIUCHTH,
JICKYBaHH C TEJIMUCAPTAH 32 XUIICPTOHUS, WJIH [IPU MAUSHTH Ha 50 uiu noseue TOJAWHY C MOBHUIICH
PHCK OT ChPICYHOCHIOBH HHIIUICHTH.

2

Omnmcanue Ha I/136paHI/I HEXKEJIaH! JICKAPCTBCHU PCAKIINH

AOHOpPMHA YepHOIPOoOHA (HYHKIHS/YePHOIPOOHO HAPYIIICHHE

IToBeueTo citydan Ha aOHOpPMHA YEepPHOAPOOHA (PYHKITUSA/IepHOAPOOHO HAPYIIICHUE OT ITOCT-
MApKETUHI'OBUA ONHUT C TCJIIMUCAPTAH HACTBHIIBAT IPU MAIIUEHTU OT ATIOHCKU IIPOU3XOI. HpI/I IHanueHTN
OT SITIOHCKH TPOU3XO0JI CHIIECTBYBA MO-TOJISIMA BEPOSTHOCT 33 PAa3BUTHE HA TE3HM HEXKEJIAHU PEAKI[HH.

Cencuc

B nmpoyusanero PROFESS e HabnronaBaHa NOBHUIIIEHA YECTOTA HA CEIICUC IIPU TEIMUCAPTaH B
cpaBHeHHe ¢ 1ane6o. CrONTHETO MOXKeE J1a € cIydaiiHa HaXxOKa MM J1a € CBP3aHo ¢ HEMO3HAT JI0
MOMEHTa MEXaHU3bM (BK. TOUKa 5.1).

Hurepcrummanua 0emoapobHa 6oyect
CiyJan Ha HHTEpCTHITHAIHa Oe0apo0Ha 00IeCT ca JOKIagBaHN OT ITOCT-MAapKETHHIOBHUS OIIMT, BHB
BpB3Ka C MpreMa Ha TenMucaptad. [IpuaHHO-ClIeICTBeHHA Bph3ka 00aue He € yCTAaHOBCHA.

WHTrecTuHaneH aHrnoeaeM
CpoOLIeHH ca cilydad Ha MHTECTHHAJICH aHTHOE/IeM ciell yoTpeda Ha anruotensu 11 perentopau
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Osokepu (BX. Touka 4.4).

HemenanomeH pak Ha Koxara
B®3 ocHOBa Ha HATMYHWUTE JAHHU OT EMUICMHUOJIOTHYHH IPOYIBAHHS € HAOJI01aBaHa 3aBUCHMA OT
KyMyJIaTHBHATa J103a Bpb3Ka Mex 1y xuapoxioporuasua u HMPK (Bx. cbio Touku 4.4 u 5.1).

ChoOl11aBaHe Ha [0JJ03UPAHN HEXEIIAHW PEaKIIK

Cpo0111aBaHEeTO Ha MOA03MPAHU HEXKEIaHU PEaKIMH CIIe/l pa3pellaBane 3a yrnoTpeda Ha JIeKapCTBeHHUS
HPOJYKT € BaykHO. TOBa I03BOJISIBA J1a MTPOIBIDKH HAOIOACHUETO Ha ChOTHOIICHHUETO MOJI3a/PUCK 32
JICKApCTBCHUA IPOTYKT. Or MCEIUIMHCKHUTE CIICHHUAJIMCTH CE€ U3UCKBA aa C'I)06H.[aBaT BCsKa
MOJI03MPaHa HeXKENaHa Peaklus uype3 HallMOHAIHA CUCTEMa 3a ChOOIaBaHe, IOCOYcHa B

IIpunoxenue V.

4.9 Ilpeno3upane

CrliecTByBa orpaHndeHa HHGOpMAIHs 110 OTHOIICHHE Ha NIPeI03UpaHe Ha TeIMHICAPTaH IIPU XOpa.
Tenmucapran He ce oTaENs Npu Xemoauanu3a. He e ycTaHOBEHO /10 KaKBa CTEIICH XHUIPOXIOPOTHAZH]T
ce OTJIeNsl IPU XeMOHaIn3a.

Cumnromu

Haii-uzsiBeHuTE NpOSsIBU HA TIPEJI03UPaHe C TEMMHUCAPTAaH ca XUTIOTOHHUS U TaXUKapusl, a ChIIO Ce
ChOOIIABAT U OpaJuKap/vsl, 3aMasHOCT, MOBUIIIABaHE HA CEPYMHHS KPEATHUHUH M ocTpa ObOpeuHa
HeaJleKBaTHOCT. [Ipego3upaneTo ¢ XuApOXIOPOTHA3HU]L CE CBhP3Ba C HAMAIIIBAHE Ha EIEKTPOJIUTHTE
(xunoxkanuemusi, XMIIOXJIOPEMUs1) U XUIIOBOJIUEMHUS, AbJIKallla CE Ha eKCIiecUBHATa nuypesa. Haii-
YecTUTEe CUMIITOMH Ha MIPe03UpaHe ca raJieHe U COMHOJICHTHOCT. XHUIIOKAIUEMUSITa MOXKE /1a JOBEIe
JI0O MYCKYJTHH CIIa3MH H/WJIM aKIIEHTYHpaHa apuTMHUS, CBbP3aHU C €THOBPEMEHHATA yroTpeba Ha
JUTATAACOBH TJIMKO3WIM WK ONPEICICHA aHTHAPUTMUYHH JICKAPCTBCHH MIPOTYKTH.

Jleuenue

TenmMucapTaH He ce OTIENS TPH XeMOPUITPALKSA U HE ce quanu3upa. [lanneHTsT TpsoBa na Obae
BHUMATEITHO HaOJIr01aBaH U JISYEHUETO TPAOBa Ja Ob/ie CAMIITOMATHYHO | MOIBPIKAIIIO.
OBRJasIBAHETO 3aBHCH OT BPEMETO Ha MPHEMaHE Ha MPOIYKTa U TEHKECTTA HA CHMIITOMHUTE.
[IpenopbUnTETHUTE MEPKH BKIFOYBAT NPEAM3BUKBAHE HA MOBPBINAHE W/UIH CTOMAIITHA TPOMHBKA.
[puaraneTo Ha aKTHBEH BBIJICH MOXeE Ja ObJIe TIOJIE3HO MPH JICUSHHUE Ha TPET03UPAHETO.
Heo6xoauMo € 4ecTo mpociieissBaHe Ha CEPYMHUTE SIEKTPOJIUTH U KpeatunuH. [Ipu mosiBa Ha
XUIIOTOHUS, MAIMEHTHT TPSOBA Ja ObJIe TIOCTABCH B JIETHAJIO MO PO MOJI0KEHHE U OBP30 Ja ce
MPUIIOKAT COJIEBU M 0OEMHH 3aMECTUTEIIH.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoaMHAMMYHH CBOMCTBA

dapmakoTepaneBTHYHA Ipyna: CpeacTsa, IeicTBAIN BEPXY PEHHH-aHTMOTEH3UHOBATA CUCTEMA;
aaruortensud 1 penentopuu 6iokepu (APB) u quypernun, ATC xox: CO9DAO7

Tolucombi e komOuHanus oT aHruoTeH3uH 1l penenTopeH Onokep TeNMUCAPTAH U THA3UJECH AUYPETUK
XHAPOXIOopoTHa3uA. [Ipn KOMOMHMpPAHETO UM Te3H CHCTaBKU MMAT aANTHBEH aHTUXHUIIEPTEH3NBEH
eeKT, KOeTo BOAH JI0 TIO-TOJISIMO HaMaJIiBaHe Ha KPbBHOTO HAJIATAHE OTKOJIKOTO, aKO Ca MPHIIOKEHH
nootaenHo. Tolucombi, mpreMaH BeHBK JTHEBHO B TEPANIeBTUYHH J03H, BOAHU 10 e(heKTHBHA U
IUIaBHA PENYKLUs HAa KPBBHOTO HaJATATE.

MexaHu3bM Ha ACHCTBUE

Tenmucapran e nepopaiHo edekTuBeH U crienuduueH anrnoteH3ud Il penenropen 6okep (T
AT1). Toit u3mMecTBa C MHOTO BUCOK a()MHUTET aHTUOTEH3UH II OT HEroBOTO MSICTO Ha CBBbpP3BaHE B
AT1 peuenTopHust MOATHUII, KOMTO € OTTOBOPEH 32 U3BECTHUTE AEUCTBUSI Ha aHTHOTEH3UH II.
Tenmucapran HsIMa 10pU U YaCTUYHA arOHUCTHYHA akTUBHOCT crpsaMo AT1 penentopa. Tenmucapran
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ce cBbp3Ba cenekTuBHO ¢ AT1 perentopa. CBBp3BaHETO € MPOABIDKUTENHO. TenMucapTan He TIOKa3Ba
aUHUTET KbM IPYTU peuentTopu, BkIountenHo AT2 u apyru no-ciabo xapakrepusupanu AT-
peuentopu. OyHKIIMOHATIHATA PO Ha TE3H PELIENTOPH HE € U3BECTHA, HE € U3BECTECH U €(heKTHT Ha
TSIXHATA BH3MO)KHA CBPBXCTUMYIIAINS OT aHTHOTEH3UH 11, 4niiTo HUBA ca MMOBUIIICHN OT TEIMHUCAPTaH.
Hwupara Ha nma3MeHus anIoCTEPOH ca MOHIDKEHH OT TeIMHUcapTaH. TelMucapTal He HHXHOHpa
YOBEIIKMS TJIa3MEH PEeHHH U He OJIOKHpa HOHHHUTE KaHaIH. TelMucapTal He HHXUOWPa aHTHOTCH3UH
KOHBepTHpamus eH3uM (kuHuHa3a 1), eH3UMBT, KOWTO ChINO pasrpaxaa OpamgukuHuHa. [lopaau ToBa
HE ce 0YaKBa Ja MOTCHINpa OpaInKUHIH-MEIUUPAHNTE HEXKEIAHH JICKAPCTBCHH PEaKIIHH.

[Ipu 3apaBu xopa no3ara oT 80 mg TeaIMHUCapTaH HOYTH H3LSI0 HHXUONpa MPEAU3BUKAHOTO OT
aHTroTeH3uH Il moBHIaBane Ha KPBBHOTO HajsiraHe. THXUOUTOPHUAT eeKT ce moaIbpka Haj 24
yaca, KaTo BCe Ol MOXe Ja ObJie ycTaHOBEH 10 48 Jaca.

XI/I}IpOXJ’IOpOTI/IaSI/II[ € TUASUACH OUYPCTUK. MexaHI/I?)MT)T, 10 KOMTO TUASUIHUTE OIUYPCTULIA TIOCTUTAT
AHTUXUTICPTCH3UBHUS CU e(DeKT, HE € HAITBIIHO M3siCHEH. TrHasuanuTe oKa3Bar Bb3ACHCTBUE BHPXY
MEXaHM3MUTE Ha peabcopOIrs Ha SNCKTPOIUTH B ObOpEUHUTE TYOYIIH, KATO JUPEKTHO TOBUILIABAT
eKCKpEIHsITa Ha HATPUH U XJIOp B IMPHOIM3ATETHO CKBUBAJICHTHH KOJIYeCTBA. [IHypeTHIHOTO
JeiCTBIE Ha XUAPOXJIOPOTHA3H]] HaMAJIsIBa IUTa3MEHHs 00eM, TIOBHIIaBa aKTHBHOCTTA HA PCHUH B
IUIa3MaTa, YBeNM4aBa eKCKpPEusITa Ha AJOCTEPOH C TIOCIIE/IBAIIO YBEIUUCHHUE Ha KU B ypUHATA U
3ary0a Ha OMKapOOHATH, U HAMaJlsiBa HUBaTa Ha Kauuid B cepyMa. Cunra ce, 4e eITHOBPEMEHHOTO
NPUIOKEHHUE Ha TeIIMUCapTaH, OJIOKUpaHEeTO Ha CHCTEMAaTa peHHH-aHTHOTEH3HH-AIOCTEPOH, BOIH 10
obpaTeH eeKT Mo OTHOIIICHHE Ha 3ary0aTa Ha Kalui, KOsTO ce IBbJDKU Ha Te3u AuypeTuiy. [1pu
IpUIaraHe Ha XMAPOXJIOPOTHA3NA HAYaIO0TO Ha AWype3aTa e cliell 2 yaca, KaTo MUK Ha edekTa ce
HaOII01aBa cie] OKOJIO 4 Yaca ¥ MEPCUCTHPA B MPOIBIKCHUE Ha MTPHOIM3UTEIHO 6-12 yaca.

dapmakoguHaMU4HU €HEKTH

JleyeHne Ha eceHIIMATHA XUIIEPTOHUS

Cren npuiarane Ha ITbpBaTa 032 TeIMHCApTaH ce HaOMoqaBa MOCTEIICHHO MOsIBa Ha
AHTUXWNEPTCH3WBHA aKTUBHOCT B paMKHTE Ha 3 yaca. MakcuMaliHaTa pelyKuus Ha KPhBHOTO
HaJITaHe ce TOCTUra HAITBJIHO B PAMKUTE Ha 4-8 CeIMUIN CIieT HAYaJoTO Ha JEUYCHUETO U CE
MOJITbPIKa Upe3 NPOIbIDKUTETHA Tepanus. Cle mpueMaHe Ha J103aTa aHTUXUTIEPTEH3UBHUAT e(heKT
IepcucTHpa moseye oT 24 yaca, KaTo BKIIOYBA U OCJIEAHUTE 4 aca MPeIy CIICABAIIOTO
MPUIIOKEHHE, KaKTO MOKa3BaT aMOyJIaTOPHUTE U3MEPBaHUs Ha KPHBHOTO Halsirane. Tosa e
MOTBBPJICHO U OT U3MEPBAaHUATA B MOMEHTA Ha MaKCUMAaITHUS e(DeKT U HeOCPEACTBEHO MPEIu
nmpueMa Ha ciiefBaniara J103a (ChbOTHOLICHHETO MUHUMATHU KbM MaKCUMAITHU KOHIIEHTPAIINH, KOETO €
nocrosiHHO Hax 80 % cien npueM Ha 1034 oT 40 mg u 80 mg TenMucapTas npu mianedo
KOHTPOJIMPAHU KIMHUYHU TPOYYBAHHUS).

[Ipu nanueHTy ¢ XUNepTOHUS TEIMHUCAPTAH PEAyLHpa U CUCTOIHOTO U AUACTOIHOTO KPBHBHO
HaJsraHe 0e3 J1a MOBIHsBA MyJICOBATA YECTOTA. AHTHXHIICPTCH3UBHATA S(PUKACHOCT HA TEIMUCAPTAH
€ CpaBHUMA C Ta3H Ha MPOJIYKTH, IPEJCTABUTENH Ha JIPYTH KJIACOBE AaHTUXHUIICPTCH3UBHU
JICKapCTBEHH MPOIYKTHU (YCTAaHOBCHA NP KIMHUIHN M3IUTBAHNS, CPABHIBAIIY TEIMHUCAPTAH C
aMJIOJIUINH, aTEHOJION, CHANAPUII, XUAPOXIOPOTHAZUA U JTU3HHOIIPHIL).

