KPATKA XAPAKTEPHCTHKA HA ITPOJIYKTA |

MHA ATEHLIAS N0 NEKAPCTBATA

L HME HA JIEKAPCTBEHUS HPOMT icmuKa H; h{iu‘r;y;rr'ha - ."?,-;’-:;\"5;.4:9.;':;0 1
; Bl
Tenmumen [Tmroc 80 mg/12,5 mg Tabnerku KoM Pea. Ne ........... &O{ ........ ‘;’\68 ......................
Telmimed Plus 80 mg/12.5 mg tablets | Paspetwenue Ne
20 -03- 2026
PP | 44" W Rk ddscsdh
2. KAYECTBEH H KOJIMMECTBEH CBECTAB { OgoBDEHUE Ne . vvvveessseenseaziinens T

Beska tabnetka chappxka 80 mg TenMucapran (telmisartan) 1 12,5 mg XxuapoxiopoTHasua
(hydrochlorothiazide).

IToMOLIHO BELECTBO ¢ M3BECTHO JACHCTBHE:
Besika Tabnerka chabnpxa 49,8 mg 1akroza MOHOXHMPAT.
3a MbJIHKA CMIMCBK Ha TIOMOLIHHMTE BELIECTBA, BHIKTE Touka 6.1.

. JJEKAPCTBEHA ®OPMA

Tabnerka ¢ AuameTsp npubausuTento 10,5 mm.
Kpbriu ABycioiHH TabneTku ¢ 6571 M po30B LIBAT.

4. KJIMHUYHHA JAHHHA
4.1 TepaneBTHYHH NOKA3AHHSA
JleyeHue Ha eceHLMAIHA XUIIEPTOHUS.

KomOunupanusar nexapersed npoaykt Teamumen [Lioc e ¢ duxcupanu 1o3u (80 mg Tenmucapran/12,5 mg
xuapoxnoporuazua (XXT3)) u e nokasaH 3a jie4eHHe HAa Bb3PACTHH, YHETO KPLBHO HAIAraHE HE €
KOHTPOJIHPAHO aIeKBATHO CaMO C TEJIMHUCAPTAaH.

4.2 Jlo3HpoBKAa H HAYHH HA NPHJI0KEHHE

EOSHEOBK&

dukcHpaHaTa 1030Ba KOMOMHalMA TpAOBa [a ce MpHeMa OT MAalMEeHTH, YHETO KPbBHO HAJIATAHE HE € a/IEKBAaTHO
KOHTPOJIHPAHO MpPH MPHEM caMo Ha TenMucapTaH. [Ipeau fa ce npeMHHE KbM TO3H KOMOHHHPAH JIEKapCTBEH
IPOAYKT ¢ GUKCHPAHH J03H € He0OXOAMMO MOOT/AETHO a C€ TUTPUPAT JI03UTE Ha BCEKH OT /1BaTa KOMIIOHEHTA.
I[Tpu MoaXoAAIK KITMHHYHH TIOKa3aHUA MOXKE TMPEKTHO /1a C€ MPEMHHE OT MOHOTEPANHATA KbM MPHEM Ha
KOMOMHUpAHUS JIEKaPCTBEH MIPOIYKT.

Teamumen [Lnroc 80 mg/12,5 mg Moxke oa ce npuiara eIMH MbT JHEBHO MPH MAaLMEHTH, YHETO KPBBHO
HAIMraHe He € aJIeKBaTHO KOHTPOJMPAHO NMPH CAMOCTOATEHO MpHiaraHe Ha Teimucaprad 80 mg.

Crapuyecka Bb3pacT
He e Heo6X0aMMO KOpHIHpaHe Ha 103ara.

bubpeuno yBpeknaHe
OnuTHT NpH MALMEHTH € JIEKO 10 yMepeHo Ob0peyHo yBpex1aHe e OrpaHU4eH, HO He I1p

HeOnaronpusaTHu ObOpeuHH eeKTH U KOPUTHPAHETO Ha J103aTa HE CE CUUTA 3a HE0OXO,
NEePHOIMYHO MpociesBate Ha OpOpeunuTe QyHKIMH (BXK. Touka 4.4). Ilopaau cbabp
XHIPOXJIOPOTHA3H I, (PMKCHpaHaTa J030Ba KOMOHHALIMA € MPOTHBONOKA3aHA [IPH Nal| (§
yBpekaaHe (kpeaTHHHHOB KHpBHC < 30 ml/min) (Bx. Touka 4.3). 3




TenmucapTan He ce oTcTpaHsaBa OT KPBBTA Upe3 XeMOGUITPALIMS U HE CE AHATH3UPA.

YepHonpoGHo yRpexIaHe

Ilp# MaLHEHTH ¢ JIEKO 10 ymepeHo yepHoapobHe yBpexaaHe Tenrmumen [hiroc Tpabea na ce mpwiara ¢
BHMMaHue. 3a TETMHCapTaH J03MpPOBKaTa He TpAOBa aa nagsuuasa 40 mg seAHEk JHeBHO. DUKCHpaHaTa
103083 KOMOWHALIMA € NPOTHBOIIOKA3aHA NPH [TALIMEHTH ¢ TEXKC YEPHOPOOHO yBpekaaHe (Bxk. Touka 4.3).
Tuaznaute Tpabpa f1a ce HAMON3BAT MPENA3NMBO [IPH NAUHEHTH C HAPYIEHH YEPHOIPOOHA GyHKiMH (BK.
To4Ka 4.4),

Heanarpuuna nonynaing
He e ycranosena 6esomacHocTTa H epHKacCHOCTTA Ha (DHKCHpaHaTa 1030Ba KOMOHHALMA NIPH TIAIMEHTH Ha

Bb3pact noa 18 roaunn. Ynorpebara Ha Tenmvumen [lntoc He ce npenopwyBa npH fielia # IOHOLIH.

HauuH Ha mpuaoxenue
Tabnerkute Tenmumen Ilnioc ca npeHasHAYEHH 33 [IEPOPAITHO MPUIIOKEHUE BEAHBK JHEBHO H TPAGRA 14 ce
npuemar uen ¢ reqHocT. Teamumen [Inroc Moxke 1a ce npuema cbe win He3 xpaua.

Ipednasnu mepxu, koumo mpabea da 6voam e3emu npedu Bopasene Wik NPUAOICEHUE HA AEKAPCMBEHUA
npoOyKm.

Tenmumen [Imoc TpabBa Aa ce chXxpaHsBa B 3anedyaTaHua GaMcTep MOPAaM XHIPOCKOMHYHKUTE CBOMCTBA Ha
tabnetkute. Tabnetkure Tpabea Ja ce M3BAKIAT OT OMCTEPa HEIOCPEACTEEHO Npean ymoTpeba (Bx. Touka
6.6).

4.3 {IpoTHBONOKA3AHAA

. CBpBXYYBCTBHTE/IHOCT KbM HAKOE OT JIEKAPCTBEHMTE BELIECTBA MM KbM TIOMOIIHHMTE BEILECTRA,
H30pocHH B Touka 6.1.

. CBpPBXUYBCTBUTE/IHOCT KbM APYrH cyBcTaHUMe, NPOM3BOAHY Ha cydoHaMBaM (Thi kato
JeKApCTBEHUAT NpoayKT XXT3 e cyndoHamuaHO Npor3BOaHO).

. BTopo # Tpeto Tpumeceune Ha OpeMeHHOCTTa (BXK. ToukH 4.4 U 4.6).

. XonecTasza H OOCTPYKTHBHH HAPYLUIEHUS HA HUTHUHHMTE ITBTHILA.

. Texko yepHoapoOHo yBpexnaHe.

. Texxo OBOpevuHo yBpexkaaHe (KpeaTHHHHOB KIHPBHC < 30 ml/min, anypus).

. PedipaxrepHa xunokanueMus, XHNEpKaTIHMEMHA.

EnnoepemenHara ynotpeba Ha tenMucaptad/ XX T3¢ anMcKupeH-ChIbpKAUIH POAYKTH € IPOTHBONOKA3aHA
NpH NALMEHTH CkC 3axapeH AMadeT wan 6s6peuto yrpexaane (GFR < 60 ml/min/1,73 m2) (Bx. Touku 4.5 u
5.1).

4.4 CrienHAJIHH NpeIyNpek/IeHHs H NPeANA3HA MePKH RpH ynoTpeba

bpemennocT
He Tpadra aa ce sanouBa nmpueM Ha arruoTeHsuH Il peuentopun 610kepu no BpeMe Ha GpeMeHHOCT.

[TareHTKUTE, KOKTO INTAHHPAT OGPEMEHHOCT, TPAOEA Na [PEMMHAT KbM AITEPHATHBHO AHTHXHIIEPTEHIMBHO
JedeHHe ¢ yeTaHOBeH Mpodm Ha Se3oracHoeT npy ynotpeba no Bpeme Ha OpeMEHHOCT, OCBEH AKO C€ CUMTA, 4€
€ oT 0cODCHA BAKHOCT /1a C€ MPOTLIDKH NIeYeHHETO ¢ arrnoTeHsuH Il peuentophu dnokepu. Ipu
JUATHOCTHUIIHpaHa OpeMEHHOCT JieueHHeTo ¢ aHrHoTeH3HH I peuenmopHu 6nokepu Tpabpa HesabaBuo aa Gbae
NpeyCTaHOBEHO W, AKO € NMOAX0AAUI0, 1a Ob/Ie 3aM0UHATO ANTEPHATHBHO JICUeHHE (BXK. TOUKH 4.3 1 4.6).

Yeproapobho yBpeanane SR
Tenmucapran/X XT3 He TpaGea a ce npunara NpH MALMEHTH € XOMECTA3a, € HITBY wf%

KIIHPBHC 33 TCIIMUCApTaH.



Ocgen Toea Tesmucaptan/XX T3 Tpabsa fa ce nprnara BHHMATETHO IPH NALMEHTH C HAPYILICHHA B
4epHOAPoGHATa QYHKLMA HIM IPOrpeECcHpaIio YepHOIPOBHO 3ab0isBaHe, Thil KATO B TE3H CIYYaH MAJIKH
MPOMEHH BbB BOAHO-CIEKTPOIIHTHHA GanaHe MOraT Ja AOBEAAT A0 4epHOIpoOHa koma. Hiama KITHHUYEH OIHT ¢
TeamucapTan/ XX T3 npu mauueHTH ¢ 4epHOAPOGHM HapyLIEHHUS,

PeHoRackyIapHa XMICPTOHHA

KoraTo nauneHTH cbe cTeHo3a Ha ABeTe GLOPEUHH ApTEPHH HIH CTEHO3a Ha ApPTEPHATA KbM CAHHHYEH
dyHKUMOonMpaly 6u0pek ca TPETUPAHH ¢ NIEKapeTBa, MOBJIHIBALIH CHCTEMATA PEHHH-AHTHOTEH3MH-ATAOCTEPOH,
CBHILECCTBYBA NOBHUIEH PUCK OT TEKKA XHIIOTOHHA H 6uOpeuna HeoCTaTBYHOCT.

BubpeuHo yBpexaHe ¥ 6p0peyna TpancnnaHTanns

Tenmucapran/X XT3 He Tpa6Gsa aa ce npuIara NpH NALHEHTH ¢ T&XKo 6u6peuno yepekaaHe (KpeaTHHHHOB
KITApBHC <30 ml/min) (Bx. Touka 4.3). Hama OMHT MO OTHOLUEHUE HA NPITAraHETO Ha TenmHucapTan/ X XT3 npu
Mal{HeHTH, MPeThpreiu Hackopo 6xOpeyuHa TpaucruanTaums. Hannue e orpaHiHYeH onuTt oT ynorpebara Ha
Temucapraw/ X XT3 npu MALMEHTH ¢ JIeKH 10 CPeHO TexKH GHOPEUHH HAPYILEHHS, TIOPaIM KOETO Ce
MPETOPBYBA AEPHOAHYHO [POCIEASBAHE HA HMBATA HAa KAJIHH, KPEATHHHMH M IMKOYHA KUCENHHA B cepyMa. [Tpu
NaLUHUEeHTH ¢ HapyllleHa OB0pedna GyHKUHA MOXKeE A Ce MOABH a30TEMHA, CBLPAHA © THAZHAHUTE MY PETHLH.
TenMucapran He ¢e OTCTpaHABa OT KPbRTA 4pe3 XeMOQHATPALIMA M HE Ce AMAITHIHpA.

lauweHTH ¢ HamMaiieH obem Ha KPbETa #/WIH ¢ HUCKH CTOWHOCTH Ha Hatpus CHMNTOMAaTHYHA XMTIOTORHUA,
0co0eHO criell TbpBara 1033, MOXE /1a ¢ HabNI0AaBa [PH MALKMCHTH C TEXbK HATPHEB NeUIMT HIH HaMaJlcH
00eM Ha UMPKY/THpALUATA KPBB IPH MOLIHA JHYPETHYHA TEPAlHs, HETa C OIPAHMYEHO [PHEMAHE HA COJl,
NHapus HITH NoBpbLIIaHe. TakuBa CHCTOAHUS, 0CODEHO NPH HamMalleH 00eM Ha KPBBTA W/WIH ¢ HHCKM CTOMHOCTH
Ha HaTpus, TPAOBA N1a 6bAAT KOPUTHPAHHU NIPEM TIPHNOKEHHE Ha TenMHUcapTan/XXT3.