B 1BOIHO-CIISITIO0 KOHTPOIMPAHO KIMHWYHO U3NUTBaHe (=687 malmeHTH, OlleHeHH 33 e(h)UKACHOCT)
IIPY TTALUCHTH, KOUTO HE Ce MOBIUIBAT OT JieueHHeTo ¢ komOunarmsra 80 mg/12,5 mg e
HaOJI0]aBaHo MMOCTETIEHHO yBellnyaBaHe Ha e(eKkTa Ha MOHWKABaHe Ha KpbBHOTO HajsraHe ¢ 2,7/1,6
mm Hg (CKH//IKH) npu komOuHamusaTa 80 mg/25 mg crpsiMo IpOIbIKUTETHO JICYSHUE C
koMOuHauATa 80 mg/12,5 mg (pa3nuka B CpeTHUTE IPOMEHU, KOPUTUPAHU CIIPAMO U3XOTHOTO
HHUBO). B mocrienBsaiio KIMHAYHO M3MMTBaHEe ¢ KoMOuHaIuaTa 80 mg/25 mg ce HabMr01aBa
JIOITBJTHUATEITHO TTOHIKaBaHe HA KPHBHOTO HaJIsTaHe (M3pa3sBaiio ce B 001o nonmwkasane ¢ 11,5/9,9
mm Hg (CKH//IKH)).

B 00600111eH aHaMHU3 OT JIBE CXOJIHU 8-CEIMUYHU JIBOMHO-CIIETIH TTalle00 KOHTPOJIUPAHH KIMHUYHU
u3nuTBaHus cipsimo 160 mg/25 mg Bancapran/xunpoxioporuasun (n=2 121 manueHTH, OleHeH: 3a
e(HKaCHOCT) € HAOJII0IaBaH 3HAYMMO HO-TOJISIM €(EeKT Ha MOHIKAaBaHe Ha KPbBHOTO HAJISITaHE C
2,2/1,2 mm Hg (CKH/[IKH) (pa3nuka B CpeAHUTE IPOMEHH, KOPUTUPAHU CIIPSIMO U3XOJHOTO HUBO) B
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noJiza Ha komOuHanuATa 80 mg/25 mg TenMucapTaH/XuapOXIOPOTHASHI.

HpI/I BHE3AIIHO MPEKHCBAHC HA JICYCHUETO C TCJIIMUCAPTAH KPBbBHOTO HAJIATAHE MMOCTCIIEHHO CC BPbIIIA
JI0 CTOMHOCTHUTE Ipeau JICYCHUETO, 3a IEPUOT OT HAKOJIKO JHHU 6e3 JaHHH 3a pe6a}’HI[ XHUIICPTOHUYCH
e(i)eKT. Cnyan/ITe Ha CyXa KallJInlla ca 3HAYUTCIIHO ITO-MAJIKO IIPH MAallUCHTHU, TPETHPAHU C
TECIMHCAPTaH, OTKOJIKOTO IIPpH TaKWBa, HA KOUTO Ca JaBaHU I/IHXI/I6I/ITOpI/I Ha aHTMOTCH3HUH
KOHBEPTUPpAIUA €CH3UM B KIIMHUYHU IIPOYYBAHUA, TUPEKTHO CpaBHABAIU ABCTC AaHTUXUIICPTCH3UBHU
JICUCHMU.

Knrangnaa e{izl/IKaCHOCT 1 0€30MacHOCT

IpodunakTrika Ha CbPAEYHOCHIOBU UHIIUIACHTH

ONTARGET (ONgoing Telmisartan Alone and in Combination with Ramipril Global Endpoint Trial)
CpaBHABA e()eKTUTE OT MPHJIOKEHUETO HA TEIMUCAPTAH, PAMUTIPUI U KOMOUHAIMATA OT TeIMUCApTaH
U paMUIPUI BEPXY PE3YJITATUTE 110 OTHOLIEHUE Ha ChbPAEYHOCHA0BaTa cUCTeMa, Ipu 25 620
MAaIMEeHTH Ha Bb3pacT > 55 roguHu, C aHaMHe3a 3a KOpOHapHa apTepuaiHa 601ecT, MO3b4eH UHCYIIT,
IPEXOIHO HapyIIeHHEe Ha MO3PYHOTO KPhBOOOpAIlleHHE, YBpEXKIaHEe Ha IEpH(DEPHN apTePHH HITH
3axapeH AuadeT TUN 2, CHITPTCTBAH C JaHHU 32 YBPEKJaHEe Ha IPUIIETHATE OpTraHu (KaTo
peTHHONATHS, JIEBOKaMePHa XUIEPTPO(DHs, MAKPO- FITH MUKPOATOYMHUHYPHS), KOUTO Ca ITOITYJIAIHS C
PHCK OT HacThIIBaHE HA CHPACYHOCHIOBY WHITUICHTH.

[TanmenTuTe ca paHJOMU3UPAHU B €/IHA OT CIIEAHUTE TPH TPYIH 3a JieueHue: Tenmucaprad 80 mg
(n=8 542); pamunpun 10 mg (n=8 576) wnu komOuHanus ot Tenmucaptad 80 mg u pamurpui 10 mg
(n=8 502), mocneaBaHo OT MPOCIEIIBaHE ChC CPEIHA POIBIKUTEITHOCT OT 4,5 TOAUHHU.

TenmucapTan mMoKa3Ba CXOJCH €(PEKT C pAMUPIII IO OTHOIIICHHE HAMANSIBAHE HA IbPBUYHATA
ChCTaBHA KpaifHa TOYKa OT ChPJICYHOCHI0BA CMBPT, HedaTalieH HH(DAPKT Ha MUOKap/a, HedaraneH
MO3BY€H HHCYJT WU XOCIHTAIN3AIMS TOPaIH 3aCTOHA ChpAeUHa HETOCTaThYHOCT. YecToTata Ha
IBPBUYHATA KpaifHa TOUKA € CXO/HA B IpynuTe Ha Tenmucapras (16,7%) u pamunpmi (16,5%).
KoeduimenTsT Ha prCK npu TeaMucapTal cupsmo pamumnpwi e 1,01 (97,5% CI1 0,93 —1,10; p (ue mo-
Maika epukacHoct) = 0,0019 mpu mapx ot 1,13). [IpolleHTHT Ha CITydanuTe Ha CMBPT 1O BCAKA
npuurHa € cboTBeTHO 11,6% 1 11,8% npu nanmeHTuTe, JJeKyBaHu ¢ TEIMUCAPTaH U PAMHUTIPHIL.

YcTaHoBeHO €, 4e epeKTUBHOCTTA Ha TEJIMUCAPTAH € CXO/HA C Ta3H Ha PAMUIIPIII IPH MPEABAPUTEITHO
orpejesieHaTa BTOpUYHa KpaifHa Les OT ChbpJeYHOCHA0BA CMBPT, HedaTaieH HHPapKT HAa MUOKapaa U
HedaTaneH Mo3bueH uHeynT [0,99 (97,5% CI 0,90 —1,08; p (He mo-manka edukacHoct) = 0,0004)],
IBPBUYHA KpaiiHa nen B peepentHoTo npoyuBane HOPE (The Heart Outcomes Prevention
Evaluation Study), koeTo n3ciensa epexTa Ha paMUIPUII CIIPSIMO IDTANEe00.

B npoyuBanero TRANSCEND ca parnomusupanu nanuentu ¢ HenoHocumocT KbM ACE-I
MHXUOUTOPH, HO MHAYE ChC CXOTHH KPUTEPUH 3a BKJIIOUBaHe KakTo B mpoyuBaneto ONTARGET B
rpyna, npuemaina Tenmucaptad 80 mg (n=2 954) wnu mane6o (n=2 972), kato u ABaTa MPOAYKTa ce
IpUIIaraT B JOIIBJIHEHHE KbM CTAaHAAPTHOTO JiedeHne. CpenHara MpoAbIDKUTEIHOCT Ha IIPOCIIEAsIBaHEe
e 4 roqunu u 8 mecena. He ce ycraHOBsIBa CTaTUCTUYECKH 3HAYMMA Pa3iivKa B YeCTOTaTa Ha
IbPBUYHATA ChCTaBHA KpaifHa TOYKa (ChPACYHOCHIOBA CMBPT, He(aTaeH HH(apKT Ha MUOKapa,
HedaTaleH MO3bUCH MHCYJIT HIIM XOCTIUTAIN3AIINS TIOPaJii 3aCTOHHA ChpeYHa HEIOCTATHYHOCT)
[15,7% B rpynaTa Ha Tenmucaptad u 17,0% B rpynara Ha miane6o, ¢ koepumueHt Ha puck 0,92

(95 % C1 0,81 —1,05; p = 0,22)]. Uma nanHM 3a moyizara OT TEIMHUCAPTaH B CpaBHEHHE ¢ TIanedo mno
OTHOIICHUE Ha MPEIBAPUTEIHO ONpEaeNicHaTa BTOPHYHA ChCTaBHA KpaifHa TOUYKA OT ChPIECYHOCHI0BA
CMEPT, He(aTareH nHDapKT Ha MHOKapaa 1 HedaTaieH Mo3bueH uaeynrt [0,87 (95% CI1 0,76 —1,00;

p = 0,048). Hsima nanHM 3a 1oJi3a O OTHOILLIEHHE HA HaMaJIsIBaHE Ha ChPJIEYHOCHOBATa CMBPTHOCT
(xoe¢punument Ha puck 1,03, 95% CI 0,85 —1,24).

Kamnna u anrnoeseM ce cbo0IIaBaT Mo-psAAKo MPH MalMeHTH, JIEKYBaHH € TEIMUCAPTaH, OTKOJIKOTO
IpY MAIUCHTH, JIEKYBaHU C PAaMHUIIPHII, JOKATO IIPH Tepamus ¢ TeIMICAPTaH M0-4eCTO ce ChoOIana 3a

CJIy4an Ha XUIIOTOHHUH.

KOMGI/IHI/IpaHCTO Ha TCJIMHUCAPTAH C paMUIIPUJI HE 1aBa JOII'bJIHUTEIIHA I10JI13a CIIPAMO
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CaMOCTOATENHAaTa Tepanus ¢ paMUIIpuII Wik TenmucapTad. CbpaedyHOCh0BaTa CMBPTHOCT U
CMBPTHOCTTA IO BCAKA MPUYUHA, KaTO YHCICHO U3PaXKeHHE, Ca MO-BUCOKH MTPU KOMOUHUPAHOTO
nedenue. OCBEH TOBa, UMa 3HAUMMO TO-BUCOKA YECTOTA HA XUTIEpKaueMus, ObOpedyHa
HEIOCTAaTHYHOCT, XUITIOTOHMS ¥ CHHKOI B PaMOTO C MAIMEHTH Ha KoMOMHHpaHo jedenue. [lopaam
Ta3u MPUYHMHA, AHOBPEMEHHATA YIOTpeOa Ha TEIMHUCApTaH M PAMUTIPUII HE C€ IPENOPHYBA IIPU Ta3u
HOIyJIaIUsl.

B npoyusaneTo “TIpoduakTudeH pexum 3a epeKTUBHO Mpe/a3BaHe OT MOBTOPEH MO3bUYCH HHCYAT”
("Prevention Regimen For Effectively avoiding Second Strokes" (PRoFESS)) npu nanuentu Ha 50
TOZMHY WM NO-BB3PACTHH, KOUTO HACKOPO Ca MOIYYIHIN MO3BUEH HHCYIT ce 3a0eysI3Ba MOBUIIICHA
YeCcTOTa Ha Bb3HUKBAHE Ha CETICUC MPU TeJIMHCAapPTaH B cpaBHeHHe ¢ mane6o, 0,70 % copsamo 0,49 %
[RR 1,43 (95 % noseputenen unrepsai 1,00 — 2,06)]; yecToraTa Ha Bb3HUKBaHE Ha CETICHC C (aTajeH
U3XO0J1 € [TOBUIIIEHA ITPU HMalMeHTUTe, npueMary tenmucaptad (0,33 %) crpsaMo manueHTuTe Ha
tane6o (0,16 %) [RR 2,07 (95 % noseputenen unrepsai 1,14 — 3,76)]. HabG1ronaBanaTa nmoBuieHa
YeCcTOTa Ha BE3HUKBAHE HA CETICUC, CBBbP3aHa ¢ yIOoTpedaTa Ha TEMMHUCApPTaH MOXKE J1a € CIy9IaiiHO
OTKPHTA WK Ja € CBhp3aHa C MEXaHU3bM, KOWTO € HEIIO3HAT 32 MOMEHTA.

[Be roemu pangommsupanu koaTpoiupanu npoyuBanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymio riaobamHo u3nuTBaHe 3a
KpailHM TOYKH Ha TEJIMHCAPTaH, CAMOCTOSITEITHO M B KomOuHaIus ¢ pamunpii) 1 VA NEPHRON-D
(KimmanuHO npoy4BaHe CBBP3aHO ¢ pa3BUTHE Ha HedponaTus npu AuadeT, MpoBeIeHO OT
MHuHHCTEPCTBO O BBIIPOCUTE HA BETEPAHUTE) — IPOyUBAT yHnoTpedaTa Ha komOuHanusata ot ACE
WHXUOUTOP U aHTHOTeH3UH I-perentopen Oiokep.

ONTARGET e npoyuBaHe, IpOBEJEHO NPH MALMEHTH C aHAMHE3a 33 ChPACYHOCHI0BA WIH
MO3BYHOCHI0BA OOJIECT, W 3aXapeH AUabeT TUM 2, IPUAPYKEHH C JaHHU 32 YBpEXJIaHe Ha
e(peKTOpHHU OpraHu. 3a Mo-1moIpoOHa HHPOPMAIHSI BIXKTE ,,[IpodrmakTrka Ha CHPIEIHOCHIOBH
WHITUACHTH * TTO-TOPE.

VA NEPHRON-D e npoyuBaHe npu MaleHTH ChC 3axXapeH AuadeT TUM 2 U AnadeTHa HepponaTusl.
Te3u npoy4BaHUs HE MOKA3BaT 3HAYUM OJIAronpusiTeH eekT BbpXy ObOPEUHNUTE H/HITH ChPJICIHO-
CHIIOBUTE MOCIEININ H CMBPTHOCT, KaTO CHIIEBPEMEHHO ca HAOII0IaBaH! TIOBUILICH PHUCK OT
XHUIIEPKATIUEMUS, OCTPO yBpEeKAaHe Ha OBOpELUTe W/UIN XUIIOTOHUS B CPAaBHEHNE C MOHOTEpAIHATA.
Karo ce umar nmpenBua cxomaute UM GpapMaKOAUNHAMUIHN CBOIMCTBA, TE3U PE3YNITATH Ca MPUIOKUMHU
u 3a Apyru ACE nnxuburtopu u aHruoreHsuH ll-penentopuu 6iiokepi.

ACE unxnuburtopu u aHruoTeHsuH ll-penentopHu G1okepH ciIe0BaTEIHO He TPsiOBa J1a ce M3I0JI3BAT
€HOBPEMEHHO TPU MAIMEeHTH ¢ qruadeTHa HedponaTusl.

ALTITUDE (Knuau4yao npoy4BaHe MPOBEACHO C ATHCKUPEH MPH MAMEHTH ChC 3aXapeH AUadeT TUII
2 ¢ M3MOJI3BaHE HA ChPJCYHOCHIOBU 1 OBOPEUHH 3a00IBaHIsI KATO KpalfHH TOYKH) € IPOY4BaHe,
IpeHa3HaueHOo Jia U3cie/iBa IojI3aTa OT J0OaBIHETO Ha aTMCKUPEH KbM cTaHnapTHa Tepamus ¢ ACE
UHXUOUTOP WITH aHTHOTeH3HH lI-perenTopeH OoKep IpH MAIMEHTH ChC 3aXapeH JHa0eT THIT 2 ’
XPOHHUYHO OBOPEYHO 3a00IIsIBaHe, CHPACYHOCHIOBO 3a00isBaHe Wi u asere. [IpoyuBaneTo e
IPEKPaTeHO MPEXKAEBPEMEHHO MOPaIH MTOBUIIIEH PUCK OT HeOIaronpusITH nocieauny. Kakro
CBHPICYHOCHI0BATA CMBPT, TaKa W HHCYJITHT Ca MO-UECTH B IPyIIaTa Ha aJUCKAPEH, OTKOIKOTO B
rpymnaTa Ha miare0o, a MpeACcTaB/IsIBaIlUTe HHTEPEC HEXKETaHU ChOUTHS U CEPUO3HU HEXETaH!
CHOUTHUS (XMIICPKATHEMHUs, XUTIOTOHHS U ObOpedHa TUC(YHKIMSA) ce ChoOIaBaT Mo-4ecTo B Tpynara
Ha aIHMCKUPEH, OTKOJIKOTO B TpyIaTa Ha miareoo.

EnuneMuonoruyHuTe MpoydIBaHUs MOKA3BAT, Ue IBITOCPOUYHOTO JICUCHUE C XUAPOXIOPOTHAU]
HaMaJsiBa PUCKa OT ChPACYHO-CHI0BA 3a00JI€BAEMOCT M OT CMBPTHOCT B PE3YJITAT Ha ChPACUHO-
CBHJIOBH 0OOJIECTH.

KbM MoMeHTa eekTrTe Ha (PUKCHpaHaTa 1030Ba KOMOMWHAIHS TEIIMHUCAPTaH/XHIPOXIOPOTHASUL
BBPXY CMBPTHOCTTA M ChPJCYHOCHI0BATA 3200IEBAEMOCT HE Ca H3BECTHHU.

HemenanoMen pak Ha Ko)KaTa

B®b3 ocHOBa Ha HANTMYHKUTE AaHHU OT EMUIEMHOJIOTUYHN TPOYYBaHUs € HaOJro1aBaHa 3aBUCUMa OT
KyMyJIaTHBHATa J103a Bpb3ka Mexay xuapoxioporuasua 1 HMPK. Eqno npoyuBane BkItouBa
nomyanus, ceerosima ce ot 71 533 ciayyan Ha BKK u 8 629 ciyvan na CKK, u momynaiust ot

39



cpoTBeTHO 1 430 833 1 172 462 noxxoasiiy KOHTpoH. Bucokara yrnorpeda Ha XUAPOXIOPOTHAZH]]
(xymynatusHO >50 000 mg) e cBbp3aHa ¢ kopurupad OR 1,29 (95% JU: 1,23-1,35) 3a BKK u 3,98
(95% U: 3,68-4,31) 3a CKK. HabmroaBana e sicHa Bpb3Ka KyMyJIaTUBHA J103a-0TTOBOP KAaKTO 3a
BKK, taka n 3a CKK. [Ipyro nmpoydBane mokasBsa Bb3M0XHa Bpbh3ka Mexy paka Ha yctHuTe (CKK)
EKCIIO3UIIHATA HA XUIPOXIOPOTHA3U: 32 633 ciTydau Ha pak Ha YCTHUTE € IMOI0paHa MOMyJIaIHs OT
63 067 moIXOASIN KOHTPOJIH, KaTO CE U3IIOJI3BA CTPATETH 3a B3eMaHe Ha IPoOH, oIpe/iesieHa OT
pucka. JleMoHCTpHpaHa € Bpb3Ka KyMyJaTHBHA J103a-0TToBOp ¢ kKopurupan OR 2,1 (95% AU: 1,7-
2,6), Hapactgain g0 OR 3,9 (3,0-4,9) 3a Bucoka ynotpe6a (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Haii-
BHCOKaTa KymyJatuBHa jo3a (~ 100 000 mg) (Bx. cbio Touka 4.4).

[ennarpuyna monysamnus

EBponeiickara areHuus 1o jJekapcTBaTa 0cBOOO0XAaBa OT 33JbDKEHUETO 3a IPEJOCTaBSHE Ha
pe3yaTaTuTe OT MPOYYBAHUATA C peEepPEHTHNUS JIEKAPCTBEH MPOAYKT, ChABPIKAIIl TeIMUCAPTaH/
XUIPOXJIOPOTHUA3U]], BbB BCHUKH MOATPYNH Ha NMeJUaTpUYHATA MOIMYJIalus IPU XUIEPTOHUS (BXK.
TouKa 4.2 32 HHPOPMAIHS OTHOCHO YIOTpeOa B MIeAUATPUITA).

5.2 ®apmakoKUHETHYHM CBOICTBA

EnHOBpEeMEHHOTO MPHUIIOKEHHE Ha XUAPOXJIIOPOTHAZH]] M TEJIMUACAPTAH MPH 3APaBH TOOPOBOJIIH HE
npoMeHs (papMaKOKHMHETHKATa Ha Ha HUTO €IHO OT BEIIECTBATA.

AOGcopbuus
Tenmucapran: [IukoBuTE KOHIIEHTpAIIMK Ha TEIMUCAPTaH ce mocturaT B pamkure Ha 0,5 — 1,5 gaca

cieq nepopaiieH npueMm. AdcostoTHaTa OMOHAIMYHOCT Ha TenMucapTaH B 1031 40 mg u 160 mg e
cb0oTBeTHO 42 % 1 58 %. XpaHara JeKo CHIKaBa OMOHAIMYHOCTTA HAa TEIMUCApTaH KaTo peayKIUsiTa
Ha 00acTTa IoJ KpHBaTa Iuta3MeHa kKoHneHTpanus-speme (AUC) Ha TenMucapTal e oT 0KoJio 6 %
rpu 40 mg no3a u oxoso 19 % npu 160 mg no3a. Tpu yaca cinea NpUIOKEHHUE TUIa3MEHUTE
KOHIIEHTPALIUH ca MOX00HH, HE3aBUCHMO Jalli TeIMUCAPTaH € IPHIIOKEeH Ha IIaHO WK ¢ XpaHa. He
ce ouakBa ciabara pexykius B AUC ma npean3BrKa peayKIus B TEPaNeBTHIHATA S(PUKACHOCT.
TenmucapTan He KyMyJrpa 3HAYUTETHO B IUIA3MaTa IPH ITOBTOPHO IIPIIIOKCHHUE.
Xuapoxiopotuasua: [TnkoBUTe KOHIIEHTPALUK HAa XUIPOXIOPOTHA3UICE TTOCTUTAT B pAMKUTE Ha
npubmmsutenHo 1,0 — 3,0 gaca cnen nepopaiieH nprueM Ha GUKCHUpaHaTa 1030Ba KOMOWHAIIHS.
AbGcomoTHaTa OMOHATHYHOCT, 0a3upaHa Ha KyMyJIaTHBHATA PEHAIHA EKCKPELUs Ha
XUJPOXJIOPOTHA3H], € 0KOJIo 60 %.

Pasnpenencnue
TenMucapTaH ce CBbpP3Ba B TOJIIMa CTEIIEH C IUIa3MEeHUTe MpoTeuHu (> 99,5 %), rmaBHO ¢ anOyMuH 1

andal kucen riroxonporenH. CpeTHUAT PUBUICH 00eM Ha pasnpeaeicHue ¢ okono 500 1.
XuapoxJIopoTHA3UA ce CBBp3Ba B 64 % ¢ IIIa3MEHUTE MIPOTEHHH U IPUBUAHUAT My 00eM Ha
pasnpeneneuue ¢ 0,83+0,3 I/kg.

buorpancdopmarius

TenmucapTan ce MeTabOIU3UpPa Ype3 KOHIOTAIHs KaTo 00pa3yBa (papMaKoJIOTHYHO HEAKTUBCH
AIWITTIOKOpYHU. [ JTFOKOPYHHIBT HA OCHOBHOTO BEIIECTBO € CTUHCTBECHUAT META0OJIHIT,
uaentuduIMpan nmpyu yoseka. Cliell eHOKpaTHA 103a OeNsA3aH ¢ paJMOaKTHBEH Bhriuepoa. *C
TEJIMUCAPTaH MIIOKOPYHUABT MpeACTaBIsiBa mpuomm3nTenHo 11 % oT u3MepeHara paguoakTHBHOCT B
wiasmara. M3oen3umute Ha uroxpom P450 Hsmar ydactre B MeTabosm3Ma Ha TEIMHUCAPTAH.
XuApoXI0pOTHA3HT HE Ce METabO0IM3KUpPa IIPH XOpa.

Enumunupane
Tenmucapran: KakTo cieq MHTpaBEHO3HO, TaKa M CJIE MEPOPAITHO TIpuiIokenne Ha “C Gensasan

TEIIMUCAPTaH, MO-TOJIMATA YacT OT mpueTara 1o3a (> 97 %) ce enuMUHApPA C HU3MPAKHECHIUITA Upe3
OunmapHa ekckpenus. B yprHaTta ce OTKpuBaT caMO HE3HAYMTETHN KoyndecTBa. TOTamHus MIa3MeH
KIMPBHHC HA TEIMHUCAPTAH CJie]] mepopaiiHo npusioxerue € >1 500 ml/min. TepMUHATHUAT MOTY>KUBOT
Ha eTUMHUHUpaHe e nosede oT 20 yaca.

XuApOoXJIOPOTHA3UA CE EKCKPETUPA U3LSI0 HEMPOMEHEH ¢ ypuHarta. Okoio 60 % oT nepopanHaTa
JI03a ce eNMMMUHHpa HellpoMeHeHa 10 48 yaca. brOpednHusT kimpbHC € okoio 250 — 300 ml/min.

40



TepMHHATHUAT €MMMHHAIIMOHEH NOMYKUBOT € 10 — 15 gaca.

JInHeWHOCT/HeNMMHEHHOCT

TenmvucapraH: papMaKOKHHETHKATA HA TICPOPATTHO MPUIIOKEHUS TeIMHUCapTaH ¢ 1031 oT 20 — 160 mg
€ HeJMHEeHa, KaTo ce Ha0Iro1aBa HeMpONOPIUOHAIHO TOBUIIICHHE HA TNIA3MEHUTE KOHIICHTPAIIUU
(Cumax 1 AUC) ¢ moBumaBane Ha go3ata. TelMucapTal He KyMyJIHpa 3HAUUTEHO B IDIa3MaTa mpu
MIOBTOPHO NPHJIOKEHUE.

XuApoXJIOpOTHA3NA MTOKA3Ba IMHEHHA (papMaKOKHHETHKA.

Dapmakoxuremuxa npu cneuud)utmu nonyiaauyuu

CTaDLIeCKa BB3pacT

(DapMaKOKI/IHeTI/IKaTa Ha TCJIMHCApPTaH HE CC pa3jindaBa MEKAY MallUCHTUTEC B CTAPpUYCCKa Bb3PacT U
NO-MJIAJUTC IMMAITMCHTH.

Ton

[Ipu skeHM TITa3MEHHUTE KOHIIEHTPAIMY Ha TeIIMUCApTaH 00W9aiiHO ca 2 —3 MbTH MO-BHCOKH,
OTKOJIKOTO ITPHU MBIKE. B xnmuHu4HMTE npoy4yBaHud, 068.‘16, IIpH ’)KCHU HE CC Ha6J'I}OZ[aBaT 3HA4YUMO
yBeaneH OTFOBOp Ha Kp’bBHOTO HaJIAAraHE UJIN 4Y€CTOoTaTa Ha OpTOCTaTI/IqHa XUITOTOHMUS. HC CE€ HaJiara
npeumnpaHe Ha Jgo03ara. HpI/I JK€HHU UMa TCHACHIUA KBbM I10-BHCOKHU IINIa3MCHU HHUBA HA
XPII[pOXJ'IOpOTI/IaSI/II[, OTKOJIKOTO HpI/I MBIXKE. TOBa 06aqe HAMAa KIIMHUYHA 3HAYUMOCT.

brOpeuno yBpexaaHe

ITpu narenTn ¢ ObOpevHa HEOCTATHYHOCT, MOJIOKECHH HA JUaIN3a, C€ HAa0JI01aBaT MO-HUCKH
TUIa3MEHU KOHLeHTpauuu. [Ipu nanuentu ¢ 6b0peyHa HeAOCTATHYHOCT TEJIMUCAPTAH CE€ CBBP3Ba B
rojisiMa CTENEH ¢ TIa3MEHUS MPOTEHH U He MOJKe Ja ObJie OT/EJICH py Auaiu3a. [Ipu maruenTy ¢
O0BOpEeYHO YBpEXKIaHE CITMMUHAIIMOHHHAT MOJMY>KUBOT HE € IPOMEHEH. [Ipy manueHTH ¢ HapyIIeHH
0b0peuHn (QYHKIMK CTETICHTa Ha eMMUHUpPaHEe Ha XHIPOXIJIOPOTHA3U € peaylupana. B eqHo
TUITUYHO MPOYYBaHe, BKIIIOYBAIIIO MAIMEHTH ChC CPelieH KPeaTHHUHOB KIMpbHC 90 ml/min,
MTOJTY>)KHBOTA Ha eTMMUHHAPAHE Ha XUAPOXJIIOPOTHA3H]I ce yBeln4aBa. [Ipu GyHKIIMOHATHO aHe)pUIHN
MAlMEHTH eIMMUHAMOHHUS MOJTY>KUBOT € 0KoJ1o 34 yaca.

UYepHOApoOHO yBpE)AaHE

dapMaKOKMHETHYHUTE NPOYYBAHHMS MIPH TTAIIUEHTH C YepHOAPOOHO YBpEK/IaHEe TI0OKa3BaT ITOBUILIABAHE
Ha abcomoTHaTa OrMoHaIMYHOCT 10 0Kojio 100 %. I[Ipu manueHTH ¢ 4epHOAPOOHO YBpEKIaHE
SIIMMUHAIOHHUAT ITOJY)KUBOT HE € TPOMEHEH.

5.3 TlpenkJIuHUYHM JaHHU 32 0€30MACHOCT
He ca npoBeaeHn JONMBIHUTETHH MIPOYYBAHUSA ¢ KOMOMHAIMSA ¢ Gukcupanu A03u 80 mg/25 mg.

[TpeautHN PEIKITMHIYHE IPOYYBaHUS 32 6€30IIACHOCT ¢ €THOBPEMEHHO MPUIIOKEHHE Ha
TeJIMHUCAPTaH U XUIPOXJIOPOTHA3U] IPH HOPMOTEH3UBHH TUIBXOBE U Ky4eTa, T03H, CPABHUMHU C TE3U B
KITMHUYHUS TeParneBTUYCH AUalla30H He MpeAn3BUKBAT €PEeKTH, pa3IUdHU OT HaOII01aBaHUTE MIPH
CaMOCTOATETHOTO TPWIIOKEHUE Ha JBeTe BenlecTBa. HabmoqaBaHUTe TOKCHKOJIOTUYHHA TPOMEHH
HSAMAT OTHOILIEHUE KbM M3IIOJI3BAHETO 32 TePANeBTUYHH LIEIH MTPHU YOBEKA.