[Tpu ynotpeba Ha XXT3 ca nabmonapany eAMHHYHH CTYYaH Ha XMIIOHATPHEMMUS, NPUAPYXEHA OT
HEBPOJIOTHYHH CHMIITOMH (rajcHe, IPorpecHBHA E30PHEHTALHS, ATIATHA.

JBokHO 610KMpaHe Ha CHCTEMATa peHHH-8HPHOTEH3HH-annocTepod (PAAC)

Mma pnannu, ue ennospemennara ynorpeba na ACE-unxudburopu, anruotenzun I1 peuentophy GlokepH HiH
AIMCKMPEH MOBHLIABA PHCKA OT XMIIOTOHMA, XHIIEPKATHEMHUS M HamaligsaHe Ha 6b6peunaTa QyHKIMA
(BKmouMTenHO ocTpa 6uOpeyna HerocTaTEuHOCT). [lopaan ToBa He ce npenopbyBa ABOHHO DIOKHpaHe Ha
PAAC upes kombunupanara yrnotpeba Ha ACE-uuxuburopu, anruotensun {1 petenropuu 6nokepd win
anckUpeH (BK. TOUkH 4.5 1 5.1).

AKO Ce MpeLeHH, Ye TCPaUATa ¢ ABOHHO Onokupane e abconroTHO HeoOXoAMMAa, TOBa Tpsa6Ba Ja cTaBa camo
no HabJFO/IEHHETO Ha CHEUHATHCT H NIPH YECTO BHHMATETHO MOHUTOpHpaHe Ha 6b6peunara GyHkums,
€/IEKTPOJIMTHTE H KPHBHOTO HAJIATAHE.

ACE-uaxubutopy 1 aHrHoTensu II peuenropuu 61okepu He TpAGBa A4 ¢e H3MOI3BAT €IHOBPEMEHHO MPU
NaHeHTH ¢ NadeTHa HeGpomaTHA.

JpYIA CHCTOAHKA CHC CTUMYJIALIMA HA CUCTEMATa PEHHH-HTHOTEH3MH-ATI0CTEPOH

Ilpy nanMenTH, YHHTO BacKyaapeH ToHyC H ObOpevyHa QyHKUHS 3aBHCAT OCHOBHO OT aKTHBHOCTTA HA
CHCTEMATA PEHHH-AHI HOTEH3HH-AI0CTEPOH (HaNMpUMep NALMEHTH ¢ TEXKa 3aCTOHHA ChpAeUHA
HEJOCTATLYHOCT MM noanexawo 6upeuno 3abonaeaHe, BITIOUMTENHO CTeHO3a Ha Gb0peunara apTepus),
JIEYCHHETO ¢ JICKAPCTBEHH NIPOAYKTH, KOHTO NOBIMABAT TA3H CHCTEMA, IPEIHZBHKBA OCTPA XMIIOTOHMS,
XHIIEPa30TeMUsl, OTUTYPHA WIKH PAAKO ocTpa Ob6peyHa HEZOCTATBUHOCT (BXK, TOUKa 4.8).

[IbpRHYEH ANA0CTEPOHUIBLM

[TaumeHTH ¢ MBPBHUCH A1I0CTEPOHUIEM M0 IIPMHLIHII HAMA /1 PEaripaT Ha aHTHXMIEPTEH3HBHH JIEKapCTBEHH
TIPONYKTH, NEHCTRAH Upe3 HHXMOMLINWA Ha cHCTeMaTa peHHH-aHrHoTeH2WH. [lopaau Tora ynoTtpebara Ha
TenMucapTal/ X XT3 He ce npenmopLUea.




Mera6onuTH1 W eHIOKpHHEE edexTn

Jleuennero ¢ THa3HAM MOsNe Aa HAPYLIY [JIFOKO3HHS TOIEPAHC, KATO [IPH NALMEHTH ¢ AHAOET, TEKYBAHM ¢
HHCYTHH MK AHTHAHAGETHH JIEKAPCTBEHH NPOAYKTH H TEPANH € TEJIMUCAPTAH, MOKE Ja HACTLIIH
XHMOTTHKEMHUA. 3aTOBa [IPM T€3M MALKEHTH TPA0BA 12 ce NPeABMAK MPOCIEIABAHE HA KPbBHATA 3aXap; MOXe J1a
C€ HAI0XKH KOPUIMpaHE Ha 703aTa Ha HHCYJTMHA WiH HA aHTHAua0EeTHHTE AeKapcTea, KoraTo e nokasaHo. I1o
BpEME Ha TEpArHATa C THA3MIH MOXE [ Ce NPOABH NAaTEHTEH 3aXapeH Iuaber.

Jleyennero ¢ THa3UIHM TMYPETHLIM CE CBLP3BA C MOBULIABAHE HA HABATA Ha XO/1€CTEPON M TPUIHUepHIH. Bee
nax, npu fo3a 12,5 mg THasHeH AMYPETHK, ChIbPHKAILA Ce B TO3M JIEKAPCTBEH MPOMIYKT, TE3M eeKTH ca
MUHHMAIHH WIH aunceart. [Ipy HAKOM MaUMEeHTH Ha THA3W/HA TEpaNHA MOXE [1a Ce PA3BME XHIEPYPHKEMHUS WK
nojarpa.

Enexrponuren aucbananc

Kaxto npu BCHYKH MAUMEHTH Ha AMYPETHYHA TEPaIHs ¢ HeOOXOMMO Ha CHOTBETHH HHTEPBATIH 14 CE POBEXKA
OMPEENIAHE HA ENCKTPOIIMTHTE B CepyMa. THa3HIHTE, BIUIIOYHTENHO XMAPOXTOPOTHA3H/, MOTAT J1a JOBEAAT 70
BOIHO-EJIEKTPOMTEN AucOananc (BKIOYHTETHO XHIOKATHUEMHS, XHIIOHATPHEMHS H XHNOXTOPEMHYHA
ankanosa). Hauanuure npusHauy 3a BoAHO-eTeKTPONKTEH qucOanane ca: CyXoTa B YCTaTa, KaXaa, aCTCHHA,
CBHIIMBOCT, 3amakBane, 6e3nokoitcTso, Ho/ka B MYCKY/THTE WIH MYCKY/IHH KPAMIIH, MYCKY/IHA cabocT,

XHITIOTOHHA, OJIMIYDHA, TAXHUKAPAUR H CTOMAUIHO-YPCBHH CMYILCHHA KATO ragcHe WiH MOBPBIIAHE (B}K TOUKA
4.8).

XHNOKATHEMHA

Bonpeku ye npu ynotpebaTa Ha THAa3HIHH JHYPETULM MOXKE /1a CE PA3BHE XUIIOKATHEMHA, ¢HOBPEMEHHOTO
JleyeHHe ¢ TEMMUICAPTAH MOXKE J4 pelylHpa MPeIM3BUKAHATA OT AUYPETHIMTE XMITOKATHEMHS, PHCKEBT OT
PA3BMTHE Ha XHMOKATTHEMHS € TIO-TONSAM NIPH MAUKEHTH ¢ YepHoApoOHa LMpPOo3a, IPH NALKEHTH ChC 3aCHISHA
Auype3a, NPH NaUKMEHTH, KOMTO MOEMAT HEAJCKBATHO KOJIHYECTBO ENEKTPOIIHTH MPE3 YCTATA H IPH NALIHEHTH,

KOHTO eJHOBPEMEHHO C€ JIEKYBAT ¢ KOPTHKOCTEPOKAH WIH aJpeHOKopTHKOTponieH XopMoH (ACTH) (px. Touka
4.5).

XunepkanueMmus

B npotHBOMONo:HHA cyuai MOXE A4 C& CTUIHE IO XHIEPKATMEMES, Tb/KAINA CE Ha aHTArOHHM3Ma Ha
TENMHCApTaH (KaTO KOMIIOHEHT Ha 1eKapCTBeHUs NPoAYKT) KM anrnoteHsuH I (AT1) penentopure. Buipexu
Y€ JOCEra He € OTOENA3aHO0 HATHYHE Ha KIMHUYHO 3HAYHMA XHIICPKATHEMHESA 110 BPEME Ha JIEYEHHE ©
Tenmucaptan/XXT3, puckopuTe hakTOpH 33 pa3BHTHETO H BKIOYBAT ObOpeuHa HeAOCTATLYHOCT WHIH
ChPIEYHA HEAOCTATBHHOCT M 3axapeH Auaber. Kamuii-ChXpaHsBalMTe AUyPeTHLIY, KATMEBUTE 106ABKH WIH
3aMECTHTE/IMTE HA CONITA, ChABPHKALUM KANWii, TpAORA Aa 6bAT BHUMATEIHO TIPHIATAHH 10 BPEME HA JIEUEHHE C
Teamucapran/ X XT3 (mx. Touka 4.5).

XHMIIOX/IOPEMHYHA ANKATI03a
XuopHusaT aedHUHT OOHKHOEEHO € €K W HE HANara JOMbIHHTENHO JEYEHHE.

XMIepkajilmueMus

TuazuauTe MOFaT 1a HAMATAT M3TBYBAHETO HA KAJIIMH ¢ YPHHATA M a4 AOBEAAT A0 NPEXOAHH H JIEKH
YBEJIHYEHHA HA CEPYMHHUA KanLMi OpH THNCcA HAa YCTAHOREHH HapYLISHHS B KajluMeBUs MeTaboIuIbM.
3HauMTeNRATA XMIIEPKATUMEMHA MOJXKE /1a € TOKA3aTeNICTBO 33 CKPHT XUMepnapaTHpeonanssm. [Ipeau aa ce
IIPOBEE H3C/IEBAHE HA NApaTHPOHIHKTE QYHKLUMH, TPAOBA /18 C& NIPEKPATH MPHEMA HA THA3HIIH.

XHIIoOMarHe3sHeMMs
TuasMaMre yBeIM4aBaT OTAENAHETO HA MATHE3HH C YPHHATA, KOETO MOKE 14 JIOBE/E 10 XHNOMarHe3HeMHA (B,
TouKa 4.5).

ETunuyecku paznuuna
Kaxrto u npu apyrute anruorensus 1l peuentopin Gnokepn, TeTMHCApTaH € Mo-M
HOHKW)KABAHETO Ha KPbBHOTO HANAraHE NPH XOpa OT 4€pHaTa paca, OTKOJIKOTO 1p
[OpajH I0-4ECTOTO CpeLiaHe B YEpPHATa AOMYyNaLMsi Ha HUCKO PEHHHOBO HUBO C




Hexemununa 6oaect Ha CEPLETO

KakTto npu Apyru aHTHXMMEPTEHIHBHU AreHTH, EKCLECHBHATA PEAYKIMA HA KPBBHOTO HATATAHE NPH MAIMEHTH
€ HCXEMHYHA KAPIHONATHA WM MCXEMHYHO Kap/THOBACKyJapHO 3abonsBane MoXe Aa JOBEE 10 MHOKApAeH
HHPAPKT WIH HHCYJIT.

06wy

lIpu maupenty ¢ unu Ge3 anamHesa 3a aneprus WM GPOHXHATHA aCTMa MOXE I1a C¢ Hab/HoaBaT peakuuH Ha
CBPBXUYBCTBUTENTHOCT KbM XX T3, HO ca no-BepoATHH NMpPH NAUMEHTH ¢ Takasa anamuesa. Uma chobiennd 3a
060CTpAHE UM aKTHBHPAHE HA CHCTEMEH TYIIYC EPHTEMATO3YC DU MALMEHTH, JTEKYBAHH C THASHIHH
auypeTHud, Bnouutenno XXT3. Mma cvobimenus 3a peakuiuu Ha porodyBcTBHTETHOCT HPH ynoTpebarta Ha
THA3HIHH JHYpeTHuM (BX. Touka 4.8). [lpenopbusa ce npekparssane Ha TEpanMATa, KO CE MOSBH PEaKLIMA Ha
(OTOUYBCTBMTENIHOCT B IEPHONA Ha JCUEHHE. AKO C€ cHeTe 3a HeoOXOMMO OTHOBO BKJIKOUBAHE HA AMYPETHK,
¢e NpENopbYBa MPEANA3BAHE HA 30HKUTE, KOMTO CE€ M3/1AraT Ha CJIBHIIC MM Ha W3KYCTBeHH UVA bun.

XopHoKJaJeH U3IMB, OCTPa MHOTIWA W 3aKPUTOBILIIHA [IAYKOMA

XHApOXI0pOTHA3K], KOHTO € Cy(OHAMH/I, MOXKE a APSAM3BAKA HIHOCHHKPATHYHA PEAKIIHS, BOICLIA 10
XOPOMJIANEH W3JTHB ¢ JePEKT HA 3PUTEITHOTO FIOJIE, OCTPA PEXOAHE MUOITHA W OCTPA 3aKPHTOBIHIHA
raaykoma. CHMIITOMHTE BKITIOYBAT B HAYAJIOTO OCTPO MOHWKEHHE HA 3PUTEIHATA OCTPOTA M 6O/IKA B OKOTO
H 0OMKHOBEHO Ce TIOABABAT OT YACOBE JI0 CCAMMULIM OT HAYANOTO Ha neveHHeTo. HenekypaHara octpa
3aKPMTOBIBJIHA ITIAYKOMA MOKE fa NOBe/e A0 TpaiiHa 3aryba Ha 3perneTo. [IbpBOHAYAIHOTO JieUeHHe € 1a
ce Crpe NpUemMa Ha XHAPOXIOPOTHAZH, KOJKOTO € Bb3MOMHO 110-CKOpo. HaBpeMEHHOTO NEUEHHE HIH
XUPYPrUYHA HHTEPBEHLIMA MOXE Ja CC HATOXKH [a ce 0OOMHUCIH, aKo BETPEOMHOTO HAJIATAHE OCTaBa
HEKOHTpOTHpaHo. PUcKoBHTE (aKTOPH 32 pasBUTHE HA 3AKPHTOBIBIHA MTAYKOMA MOXKE /14 BKJIKOUBAT
aHAMHE3a 33 aJIEPrus KbM CY/IPOHAMMAN WITH NEHHUMITUHH,

HeMenaHOMEH pak Ha KoXara

B aBe enuaeMHONOTHYHH NPOYYBAHUSA, OCHORABAIIH C€ HA ATCKHS HALMOHANCH PAKOB PETHCTHP, €
Hab/101aBaH IOBHLLEH PHCK OT HEMENIAHOMEH pak Ha koxata (HMPK) [GazannowieTbuen kapuusoM (BKK) u
ckBamosHoxierbyeH kapuuHoM (CKK)] npu HapacTBalla eKCO3HIKA Ha KyMynathueda gosa XXT3( sk 1.4.8).
Qotocencnbunmanpainmure edexti Ha XX'T3 Morat Aa AeHCTBAT KATO BEPOATEH MEXAHKM3IBM 3a Pa3BMTHE Ha
HMPK.

llauuenTnre, npuemauin XXT3, Tpadra 1a 6bvaaT uudopMupany 3a pucka or HMPK n coeetsanu penoero na
pOBEPABAT KOXKATA CH 32 HOBHM JI€3HH M He3a0aBHO la chobLWaBaT NPH [OABA HA NOAOIPHTENHH KOKHH NIE3HH,
Ha nauuenTure TpabBa fa ce NpenopsYaT BE3MOKHH [IPEBAHTHEHM MEPKH, KATO OrPaHHYEHO M3TaraHe Ha
CITHHYEBA CBETIIHHA H YATPABHO/ICTOBH JIb4H, a B CIyHai Ha eKCMO3HUHUS, TOAXO/AALLE 3a1IMTa, 33 4 CE CBEE
10 MMHHMYM PHMCKBT OT paK Ha KoxaTa. [lonospurensure koxHE Ne3uu TpsOBa f1a GbIaT MOLIOKEHH Ha
He3aDaBHO M3CNIEIBaHE, MOTCHLMANHO BKIIOMBAO XHCTOIOMMYHH H3CNEABAHHS HE GUOMCHYHH MATEPHASIH.
INpepasrnexnane Ha ynorpedara na XXT3 moxke na ce HATOXKH 1 TIPH MALHEHTH, KOUTO €4 UMAIH NPEAX0IcH
HMPK (px. cpino Touxa 4.8).

OcTpa pecnHpaTopHa TOKCHYHOCT

Cnea npuem Ha XWPOXJIOPOTHAZKI ¢¢ ChOOLIABAT MHOIO PEAKM TENKH ClyYaH Ha OCTPa peciiHpaTopHa
TOKCHUHOCT, BIJIIOUMTENIHO OCTEp pecnHpaTope auctpec cuaapom (OPJIC). Cnen npuem Ha
XHPOXJIOPOTHA3HA ODHKHOBEHO C¢ pa3eHBa OenoapodeH OTOK B pAMKMTE HA MUHYTH 10 4acoee. B Hauamoto
CHMITTOMHTE BKJIKOUBAT JHCIIHEA, MOBHIIEHA TEMIIEPATYpa, BAoLIaBaHe Ha OenoapobHaTa (hyHKUHA U
xunotoHus. Ilpu cumuenue 3a OP/IC Tpabea na 6bae cnpax npuemst Ha Tenmumen [Loc 1 na ce npuioxu
NOAXOAALIO NeyeHue. XHUAPOXTIOpOoTHA3K/ He TpAOBa 1a ce NMpHIIara rpH MalKeHTH, KOMTO Npeay TOBa ca
nonyuaeanu OP/C cnea npueM Ha XHAPOXTIOPOTHAZHL.

HHTecTHHATEH AHTHOEAEM

3a UHTECTHHANEH aRTHOEAEM Ce ChOOLIaBa MPH MALMEHTH, IEKYBAHH ¢ aHTHOTEH3H H
RN

(ex. Touka 4.8). Te3n naumeHTH UMAT KOpeMHa OONKa, rajieHe, TOBPHIUIAHE ¥ 1HAP }p‘rgﬁ;minsa'r

cnej npeycTaHoRARaHe Ha aHrHoTeH3uH I peuentoprauTe HoKepH. AKO ce THATH( THANEH |



AHTHOCIEM, NEUCHHUETO C TEJIMHCAPTAH TpﬂGBa Aa €€ IIPEYCTAHOBH H 14 €€ 3AII0YHE NOIX0AA0 Haﬁnmneuue ao
ITBJIHOTO OTIUTYMABRAHE HA CHMIITOMHTE.

IloMomAHA BElECTEA:
JlakTo3za

Beska TaGnerka cbabpika nakTo3a. [lauueHTHTe ¢ peakH HacneCTREHH NPOSIEeMH Ha HENMOHOCHMOCT KbM
rajiaKtosa, 00wl IaKkTa3eH ASQHLIHT WIH MNTHKO30-TaIaKTo3Ha ManabcopOuua He TpaOBa 1a MpHEMAT ToBa
NEKapCTBO.

Harpuit

Beaka tabnerka chappka no-manko ot 1 mmol Hatpuit (23 mg) Ha TabneTka, T.€. IPAKTHYECKH HE CHABDPXKA
HaTpHi.

4.5 BzaumogeiicTBHe ¢ APYTA JIeKAPCTECHH NPOAYKTH H APYTH (JopMH HA BlaHMO/AeHCTBRHE

JluTuii

[To speme Ha eqHOBpEMEHHO MPUNOKEHHE HA NUTHI ¢ MHXUOMTOPU HA AHMMOTEH3NH-KOHBEPTHPALUMS CHIUM ca
Habnonasadun ofpaTMMK NOBUILIEHHS HA CEPYMHHTE JIMTHEBH KOHUEHTPALMK M [IPOABH HA TOKCHYHOCT.
CrobuiaBanu ca peaku ciay4dau u ¢ anrvorensuH Il peuentopun 6nokepu (BrunodurenHo tenmucapran/ XXT3).
EnHoBpeMeHHOTO OpunaraHe Ha JuTHH 4 Tenmucaptan/X XT3 ne ce npenopuusa (B, Touka 4.4). Ao Ta3m
KOMOWHALMA € OT CBILECTBEHO ZHAYEHHE, CE MPENOPbLYBA BHHMATEIHO MPOCIIEIIBAHE HA CEPYMHUTE JINTHEBH
HMB4 B [€PHOJIA HA €JHOBPEMEHHO NIPIIOMKEHUE.

JlexapcTEeHH NPOAYKTH, KOMTO BOAAT A0 3aryda Ha KanWil H XHIOKanHeMHA (HanpUMep ApPYrH KaTHYPETHYHU
JWYPETHLM, TaKCaTHBH, kopTHKOcTeporan, ACTH, amdoreprums, kapdeHokcomnoH, meHuuunue G HaTpuit,
CANHLIAIOBA KHCETTHHA H NMPOH3BOAHUTE W)

AKO Te3 NexapCTBEHH NPOAYKTH TpAOBA Aa ce NpHeMAT eHOBPEMEHHO ¢ KoMOHHaLuaTa TenmucapTan/XXT3,
ce MpenopbYBa NpocIeAABaHe Ha KATHEBHTE HUBA B TIa3Marta. Te3u JIekapCTBEHH NPOAYKTH MOXKE J1a
noteHimpar edektute Ha XXT3 BbpXy cepyMHMA Kanuif (Bx. Touka 4.4).

HMof-ChThpsKaTITH KOHTPACTHH CPEACTRA

B cnyyawnTe Ha aexuapaTailig, MPUYWHEHA OT THYPETHIIM, CHIIECTBYBA NOBHLLIEH PHCK OT TNI0ABA Ha OCTpa
OhOpeYHa HEIOCTATHYHOCT, OCOOEHO NIPH H3MION3IBAHE HA BUCOKH JI03H HOM-ChAbPKALLH KOHTPACTHH CPEACTEA.
Heobxoauma e pexuapatalid npeaM NpHIarale Ha HoO-ChIbpaKAlly CPpencTsa.

JlekapcTBEHM NPOAYKTH, KOWTO MOBUIIABAT KATUEBHTE HUBA WM MHAVUMpAT xunepkanneMus (Hanpumep ACE-
HHXUOMTOPY, KANUH-CHXpaHABAILH JHYPSTHLM, KaTHEBH JO02BKH, CONEBH 3aMECTHTE/H, CHALPKAILK KaTHH,
LMKJIOCIIOPHH WK JPYTH IEKApCTBEHH TPOAYKTH KATO XSMApHH HATPHE)

AKO Te3H JIEKapCTBEHH NIPOAYKTH Ca IPEANMCAHHM 3a yiorpeba eqHOBpeMEHHO ¢ KOMOHHAUMATA
tenmucaptaw/ XX T3, npenopnusa ce MOHMTOPHPAHE HA KAIMEBHTE [UIA3MEHH HHBA. B13 OcHOBA Ha ONHTA ©
H3MON3BAHETO HA JPYTH JIEKaPCTBEHU NPOAYKTH, HAMAIABALIM JeHCTBHETO HA CUCTEMATA PEHMH-AHIHOTEH3HH,
CBITETCTBALLOTO NMPHIOKEHHE HA FOPECIOMEHATHTE JIEKAPCTBEHHM IPOAYKTH MOKE Aa JOBSIE AC [I0BUIIABaHE
Ha CEPYMHHA KATHIA M N0 Ta3W TPHYHHA HE CE Npenopbyea (Bx. Touka 4.4).

JlekapcTBEHH MPOAYKTH, KOWTO Ce MOBIMABAT OT HAPYILICHHA B CEPYMHUA KUIMA
[lpenopbuBa ce MepHOAMYHO NpociaeasBaHe Ha cepyMuua kanuii u EKT, koraro tenmucapran/XXT3 ce
npunara eAHOBPEMEHHD ¢ JIEKAPCTBECHH MPOLYKTH, KOHTO C€ [IOBJIMABAT OT [IPOMEHH B CEpYMHHA KaJlHH
(HanpUMep AUTHTATMCOBH IMHKO3WAH, AHTHAPUTMHYHK) H CJISHUTE JIEKAPCTBEHH NPOJYKTH, TPpeAH3BHKBALIH
torsades de pointes (BKIIOUBALUM HAKOW AHTHAPUTMHYHH), KATO XHIOKATHEMHATA € NIpeapasnoarau GakTop 3a
torsades de pointes:

- knac la aHTHApUTMHYHK (HANPUMEP XUHUIWH, XUAPOXHHUAMH, AH3ONHPaMUL)

- knac [T aeTHapuTMu4HK (HapUMep aMHOAAPOH, COTANION, AoGeTHIH, HOYTHITHT)
- HAKOH AHTHIMCHXOTHIUM (HANIPHMEP THOPHAA3MH, XJI0PNPOMAa3HH, JIEBOMEIPOMA3H
[IMaMEMAa3HH, CYTMMPH, CYJTONPHA, aMUCYIINIPH, THANPH, [IAMO3H, XAT0HEp
- Apyru: (Hanpumep GenpuawI, LHANpHI, AUdeMaHW1, HHTPABEHO3EeH EPHTPOMH
MH30/ACTHH, NEHTAMHMH, criapgJiokcaluH, TepdheHaauH, HHTPABEHO3EH BHHKaM




JAruTanicoeu raUKo3MaH
[Ipenu3BUKaHATa OT THA3HIH XHNOKAIMEMHA HIM XHIIOMarHesHeMHA DNarofpHATCTBA BE3HHKBAHETO Ha
NPEAM3BHKAHA OT OUTHTAIHC apuTMHA (BK. TOo4Ka 4.4).