TOKCHKOIOrHYHUTE HAXOJKH, 00PE MO3HATH OT MPEAKIMHUYHHUTE IPOYYBAHUS HA UHXHOUTOPHU Ha
AHTMOTEH3MH KOHBEPTHPAIIXS eH3UM M Ha aHrnoteHsuH II perentopure GIIOKepH ca: HaMalsBaHEe Ha
mapaMeTPUTE Ha YePBEHUTE KPBBHH KIETKU (EPUTPOLUTH, XEMOTTIO0HH, XeMaTOKPHT), IPOMEHH B
0B0OpeyHaTa XeMoIMHAMHKKa (TTOBHINICHO HMBO Ha a30T B KPhBTA U KPEATHHUH), IIOBUIIICHA aKTUBHOCT
Ha TUIa3MEHUs PEHHH, XUIepTPOdus/XurepIiasus Ha FOKCTArIOMepyJIapHUTE KICTKH U YBPEXKIaHE Ha
cToManrHata Jurapuiia. CTOMaIIHUTE JIE3UN MOTaT J1a ObJaT MpeJOTBPATeHN/OTPaHUYCHH Upe3
nepopaiHo nobaBsiHe Ha (HU3HOJIOTHYCH PA3TBOP M IPYIIOBH JKUIIMIIA 3a )KUBOTHHTE. [Ipu Kydera ca
HaOmroaBann O0b0peyHa TyOynapHanuiaTanus u arpodus. Cuaura ce, 4e Te3u HaXOJKHU Ce IBIDKAT Ha
(hapMakoJOrnIHaTa aKTUBHOCT Ha TenMmucaprtad. He ca HaOnronaBanu epekTH Ha TEIMUCAPTAH BPXY
(bepTI/IJ'II/ITeTa Ha MBKKHU U )KCHCKHW UHIUBUIU.
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Hsma sicHu nanHu 3a TEPATOTCHCH C(i)eKT, BBIIPCKU TOBA MPU TOKCUYHU JO30BU HUBA HA TCIIMUCAPTAH
c Ha6J'IIOI[aBaH e(i)eKT BBHPXY MNOCTHATAIIHOTO pa3BUTHUEC HA ITOTOMCTBOTO, KaTO ITO-HUCKO TCJIICCHO
TErj10 1 3a0aBEHO OTBApsAHC HAa OYHUTE.

Hsama noka3zaTenctBa 3a MyTareHHOCT U ChOTBETHA KJIACTOT€HHA aKTMBHOCT Ha TeIMUCAPTaH NpU
M3MUTBAHMSA in Vitro ¥ KaHIEPOTEHHOCT MPH ILTEX0BE U MUIIKH. [IpoyduBaHmsITa C XUAPOXIOPOTHAZH
JTaBaT HECUTYPHU JTAHHW 32 TEHOTOKCUYHOCT WIIM KAHIICPOTCHHN (PEKTH MIPH HAKOH

CKCIICPUMEHTAJIHU MOJICIIN.
3a Q)GTOTOKCI/I‘IHI/ISI DOTCHI AT Ha KOM6I/IHaI_II/I${Ta TeJ'IMI/ICElpTaH/XH,Z[pOXJ'IOpOTI/IHBI/I,Z[ BXK. TOuKa 4.6.

6. OAPMAINEBTUYHU JAHHUAU

6.1 ChnucbKk HAa TOMOIHUTE BENIECTBA

[MoBumon K30

Hatpues xunpoxcun

Manuton

MukpokpucTansa 1eiryJio3a

Mernymuna

Kpockapmenosa narpuii

Harpues creapmidymapar

CuiimeB JHOKCHUT, KOJIOUJCH 0e3BOICH

JKbnt xenesen oxkeun (E172)

6.2 HecbBMeCTHMOCTH

Henpuinoxumo

6.3 Cpok Ha rogHoCT

3 roguH"

6.4 CrnenuajHH ycJI0BHS HA CbXpPAHECHHE

To3u ekapcTBEH NPOAYKT HE U3UCKBA CIICIIMATTHU TEMIIEpaTypHH YCIOBHS 32 ChXpaHEHUE.
Jla ce cbxpaHsiBa B OpUrHHAIHATA OMAKOBKA, 3a J1a Ce€ Mpe/na3Ba OT CBETIWHA U Blara.

6.5 Bujau chbabpikaHUE HA ONAKOBKATA

bmucrepu (OPA/AI/PVC donmo//Al pommo) ¢ 14x 1,28 x1,30x1,56x1,60x 1,84 x1,90x 1,
98 x 1 u 100 x 1 Tabnerka, B KyTHS.

He Bcuuky BHI0BE OMAaKOBKM MOTAT Jja ObAAT IMyCHATH Ha Ma3apa.
6.6 CrneumaJiHu NpeANa3HU MePKH NPHU U3XBbpJIsiHe H padoTa

Tolucombi Tpsi6Ba 1a ce cpxpaHsIBa B 3amedyaTanus OIUCTEp MOPaIN XUTPOCKOIIMYHUTE CBOWCTBA HA
tabnerkure. TabneTkuTe TpsAOBa Ja ce U3BAIAT OT OJIMCTEpa HEITOCPEICTBEHO MPEIN MPHIIOKEHNUE.

Hewuznon3Banust JICKAPCTBCH MMPOAYKT WJIN OTIIAABYHUTE MAaTCpUAJIU OT HETO TpH6Ba Ja CC U3XBBPJIAT
B CHbOTBCTCTBHUC C MCCTHUTC U3UCKBAHUSA

7. INPUTEXATEJ HA PASPEHLIEHUETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CroBeHust
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8. HNPUTEXKATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/13/821/023
EU/1/13/821/024
EU/1/13/821/025
EU/1/13/821/026
EU/1/13/821/027
EU/1/13/821/028
EU/1/13/821/029
EU/1/13/821/030
EU/1/13/821/033

9. JATA HA ITBPBO PA3ZPEIITIABAHE/IIOJHOBSBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

[laTa Ha TBPBO pa3peniaBaHe 3a ymorpeoda: 13 mapt 2013 .
Jara Ha mocnenHo noaHoBsaBaHe: 8 ssHyapu 2018 r.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

[Toxpo6Ha nHbOpMAaIUs 32 TO3H JIEKAPCTBEH MPOIYKT € IpeocTaBeHa Ha yeOcaiita Ha EBporelickara
arceHIN 110 JiekapcTBaTa http:/www.ema.europa.ecu
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INPNJIOKEHHUE 11

MPOU3BOUTEJI(U), OTTOBOPEH(HM) 3A
OCBOBOKJIABAHE HA IAPTU/IN

YCJIOBUA UK OT'PAHUYEHNUA 3A JOCTABKA U
YIHOTPEBA

APYI' YCJIOBUA U UBUCKBAHUSA HA PASPEHIEHUETO 3A
YIHOTPEBA

YCJIOBUA UK OT'PAHUYEHNUA 3A BE3OITIACHA U
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA ITPOAYKT
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A. TIPOU3BOJUTEJI(M), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA ITAPTHU/IN

HMe u aipec Ha TpOU3BOAUTENSI(UTE), OTTOBOPEH(HH) 32 0CBOOOXKIaBaHE HA TAPTUINTE

KRKA-POLSKA Sp.z. 0.0.
ul. Réwnolegta 5

02-235 Warszawa

Ilomma

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

8501 Novo mesto
CnoBenus

TAD Pharma GmbH
Heinz-Lohmann-Strafie 5
27472 Cuxhaven
I'epmanus

IleyaTHara nTMCTOBKA Ha JICKApCTBCHUA MTPOAYKT Tp5[6Ba Aa CbAbpPiKa UMETO U aJIp€Ca Ha
IIPONU3BOAUTEIIA, OTTOBOPECH 3a OCB060)K,Z[aBaH€TO Ha CbOTBE€THATA IMapTUaa.

b. YCJIOBUs NJIA OT'PAHUYEHUS 3A JOCTABKA U YIIOTPEBA

JlekapCTBEHHSAT MPOIYKT CE OTITYCKa MO JIEKAPCKO MPEAICaHNUE.

B. APYI'M YCJIOBHUA U N3NCKBAHUA HA PASPEHIEHUETO 3A YIIOTPEBA
. IepuoauyHu aKTyaJau3upaHu Aokjaau 3a oesonacuoct (ITA/IB)

U3uckBanusdra 3a noxasane Ha [TA/Ib 3a To3u ekapcTBEH NMPOIYKT ca OCOUYEHHU B CITUCHKA C
pedepentauTe natu Ha EBponeiickus cpio3 (EURD cruchk), npeasuaes B wi. 1078, ai. 7 ot
Jupextusa 2001/83/EO, u BbB BCUUKHU CIICBAIIN AKTyalIH3alnH, MyOJIUKYBaHH HA €BPONEHCKUS
yeOrmopTa 3a jeKapcTaa.

. YCJIOBUA NJIN OT'PAHUYEHUS 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIJEKAPCTBEHUSA TPOAYKT

. IInan 3a ynpasiienue Ha pucka (ITYP)

ITputexarenar Ha pazpelieHueTo 3a ynorpeda (I1PY) TpsOBa fa U3BbpIIBA H3UCKBAHUTE JEHHOCTH U
JIeUCTBUS, CBBP3aHH C MPOCIIEASBaHE Ha JIEKApCTBEHAaTa 0€30MacHOCT, Moco4eHH B ono0perus [1YP,
npezacrased B Moxyn 1.8.2 Ha Pa3spemenuero 3a ynotpe6a, KakTo U BbB BCHUKU CIIEBAILU 0100pPEHU
akTyanu3anuu Ha ITYP.

Axrtyanmzupan [1YP TpsiOBa na ce monmasa:

- 10 HcKaHe Ha EBponelickaTa areHIys 1o JIeKapcTBaTa;

- BUHATHU, KOTaTO Ce M3MEHsI CHCTeMara 3a yIpaBJIeHHUE Ha PUCKA, 0COOEHO B pe3yiTar Ha
HoJTyJaBaHe Ha HOBa HH(OPMAIHs, KOSITO MOXKE [1a JOBEJE A0 3HAUYMMH IIPOMEHH B
CHOTHOIICHUETO T0JI3a/PUCK, MIIH CIIe]l JOCTUTAHe Ha BaXKEH eTarl (BbB Bpb3Ka C IPOCIEsIBaHe
Ha JIeKapcTBeHaTa 0€30MacHOCT WM CBEX/IaHE Ha PUCKA 10 MUHUMYM).

Axko nonasaseto Ha I[TA/Ib u aktyanusupanero Ha ITYP cpBnajgar, Te Moxe aa ce nogajar
€JIHOBPEMEHHO.
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Axrtyanmusupas [TYP tpsbBa na ce mogane 1o cpok, cbrimacyBad cb¢ CHMP.
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INPNJIOKEHMUE 111

JAHHU BBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHH BBPXY OITAKOBKATA
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JAHHU, KOUTO TPABBA JJIA CbAbPKA BTOPUYHATA OITIAKOBKA

KAPTOHEHA KYTUSI

| 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Tolucombi 40 mg/12,5 mg TabneTku
TeIMUCAPTaH/XUAPOXIOPOTHASH

(2. OBSBAABAHE HA AKTUBHOTO(TE) BEHIECTBO(A)

Bcesika Tabnetka cpabpika 40 mg trenmucaptad U 12,5 mg XUapoXJI0opOTHAZHUI.

(3. CHOUCBHK HA HOMOIIHUTE BEHIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Taberka

14 x 1 TabimeTka
28 x 1 Tabmerka
30 x 1 Tabmerka
56 x 1 TabneTka
60 x 1 TabieTka
84 x 1 TabneTka
90 x 1 TabnmeTka
98 x 1 TabieTka
100 x 1 TabmeTka

| 5. HAYMH HA TPUJIOKEHHUE U ITbT(MIIA) HA BBBEXKJAHE

[Ipenu ynorpeba npoueTere JIUCTOBKATA.
ITepopanHo mpunoxeHme

HA JELIA

6. CIHEOUAJIHO INIPEAYIIPEKAEHUE, UE TEKAPCTBEHUAT ITPOAYKT
TPABBA JA CE CbXPAHSABA HA MSICTO JAJIEY OT INOTVIEJA U TOCET A

Ia ce chxpaHsBa Ha MSCTO, HEIOCTBITHO 32 JIEIla.

| 7. APYI'N CIIEIIMAJIHA NPEAYIIPEXJIEHUS, AKO E HEOBXOAMMO

| 8. JATA HA U3THUYAHE HA CPOKA HA TOJHOCT

T'oneHn no:

| 9. CIIEHUAJIHA YCJIOBUSA HA CbXPAHEHUE
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}Z[a CC CbXpaHsBa B OpUT'MHAJIHATA OIIAKOBKA, 3a J1a C€ MpEAIa3Ba OT CBECTJIMHA U BJjlara.

10. CIELUAJIHU INPEAIIA3ZHU MEPKU ITPU U3XBBPJISAHE HA
HEUW3MHOJI3BBAHA YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIN
OTHAABYHHN MATEPHUAJIN OT THX, AKO CE HBUCKBAT TAKHBA

| 11. WME 1 AJIPEC HA IIPUTEJKATEJISI HA PASPEIIEHUAETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CiroBeHust

| 12. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/13/821/003
EU/1/13/821/004
EU/1/13/821/005
EU/1/13/821/006
EU/1/13/821/007
EU/1/13/821/008
EU/1/13/821/009
EU/1/13/821/010
EU/1/13/821/031

| 13. MTAPTHUJAEH HOMEP

[Tapt. Ne

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

[16. HMH®OPMALMS HA BPAIJIOBA A3BYKA

Tolucombi 40 mg/12,5 mg

‘ 17. YHUKAJIEH UAEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3aMepeH 0apko.1 ¢ BKIIOUSH YHUKAJICH HICHTU(HUKATOD

‘ 18. YHUKAJIEH UIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JIA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

| 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Tolucombi 40 mg/12,5 mg Tabnetku
TeJIMHUCAPTaH/XUAPOXIOPOTHASH

| 2. NME HA IPUTEXATEJISA HA PASPEIHIEHUETO 3A YIIOTPEBA

KRKA

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

EXP

|4.  OAPTHUJEH HOMEP

Lot

| 5. JIPYIO

CaMo Ha OJUcTepuTe ChIbpKaly 7 TablIeTKH

IH
BT
cp
qT
T
cO
HI
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JAHHU, KOUTO TPABBA JJIA CbAbPKA BTOPUYHATA OITIAKOBKA

KAPTOHEHA KYTUSI

| 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Tolucombi 80 mg/12,5 mg TabneTku
TeIMUCAPTaH/XUAPOXIOPOTHASH

(2. OBSBAABAHE HA AKTUBHOTO(TE) BEHIECTBO(A)

Bcesika Tabnetka chabpika 80 mg tenmucaptad U 12,5 mg XuapoXI0opOTHAZHUI.