EHFOKCHH

Korato TenmMucapTan € Npuio:KeH €JHOBPEMEHHO C TUFOKCHH, ce Hab/Iio1aBa CPeqHO HapacTBaHe Ha
MaKCHMa/IHaTa [U1a3MeHa KOHLEHTpaLHa Ha JHroxcuH (49%) v Ha Halt-HMckaTa koHieHTpauus (20%). Korato
Ce 3aMoyBa, KOPHrUpa H [PeKpaTsABa JISHSHUE C TEIMHCApPTaH, IPOCTEIABAHTE HHBATA HA JHIOKCHH, 3a 14 Ce
NOAILIKAT HHBA B PAMKHMTE HA TEPANEBTHYHHS JHANA30H.

Apyru aHTHXMNEPTEH3UBHH JEKAPCTBEHH NPOIYKTH

TeamucapTad MOXE 1a NIOBKILM XMIIOTCH3HBHMA edexT HA APYTH AHTHXUNEPTEH3HBHH CPEACTRA.

JlaHuKTe OT KIHHHMYHK MPOYYBaHU% [I0KA3BaT, Ye NBoHHAaTa H10Kaa HA PeHHH-AaHTHOTECHIUH-AN/I0CTEPOHOBATA
cucTeMa (PAAC) upea xkomOuuupana ynotpeba na ACE-unxuburopu, anrdorensut I peuentopHu 6aokepu
HITH AIMCKUPEH CE CBBP3Ba C MO-BHCOKA YECTOTA Ha HEXKENaHH ChOHTHA KaTO XHNOTOHHA, XHIEPKATHEMHA 1
HamasleHa 6u6peuna dyHkuus (BriouuTenHO ocTpa Ob0peyuHa HEOOCTATBYHOCT), B CpaBHEHHE ¢ ynotpebaTa
Camo Ha eIHO CPeAcTBO, NeiicTeaio pbpxy PAAC (Bx. Touku 4.3, 4.4 n 5.1).

IIpoTiROAMaOETHH JIEKAPCTBEHH NPOAYKTH ([IEPOPATHH M HHCYIIHH)
Mosxe na ce HaNOKH KOPHIUPAHE HA IO3MTE HA TIPOTHBOIHAOCTHUTE NeKapeTBEHM NPOLYKTH (BX. TOuKa 4.4).

Merdopmun
Tpabpa na ce H3MOT3BA MPEAIA3IHBO MIOPAAH PUCK OT NAKTATHA AUMA03a, HHAYLMPAaHa 0T Bh3MOXHA
dyHrkuMoHanHa 61n0peyHa HeJOCTaTEUHOCT, CBbp3aHa ¢ XXT3.

XonecTHPAMKH H KOJCCTHIIOI0BM CMOJIK
[Ipn HanHuMe Ha aHMOH-0OMeHHH cMord abecopbuuarta Ha XX T3 ce napywaga.

HecTeponaHu NpoTUBOBR3INATHTENHW CPEACTBA

HCIIBC (1.e. aueTHncanvMuMioBa KUCeNMHA B MPOTHBOBBLAMATHTENHH 103H, COX-2 MHXUOHTOPH U
necernektneHd HCTIBC) MoraT na HamManaT quypeTHYHMA, HATPHYPETHYHMA H aHTHXMTIEPTEHIMBHAA eeKT Ha
THA3WJTHUTE HYPETHLH H aHTHXHIICPTCH3HBHHA ¢eKT Ha aHruoTeH3uH Il peuentopunte Gnokepw. [Ipyu Hakou
MayMeHTH ¢ HapylieHa 0bOpeuHa HYHKIIHA (HATIPHMED NeXHIPATHPAHH ALUMEHTH WIH NALMEHTH B HalpeaHala
BB3PACT ¢ HapyweHa Ob0pedHa HYHKUHA) eIHOBPEMEHHOTO NMPHIOKEHHE Ha aHruoTensun I peuenropuu
OIOKEepH M JICKAPCTBEHH TIPOAYKTH, KOMTO HHXHOMPAT LIMK/IOOKCHIEHA3ATA MOXKE Ja A0BEIE A0 MO-HATATHUIHO
sirowasade Ha 6uOpeunara QyHKLUMS, BIIIOUHTETHO € BEIMOXKHA ocTpa OnOpeyuHa HejocTaTEYHOCT, KOATO
obuKkHoBeHO ¢ cbpatuma. I1o Tasu npHunHa komOHUHaLMATA TpaGBa aa Gbae IPUNAraHa ¢ NOBHUIISHO BHUMAHKE,
0cobeHO MpH MAUKCHTH B HanpeaHana BbapacT. [launenture Tpadea ga 6baaT ageKBaTHO XHAPATUPAHHE K Ja
Owae npocneassana 6n6peqHaTa UM PYHKLMSE B HAHAIOTO H2 KOMOWHHPAHOTO E4EHHE W MEPHOIMMHO ClEx
TOBA.

B enHo npoyvpaHe e1HOBPEMEHHOTO NPWIIATAHE HA TEIMICAPTaH M PAMHIIPHN € JOBEJO 10 NOKAYBAHE Ha
AUC) 24 1 Crax HA PAMHIIPHS W pAMHITPANAT 80 2,5 mbTh. KiNHHHYHATA 3HAYUMOCT Ha TOBa HaOAIOJEHHE He €
U3BECTHA.

[Tpecopuy aMHHH (HanpUMep HOPaApeHANHE)
EdexThT Ha npecopuuMTe AMHHM MOXKeE JIa C& HAMAIIH.

Henenonapuznpaiy MHopenakcanTH (HanpHMep TYOOKypap#H)
XuapoxIOpoTHAIM/ MOKE /12 TOTEHHMpa edeKTa Ha HeAENONAPUIMPALIMTE MUOPENaKca

JlekapcTBeHH NPOJYKTH, M3MOMIBAHM 34 IeHeHHe Ha nojarpa (Hanpumep npobeHeLu
ATONYPHHON)




Moxe 1 ce HAIOXKH KOPHTHPaHE Ha J103aTa Ha YPUKO3YPHYHHTE JIEKAPCTREHH NPOYKTH, Thil KaTo
XHJIPOXIOPOTHA3H/] MOKE [12 YBETHYH CEPYMHHTE HUBA HA IMKOYHATA KMCETHHA. Moxke f1a ce Hanoxu
MOBMINABAHE HA J03MTE Ha NPOOEHELM WK CyTPHMHNIPa3OH. EAHOBPEMEHHOTO PUEMAHE HA THAZHIH MOXE
A3 HOBULIK YECTOTATA HAa PEAKLMHTE Ha CBPBXYYBCTBHTEIHOCT KbM AIOMYPHHON.

Kanuueru comu
TuazuaHuTe AMYPETHIIM MOXKE /14 IOBUIUAT CEPYMHHTE HUBA Ha KallLHE, KOETO C€ IBJDKH HA MOHMKEHATA My

CKCKpelA. AKO TpAOBa a Ce NPEANMIIAT KanueBH 00aBKH WIH KAJIUHHA-ChXpaHABALIM IEKAPCTBEHH
NIPOAYKTH MEAHUMHCKH IIPOAYKTH (Hanp. nNpH BUTaMuH [) Tepamus), € HeobXonuMo aa ce npocneasear
CepyMHMTE HHBA HA KaILHH i CHOTBETHO /12 ¢€ KOPHTHpa Jo3aTa.

Bera-6noxepu 1 Anasokcuy
TwaznauTe Moxe Ja IOBHIIAT XMACPrIMKeMUHHUTE eeKTH Ha DeTa-OlIOKEPHTE M JTHAZOKCHL.

AHTHXOTHHEPrHYHHTE JIEKAPCTBEHH MPO/IYKTH (HAPUMEP aTPONMH, OHnepuaeH) MOXe 1a IOBHIIAT
6MOHANHYHOCTTA Ha THA3W/HHTE MY PETHIIA Ype3 MOHIKABAHE HA CTOMALIHO-YPEBHAS MOTHIIMTET H Y€CTOTATA
H2 M3Ipa3BaHE Ha CTOMaXxa.

AmaHntaaua
TrazuIuTe MOKE 1a YBEIHYAT PUCKA OT HEXKEIaHW eeKTH, NPUYHHEHH OT AMAHTATHH,

LIMTOTOKCHYHH NIEKaPCTBEHH NPOAYKTH (HaNpHMep LKHKI0(ochaMul, METOTPEKCAT)
Trazuaute Moxe Aa HaManaT ObOpeUHATA EKCKPeLMs HA LIUTOTOKCHYHHTE JIEKAPCTBEHH MPOIYKTH H Jid
MOTEHUUPAT MHEAOCYTIPECHPALLIHA HM €eKT.

B%3 ccHOBa Ha apMaKoNOrHuHHTE MM CBOHCTBA € BE3MOXKHO [Ia C& OUAKBA, Ye CJICHHTE JICKAPCTBEHH
NPOAYKTH MOTaT [a NOBHIIAT XHIIOTEH3HBHHA €(DEKT Ha BCHUKH BHTHXHMIICPTCH3HBHH CPEACTBA, BKIKOUMTEIHO
Tenmucaprad: 6aknoden, amudoctrH. Cbllo Taka, OPTOCTATHYHATA XHIIOTOHAS MOXe Ja Obe 3aCHIcHa OT
AIKOXOJT, OapOUTYpaTH, HAPKOTHHHH BELIECTBA WIIH AHTHAETIPECAHTH.

4.6 DepTHINTET, GpEeMEHHOCT H KbPMeHe

BpemenHoct

He ce npenopsusa ynortpebara Ha anrvoTenznH Il penentopHu OI0KepH Mpe3 MbPBHA TPHMECTBD Ha
OpemenHocTTa (BX. To4ka 4.4). Ynorpebara Ha aHrHoTeHsu 11 peuentophu 6/10KepH € IPOTHBONOKA3aHA IIp
BTOPHS M TPETHA TPHMECTHP Ha OpeMeHHOCTTa (BXK. ToukH 4.3 u 4.4),

Hsima nocrarbuHo naHHM 3a yrotpebaTa Ha Tenmmucaprad/ X XT3 npu 6peMeHHH ke, EkcriepHMeHTaTHHTE
[IPOYYBAHHA MPH XXHBOTHH MOKA3BaT PENPOAYKTHBHA TOKCHYHOCT (B, TOoUKa 5.3).

EnuaeMHonornuauTe JaHHU 33 PUCKa OT TEPATOTEHHOCT ¢/l ekcnmo3nums Ha ACE-HHXHOUTOPH Npe3 nbpsua
TPHMeECTBp Ha OpeMEHHOCTTa He ¢a yOenurennu. Bee mak, He Moke Ja ce W3KIIO4M cnabo noBMinaBaHe Ha
pycka. JlokaTo HAMA KOHTPOIMPAHH €MIEMHONIONHYHH JAHHH 3a pHcka npu ynotpeda va anruorensus 11
peLETITOPHH OIIOKEPH, CXOIHH PHCKOBE MOTAT Ja CBLIECTBYBAT M NPH TOZH Kiac nekapersa. Hanuentkure,
KOHTO TTAHHPAT HpeMEHHOCT, TPAOBa /12 MPEMHHAT KbM aNTePHATHBHO AaHTHXHIIEPTEHIHBHO JEUeHHE ¢
YCTaHOBEH npodun Ha Oe3onacHOCT npK yrotpeda no BpeMe Ha OpeMeHHOCT, OCBEH aKO Ce CYHTA, Ye € OT
ocofeHa BXXHOCT /1a ¢& MPOABIDKH IGUEHHETO ¢ AaHrHOTEeH3KH 11 peuentophu Glokepu. AKo ¢
JIMarHOCTHUWpaHa OPeMEHHOCT, IeUeHHETO ¢ aHrHoTeH3HH Il peuenTopry Onokepy TpaGsa HesabarHo Aa Obae
MpeyCTaHOREHO M, aKO € MOIXOAAIN0, 1a Obae 3aN0YHATO ANTEPHATHRHO JICUCHHE,

OpeMEHHOCTTA [IPEAU3BHKBE (heTOTOKCHUHOCT NpH Xopa {noHKkena 6nOpeuna GyHKuM
3abaBeHa yepenHa ocudHKalHA) M HEOHATAIHA TOKCHUYHOCT (OBOpedHa HenoCTaTEUHO
xunepraniemus) {Bx. Touka 5.3). [lpenopbuea ce yaTpassykos nperiien Ha 6Lopeun
cnydaii Ha eKCITO3HIHA Ha aHruoTeH3uH Il petenitopan DnokepH OT BTOpUS TpUMEC



cien Tosa. Hosopoaenure, uuMTo Makike ca mpiemany anrnotensuH 11 peuenrropru 6nokepu, Tpabea aa Gbaar
BHHMATENHO HAONIOAABAHH 32 HATTHUKE HA XMITOTOHMA (BX. ToukHM 4.3 1 4.4),

Onnutst ¢ XXT3 no speme Ha HpeMEHHOCT € OrpaHHteH, 0C00eHO Npe3 MbpeuA TpuMecThbp. I1poyusanuaTa npy
KHBOTHH €2 HENOCTAThUHK. XHIPOXTOPOTHA3K/ MPEMHHABA Mpe3 [uianedTara. Basupaiiku ce Ha
(apMaKonorHyHUa MEXaHUIBM Ha JeficTBre Ha XXT3, ynotpefaTa My Npe3s BTOPHS M TPETHS TPHMECTHP MOXE
A KOMIIPOMETHPA (ETO-TALEHTAPHATA IPOMYCKIMBOCT M Aa IPHYMHA (ETANTHH H HEOHATAINM eeKTH KaTo
KBLIATEHHUA, HAPYINEHHE HA €IEKTPOIMTHHA OamaHe U TPOMOOLIMTONEHHS.

XuzapoxnopoTtrasua e TpaGBa fa ce H3MON3BA MPH FECTALHOHEH OTOK, TECTALHOBHA XHIIEPTOHHUS WIH
NpeeKIaMcHs, NOPad PUCK OT MOHIKABAHE HA [L1a3MeHus 0beM M maneHTapHa Xunonepdyaus, 6es noneszen
edexT BbpXy Xo/a Ha 3aboIsIBaHeTo.

lepoxnopoma:swl HE Tp}IGBa Ja <& M3M0JI3Ba NPH €CCHITHATHA XANICPTOHHA IIPH GPCMEHHH HECHH, OCBCH B
PCIKH Cy4aH, KOraTo HE MOXKE Aa CE NPHAKH IPYro JICUCHHE.

Kbpmere
Tri kato HAMA n2HHK OTHOCHO yNoTpebaTa Ha TenMucapras/XX T3 B nepHona Ha KhpMeHe, TETIMHCApTaH/

XXT3_ne ce npenopeyra, a ce NPeINOYHTAT ATTEPHATHBHM JIEYEHHS C N10-100pe YCTaHOBEH Npodui Ha
Oe30nacHOCT B NEPHO/A HA KbPMEHE, 0CODEHO NPH KBPMEHE HA HOBOPOAEHO WITH NPEK/IEBPEMEHHO POACHO
aere.

Xupox1opoTHa3H/ ce €KCKPETHPA B MAJIKM KOJIMHECTBA B MAWHOTO MIAKO. THA3HIH BPBB BUCOKH J03H,
NpeU3BHKBALIH HHTEH3WBHA JIHYPE3a, MOXKE A2 MHHXHOMPAT NpoayKUMATa Ha MIAKO, YnoTpefaTa na
TenmHcapTa/ X XT3 no speMe Ha KbpMeHe He ce npenopbusa. Ako TenMucapras/XXT3 ce uanonssa B nepuos
Ha KspMEHE, TP0Ba 1a ce NOLIBPXKAT Hall-HUCKUTE BR3IMOXKHU JO3H.

DepTHanTET
He ca npopexKJaHu 1poyuBaHHA BEPXY (DEPTUIHTETA MPH XOpa ¢ PUKCHPAHATA 1030Ba KOMOMHALIAA M C

OTAE/HHUTE KOMIIOHEHTH.
B npenknHHHYHM npoyusanus He ca HabmoaasaH# edekTH Ha TenmucaTpad H XXT3 Bbpxy MLKKHA 1
KEHCKHA pepTHIHTET.

4.7 EdexTr BLpxy cnocofHocTTa 3a modupane 4 padora ¢ Mamunu

Tenmumen [Tmoc Moke na noBnuse cnocoOHOCTTA 32 WodHpaHe H padora ¢ mawmHu. [ToHskora Moxe f1a ce
MOSABM 3amMaiiBaHe, CHHKOIT HIIH CBETORBPTEXK NPH IPHEM HA aHTHXUIIEPTEHIMBHA TEpariA KaTo
Tenmucapran/XXT3.

AKO MatHEHTHTE H3MTMTAT TE3H HEMETAHH PeaklUMH, Te TpadBa aa u30ArBaT NOTEHUHANHO OMACHH 3a/1a4H
kaTo modupaHe WiH paboTa ¢ MalllMHA.

4.8 Hexe1ann 1eKapcTBeHH peakunn
Kpamxo usroocenue na npoghuna na besonackocm
Haii-uecTo c1obluasanaTa HexKenaHa IEKApCTBEHA peakuua ¢ 3aMaiiBane. Cepro3Ha peakiis Ha aHTHOSIEM

MOZKE 1a HACThIM pagko (>1/10 000 zo <1/1000).

YecToTaTa Ha HEXKENAHHUTE JICKAPCTBEHH peakLHH, ChobLuenu npu ynorpeba Ha TenMucaptan/ X XT3, e
CpaBHHMA ¢ TA3HM HA HEXKETAHWTE JEKapCTBEHH Peakuuy, cbobluenn npu ynorpefa caMo Ha TeIMHcapTaH B

JABUCHMOCT MCXIY A03aTa H HOXKE/IAHHUTE IEKAPCTBEHH PEAKLIMH W JIMIICBA BPL3KA C 1T
pacoBaTa MpHHATCHHOCT Ha MalHeHTHTE.

TabnuueH CNUCHK HA HEWETAHHTE JEKAPCTBEHH PeaKLHK




Hexxenanute nekapcTBeHM peakumu, ChoGIIEHH BbB BCHYKH KITHHHYHH NPOYYBAHHS W HACTBIIKIM 10-4ECTO NPH
H3MOJI3BAHETO Ha TesMucapTad moc XXT3, B cpapaende ¢ mwianebo (p<0,05), ca onucanu no-gony B
CBHOTBETCTBHE ChC CHCTEMO-OpraHHaTa Knacudukauus. HexenaHu TeKkapcTBEHH peakLmMK, KOUTO €2 XapaKTepHH
32 CAMOCTOATENTHOTO NPHJIaraHe Ha OTACJHHTE MY CLCTABKH, MOTAT MOTEHITHATIHO 12 CE NPOABAT M NPH JICUECHHE
¢ Tenmumen [moc, gopu 1 1a He ca HabNIOAABAHYU B KITHHHYHHTE TIPOYUBAHHA.

HexenaHuTe EKapCTBEHH PeaKLIHK €a KaTErOPHIHUPAHH CIIOPE YeCTOTaTa, KaTo € H3M0/I3BaHa cnefHaTa
Knacuukauua: MHoro 4ectH (>1/10), yectu (21/100 no <1/10), newectu (>1/1000 ao <1/100), peaxu
(=1/10000 no <1/1000), mHoro peaxy (<1/10000), ¢ HeussecTHa YeCTOTA (OT HATMYHHMTE JAHHH HE MOXKE A2
Obae HanpaBeHa OLIEHKA).

IlpH BesKko TpynHpare B 3aBUCHMOCT OT YECTOTATA, HEXKEIIAHHTE ICKAPCTBEHH PEAKLIMH CE H3GPOABAT B
HHU3XOIAL pejl 110 OTHOLUEHUE Ha TEXECTTA.

Tabnnua 1. TabnuueH cnucek Ha Hexenanute peakuuu (MedDRA) oT rwiaue6o-kOHTPOIMPAHH NPOYYBAHHS U
OT [OCTMaPKETUHIOBHA OTIHT

Knac oprann na | Hexenann peaknun YecToTa
cHCTEMAaTa Tenmumea | Teamucapran®| Xugpox,opoTuasua
MedDRA ILuoc
Hndeknun n Cencuc,
uHpecTanHn BIJTIOYMTEITHO pAaxo ?
daranen nixoj
bponxur PHAKO
Dapunrur PAIKO
CuHynT pAKO
Hudexuus Ha
TOpHHTE HEUECTO
OHXaTeTHH
ITETHIIA
Hudexiinm Ha
TTMKOYHH T THIIA HEUECTO
Huerur HEYEeCTo
HosooGpazysan | HemenaHoMeH pak
e Ha KOXKarTa
n00poKavecTBe (GazanHOKNETBYEH
HH, KapLHHOM H
3JIOKA4YeCTBEeHH [Lnockokiers C HEH3BECTHA YECTOTA’
H YeH
HeyTounenu (BKJL | K2pUHHOM)
KHCTH H NOJIHIH)
Hapyweunns na Anemus HEYECTO
KPbBTa H Eozuuoduins psako
Aumpuara TpomboUUTONICHHA PAAKO paAKo
CHCTeMA
TpombouuToneHuyHa
mypitypa pako
ATNacTHUHA aHeMUA C HeusBecTHa 4eCTOTa
XeMONUTHYHA MHOI'C pAAKO
AHEMHA e
Hapyuwena dyuxuns
Ha KOCTHHS MOIBK
Jlerkonenus
ArpaHynoumroza




Hapymennsa na

AHadHnakTHYHH

HMYHHATA peakuHa psako
CHCTEMA CBpPBX4YYBCTBHTEITHOC paaxoe MHOTO pAaIKo
T
Hapymenns na XunokajiueMus He4ecTo MHOTQ 4ECTO
MerabonmIMa M | Xyiepyvpuxemus pAzKo 4E€CTO
XpancHero XunoHarpueMus PAZKO paako 4ecTo
Xunepranvemus HEYECTO
Xunoriauxkemus (pu
[aLHeHTH ¢ gHabeT) PAIKO
XunomarHe3HeMus 4ECTO
Xunepkanunemus psaako
XHIOXTOPEMHYHA
alKano3a MHOTC PAJKO
Hamanes anerur YecTo
Xunepnunugemus MHOTO 4eCTO
XuneprnukeMus pAaKo
HEaJeKBaTEeH
KOHTPOJI Ha 3axapeH PAAKO
aHaber
Icnxuann beznokoiicTro HEYECTO PRLAKO
HApYICHUS Henpecug PAAKO HEYECTO pAnKO
beacnHue pAnIKO HEYECTO
Hapywenus Ha cbHA | paako PAAKO
Hapymenns na CeeToBLpTERK HeCTo PANKO
HEPBHATA CHCTEMA Cunkon HEYECTO HEYECTO
Iapecteausa HEYECTO PAIKO
CrunuBocT pAAKO
['masoGonne paaKoe
Hapymennn Ha 3pUTEHO YBpEAJAHE| pAIKO PAIKO paako
oumre 3peuuero e paako
3aMBIJIEHO
Octpo
3aKPUTOBIBIHA C HeussecTHa yectoTa
[aykoma
XopuouaaieH U3nus C HeH3BECTHA YECTOTA
Hapymenns na
YXOTO H
AabEpHHETA CeeToBbpTEK HEYECcTo HEYECTO
Copaeunn Taxukapaus HEYeCTOo PAAKO
HapyunicHus ApUTMHH HEYeCTO PAIKO
bpaaukapnus HEYECTO
Cnaoeu Xunorouus HEYECTO HEYECTO
HAPYLICHHH OprocTaTH4Ha
XHIIOTOHHSA HEYECTO HE4ecTo
HCKPOTH3HpALL

BRCKYNHT




Pecunparopuu,
rpbAHA
MeAHACTHHAJIHH
HapymeHHs

JucnHes

HEUCCTO

HEYECTO

Pecnuparopen
JQHCTpEC

psaxo

MHOTO pAIKO

[TneBMoOHHT

panKo

MHOTO PAJIKO

benoapoben
Orox

pAaKo

MHOI'O pPAIOKO

Kanuinua

HEYECTO

HHTepcTunmanna
6enoxgpobHa
oonecT

MHOTO paaKo'~?