(3. CHOUCBHK HA HOMOIIHUTE BEHIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Tabnerka

14 x 1 Tabmerka
28 x 1 Tabnerka
30 x 1 Tabmerka
56 x 1 TabneTka
60 x 1 TabmeTka
84 x 1 TabaeTka
90 x 1 TabimeTka
98 x 1 TabnmeTka
100 x 1 TabmeTka
14 x 1 Tabmerka
98 x 1 TabmeTka

| S. HAYUH HA MTPUWJIOKEHUWE U I'bT(UIIA) HA BBBEKIAHE

[Ipenu ymorpeba mpoyeTeTe JUCTOBKATA.
Ilepopanno npunoxenue

HA JEIIA

6. CIHEOUAJIHO INIPEAYIIPEKAEHUE, UE TEKAPCTBEHUAT ITPOAYKT
TPABBA JJA CE CbXPAHSBA HA MSACTO JAJIEY OT IOTI'JIEJA U JOCET' A

Z[a CC CbXpaHsiBa HAa MACTO, HCJOCTBHITHO 3a ACHA.

(7. JIPYIM CHEOMAJIHM NPEAYNPEKJIEHUS, AKO E HEOBXOUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA T'OJJHOCT

T'onen no:
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| 9. CIIEIUAJIHU YCJIOBUS HA CbXPAHEHHUE

I[a CC CbXpaHsBa B OpUTIMHAJIHATAa OIIaKOBKaA, 3a Aa CC MpEaAIia3Ba OT CBCTJIMHA W BJiara.

10. CHENOUAJIHM IIPEAITAZHU MEPKHU ITPU U3XBBHPJISIHE HA
HEM3MOJ3BAHA YACT OT JIEKAPCTBEHUTE NPOAYKTHU UJIHN
OTHAABYHU MATEPHUAJIN OT TAX, AKO CE H3UCKBAT TAKHBA

| 11. HME U AJPEC HA IPUTEXATEJISI HA PASPEHIEHUETO 3A YIHOTPEBA

KRKA, d.d., Novo mesto, gmarjeéka cesta 6, 8501 Novo mesto, CiioBeHust

| 12. HOMEP(A) HA PABPEIHIEHUETO 3A YIIOTPEBA

EU/1/13/821/013
EU/1/13/821/014
EU/1/13/821/015
EU/1/13/821/016
EU/1/13/821/017
EU/1/13/821/018
EU/1/13/821/019
EU/1/13/821/020
EU/1/13/821/032

| 13. TAPTHJEH HOMEP

ITapt. Ne

| 14. HAYMH HA OTIIYCKAHE

| 15.  YKA3AHUNSA 3A YIIOTPEBA

[16. MH®OPMALINS HA BPAIJIOBA A3BVKA

Tolucombi 80 mg/12,5 mg

‘ 17. YHHUKAJIEH HIEHTU®UKATOP — JIBYUSMEPEH BAPKO/]

JByusmepeH 6apko]] ¢ BKIIOUCH YHUKAJIEH UACHTH(GUKATOD

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

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JIA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

| 1. HUME HA JIEKAPCTBEHUSA INTPOAYKT

Tolucombi 80 mg/12,5 mg Tabnetku
TeJIMHUCAPTaH/XUAPOXIOPOTHA3H]

2. HNME HA HPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA

| 3. JATA HA U3THYAHE HA CPOKA HA 'OJJHOCT

EXP

| 4.  TAPTHUJAEH HOMEP

Lot

|5. JIPYIO

Camo Ha OmucTepuTe ChIbpXkKaiy 7 TabIeTKH

ITH
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JAHHU, KOUTO TPABBA JJIA CbAbPKA BTOPUYHATA OITIAKOBKA

Kapronena kyTus

| 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Tolucombi 80 mg/25 mg TabneTku
TeIMUCAPTaH/XUAPOXIOPOTHASH

(2. OBSBSAABAHE HA AKTUBHOTO(TE) BEHIECTBO(A)

Bcesika Tabnetka chabpka 80 mg TenMucapTaH U 25 mg XUAPOXIOPOTHAZHIL.

(3. CHOUCBHK HA HOMOIIHUTE BEHIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

Taberka

14 x 1 TabimeTka
28 x 1 Tabmerka
30 x 1 Tabmerka
56 x 1 TabaeTka
60 x 1 TabmeTka
84 x 1 TabneTka
90 x 1 TabmeTka
98 x 1 TabieTka
100 x 1 TabneTka
14 x 1 TabmeTka
98 x 1 Tabmerka

| S. HAYYH HA ITPUJIOKEHUE U ITbT(MIIIA) HA BBBEXKJAHE

[Ipenu ymorpeba mpodueTeTe JMCTOBKATA.
[TepopanHo npusnoxeHue

6. CHELUAJHO NPEAYNPEXKIEHUE, UE JIEKAPCTBEHUSAT ITPOIYKT
TPSIBBA JIA CE CBXPAHSIBA HA MSICTO JAJIEY OT MOTJIEJIA U TIOCET A
HA JIELIA

[a ce cbxpaHsBa Ha MACTO, HEIOCTBITHO 3a Jielia.

| 7. APYI'U CIIEHMAJIHU NPEAYHPEXKJIEHUSA, AKO E HEOBXO/MMO

| 8. JATA HA U3TUYAHE HA CPOKA HA T'OJJHOCT

T'onen no:
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| 9. CIIEIIMAJIHUA YCJIOBUS HA CbXPAHEHUE

I[a C€ CbXpaHsABa B OpUTMHAIHATA OIMMaKOBKa, 3a 1a CC MpE€AIra3dBa OT CBETJIIMHA U BJiara.

10. CIIEIlUAJIHA TPEJITASHU MEPKHU ITPU U3XBBPJISAHE HA
HEM3IIOJI3BAHA YACT OT JIEKAPCTBEHUTE IIPOJAYKTHU UJIN
OTHAABYHU MATEPHAJIHN OT TAX, AKO CE U3UCKBAT TAKHBA

[ 11.  MME M AJJIPEC HA IIPUTEKATEJISI HA PASPEHIEHMETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarje§ka cesta 6, 8501 Novo mesto, CroBeHust

| 12. HOMEP(A) HA PASPEIIIEHHUETO 3A YIIOTPEBA

EU/1/13/821/023
EU/1/13/821/024
EU/1/13/821/025
EU/1/13/821/026
EU/1/13/821/027
EU/1/13/821/028
EU/1/13/821/029
EU/1/13/821/030
EU/1/13/821/033

| 13. TAPTHUJIEH HOMEP

ITapt. Ne

| 14. HAYMH HA OTHHYCKAHE

| 15.  VKA3AHMSI 3A YIIOTPEBA

| 16. MH®OPMAIIMSA HA BPAMJIOBA A3BBYKA

Tolucombi 80 mg/25 mg

‘ 17. YHUKAJIEH WJIEHTUO®UKATOP — IBYU3MEPEH BAPKO/|

JIByn3mepen 6apKoj ¢ BKJIIOYEH YHHUKAJICH UICHTU(DHKATOP

‘ 18. YHUKAJIEH WJIEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
SN
NN
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MUHUMYM JAHHU, KOUTO TPABBA JIA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

| 1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Tolucombi 80 mg/25 mg TabneTku
TeIMHUCAPTaH/XUAPOXIOPOTHA3H]

2. HNME HA HPUTEXATEJISA HA PASPEIIEHUETO 3A YIIOTPEBA

KRKA

| 3. JATA HA U3THUYAHE HA CPOKA HA 'OJJHOCT

EXP

| 4.  TAPTHUJAEH HOMEP

Lot

|5. JIPYIO

Camo Ha OmucTepuTe ChIbpXkKaiy 7 TabIeTKH

ITH
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b. JUCTOBKA
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JIlucToBKA: I/IH(l)OpMaIIl(lﬂ 3a MalueHTa

Tolucombi 40 mg/12,5 mg TadjaeTkn
Tolucombi 80 mg/12,5 mg TadeTKku
Tolucombi 80 mg/25 mg TadseTkn
TeaMucapTan/xuapoxioporuasu (telmisartan/hydrochlorothiazide)

IIpoyeTreTe BHUMATEJIHO LSIJIATA JIMCTOBKA NPeAN 1A 3all04HeTe 1A NpHeMaTe TOBA J1eKapcTBo,

Thil KaTO T CHABPKA BaxHa 3a Bac nundgopmanus.

- 3amasere Ta3u JUCTOBKA. MOXe Jja ce HaJIOKH J1a sl IPOYETETe OTHOBO.

- AKO MMaTe HsIKaKBU JONMBIHUTEIHHA BBIPOCH, TIONUTaiTe Bamms nekap wiu GapmarieBT.

- ToBa nekapcTBo e npeanucano JuuHo Ha Bac. He ro mpeorcTsnBaiiTe Ha Apyru xopa. To Moxe
Jla M HaBpeIH, He3aBUCHMO Ue MIPHU3HAINTE Ha TIXHOTO 3a00JsIBaHE ca ChIIUTE KaTo Bammure.

- AKO TIONTy4yHTe HIKAKBH HEXXEJIaHU JICKApCTBEHM PEeaKIMU yBenoMeTe Bamus nekap wiu
(bapMaueBT. ToBa BKJIIOYBA M BCUYKHU BB3MOKHU HEXKEIIAHU peaKkiumn, HEOMMCaH! B Ta3u
TUCTOBKA. Buxkre Touka 4.

KakBo cbabp:ka Ta3u JHCTOBKA:

Kakgo mpencrasisBa Tolucombi u 3a KakBO ce U3MOI3Ba
Kakgo TpsiOBa na 3Haete npenu na npuemere Tolucombi
Kak nma mpuemare Tolucombi

BB3MoXHH HEXETTaH! peakInu

Kak na cexpanssate Tolucombi

Chapp:kaHue Ha OITAKOBKATA M JOIIBIHUTEIIHA HHPOPMAITH

A e

1. Kakso npeacrasassa Tolucombi u 3a kakBo ce u3mos3Ba

Tolucombi e koMOMHALIMS OT IB€ aKTUBHU BEILIECTBA B €7jHA TabJeTKa — TeJIMHUCapTaH 1
XUApOXJIopoTHasuj. U apete BeliecTBa momarar Jia ce KOHTPOJIMPa BUCOKOTO KPBBHO HAJIATaHE.

- TenMmucapTan MpUHAIUICKH KbM IPyIIa JICKAPCTBEHU MPOAYKTH, HAPEUCHU PEIICITOPHU OJIOKEpU
Ha anruoreH3uH II. AarnoTtensuH Il e BemecTBo, 00pa3yBaHo BbB Barws opraHuzbM, KOETO
MPeIN3BUKBA CBUBAHE HAa KPBBOHOCHHUTE CHIOBE, KaTO 110 TO3M HAYMH MOBHIIIaBa KPBBHOTO Bu
Hamsirane. Tenmucapran 610kupa edekra Ha anrnoTeH3uH 11 Taka, 4e KpbBOHOCHHUTE CHIOBE C&
OTITyCKaT M KPFBHOTO HaJISITaHE Ce MOHIKABA.

- XuapoxJIopoTHasyul IpUHAAIEKU KbM IpyIa JeKapcTBa, HAPEUCHH THA3UIHU JUYPETULIH,
KOUTO TIPEJM3BUKBAT YBEIMUaBaHe HA OTACISHOTO KOJIMYECTBO YPHHA, BOJEIIO JI0 MOHWKABAHE
Ha KpbBHOTO Bu Hamsrane.

Axo He ce JICKYBa, BUCOKOTO KPBbBHO HAJIAATAHE MOXKE a YBpPE€AU KPbBOHOCHUTE CH0BE B pE€AUlia
OpraHu, KOC€TO IMOHAKOIra MOKEC Oa OOBCAC 10 CbpACYHU NMPUCTHIIN, ChbpACYHA UITU 6L6pe‘-IHa
HEAOCTATHbYHOCT, MO3BYCH UHCYIJIT U CJICIIOTA. CI/IMHTOMI/I, B pE€3YyJITAaT HAa BUCOKO KPBbBHO HAJIATAHE,
OOMKHOBEHO HE C€ Ha6J'IIOZ[aBaT npeau 1a Bb3HUKHAT YBPCIKAAHUSA B OPraHUTE. Hopam/l TOBa € Ba’)XHO
PEOOBHO Ja C€ U3MEPBAa KPBbBHOTO HAJIATAHE, 3a J1a C€ MPOBCPHU JaJIh TO € B HOpMAJIHA I'PaHUIIA.

Tolucombi (40 mg/12,5 mg, 80 mg/12,5 mg) ce n3no.13Ba 3a JeYeHNE Ha BUCOKO KPHBHO HAJISITAaHE
(eceHnMaTHA XUIIEPTOHNUS ) IPH BB3PACTHH, YNETO KPHBHO HAIITAHE HE C€ KOHTPOIHpa JOCTATHUHO,
KOTaTO TEJIMUCAPTAH CE U3MOI3BA CAMOCTOSITEIHO.

Tolucombi (80 mg/25 mg) ce n3mos3Ba 3a jJcueHe HA BUCOKO KPBBHO HalsraHe (€CEHIIMATHA
XHUIEPTOHUS ) IPH BB3PACTHH, YUETO KPHBHO HAJISITaHE HE Ce KOHTPOJIUPA JOCTaThYHO OT Tolucombi
80 mg/12,5 mg unu npu NalUeHTH, KOUTO MPEABAPUTEIIHO Ca CTAOMIM3HPAHU YPE3 CAMOCTOSITEITHOTO
U3MO0JI3BAHE HA TEIIMHUCAPTAH U XUIPOXIOPOTHAZHUI.
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2. KakBo TpsiOBa 1a 3naete npeau aa npuemere Tolucombi

He npuemaiite Tolucombi

- aKO0 CTE AICPTUYHH KbM TEIIMICAPTaH WIH KbM HIKOS OT OCTaHAIIUTE ChCTABKH HA TOBA
JIeKapcTBO (U30pOEHH B TOUKA 6)

- aKo CTE ANEPTHYHH KbM XHIPOXJIOPOTHA3HI FIIH KbM JIPYTH JIEKApCTBA, IIPOU3BOTHH HA
cynhoHAMHTUTE

- aKko cTe OpeMeHHa ciell TpeTus Mecell (mmo-nobpe na u3bsreate ymorpebara Ha Tolucombi u B
paHHa OpEMEHHOCT - BUXKTE pasjiest bpemeHHOCT)

- aKo MMaTe TeXKKH YSPHOAPOOHH MPOOIEMH KaTO X0JIeCTa3a HiTH XIIbYHA 0OOCTPYKIHUS (TIpodiieM
¢ IpeHaXka Ha JKJIbUKaTa OT YEePHHS APO0 M )KIBUYHHI MEXYP) WIIH KaKBOTO U Ja € APYTO TEHKKO
4epHOIPOOHO 3a00IIIBaHe

- aKo MMaTe TeXKO 0bOpeuHo 3a0omsBaHe WK aHypus (rmo-maiko ot 100 ml ypuHa Ha 1neH)

- ako BamumsT nekap ycTaHOBH, 4ye MMATe HUCKU HUBA HA KAJIMI WM BUCOKU HUBA Ha KAJIUN B
KPBBTAa, KOMTO HE CE TIOBIHSBAT OT JICUCHHUE

- aKo nMmare nuabeT Win HapylleHa Ob0pedHa QyHKIUS U ce JeKyBaTe C JeKapCcTBO 3a
MOHIKAaBaHe Ha KPBBHOTO HAIATAHE, ChABPIKAILO AJIMCKUPEH.

HNudopmupaiite Bamms nexap win ¢papmainesT, npeau aa npuemere Tolucombi, ako HIKOE OT
TOPENOCOYCHUTE ChCTOSIHUS ce OTHAcs 3a Bac.