Octbp
peciMparopeH
JHUCTpec
CHUHAPOM
(ARDS)

(px. pazgen 4.4)

MHOTO PAIKO

Cromammno-
YPEBHH
HApYWeHHs

Huapus

HECYCCTO

HEYECTO

YECTO

CyxoTa B ycTarta

HEYHECTO

pAIKO

[azope

HEYECTO

HEYECTO

Kopemnua Gonka

PAIIKO

HCYECTO

3anek

pAIKo

paaxo

Jucnencus

paaKo

HEYCCTO

[loppriiane

PAIOKO

HEeYeCTO

H4e€CcTO

l'actpur

pAaKo

Kopemen
IHCKOMGOpT

PAIKO

PAIKO

["anene

HECTO

[Taukpearur

MHOTO pAAKO

HADYHIEHAH

Xenaroduanapsuu

AHnopmanHa
uepHoapobHa
$YHKIHA/YepHOT
pobHO
HapylleHHe

paaKo’

panko’

Krrrennna

PAIKO

XoJsecraza

PAOKO

Hapyumenns na
KOXKaTa H
NOJKOKHATA
ThKAaH

AHTHOEIEM
(BKIIOUHTENHO
¢ daraneH
H3X0m)

pAIKo

PAIKO

Epurema

pAaIKoO

pAaKo

Crpbex

PAIKO

HEYECTO

O6pue

pAnKo

HEUCCTO

HeCTO

Xunepxuapoza

pazko

HCYECTO

YprHkapus

pAIKO

PAIKO

qeCTO

Exzema

PAAKO

JlexapcTreHa
EpyIILMA

pAnKO

TokcHduHa KoxkHa
epyIruus

pAaAKo

Jlynyc-nopobex
CuHppom




Peaknmus Ha

(hOTOUYBCTRHTENHOCT pAAKO
Toxcuuna
eMUiepMaHa MHOTO PAJIKO
HEKpONH3a
Epurema
mysrrudopme C HeH3BecTHa 4ecToTa
Hapymienssa ua bonku B repba HEYECTO HEYECTO
MYCKYyJHO- MyckynHM cnazmMu
CKeJIETHaTa (kpamnu B Kpaka) HEUECTO HeYecTo C HeW3BecTHA YECTOTA
CHCTEMA | Muairus HEYECTO HEYECTO
CheIHHATE/IHATA
LKA Aprpanrus pAaKo paiko
bonka B kpaiituka
(Gonka B kpakara) pAOKO PAIKO
Bonka B
CYXOMMIIMATA
(cHMOTOMH, NOAOGHKH pALKO
Ha TEHJHHHT)
CucremeH nynyc
€PUTEMATO3YC panKo! MHOTO PAIKO
Hapymenns Aa Brbpeuno HEYecTo C HeuzpecTHa YecTOTa
onOpennre H YEpexJaHe
NHKOYHHTe OcTtpa 6B6petna HEYecTo HEYECTO
ObTHINA HEIOCTATHYHOCT
['mokozypHa PsLAKO
HApYUIEHHMS Ha
PenpogyxrusHaTa
CHCTEMATA H Epextunna HEUECTO 4ecTo
rspaaTa JARCOYHKIMA
Ob6mn boska B repauTe HEYeCTo HEYECTO
HApYuieHHS H ['punonopobHo
eeKTH HA 3aGonsBate pAnKo PRAKO
MACTOTO HA Bosika PALIKO
npH.ToAenne ActeHun (cnabocT) HeuecTo C HenzBecTHA YecToTa
[Mupexcus C HeH3BeCTHA Y4eCTOTa
Hicnenpanns VYBenuueHue Ha
MHUKOYHATA KACEIHHA| HEYECTO paAKo
B KPBETA
YBenv4eHHe Ha
KpeaTMHUH B KPbBTa | PAAKC HEYECTO
YBenv4eHue Ha
Kpeatuna B kpseTa/
tocokrHaza pAAKO pAIKO
YBenuueHHe Ha
qyepHoapodHUTE PAIKO PAAKo

CH3IWMH




Hamanenue Ha pAaKo
xeMornobHHa

1 B13 0ocHOBa Ha MOCTMAPKETHHIOB OTHT

2 BuskTe noapasaennte no-1ony 3a JONbIHUTENHA MHGOPMALIHA

? Heskenanure peakumH ce Habonasar ¢ noaobHa 4ecToTa NPH MALMEHTH, JCKYBaHu ¢ rnauebo 1
TenMHcapTal. O01aTa 4eCTOTa Ha HEXENAHHTE PeaklHH, CholOLeHn npy Teamucaprad (41,4%), 0GHKHOBEHO €
cpaBHMMa ¢ TLTauebo (43,9%) r auebo koHTpoNUpaHH Npoyusanus. Hexenannre peakiuu, H36poeHH no-
rope, ca HATPYNaHH OT BCHYKH KIMHKYHH H3THTBAHUS NP MALMEHTH, NEKYBAHU C TEIMHCAPTAH 32 XHIIEPTOHUR
WITH TIPK NALMEHTH Ha 50 WIH NoBeye IofiMHA ¢ BUCOK PHCK OT ChPACHHO-CHLIOBH ChOMTHE.

Onucarvie #a u36PaHYU HEXCERANY AEKAPCIMGEHU PEAKYUN

AGHopMHa YepHOApoOHA DYHKUHA/4ePHOIPOOHO HApPYILIEHHE

TloseueTo cayuan Ha abHOPMHA YepHOAPOOHA (ByHKUWA/UepHOPOOHO HAPYLICHHE OT MOCT-MAPKETHHTOBUS
OIHT C TEIMUCAPTAH HACTBIBAT IIPK HALMEHTH OT ATIOHCKH TIPOM3XO. [IpH NALHEHTH OT AIIOHCKH IPOH3XOA
CBUIECTBYBA MO-IOJIIMA BEPOATHOCT 3@ PA3BMTHE HA TE3M HEXKEIAHH PCAKLIMM.

Cencuc

B npoyusaneto PRoFESS e nabmoparana nosunreHa 4ecTora Ha ceNcHC APH TEJIMMCAPTAH B CPABHEHHE ¢
mnauebo. CuéuTHeTo MOXE fAa € cyvuaiHa HAX0AKa WIH [ € CBbP3aHO ¢ HEMO3HAT 10 MOMEHTa MEXAHH3BM
(Bk. TOuKa 5.1).

Hurepcruuuanya 6enogpobua Gonect
Cnyuau Ha unTepcTHLIMANTHA GenoapobHa GonecT ca NOKTaABAHH OT OCT-MAPKETHHIOBHS OIIHT, 110 BPEME Ha
npuem Ha TenMucapTaH. [IpuunHHO-CclieacTBeHa BpLaka obaye He € yCTaHOBEHa.

HeMenaHoMeH pak Ha KOXata
BB3 0CcHOBA Ha HATTHYHHTE JI2HHH OT CIIMJEMUCJIOTHYHM MPOYYBAHHSA € HAONOJaBAHA 33BHCHMA OT
KYMYTaTHBHATA /1033 Bpb3ka Mexxay XX T3 1 HMPK (Bx. cbmo Toukn 4.4 1 5.1).

HHTeCcTHHANEH aHHOEAeM
Crob1enH ca cyyan Ka HHTECTHHAIIEH AHTHOEAEM ciiell yoTpeba Ha anruoTensut I peuentopuu 6nokepu
(Bx. TOuka 4.4).

CpobLiapaHe Ha NOAO3IMPAHH HEXKETAHH PeaKkLHH

CrobLiaBaHeTo Ha NO03MPaHH HEXETaHH PEaKilMy CIe/ paspeliaBaHe 3a YIIOTpeda Ha JIEKAPCTBEHHMA NPOAYKT
¢ BaxHo. ToBa No3BONIABA Aa C€ NMPOIBTKA HAOMICACHHETO HA CHOTHOLICHHETO MOJ13a/PUCK 34 JICKAPCTRSHUS
npoaykT. OT MeJULIMHCKHTE CMISIMANRHCTHM CE U3HCKBA 1a ChODLIABAT BCAKA IOA03UPAHA HEXKENAHA PEAKLUA
ypez HambnuutenHa areruus no aexapcreara, yiu. Jlamaa ['pyes™ Ne §; 1303 Codus; Ten.: +35 928903417,
yebcaiiT: www.bda.bg.

4.9 Ilpexoznpane

CrlnecTByRa orpaHHYEHa HH(DOPMALIKA 110 OTHOLICHHE Ha MMpeJo3upaHe Ha TeamucapTaH npu xopa. He e
YCTAHOBEHO /10 KAKRA CTENEH XMAPOXIOPOTHA3IM]L, C€ OTACIA 1P XEMOAHAIH3A.

Cumnromu: Haii-u3aBeHHTE NMPOABH HA NPEIO3HPAHE C TEIMUCAPTAH ¢a XMIOTOHHA H TAXMKAPAMA, a ChLIO Ce
crolLaBaT H 6paaMKap/ns, 3aMassHOCT, IOBPbIAHE, TOBHIIABAHE HA CEPYMHMA KpeaTuHut u octpa Oubpeuna
HEAOCTaThYHOCT. [Ipeo3HpaHeTo ¢ XMAPOXIIOPOTHAZUL €€ CEBP3BA C HAMANABAHE HA EICKTPOHTHTE
(xunoxanueMus, XUNOXJIOPEMHUS) M XMIIOBOIEMHS, IBJIKALH Ce HA eKCUECHBHATa Axypesa. Hali-uectute
CHMITOMM Ha MPe/Io3NpaHe ca rajieHe K COMHONICHTHOCT. XHIOKANHEMHATA MOKE J1a AQBefig 'k yky it
CTIa3MK W/WIH aKIEHTYUpPaHa APUTMHS, CEbP3aHHE ¢ ¢IHOBPEMEHHATA ynoTpeba HA aM 3
WIH OnpefieNeHH aHTHAPUTMHYHH JIEKAPCTBEHH MIPOAYKTH.




Jleuenwne: TenMucapTan He ce OTAENS MPH XEMOGUATPALMS i IPH XeMoAHaATK34. [TauvenTsT Tpabaa Ja Gbae
BHHMATETHO Ha0/0aBaH M IEUEHHETO TpAGea 1a ObAe CHMNTOMATHYHO H noaaLpskamo. OBIaagBaHeTo
34BHCH OT BPEMETO OT IIPHEeMaHe Ha MPOAYKTA H TEXKECTTa Ha CUMITOMHETE. | [penopbunTENHHTe MEPKH
BKJIIOYBAT MPeJH3BUKBAHE Ha NOBPEILAHE W/HIH CTOMALITHA MPoMUEKa. [IpUIaraHeTo Ha aKTHBEH BLITIEH MOKE
Aa 6b71e nonesHo NpH Jeyenne Ha npenosupaHeto. HeoGXoaMMo e uecto npocneasaHe Ha CEPYMHHTE
CICKTPOIHTH H KpeaTutinH. I1pu nosBa Ha XMIIOTOHMA, NauMeHTHT TpAOBa 1a OB¢ MOCTABEH B NETHANO IO [P
[ONOKEHHE M OEp30 A ce NPUIOKAT CONEBH H 00EMHH 3aMECTHTEH.

5. ®APMAKOJIOTHUYHH CBOMCTBA
5.1 PapMaKoIHHAMHYHH CROHCTBA

(apmaxoTepanepTHYHa rpyna: Auruotenaut 11 peuentopuu Gnoxepn (APB) u auypervnu, ATC xoa;
CO9DAO7

Tenmumern [lmoc € koMOHUHauma ot anruoTersuH 11 peuentopen 610kep - TeTMHUCAPTaH W THAIKICH JHYPETHK -
XHApoxiopoTHasHA. [1pu koMGUHWpPaHETO MM Te3H CHCTABKM HMAT ATUTHEEH AaHTHXHIEPTCH3MBEH eeKT, KOETO
BOJIM 10 NO-TOJIIMO HAMAJIIBAHE HAa KPBBHOTO HATATAHE OTKOJIKOTO, AKO €2 NMPUIIOKEHH NOOTAENHO. Tenmumen
l1nioc, ipHeMaH BEAHLK AHEBHO B TEPANEBTHYHH JIO3H, BOAN A0 e()EKTHEHA H IUTABHA PEAYKIHMA HA KPLEHOTO
Hansrase.