IpenynpexneHus U Npeana3sHu MEPKH

ToBopere ¢ Bamms nexap, nmpeau aa npuemere Tolucombi, ako cTpagaTe WM HIKOTA CTE CTPANAN OT

HSIKOE OT CICJHUTE ChCTOSHUS WK 3a00JSIBAHHS:

- HHCKO KPBBHO HaJsiTaHe (XUIIOTOHUS ), KOETO € Bh3MOXKHO [1a Bb3HUKHE, aKO CTe
JexuapaTupany (MpeKoMepHa 3aryda Ha BoJia OT OpraHu3Ma) WM aKo UMaTe HEeJOCTHT Ha COJIH,
MOpajy JICYCHUE C JUypeTULN (00€3BOTHSBAIIIM JICKAPCTBA), AUETA C HUCKO ChIbpIKAaHNE Ha
COJI, AUApWs, MOBPBIIAHE WK XeMO(IITpaus

- 6B0peuHo 3a00sBaHe WU ObOPEUEH TPAHCIIAHTAT

- CTEHO3a Ha peHalIHaTa apTepus (CTECHsBaHE Ha KPbBOHOCHHUTE ChJIOBE Ha €IMHUS WM Ha JiBaTa
O0BOpeka)

- 4epHOApOoOHO 3a00ABaHe

- ChPJCYHU TPOOIeMH

- nuader

- nojarpa

- MOBUILICHU HUBA Ha aJlIOCTEPOH (3abpKaHe Ha BOJA M COJIM B TSUIOTO, IPHIPYIKEHO OT
JqucOanaHe Ha pa3iiuHA MUHEPaJH B KPbBTA)

- CHUCTEMEH JIyIyc epuTeMaroec (Hapuyas ome “nymyc” win “CJIE”), 3abonsBaHe mpu KOETO
coOcTBeHaTa MMyHHA CUCTEMa aTaKyBa OpraHn3ma

- aKTHBHATa ChCTaBKa XUIPOXJIOPOTHA3H/] MOXKE JIa IPUYMHN HeOOMYaiiHa peakiisi, BOeIa /10
HaMaJIeHO 3peHue U 0oJika B 0koTo. ToBa MOJKe Ja ca CHMIITOMH Ha HAaTPyIIBaHE HA TEYHOCT B
CBJIOBHS CJION Ha OKOTO (XOPOM/IAJICH M3JIMB) WM Ha MOBUILIaBaHEe HA BBTPEOYHOTO HaJIaraHe u
MOTar Jia ce MOSBAT B paMKUTE Ha YacOBE J0 CEAMUIIM OT HavanoTo Ha mpuema Ha Tolucombi.
ToBa Moxe J1a JoBeJie A0 TPaifHO yBpeXkJaHe Ha 3pEHUETO, aKo He Ce JISKYBa.

- aKo CTe MMaJIM paK Ha Ko)KaTa WK aKo pa3BHeTe HeoYaKBaHa KO)KHa JIe3us 10 BpeMe Ha
neyeHueto. JIeYeHHEeTo ¢ XUIPOXIOPOTHA3H], OCOOCHO MPOIBIDKUTENHATA YIIOTPeOa Ha BUCOKH
JIO3H, MOJKE J1a TIOBHIIH PUCKa OT HAKOHM BHUIOBE PaK Ha KO)KaTa U YCTHUTE (HEMEIIAHOMEH paK
Ha KOKara). 3alluTeTe KoKara CH OT M3JIaraHe Ha CI'bHIIEC U yITPaBUOJICTOBUTE JIbYH, JOKATO
npueMate Tolucombi.

loBopere ¢ Bamwst nekap, npeau ga npuemere Tolucombi:
- aKo TpHeMate HAKOE OT CIEeTHHTE JIEKapCTBa, U3IIOI3BaHN 3a JICYEHHE Ha BUCOKO KPHBHO
HaJIsIraHe:
- ACE unxuburop (HanpuMep eHaJIarpui, JU3UHONPWII, PAMHIIPUI), 0COOEHO aKo UMaTe
0B0peunn npobIemMu, CBbp3anu ¢ Arnadera
- AIUCKUPEH
BammsT nexap Moxe epuoIudHO Aa IpoBepsiBa 6p0peuHata Bu ¢yHKIus, KpbBHOTO HANISITAHE U
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KOJIMYECTBOTO Ha €IEKTPOJIUTHTE (HAIp. KaJIMid) B KppBTa Bu.

Buxre cbio nHpopmMarusra, o3arnaseHa “He npuemaiite Tolucombi”.

- aKo IpHeMaTe JUTOKCHH

- aKo CTe MMaJU NPOoOJIEMH C TULIAHEeTO WM OenuTe IpoOoBe (BKIFOYUTETHO BH3MNAIICHUE HIIH
TEYHOCT B OennTe Apo0oBe) ciiell MprueM Ha XHUAPOXJIOPOTHA3H]] B MHHATIOTO. AKO IOJy4nTe
TEXBK 33]IyX WU 3aTPyTHEHO JHIIaHe ciel nprueM Ha Tolucombi, He3a0aBHO OTHpPCETE
MEIHIMHCKA ITOMOLLL.

- T'oBopete ¢ Bamus siekap, ako nojy4uTe KopeMHa 00JiKa, raJieHe, OBPbIIaHe WU JUapHsl CIIe
npueM Ha Tolucombi. Bammsr siekap 1e B3eMe pelieHue 3a mo-HaTaThIIHo JieueHue. He
crnMpaiiTe na mpuemare gekapcTBoTo Tolucombi camocTosTenHo.

Tps6Ba na yBegomute Bamms nekap, ako Mucnute, 4e cre OpeMeHHa (W1 MoXke J1a 3a0peMeHeeTe).
Tolucombi He ce nmpernoprUBa B paHHA OPEMEHHOCT 1 HE TpA0Ba /1a ce IpruemMa cief TpeTHs Mecel] OT
OpEeMEeHHOCTTa, Thil KaTO MOYKE CEPHO3HO 1a yBpeau Bareto nere, ako ce M30I3Ba B TO3H IIEPUOJ
(BwxTe pasnen bpemeHHOCT).

JledenueTo ¢ XUIPOXIOPOTHA3U MOXKE Ja JOBEJE /10 EICKTPOJIUTEH AucOaianc Ha Barms
OpraHu3bM. THMMYHNATE CHMIITOMH Ha BOJAHO-CIIEKTPOJIUTEH qUcOalaHC BKIFOYBAT CyX0Ta B yCTara,
CJ1aboCT, JIETAPTHS, CHHIMBOCT, OE3MOKOHCTBO, MYCKYJIHH OOJIKH WJIM KPaMITH, TajJicHe (TIOBIUraHe),
MOBpPBIIIaHe, MyCKYyJIHa yMopa U chpuebuene (moseue ot 100 yaapa B Munyta). TpsiOBa 1a crobuure
Ha Bamus nekap, ako No4yBCTBaTe HIKOM OT T€3U CUMIITOMH.

Tps6Ba na yBegomute Bamms ekap, ako YCTAHOBHUTE IMOBHIIICHA YYBCTBUTEITHOCT Ha KOXKATa CH TIPH
U3JIaraHe Ha CIBHIIE, ChC CHMITOMH Ha CITBHUCBO M3rapsiHe (TaKMBa KaTo 3a4epBsBaHe, ChpOCK, OTOK,
00pHB), KOUTO C€ TOSBSBAT M0-9€CTO OT OOMKHOBEHO.

B cnyyaii Ha oneparust Wi aHecTe3us, TpsiOBa 1a choOImuUTe Ha Bamms ekap, e npuemare
Tolucombi.

Tolucombi Moxe 1a Ob1e MO-MaTKO e(heKTHBEH NPH MOHIKABAaHE HA KPbBHOTO HAJISITAHE MpU
YEPHOKOXKH MalUeHTH.

Jena u roHomu
He ce nmpenopruBa ynotpebara Ha Tolucombi mpu fena u roHoIH 10 18 ronuHu.

HApyru nexkapcrBa u Tolucombi

HNudopmupaiite Bamus nexap wim papmanesT, ako puemMaTe, HaCKOpo CTe MIPUEMaTH WA €
BB3MOKHO J]a IpUeMaTe IpyTH JekapcTBa. Moxke Ja ce HaJIoKu Bammsr nexap 1a mpoMeHu 1o3ara Ha
TE3H JICKapCTBa I J]a B3eMe IPYTH MPEITa3Hu MEPKH. B HAKOH cirydan MoXKe Ja € Heo0X0IuMO J1a
CIpeTe M3MOI3BAHETO Ha HIKOE OT JieKapcTBaTa. ToBa ce 0THAacs 0cOOCHO 3a JieKapCcTBaTa, TOCOUYSHH
MO-/10JTy, KOTaTo Cce U3IM0JI3BaT eIHOBpeMeHHO ¢ Tolucombi.

- JICKapCTBa, ChABPKALIY JIUTHH, U3MI0JI3BaHH 32 JICUEHHE Ha HIKOU THIIOBE JACHPECHS.

- JIEKapCTBa, CBbP3aHU ¢ HUCKO HUBO HA KWK B KPHBTA (XUITOKAJIHEMUSs ), HAIPUMED APYTH
JIuypeTHiH (00e3BOJHSBAIIN JIEKAPCTBA), CIA0UTEIHHU (HAPHUMEDP PUIITHOBO MACIIO),
KOpTHKOCTepouau (Hanpumep npeannson), AKTX (xopmoH), aM(poTepuIvH (IpoTUBOrbOUUHO
JIEKapCTBO), KapOSHOKCOJIOH (M3ITOJI3BaH 3a JICYCHHE Ha SI3BH B yCTaTa), NEHUIWINH G HaTpHid
(aHTHOMOTHK), CATHITNIIOBA KUCETMHA H HEHHUTE TIPOU3BOIHH,

- HOZHO KOHTPACTHO BEIECTBO, N3MO0JI3BAHO BHB BPB3Ka ¢ 00pa3HO U3CIEBaHE

- JIEKapCTBa, KOUTO MOTAT Jja TOBUIIIAT HUBOTO Ha KaJHH B KPBBTA, KATO KATHH-CHXPaHIBAIIT
JTUYPETHUIIN, KATUEBHU TOOABKH, KAIHH-ChIBPKaIIM colieBr 3amectutesid, ACE naxuburopu,
OUKJIOCTIOPHH (JIEKApCTBO 32 MMOTUCKAHE Ha IMYHHUTETA) U APYTH JICKAPCTBEHU MPOAYKTH, KaTO
XelmapuH HaTpui (aHTUKOATYJIaHT),

- JIEKapCTBa, KOUTO CE€ BIUSAT OT IPOMEHH B HUBATa Ha KaJWi B KPBBTA, KaTO JEKAPCTBA 3a
CBpLETO (HanpuMep, AUTOKCHH) HITH JIEKapCcTBa 32 KOHTPOJIUPaHe Ha ChbPACYHUSA PUTHM
(Hanmpumep, XMHUAUH, AU30IUPaMU, aMHOJAPOH, COTANON), IEKapPCTBA, U3IOI3BAHU NIPU
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MICUXUYHH Pa3CTPOMCTBa (HalpuUMep, THOPUAA3HH, XJIOPIPOMa3HH, IEBOMEIIPOMAa3HH) U IPYyTH
JICKapCTBA, KATO HAKOM aHTUOMOTHUIM (HampuMep, capIOKCAIluH, TICHTAMUIMH) WX HIKOU
JIEKapCTBa 3a JICUCHHUE Ha aJISpIUYHU peakuu (HanpuMep, TeppeHaanH)

- JIeKapCTBa 3a JIcueHHEe Ha AuadeT (MHCYITUHHU WITH ITepOpaTHH JeKapcTBa, KaTo MET(HOPMHUH),

- XOJIECTHPaMUH U KOJIECTHIION, JIEKapCTBa 3a MOHMKaBaHEe HA HUBATa Ha JINIIHIUTE B KPHBTA,

- JIeKapCTBa 3a MOBHIIaBaHE HA KPBBHOTO HAIATAHE, KATO HOPAApEHAJIHH,

- JIEKapCTBa 3a OTITYyCKaHEe Ha MYCKYJIHTE, KaTO TYOOKypapHH,

- KaJII[UEBH JOOABKHU W/WIH 100aBKM ¢ BUTAMHUH D,

- AHTUXOJIMHEPTUYHH JEKapCTBA (JEKapCTBA, H3MOI3BAHH 32 JICUCHHUE HA PA3IMIHN HAPYIICHHS,
KaTO CTOMAITHO-YPEBHU KPAaMIIH, CTIa3MHU Ha IIUKOYHISI MEXYp, aCTMa, MOpCKa 0oIecT,
MYCKYJIHH CIa3MH, OonecTTa Ha [TapkuHCOH U 3a oANIOMaraHe Ha aHeCTe3HsATa), KaTo aTPONUH
u OunepueH,

- aMaHTHIUH (JIEKapCTBO, KOETO Ce M3I0JI3Ba 3a JieueHHe Ha OonectTa Ha [JapKHHCOH, KakTo U 3a
JICUCHHE WM MPOPHIAKTHKA Ha HIKOW 3a00JSIBaHNS, IPUIHHSIBAHA OT BHPYCH),

- JPYTH JeKapCcTBa, H3MOI3BaHU 32 JICUCHHE Ha BUCOKO KPBBHO HAISTaHE, KOPTHKOCTEPOHIH,
00e300msBaIH JIekapcTBa (KaTo HECTEPOUIHH MPOTHBOBBR3NanuTeau cpenacrea [HCIIBC)),
JIeKapCTBa 3a JICUCHHE Ha pakK, IMoIarpa WM apTpur,

- ako npuemate ACE nHXuOHUTOp MK amiMCcKUPEH (BIKTE CHINO WH(pOpMaIusTa o3ariaseHa “He

npuemaiite Tolucombi” u “TIpenynpexneHus 1 npeana3Hu MEpKH™).

- JUTOKCHH.

Tolucombi Moxe n1a yBennuu edekra Ha MOHMKaBaHE Ha KPBBHOTO HANISTaHE HA JIPYTH JICKAPCTBA,
M3M0JI3BAHM 32 JICUCHHE Ha BICOKO KPBBHO HAJISITaHE MIIM Ha JIEKAPCTBA C TIOTEHIINANT 32 TIOHIKaBaHE
Ha KPBBHOTO HaysiraHe (Hamp. 6akinoden, amupoctun). OCBeH TOBa, €)EKTHT Ha IIOHMKABAHE HA
KPBBHOTO HAJIATAHE MOJKE JIa Ce YCHJIU MPH yrnoTpedaTa Ha alikoxoll, 0apOuTypaTu, HApKOTUYHH
BEIIECCTBA MM aHTHICTIPECaHTH. Bre MoXke /1a yceTnuTe TOBa KaTo 3aMaiiBaHe MPH U3MpaBsHE.
[ocwBetBaiiTe ce ¢ Bamms nekap, ako € HEOOXOIUMO J1a c€ KOPUTHpPa A03aTa Ha APYTOTO JIEKAPCTRBO,
nokaro npuemare Tolucombi.

EdexrsT Ha Tolucombi Mmoxe 1a 0b2ie HamaseH, korato ce npuiara ¢ HCIIBC (Hectepouann
MPOTUBOBB3MAIHUTEIHNA CPEJCTBA KATO alleTHIICAIUIIUIOBA KUCETMHA WK HOYTIpOodeH).

Tolucombi ¢ xpaHa u aaK0X01

Moxere na npuemare Tolucombi cbe nnn 6e3 xpaHa.

W36arBaiiTe 1a KOHCyMHpaTe aJIKOXOJ JI0KAaTO HE ce KOHCyaTupare ¢ Bamms iexap. ATKOXOIBT MOXKe
Jla IOHWKY KPBBHOTO BU HasraHe n/uiM a MOBUIIM PHCKa Ja TIOYYBCTBATe 3aMaiiBaHe I
HpUMaIsIBaHe.

bpeMeHHOCT M KbpMEHe

bpemeHnHoCT
Tps6Ba na yBegomure Bamms nekap, ako MUCIUTe, 4e cTe OpeMeHHa (W1 MOXKe J1a 3a0peMeHeeTe).

O6ukHOBeHO, Bammsr sekap me Bu nocsBeTBa 1a npeycraHoBute npueMa Ha Tolucombi npenu na
3a0peMeHeeTe WK BeJHara moM pazbepere, ue cre OpeMeHHa U e Bu mockBeTBa 1a mpuemMare Apyro
nekapctBo, BMecTo Tolucombi. Tolucombi He ce mpenopbuBa 1Mo BpeMe Ha OPEMEHHOCT U He TpsiOBa
Jla ce TIpreMa, ako cTe OpeMeHHa clie]] TPETHs Mecell, Thi KaTo MOKe CEpHO3HO Ja yBpeau Barero
IeTe, aKo Ce M3II0JI3Ba CIIeN TPETUS Mecell OT OPEeMEHHOCTTA.

Kspmene
Hudopmupaiite Bammms jiekap, ako KbpMUTE WIH UMaTe HaMepeHue 1a kepmurte. Tolucombi He ce

MpenopbryBa Ha MaKK, KOUTO KbpMAT U Bammar jgexap Moxe na Bu Ha3Hauu apyro jedyeHue, ako
UCKaTe J1a KbpMUTE.

Ilodupane u padora ¢ MaIMHA

Hsxkou xopa ce 4yBcTBaT 3aMasiHU, U3MHUTBAT CIA0OCT UJIH yCelllaHe CAKAaIl BCHYKO HA0KOJIO C€ BbPTH
nokaro npuemat Tolucombi. Ako mody4uTe HIKOU OT Te3u eQeKTH, He modupaiite u He paboTeTe ¢
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MalllhuHH.

Tolucombi cbabp:xa HaTpUii
ToBa niekapcTBO ChIbPKA MO-MaKo oT 1 mmol Hatpwii (23 mg) Ha TabJeTKa, T.e. MOXKE JIa Ce Kaxke,
Yye NMPaKTUUECKU He ChABPKa HATPUA.

3. Kak na npuemare Tolucombi

Bunaru npuemaiite ToBa JieKapcTBO TOYHO KakTo Bu e kazan Bammst nekap. AKo HE CTe CUTYpHU B
Hello, nonurtaiite Bamms nexap niu ¢apmanesT.

[Ipenoppunrennara no3a Tolucombi e eqna TabneTka qHeBHO. OnuTaiiTe ce qa mpuemare TabjaeTka o
€JIHO W CBINO BpeMe Bceku JeH. Moxke na mpuemare Tolucombi che wiu 0e3 XpaHa. Ta0OneTkure
TpsiOBa J]a ce MOTIBINAT LIEU C BOJA WK Ipyra 0e3alKoXolHa HanmuTKa. BaxHo e na npuemare
Tolucombi Bceku neH, mokaro Bammsat nexkap He Bu mockBeTBa Apyro.

Ako Barmsr dyepen Apo0 He QyHKIIMOHUPA PAaBUIHO, OOWYaiiHaTa 103a TeJIMHCApPTaH He TpsiOBa aa
HajBumasa 40 mg BEIHBX JHEBHO.

AKo0 cTe npue/u NoBeve oT HeoOxoaumara 103a Tolucombi

AKo ciTydaifHO IpueMeTe TBBPC MHOTO TaOJETKH, MOXKE J1a U3MUTATE HAKOM CUMIITOMH, KaTo
MIOHIDKEHO KPBBHO HAIATAHE M YCKOPEH ChpAedeH puThM. Cho0maBar ce Chiio 1 3a0aBeH ChpACUCH
PUTHM, 3aMastHOCT, IOBpbIIaHe, HamalleHa ObOpeuHa PyHKIIUS, BKJIIOUYUTETHO ObOpeyHa
HEJIOCTaThYHOCT.

XuApoXIOpOTHAZUA, KATO KOMIIOHEHT MOJKE JIa TOBEAE 0 3HAYNMO MOHIDKABaHE KaKTO Ha KPHBHOTO
HaJsITaHe, Taka U 10 TIOHIDKaBaHe HUBATa HAa KaJui B KPHBTA, KOUTO MOTAT Aa ObAAT MPHYMHA 32
rajicHe, CbHJIMBOCT M MyCKYJIHH CIIa3MH W/HIU HEPEAOBCH ChPEUYEH PUTHM, CBBP3aH ChC
CBITBTCTBAIATA YIIOTpeOa Ha JIeKapcTBa KaTo JUTHTANNC, VI ONpPEIeIeHN aHTHAPUTMHIHA
nekapcrBa. CBbpxkeTe ce He3abaBHO ¢ Bamms siekap, GpapmareBT wim ¢ Hali-OMH3KUS IICHTBD 32
CIICIITHA TIOMOIII.

AKko cte nponycHau Aa npuemere Tolucombi

AKko 3a0paBuTe J1a MprUeMeTe ellHa J103a, He ce Oe3nokoiTe. Bzemere mo3aTa BegHara 11oM ce CEeTUTE U
CJIe]] TOBa MPOIBbIDKETE prUeMa 1Mo oOnyaitHus HaurH. AKO He preMeTe BaiaTta TabneTka chius
JleH, B3eMeTe oOnJaiiHarTa J103a Ha cieaBamims JieH. He B3emaiiTe aBoHA 1034, 3a /1a KOMIIEHCUpATe
MIPOITYCHATUTE UHIUBUYAJHHU JO3H.

AKO UMaTe HIKaKBH JOIMBIHUTEIHH BBIIPOCH, CBBP3aHHU C yIoTpebaTa Ha TOBA JICKAPCTBO, MOMTUTANTE
Bammwst srexap wmu papmareBr.
4. Bb3MOKHHM HeKeJIaHU peaklnu

KakTo Bcrukn JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a MPEAU3BHUKA HECKECIIAaHU PCAKI[UH, BBIIPCKH Y€ HE
BCCKU T'Y IOJIy4aBa.

Hsakou HexeIaHu PC€aKIUA MO’KE 1a Ca CCPUO3HHU U USUCKBAT BHUMAHHUETO HA JIEKap.
HezabaBHo YBEOOMETE Bamms JICKap, ako mmpu Bac ce nosiBu HAKOM OT CIAEIHUTE CUMIITOMHU.

Cericuc*(4ecTo HapUJaH “oTpaBsHE HA KPBBTA” € TEXKKA HHPEKITUS C BB3MAIUTEICH MPOIIEC B ISIOTO
TAJ10), OBP30 MOAYyBaHE Ha KOXKaTa M JIMTaBUIlaTa (aHTHOEAEeM, BKIFOUUTEHO ¢ (aTajieH U3X0.);
oOpa3yBaHe Ha MeXypH U OejieHe Ha MOBBPXHOCTHUS CIIOM Ha KOXKaTa (TOKCHYHA enmuaepMaiHa
HEKPOJIM3a); TE3U HEeXEJIaHU peakuu ca peaxu (MoraT ja 3acerHat 1o 1 Ha 1 000 gymm) uim MHOTO
penku (TOKCHYHA enuaepMaiia HeKposu3a; Morart jaa 3acerHat 1o 1 Ha 10 000 gymu), Ho MHOTO
cepuosnu. [lanuentute TpsOBa 1a NpeyCTaHOBST IPHEMa Ha JIEKAPCTBOTO M He3a0aBHO /1a ce
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KOHCYJITUPAT ¢ JieKap. AKO He ce JIEKyBaT, T3 peakuu Moxke 1a 0bnaT darannu. [loBumena
YeCcTOoTa Ha CEICUC ce HaOJIlo1aBa caMo IIPH TeJIMUCAPTaH, HO BCE IaK He MOXKe Jja O'b/ie N3KITF0oUeHa
npu Tolucombi.

Bb3moikau Hexxenann peakuuu Ha Tolucombi

Uectn Hexxenanu peakiuu (Morat ja 3acertar 1o 1 Ha 10 mgymm):
3amaiiBane.

Hedectn Hexkenanu peakiuu (Morat fa 3acersar jo 1 Ha 100 gymm):

[TonmwxkeHn HUBa Ha KUl B KPBbBTA, TPEBOKHOCT, MPUMNAIBK (CHHKOM), YCEelllaHe 3a MpaBy4YKaHe U
U3TPBIIBaHE Ha KpalHULIUTE (apecTe3usi), CBETOBBPTEX (BEPTUTO), YCKOPEH MYJIC (TaXuKapaus),
HapyIIEHUS Ha ChPACYHUS PUTHM, HUCKO KPBBHO HaJIsITaHe, BHE3aITHO MOHMWKaBaHe Ha KPHBHOTO
HaJITaHe TPH U3NpaBsHe, 3a0yX (IUCIHEs), IHapys, CyXoTa B ycTara, ra3oBe, 00jKa B I'pp0a,
MYCKYJIHU CIIa3MH, MYCKYJIHa 00JTKa, epeKTIUIIHA TUChHYHKIUS (HECTOCOOHOCT 32 TOTyYaBaHe HITH
3ama3BaHe Ha epeKius), 00JKa B TPBIHHS KOIII, TOBUIICHO HABO HA MIMKOYHA KUCEIMHA B KPBBTA.

Penku Hexxenanu peakumu (Morat na 3acersat 1o 1 Ha 1 000 gymm):

Bu3manenne Ha Oenust aApoO (OpOHXHUT), BB3MAICHO I'bPJIO, BB3MAJICHH CHHYCH, TOBHUILIEHO HUBO Ha
MTUKOYHA KUCEJIFHA, HUCKO HUBO HA HATPHi{, IyBCTBO 32 THIa (Iempecus), TPYIHO 3acIIUBaHE
(be3cbHUE), HAPYIIICHHUE HA CHHS, 3PUTEITHU CMYIICHNUS, 3aMBIJICHO BIDKIAHE, 3aTPYIHEHO THIIAHE,
KopeMHa 00JTka, 3a1eK, MoyBaHe Ha Kopema (IHCIenchs), rajieHe (MOBphIIaHe), Bh3MaJIeHUE Ha
cToMaxa (TaCTpHT), HapyIICHUS Ha YepHOApoOHaTa QYHKIMA (TIPH MAIMEHTH OT SIIOHCKHU IPOU3XO0/
CBIICCTBYBA ITO-TOJISIMA BEPOSTHOCT 32 pa3BUTHE HA Ta3H HEXKEIIAHA PEaKIlysl), 3a4epBsIBaHe Ha
KOXKaTa (epuTeM), aJIeprUvHU PEaKIUU KaTo ChpOexk WM OOPHB, TIOBUIIIEHO MIOTOOT/ACIISIHE, KOIIPHBHA
Tpecka (ypTHKapus), 00JKa B CTaBUTE (apTpairus) v 00JKa B KpalHuUImTe (00JKa B Kpaka), MyCKYJIHH
KpaMITi, aKTHUBHPAHE TN BJIOIIABaHE HA CHCTEMEH JIYITyC epUTeMaToec (3a00IsIBaHe, IPU KOETO
coOcTBeHaTa MIMyHHA CUCTEMa aTaKyBa OpraHN3Ma, KOeTO IPUYHHIBA OO0JKA B CTaBUTE, KOXKEH OOPHB
U TpEecKa), TpUIonono0Ho 3abomsBane, 00JIKa, MOBUIIEHO HUBO HA KPEATHHHH, YEPHOAPOOHH SH3UMHU
WM KpeaTrH (ocOoKHHA3a B KPHBTA.

Hesxemanu peakuuy, JOKIaIBaHU 32 BCEKH OT/ICNICH KOMIIOHEHT, MOXE Ja Ca MOTCHIMATHI HEXKEJIaHH
peakimu Ha Tolucombi, 1opu 1 1a He ca HAOIOABAHH 110 BpeMe Ha KIIMHUYHUTE NTPOYYBAHUS Ha
TO3H NPOJYKT.

Teamucapran
CrneTHUTE JOMBIHUTEITHN HEXKEIIAHU PEaKIuK ce ChOOIIaBaT MPH MAIlMSHTH, TPHEMAIIH CaMO

TEIMUCAPTAH:

HeuecTtu nexxenanu peaknuu (Morart jaa 3acersart g0 1 Ha 100 xymm):

WHubekuuns Ha ropHATE AUXATEITHH TBTUIIA (HAPUMEP BH3NAIECHO T'bPII0, BH3MAICHU CHHYCH,
MPOCTY/Ia), MHPEKIMH HA TMKOYHHUTE ITHTUINA, HH()EKIU Ha MMKOYHHUS MeXyp, HaMaJieH Opoii Ha
YepBEHUTE KPHBHU KIIETKHU (aHEMMUsI), IOBUIIICHN HUBA Ha Kalui, 3abaBeH mysic (Opaaukapans),
KalllInna, 0b0pedHo yBpekaaHe, BKIIOUUTEIHO ocTpa ObOpeyHa HeJOCTaThUYHOCT, CIab0CT.

Penku Hexxenanu peakuuu (MoratT ja 3acersar 7o 1 Ha 1 000 gymm):

Hawmanen 6poit Ha TpomOonuTHTE (TPOMOOLUTONIEHUS), YBEIMUEH OpOoii Ha onpeesieH: Oenu KpbBHU
KJIETKH (€03MHO(IIINS), CEPUO3HU aJIepPTUIHU PEAKINU (HAIPHIMEpP CBPBXIYBCTBHTEITHOCT,
aHa(MITaKTUYHA peaKlus), TOHKCHN HABA Ha KPbBHA 3axap (IIpH MAIlMEHTH C JHadeT), CHHINBOCT,
pa3cTpoeH CToMax, ek3eMa (KOKHO HapylIeHHe), JIeKapcTBeH 00pHB, TOKCHYEH KOXeH o0puB, OoJka B
CYXOXKWIHATA (TEHAUHUT-TIOIOOHU CHMITTOMH ), TOHMKEH XeMOTJIOOWH (KPBBEH MPOTEHH).

MHoro pejiku HexXeJIaHu peaknuu (Morat aa 3acersat 1o 1 Ha 10 000 mymm)
[IporpecuBHoO cpacTBaHe Ha OemoApoOHATa THKaH (MHTEpCTUIHATIHA OenonpobHa Oomect)™*

Hexenanu peakiiuy ¢ HEM3BECTHA YECTOTA (OT HAaJIMYHUTC JaHHHU HC MOXKE Ja 6’])[{6 HalpaBCHa
MpeICHKa 3a HGCTOTaTa)l

64



HaTecTnHaneH AHI'MOCAEM: IIOAYBAHC HaA Y€pBaTa, IposBABalIO CE€ CbC CUMIITOMU KaTO KOpEMHaA
60J'[Ka, ragCHE, NOBPBIIAHE U AUaApUsi, CC C’I)O6HIaBa ciieq y1'IOTp66aTa Ha CXOOHU MPOAYKTH.