Mexanu3eM Ha feiicTrue

Tenamucaptau e nepopanto edexTubeH ¥ crieuHdHyeH aurnorensuH I peuentopen nogtan 1 (AT1) 61okep.
Toid usmecTBa ¢ MHOTO BHCOK aMHUTET aHTHOTEH3HH [T oT HerosoTo MacTo Ha cebp3Bane B AT1 peuentopaus
MOATHII, KOHTO € OTTOBOPEH 3a H3BECTHUTE NeHCTBHA Ha anrvoTen3uH [1. TenMucapTaH HAMA YacTHYHA
aroHUCTHYHA akTuBHOCT cripamo AT perientopa. TeamHcapran ce cebp3ea cenektisHo ¢ AT peuenropa.
CBBbp3BaneTo € Npoab/oKHTENHO. TeaMucapTal He Moka3pa apUHUTET KBM APYTH PEUEITOPH, BKIIOUHMTEIHO
AT: n gpyrn no-cnabo xapaktepusupan AT-peLienropu. (DyHKUWOHANHATA PO HA TE3H PCUESIITOPH HE €
M3BECTHA, HE € M3BECTEH M €PEKTHT HA TAXHATA BLIMOKHA CBPBXCTHMYJIAIMA OT AHTHOTEH3HH 11, umiiTo HUBa
€a [IOBULIEHH OT TeaMMcapTaH. HUBaTa Ha IU1a3MeHHs AnJJOCTEPOH Ca MOHMXKABAT OT TEIIMHCAPTAH.
TesmucapTan He MHXHOMPa YOBEIIKKMA [U1a3MEH PeHHH K He Onokupa HoHHUTe kauand, TenMucapran He
MHXUOUpa aHMHOTEH3HH KOHBEPTHpaLuA ex3uM (kuHuHaza [[) — eH3UMBT, KOITO ChIIo pasrpaxa
OpanukunmHa. [Topany ToBa He ce 0YaKBa Aa NOTEHUHpa GPaIHKHHHH-MENMUPAHHTE HEXENAHH EKAPCTREHH
PEaKLHH.

I'lpu 3apaBu KoGpopoILM xo3ara ot 80 mg TeTMUCapTaH MOYTH HALIAIO HHXMOMPA IIPEAHIBUKAHOTO OT
aHrHoTeHsuH Il nopumasane Ha kpuBHOTO HansraHe. MEXHOUTOPHUAT edexr ce noaawbpxa Haj 24 yaca, KaTo
BCE OlIe Moxe Ja Onae ycranoseH a0 48 yaca.

XRBOpOXNOPOTHA3K/ € THAZHIAEH JUYPETHK. MeXaHHIMBT HAa AHTHXUIIEPTEH3UBHUA €EKT HA THAZHIHHTE
IHYPETHLM HE € HAILIHO M3scHEH. THazuauTe HMaT edekT BhpXy 61uOpeunure TyOyaHH MeEXaHH3MH Ha
peaGcopbuys Ha €TEKTPONHTH, KATO TMPEKTHO YBE/THYABAT CKCKPELMATA Ha HATPHI W XJIOP B NPHOJIHIMTENTHO
CKBHBAJICHTHY KONHuecTBa. [[HypetuunoTto aeiicteue Ha XX T3 namannsa ruiazmenns obem, ysenuuasa
IJ1a3MEHATA AKTHBHOCT HA PEHHH, YBENHYABA CEKPEIMATA HA ANHOCTEPOH, ¢ NOC/EBAIIO YBETHIABAHE HA
3ary0ara Ha Kanuit n OKkapOOHaT B YPHHAT2 M HAMAJABA CEPYMHMA Kainii. BeposTHo upes 610kaaa Ha peHMH-
aHIHOTEH3MH-AIAOCTEPOHOBATA CHCTEMA €JHOBPEMEHHOTO MIPHIIOKCHHE Ha TE/IMHCRPTaH MMa TEHIEHIMA Aa
00bpue 3arybara Ha Kanui, cBhp3aHa ¢ Te3u Auypethid. [puw XXT3Hauanoro na nuypesara e cnej 2 yaca, a
MaKCHMaIHUAT edieKT HACTBIIBA 32 OKONo 4 vaca, KaTo AeHCTBHETO NPOALLKaBa npubausurento 6-12 vaca.

QapMakoAMHAMHYHH edekTH

JleueHre Ha eceHLUHATHA XUMEPTOHHA
Cnen npunaraHe Ha MbpBATa 1032 TEIMHCAPTAH ce HAOO1aBa NOCTENEHHO IOABA HA
AKTHBHOCT B pAMKHTE Ha 3 yaca. MaxkcHManHaTa peayKUHA Ha KPHBHOTO HANATAHE C
pamkuTe Ha 4-8 ceaMMLM clle HA4ANOTO Ha JIEHEHHETO M e TIOLALpYA Upes pos




npHeMaHe Ha 103aTa AHTHXHIEPTEH3HBHHAT ¢PEKT NepCHCTHPA NoBede OT 24 yaca, KaTo BKIIOYBA H
nocieannTe 4 vaca npe/y ¢/ieJBalIOTO NPUIOKEHHUE, KAKTO [IOKA3BAT aMBYNaTOPHHTE M3MEPBAHHA Ha
KPBBHOTO Haifrare. Tosa € NOTBBPASHO M OT H3MEPBAHHUATA B MOMEHTA HA MAKCHMATHHS ebeKT U
HEMOCPEACTBEHO NPEAU NMPHEMA Ha CJIE/IBAlIATA 1032 (CHOTHOLIEHHETO MHHMMATHH KbM MAaKCHMAUTHH
KOHUEHTpauuu € nocrosHHo Ha 80% cnexn npueM Ha posu ot 40mg u 80 mg TenMucapTad npu waue6o
KOHTPOJIMPaHH KNTHHHYHH MPOYYBAHUA).

TIpH MauMeHTH ¢ XHIEPTOHHA TeIMUCAPTaH PEAYLIMPA H CHCTOMHOTO, M AMACTONHOTO KPBBHO HAIATaHe, 6es na
MOBJIHABA MY.ICOBATA 4ECTOTA. AHTHXHIEPTEH3HBHATA e)HKACHOCT Ha TEJIMHCAPTAH € CPABHUMA C Ta3H Ha
MPOJYKTH, HPEACTARUTE/M HA APYTH KIIACOBE AHTHXHIEPTEHIMBHH JIEKAPCTBEHH NPOAYKTH (YCTAHOBEHA NP
KJIMHHYHH HANMTBAHUS, CPABHABALIH TEIMHCAPTAH ¢ AMIOAHIHH, aTEHOOM, SHATATIPUI, XHAPOXJIOPOTHA3H i
JHM3MHOLIPHIL).

IIpH BHE3AIHO NPEKBCBAHE HA JTEYEHUETO € TE/IMHCAPTAH KPBBHOTO HAMATAHE FIOCTENCHHO CE BPLILA 10
CTOHHOCTHTE MpPEIHN IEYEHHETO, 32 TIEPHOI OT HAKOJIKO AHK Oe3 JaHHM 3a pebayH/T XMHIEPTOHHYCH edeKT.
ChnyuauTte Ha CyXa KalUTHIIA €4 3HAYATENHO NO-MAIKO [IPH NAUWEHTH, TPETUPAHH ¢ TEIMHCAPTaH, OTKOIKOTO
[IPY TAKMBA, Ha KOKWTO €A JIABAHH WHXHOUTOPH Ha AHrMOTEHIMH KOHBEPTUPALLUS €H3UM B KIHHHYHY
Npoy4BaHHA, TUPEKTHO CPABHABAIIM IBCTE AHTHXUIIEPTEHIHBHH JICYCHHS.

KnuHuuHa eHkacHoCT H 6¢3onacHoCT

CrpaeyHo-ch108a MpodHIAKTHKA

ONTARGET (ONgoing Telmisartan Alone and in combination with Ramipril Global Endpoint Trial) (Texymio
r1obanHo NpoyysaHe Ha KpalHH TOYKM [IPH NPWIOKEHHE HA TEIMHCAPTAH CAMOCTOATENHO H B KOMOMHALMSA C
paMUTIDIIT) CpaBHABA SEKTHTE HA TEIMHCAPTAH, PAMUTIPHI H KOMOHHALKATA OT TEJIMUCAPTAH M PAMHITIPHA
BBPXY CBPIACYHO-CHAOBHA M3X0/ npu 25620 naimeHTH Ha BE3PACT 55 roaMiy WM MO-BL3PACTHH, C AHAMHE3A 34
KOpOHapHa apTepuaina 601ecT, MHCYIT, mpexofeH HexeMuuHa ataka (TIA), nepudepHa aprepuanua 6onect
WIH 3axapeH adaber THn 2, MpUAPYXKEH OT JaHHH 3a YBPEKIAHE Ha KpalHHMTE oprauy (Hamp. peTHHONATHS,
XMEpTpodua Ha JIABaTa KAMEPA, MaKPO- HITH MHKPOAIOYMHHYPHA), KOUTO €4 MOMY.IALMA C PHCK OT ChPAEYHO-
CBHAOBHU CLOMTHA.

[laupesTyTe Ca paHAOMM3MPAHH B €IHA OT CICIHHTE TPH IPyNH Ha sedeHne: Tenmucaptad 80 mg (n= 8542),
pamunpun 10 mg (n=8576) niu komGHHaLKATa 0T Tesmucaprad 80 mg ruiroc pamunpun 10 mg (n= 8502) u ca
Npociee ! 3a Nepruoa Cpeao ot 4,5 roguHu.

Tenmucapran nmokassa mogodeH Ha paMHUIpun edexT 3a HaMalABaHe HA MBPBHYHATA KOMOWHHpaHa Kpaifha
TOYKA OT ChPACHHO-CHAOBA CMBPT, HedaTaleH MHOKapaeH HHGapKT, HedaTaneH HHCYT HITH XOCTIHTa/IH3ALHA
TIOpajH 3acTOiHA ChpAeyHA HEAOCTATEYHOCT. YecToTaTa HA MBPBUYHATA KpaiHA TOYKA € CXOJIHA B CPYIHTE HA
TeJaMHcapTaH (16,7%) v pamunpmi (16,5 %). KoeduiMeHTsT Ha pUCK 32 TEAMHCAPTAH CNIPAMO PaMHIIPHI €
1,01 (97,5% 1 0,93-1,10; p (ne no-mowa edpukacuoet) = 0,0019 npw rpanuua 1,13). [IpOUEHTHT Ha clyyaHTe
Ha CMBPTHOCT [10PAJM KAKBATO M 14 € NPHYKHA € ChoTReTHO 11,6% 1 11,8% cpen malHEHTHTE, NEKYBAHH C
TEJMHCAPTAH H PAMHUNPHIL

YCTaHOBEHO €, He TeTMUCApTaH HMa epeKTHRHOCT, NM0J00HA HA pAMHIIPHII TIPH MIPEABAPUTEAHO ONPEALIeHa
BTOPHYHA KpaiHA TOYKA HAa CHPAEYHO-ChORA CMBPT, He(aTaleH MHOKAp/IeH HHOAPKT U HedaTAleH HHCYNT
[0,99 (97,5% JIH 0,90-1,08), p (He no-noma edukacuoct) = 0,0004], nspEHYHATA KpalHA TOYKA B
pedepenrnoro npoyusave HOPE (The Heart Outcomes Prevention Evaluation Study) (ITpoyusake 3a olieHka
Ha CBPASYHHA W3XOJ NPH NPOQUIAKTHKA), KOETO NPOYYEa edeKTa HA PaMHMTIPHA CTIPAMO TTanedo.

IMpoyueaHeto TRANSCEND pannoMuznpa nauueHTy ¢ HenoHocuMocT KeM ACE-HHXHOMTOPH CbC CXOAHH
KpYTepHH 3a Bno4sane kaTo npoyusanero ONTARGET, ua renmucapran 80 mg (n=2954) unu nmnauebo
(n=2972), ¥ paTa ce MpuIaraT B AOMLAHEHHE KbM cTaHaapTHuTe rpuxu. CpenHara MPOIBIMKUTENHOCT Ha
npocieaasane e 4 ronuuu K 8 meceua. He ce ycTaHOBARaE CTATHCTHYECKH 3HAUHMA Pa3iHK -g\
[’bpBHUYHATa KOMOHHHpaHa KpaiHa Touka (ChPAEYHO-CHAOBA CMBPT, He(aTANeH MHOKAp A
HedaTaleH HHCYAT WK XOCIHTAIHALMA I0PA/LH 3aCTOMHA ChpAeuHa HEAOCTATLYHOCT
TenmucapTan ¥ 17,0% B rpynara na nnauedo ¢ koeduument Ha puck 0,92 (95% J1H 0,81




AQHHH 32 TIONI33 HA TEIMHCAPTAH B CPABHEHHE ¢ [LTaLeOO MpH NIPSABAPHTENHO ONpeAeieHaTa BTOpHYHa
KOMOMHHpaHa KpaHHa TOUKA HA CHPLEYHO-CBHAOBA CMBPT, HedhaTaaeH MUOKapaeH HHADKT i HedaTaneH
uncynt (0,87 (95% JH 0,76-1,00; p=0,048)]. Hama 1aHH# 3a nI0N13a 1K CLPAEYHO-CHIOBATA CMBPTHOCT
(xoepuumeHT Ha puck 1,03, 95% JIH 0,85-1,24).

Kamnuua H AHTHOEEM CE C'I:Oﬁlll,aBaT NO-pAAKO TMIPH NAUMEHTH, IEKYBAHH C TENMHCAPTAH, OTKOJIKOTO NpH
MAlUHCHTH, TSKYBAHU C PAMHIIPHATL, JOKATO XHIIOTOHHA Ce caoﬁmana [O-4ECTC TNIPH TCIMHCAPTAH.