* CBOMTHETO MOKE Ja € cnyqaﬁHo W Oa € CBbP3aHO C HEMIO3HAT 1O MOMCHTA MCXaHU3BM.

** Ciryuau Ha IPOTPECHBHO cpacTBaHe Ha OesroipoOHaTa ThKaH ca ChoOIaBaHy 10 BpeMe Ha MpHeM
Ha TeaMucapran. Obaue, He € U3BECTHO Al IPUYMHATA € TeJIMUCAPTAH.

XHIPOXJ0POTHAZHL
CrnenHUTE HEeXEIIaHU PEaKINH ce ChOOIaBaT NPY MAIMESHTH MIPUEMAIH CaMO XHIPOXIOPOTHA3HI.

MHoro dectu HexXenaHu peakuuu (Morat Ja 3acerdat Hajg 1 Ha 10 gymm)
IToBuIIeHN HUBA HA JTUTHIN B KPHBTA.

Yectr HeXKenaHU peakiuy (Morat jaa 3acersar ao 1 xa 10 gymm):
[ToBpwIane (rajieHe), HUICKW HUBA HA MarHe3Wi B KPHBTA, IOHW)KEH alleTHUT.

Heuectn Hexenanu peakuuu (Morar ga 3acergar a0 1 ga 100 gyim)
OcTtpa 6B0pevHa HeTOCTATHYHOCT.

Penxu Hexxenanu peakuuu (Morat na 3acerHat 1o 1 Ha 1 000 gymm):

Hucbk 6poii TpoMOOIUTH (TPOMOOIIUTONIEHHST ), KOETO BOAM J0 TIOBUIIIEH PUCK OT KbPBEHE MIIH
HATBPTBaHUS (MAJIKU JINIABO-YEPBEHH [IETHA 110 KOKATa WK APYTU ThKaHH, BCICACTBHE Ha KbPBEHE),
BUCOKHM HHBA Ha KM B KPBBTA, BUCOKH HUBA HA KPBHBHATA 3aXap, TJIaBOOOIUE, KOPEMEH
JTUCKOM(OPT, MOKBIATIBAHE HA KOXKATA WM OYUTE (AKBITCHHIIA), H3ITUIIBK HA KITHYEH COK B KPBBTA
(xomnecraza), peakuys Ha (POTOUYBCTBUTEIHOCT, HEKOHTPOJIMPAHN HUBA Ha TIIFOK03a TIPH MAUEHTH C
IIIarHO3a 3axapeH AuadeT, 3aXapy B ypHHATA (TIIIOKO3YPHSL).

MHoro pe/lky HeXkelnaHu peakiuu (Morat ja 3acerHat 1o 1 Ha 10 000 xymm):

AOHOPMEH pa3najl Ha YepBEHUTE KPHBHH KIETKU (XEMOJIMTUYHA aHEMHS ), HECITIOCOOHOCT 3a
HOpMaJTHO (DYHKITMOHUPaHE Ha KOCTHHUSA MO3bK, HamalleH Opoii O6er KphBHH KIIETKH (JICBKOTICHUS,
arpaHyJIOIUTO3a), CEPHO3HH AIEPTHYHM PEaKIMH (Halp. CBPbXUYBCTBUTEIHOCT), HOBUIIEHO pH
TIOPaJIi HUCKH HUBA Ha XJIOP B KPBBTA (HAPYIIICH aKATHO-KHCEINHEH 0aJaHC, XHITOXJIOPEMHYHA
aJIkaj03a), OCThP PECHUPATOPEH JUCTpec (IPU3HALUTE BKIIOUBAT TEXBK 3a/yX, HOBUIIEHA
TeMIIepaTypa, cabocT U 00BPKAHOCT), Bh3MAJICHNE Ha MTAHKpeaca, CHHAPOM, ITOJJ00CH Ha JIyIyC
(cecTostHME, HATOAOOSBAIIO 3a00IABaHE, HAPEUCHO CUCTEMEH JYIYC EPUTEMATOIEC, TIPH KOETO
coOcTBeHaTa IMYHHA CUCTEMA aTaKyBa OpraHU3Ma), Bh3IaJICHHE Ha KPhbBOHOCHUTE CHIIOBE
(HeKpOTH3MpAIIl BACKYIIUT).

HeskenaHu peakiMu ¢ HEU3BECTHA YecTOTa (0T HATUYHUTE JAHHHU HEe MOXKe Ja Ob/ie HanpaBeHa
IpeIeHKa 3a YeCTOoTaTa):

Bb3naneHne Ha CIIOHUCHUTE JKIIE3H, PAaK Ha KOXKaTa U YCTHUTE (HEMElIlaHOMEH PaK Ha KoXkKaTa),
JNeUIMT Ha KPBBHU KJIETKHU (AIJIaCTHYHA aHEMUsT), HAMAJICHO 3peHHe 1 00JIKa B OKOTO (BB3MOXKHH
NpU3HAIM Ha HATPYIIBaHE HA TEYHOCT B CHJIOBHS CJIOM Ha OKOTO (XOPOMaJIeH M3JIMB) UK OCTpPa
3aKpUTOBI'BIIHA FJ'[ayKOMa), HapyIICHU Ha KOKaTa KaTO BB3IaJICHU KPbBOHOCHU CbAOBE B KOXKaTta,
MOBHIIIEHAa YyBCTBUTEIHOCT KbM CITbHUEBA CBETIIMHA, OOPHB, 3auepBsBaHe Ha KoXara, 00pa3yBaHe Ha
MEXYpH I10 YCTHUTE, OYNTE WU B yCTaTa, OesieHe Ha KoXKarta, Tpecka (BepOsSTHU NPHU3HALM Ha epuTeMa
MyaTHPOpME), crtabocT, ObOPEUHO YBPEKIAHE.

B uzonupanu ciyvau ce HabmoJaBaT HUCKW HUBA HA HATPHIA, IPUAPY>KEHH OT CHMITOMH, CBBbP3aHH C
MO3bKa WJIN HEpBUTE (TaieHe, IPOrpeCcuBHA IE30PUEHTALINS, JIUTICa Ha MHTEPEC WIIH SHEPTHS).

Cho01iaBaHe Ha HesKeJIaHM peaKuu

AKO TIOJTy4YHTe HIKAKBH HEXEJIaHU JICKAPCTBCHH PEaKIlny, yBeaoMeTe Bamus nexap nim hapmaiiesT.
ToBa BKITIIOYBa BCUYKH Bb3MOXKHH HEONMCAHH B Ta3H JIMCTOBKA HEXEJIAHU peakuuu. MokeTe ChIIo a
CHOOIINTE HEXXENAaHU PEaKLUK JUPEKTHO Ype3 HAIMOHAIHATA CUCTEMA 3a ChOOIIIaBaHe, IOCOUYEHA B
[punoxxenne V. Kato cbo01aBaTe HexXeIaHU Peakliy, MOXKETe J1a IaJIeTe CBOsI IPHHOC 32
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NoJyyaBaHe Ha roBedye HH(OPMAIHs OTHOCHO 0e30I1aCHOCTTA Ha TOBA JISKAPCTRO.

5. Kak na cpxpansiBate Tolucombi
Jla ce cpxpaHsBa Ha MSCTO, HEIOCTBITHO 3a JIeTa.

He u3non3saiiTe ToBa JeKapCTBO CJIE]l CPOKA HA TOIHOCT, OTOEIA3aH BbPXY KapTOHEHATA OMIaKOBKA
cnen “ I'ogen no:”. CpoKbT Ha TOAHOCT OTTOBaps HA MOCIEIHUS ICH OT TOCOYEHUST MECell.

To3u 1exkapcTBeH MPOIYKT He 3UCKBA CIIENNAIHN TeMIIepaTypHU YCIOBUS 32 ChXpaHEHHE.
Jla ce cpxpaHsBa B OpHI'MHAJIHATa OIIAKOBKA, 32 J]a ce IIpeJia3Ba OT CBETJIMHA U Biara. [13Banere
tabnerkata Tolucombi ot 3ameyatanus OJIHCTEp HEIIOCPEICTBEHO IPEIH NpHUeMa.

He u3xBbpiisiiiTe nexkapcTBaTa B KaHaJIU3alUATa WM B KOHTEHHepa 3a TOMALIHA OTTabLIH.
[Toruraiite Bamus gapmareBT kak a H3XBBHPIATE JICKapCTBATa, KOUTO Bede He u3noyspare. Te3u
MEpKH IIle CIIOMOTHAT 32 OIIa3BaHE Ha OKOJHATA CPefa.

6. Cuu,p)lcalme Ha OIMaKOBKaTa U JOMbJHUTEIHA l/lH(l)OpMaIIl(lﬂ

Kaxgo cbabpaxa Tolucombi

- AKTUBHHTE BEIIECTBA Ca TEJIMUCAPTAH U XUAPOXIOPOTHAZU.

Bcesika Tabnerka cpappika 40 mg treamucapTal U 12,5 mg XuapoxXJIopoTHa3UL.
Bcesika Tabnetka chappika 80 mg TeamucapTal U 12,5 mg XuapoxIopoTHasu.
Bcesika TabieTka chappika 80 mg TeaMucapTaH ¥ 25 mg XUAPOXIOPOTHAZHI.

- Jpyrure ceeraBku ca: noBuaoH K30, HaTpueB XUIAPOKCHI, MAHUTON, MHKPOKPHCTAITHA
IeTyJ103a, METTTYMHIH, KPOCKapMeI03a HaTpuil, HaTpHUeB cTeapuiipymapaTt, KoIonaeH 0e3BoieH
CWIIIIMEB TUOKCHI, YepBeH xkene3eH okeua (E172) - camo 3a 40 mg/12,5 mg u 80 mg/12,5 mg
TaOJIeTKH, U KBAT kene3eH okcrn (E172) - camo 3a 80 mg/25 mg Tabnerku. Bukre Touka 2
,»Tolucombi chabpka HaTpHiA™.

Kak usriie:kaa Tolucombi u kakBO chIbp:Ka ONAKOBKATA

Tolucombi 40 mg/12,5 mg: CBeTa0pO30BH, MECTPH, OBAIHH, IBOMHOU3IIBKHAIN TaOIETKH, C
ob6o3nadenue L1 oT eqHara cTpaHa, ¢ mpuOIM3UTENHA IbJKHHA 14 mm.

Tolucombi 80 mg/12,5 mg: CeeTiioopaHXeBH, IbCTPH, OBATTHH, ABOWHOU3IBKHAIM TaOJCTKH, C
obo3Havenue L2 oT eqHara cTpaHa, ¢ MpUOIU3UTEIHA IbJKMHA 17 mm.

Tolucombi 80 mg/25 mg: CeTnokadsBO-KbJITH, ITLCTPH, OBAIHH, TBOMHOU3ITHKHAIIN Ta0JIETKH, C
ob6o3Havenue L3 oT eqHara cTpaHa, ¢ mpUOIM3UTENTHA IbJDKIHA 17 mm.

Bructepu (OPA/Al/PVC dommo//Al pommo): 14x 1,28x1,30x1,56x1,60x 1,84 x1,90x 1,
98 x 1 1 100 x 1 TabneTKa, B KyTHS.
He BcuykH BUIOBE OMAKOBKHM MOTAT Jia OBbIAT MyCHATH HA Ma3apa.

IIpuTexaTen Ha pa3penieHHETO 3a ynoTpeda
KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CiioBeHust

IIpousBoguTesa

KRKA, d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CroBerHs
KRKA-POLSKA Sp. z 0.0., ul. Réwnolegta 5, 02-235 Warszawa, [Tonma
TAD Pharma GmbH, Heinz-Lohmann-Straf3e 5, 27472 Cuxhaven, 'epmanus

3a onbIHNTETHA HH(OPMAILMSI OTHOCHO TOBA JIEKAPCTBO, MOJISl, CBBPIKETE CE C JIOKATHUS
MPE/ICTaBUTEIl Ha MPUTEKATEIS] HA Pa3pellieHneTo 3a ynorpeoa:
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Belgié/Belgique/Belgien
KRKA Belgium, SA.
Tél/Tel: +32 (0) 487 50 73 62

Bbbarapus
KPKA Bbarapus EOO/I
Temn.: + 359 (02) 962 34 50

Ceska republika
KRKA CR, s.r.o.
Tel: +420 (0) 221 115 150

Danmark
KRKA Sverige AB
TIf: + 46 (0)8 643 67 66 (SE)

Deutschland
TAD Pharma GmbH
Tel: + 49 (0) 4721 606-0

Eesti
KRKA, d.d., Novo mesto Eesti filiaal
Tel: + 372 (0) 6 671 658

Elrada
KRKA EAAAXY EIIE
TnAi: +30 2100101613

Espafia
KRKA Farmacéutica, S.L.
Tel: +34 911 61 03 81

France
KRKA France Eurl
Tél: + 33 (0)1 57 40 82 25

Hrvatska
KRKA - FARMA d.o.o.
Tel: +385 16312 101

Ireland
KRKA Pharma Dublin, Ltd.
Tel: +353 1413 3710

Island
KRKA LYFIS ehf.
Simi: + 354 534 3500

Italia
KRKA Farmaceutici Milano S.r.l.
Tel: +39 02 3300 8841

Kvmpog
KI.PA. (PHARMACAL) LIMITED
Tnh: + 357 24 651 882
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Lietuva
UAB KRKA Lietuva
Tel: +370 5236 27 40

Luxembourg/Luxemburg
KRKA Belgium, SA.
Tél/Tel: +32 (0) 487 50 73 62 (BE)

Magyarorszag
KRKA Magyarorszag Kereskedelmi Kft.
Tel.: + 36 (1) 355 8490

Malta
E. J. Busuttil Ltd.
Tel: +356 21 445 885

Nederland
KRKA Belgium, SA.
Tel: + 32 (0) 487 50 73 62 (BE)

Norge
KRKA Sverige AB
TIf: + 46 (0)8 643 67 66 (SE)

Osterreich
KRKA Pharma GmbH, Wien
Tel: + 43 (0)1 66 24 300

Polska
KRKA-POLSKA Sp. z 0.0.
Tel.: + 48 (0)22 573 7500

Portugal
KRKA Farmacéutica, Sociedade Unipessoal Lda.
Tel: + 351 (0)21 46 43 650

Romania
KRKA Romania S.R.L., Bucharest
Tel: +4 021 310 66 05

Slovenija
KRKA, d.d., Novo mesto
Tel: + 386 (0) 1 47 51 100

Slovenska republika
KRKA Slovensko, s.r.o.
Tel: + 421 (0) 2 571 04 501

Suomi/Finland
KRKA Finland Oy
Puh/Tel: +358 20 754 5330

Sverige
KRKA Sverige AB
Tel: + 46 (0)8 643 67 66 (SE)



Latvija
KRKA Latvija STA
Tel: +371 6 733 86 10

IlaTa Ha MOCJICAHO NpepasrieikKaaHe HA JIMCTOBKaTa

IMoapo6Ha nudopmalys 3a TOBa JEKapCTBO € MpeJocTaBeHa Ha yebcaiita Ha EBponelickara areHuus
1o JieKapcTBaTa http:/www.ema.europa.eu.
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