KomGunupaHeTo Ha TeNMKUCApPTaH C pPAMHIPIWT HE YBETHYABA [I0/13aTA CIIPAMO PAMHNPIN WITH TEIMHCAPTAH,
NPUIMKEHH caMocTosTeHO. ChPACUHO-CHAOBATa CMBPTHOCT M CMBPTHOCTTA MOPAIH KAKBATO M JIa € NPUYHHA
€a YMCJIEHO NO-BHCOKH NPH KoMOHHALKATA. B Jonwianenne, uMa 3Ha4HTENHO MO-BHCOKA 4ECTOTA Ha
xunepkanuemus, 6p6peuHa HEOCTATHYHOCT, XHIIOTOHHMA M CHHKOI B rpynara ¢ komOuHauuaTa. Iopaau tasu
NPHYHHE, IHOBPEMEHHATA YIIOTpeba Ha TeJIMUCAPTaH W DAMHIIPW He Ce MPENOpbUBa [Py Ta3u NOMyNalHs.

B npoyusanero ,,Cxema 3a npeseHus 3a eeKTHBHO W3GArBaHe Ha nosTopuu uECYITH (, Prevention Regimen
For Effectively avoiding Second Strokes“, PROFESS) npu mauuenrn Ha snapact 50 1 noBeve roMHH, KOHUTO ca
TNpeKapaid HaCKOPO HHCYNT, ce 3abeNA3Ba MOBHLIEHA YECTOTA HA CENCHE IPH TENMHCAPTAH B CPABHEHME ¢
nnauebo, 0,70% cnpamo 0,49% [Koeduuuent Ha pucka 1,43 (95% noeepurenen uarepean 1,00 —2,06)];
HECTOTATA HA Cily4auTe ¢ (aTaneH CErCHC HApacTBA MPH MALHEHTHTE, npueMaum Tenmucaptad (0,33%) crpaMo
naumentHre Ha nauebo (0,16%) [Koeduument Ha pucka 2,07 (95% noseputenen unteprant 1,14 — 3,76)].
Habniopasanara nosuineHa 4ecToTa Ha CENICHC BBB BPL2Ka ¢ ynoTpebara Ha TeNMHCAPTaH MOXe J1a € CIyyakiHa
HaXO0/[Ka WIH /1a € CRbP3aHa C MEXaHH3IBM, KOHTO 3acera e Hero3Har.

HBe ronemu paHZOMH3UpAHH KOHTpOHpaHH npoy4sauus - ONTARGET (Ongoing Telmisartan Alone and in
combination with Ramipril Global Endpoint Trial) (Tekyio rnofanHo usnureaHe 3a KpaiH# TOUKH Ha
TENMHCAPTaH, CAMOCTOATE/THO ¥ B KOMOHHaLHMA ¢ pamunpiwi) 1 VA NEPHRON-D (The Veterans Affairs
Nephropathy in Diabetes) (KnnHuuHo npoy4sane cBLp3aHO ¢ Pa3BATHE HA HEPPOTIATUS MPH AHaGeT, mpoBeneHo
OT MHHHCTEPCTBO 110 BLIIPOCHTE HA BeTepaHuTe) npoy4eart ynorpebara Ha komGuHaumaTa ot ACE-nnxuGurop
u aHruotensuH Il peuentopen Gioxep.

ONTARGET e npoyusane, ipoBe€HO [IPH MALMEHTH C AaHAMHE3a 33 CHPAEYHO-CHI0BA HIH MOYBEYHO-CB/I0BA
BonecT, WK 3aXapeH AHaber THI 2, IPHAPYKEHH C JaHHH 33 YBPEKIaHe HA eeKTOPHH opraiu. 3a no-
nogpofHa HHGOPMALMA BHIKTE [I0-TOpE [oA3arnaBieTo ,,ChpAeUHO-ChI0Ra NPOodHIAKTHKA®,

VA NEPHRON-D e npoy4raHe npy nalMeHTH cbC 3axapeH jxaber tun 2 u guaberHa nedponarus.

Tesn npoyyBanus He Moka3paT 3HAUMM OnaronpustTeH eexT BupXy 6bOpeYHUTE WK CHPAEYHO-ChIOBHTE
NOC/IE€AHLIM M CMBPTHOCT, KATO ChUIEBPEMEHHO Ca HAONOJaBaHK MOBHLICH PHCK OT XMIIEPKAIHEMHS, OCTPO
yBpexane Ha GrOpeLHTe WK XHITOTOHHA B CPAaBHEHHE ¢ MOHOTepanusta. Kato ce uMat npeassa cxoHuTe
UM (papMaKoJMHAMHYHE CBOHCTRA, TE3H PE3YITATH ca NPHIMKAMHE | 3a Apyrd ACE-HHXUGHTOPH U
anruorensuH Il peuentophu Gitokepu.

ACE-uaxuburopu u anruotensHH I peuentopHu 6iokepu cineaopatenHo He TpabBa [a ce W3NON3BaT
€/THOBPEMEHHO MPH NAIMEHTH ¢ uabeTHa HedponaTHs.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints}
(Kiuanuno npoyupaHe, NPOBEICHO ¢ AIMCKUPEH NPH NAUHEHTH Che 3axapeH Aualer THN 2 ¢ U3MONZRaHE Ha
CBHpACYHO-CLA0BH M O1L0peynn 3a00sBaHHA KATO KpaiHH TOYKH) e NpoyYBaHe, pefHazHAYueHO J]a U3CTeqBa
noj3ara ot JJ00aBAHETO HA ATUCKHPEH KbM cTanmapTHa Tepanus ¢ ACE-unxubutop wim anrnorensun [1
peuenTopeH 610kep NPH [ALKMEHTH Cbe 3axapeH AHabet tui 2 n xponununo Gvbpeuno 3abonssane, cupaeyHo-
¢BA0BO 3aD0ABaHE WIIH W ABeTe. [IpOyYBaHETO € NPEKPaTeHO MPEKIEBPEMEHHO MOPALH MOBHLIEH PUCK OT
HeONAroNpUATHH NOCHEAHIE. KakTo ChpAedHO-¢bA0BATA CMBPT, TAKA M HHCYJITHT Ca 10-4€CTH B [PYINATA Ha
AIMCKHPEH, OTKOJIKOTO B rpyaTa Ha n1auebo, a peAcTaB/sBALLMTE HHTEPEC HEXEAAHH CLOMTHA H CEPHOIHH
HEXENaHW ChbOMTHUA (XHNEPKATMEMUsA, XHTIOTOHKA H 6uOpeuHa nuchyHKIu) ce chobliasar mq&ynam
HA AJTUCKHPEH, OTKOJIKOTO B Ipynarta Ha mwiauebo.

EnsaeMHONOrMUHH MPOYYBAHHA NOKA3BAT, UE IIPOIBIDKHTEIHOTO JIEYEHHE ¢ XHAPO
PHCKa OT ChP/CHHO-ChI0BA CMBPTHOCT H 3a00/1€BAEMOCT.



KbM MoMetiTa edextuTe Ha (pHKcHpaHaTa 1030Ba KOMOHHALIMA TEIMHCAPTAH/XMAPOXIOPOTHAIHI BLPXY
CMBPTHOCTTA H ChPASYHO-CHAOBATA 3a00/1€BAEMOCT HE €8 H3BECTHH.

HemenanoMeH pak Ha Koxara

B3 0CHOBa Ha HANMYHHTE JAHHH OT SMHIEMHONOMHYHH IPOYYBAHMA € HAOMOJABAHA JABUCHMA OT
KyMynaTusHara 703a Bpb3ka mexay XXT3 1 HMPK. Eano npoyusare BKII0YBA Nonynauus, ChCTo11ia ce oT
71 533 cnyqau va BKK 1 § 629 cnyuan na CKK, u norysaumsa ot choteerso 1 430 833 u 172 462 nogxomamu
KoHTpond. Bucokara ynotpeba Ha XX T3 (xymyratueHo >50 000 mg) e cnp3auna ¢ kopurupan OR 1,29 (95%
AH: 1,23-1,35) 32 BKK n 3,98 (95% JIU: 3,68-4,31) 3a CKK. Ha6nm:onarana e AcHa Bpb3Ka KyMYJIATHEHA 103a-
otroBop kakTo 3a BKK, taka u 32 CKK. /lpyre npoyusane nokasea Bh3MOMKHA BPB3KA MEX/1y paka HA YCTHHTE
(CKK) 1 excrnosnupmata va XXT3: 3a 633 ciiy4au Ha pak Ha ycTHHTE € moabpaHa nonyiiaius ot 63 067
TMIOAXOAALM KOHTPOIIH, K&TO Ce M3I10/135a CTPATer 3a B3eMaHe Ha NpolH, ONpeaeseHa oT pucka.
JlemoncTprpana ¢ Bpb3ka KyMyJIaTHBHA 103a-0TroR0p ¢ Kopurepan OR 2,1 (95% JH: 1,7-2,6), HapacTsaus a0
OR 3,9 (3,0-4,9) 32 Bucoka ynorpeBa (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Haii-BucokaTa KyMy/aTHBHA 1032 (~
100 000 mg) (Bx. ¢biao Touka 4.4).

[eauarpruHa nonynaums

Erponeiickara areHItnz no JexapcTeraTa ocBoO0X/IaBa OT 3a1b/UKEHHETO 3@ IPEAOCTABSHE Ha PE3Y/ITATHTE OT
Npoy4BaHKATa ¢ TeimucapTan/X XT3 BB BCHUKH MOArPYNM HA NEAWATPHYHATA MOMYJ/IALMA PH XHIIEPTOHNS
(B3k. Touka 4.2 3a MHGbOPMALA OTHOCHO yNoTpela B MeaMaTpusTa).

52 PapMaKOKHHETHYHH CBOHCTBA

EnuospemennoTo npunoxenue Ha XX T3 H TenMucapras nipu 3apasy A06pOBOILM BEPOATHO HE IPOMEHS
(hapMaKOKHHETHKATA HA KOATO H Ja € OT CHCTABKHTE.

Abcopbuus
Tenamucapran: IMuxoenTe KOBLIEHTPALHH Ha TE/MUCAPTAH CE MOCTHrar B paMkuTe Ha 0,5 — 1,5 uaca cnen

nepopaieH npueM. AGConoTHaTa OHOHAIMHHOCT Ha TeTMUcapTaH B /1031 40 mg u 160 mg e choTeeTHO 42% M
58%. Xpanara nexo cHmkasa GHOHAMHYHOCTTA HA TENMHICAPTAH, KATO PEIYKUMATA Ha 06/1acTTa 110/] KpHRaTa
1azmeHa konuenTpauus-epeme (AUC) Ha Tenmucapras e ot okono 6% nps 1o3a 40 mg ¥ okono 19% npu
no3a 160 mg. TpH Yaca /el IPUIOKEHHe TUTA3MEHMTE KOHLICHTPALHH Ca 1I0400HH, HE3aBUCUMO anH
TEJIMHCAPTAH ¢ NPHJIOKEH Ha IMIaJHO KM ¢ Xxpasa. He ce oyaksa ciabara penykuus 8 AUC na npeniu3eHka
HaMaJlsBaHe HA TEPANCBTU4HATA ePHKACHOCT. TeMHCAPTAH HE KYMY/IMPa 3HAYUTEIHO B IUTa3MaTa MpH
NOBTOPHO MPHIOKEHHUE.

Xunipox;10poTHasu: [THkoBHTE KOHLEHTPALMK HA XHAPOXNOPOTHASHI CE NIOCTHIAT B PAMKHTE Ha
npubnusuTeano 1,0 — 3,0 yaca cnen mepopaneH NprueM Ha GHKCHpaHATa 40308 koMGHHauuA. AGcontoTHaTa
OuoHanHyHoCT, BasnpaHa Ha KYMYJIATHBHATA peHANHA ekckpenna Ha XX T3, e okono 60%.

Paznpenenenue
Teamuncapran ce cpup3Ba B ronama cTenex ¢ MiaMeHuTe mpoTentu (>99,5%), rnaeuo ¢ anbymun v andal

Kucen raukonporenH. CpeauaT obeM Ha pasnpeneneHue Ha Tenmucapran e okono 500 L, koeto nokassa
JOITBJIHMTENHO CBBP3BAHE ¢ THKAHHTE.

XuapoxiopoTHasuz ce cBbp3Ba B 64% ¢ Ma3MeHHTe NPOTEHHH H HErOBHAT ofem Ha pasnpeaenenue e 0,8+0,3
L’kg

buorpancdopmanms

Tenmucapran ce MmeraGonusnpa ypes KOHIOTALMA, KaTo 06pazyBa (apMaKoIOTHUHO HEAKTHBEH
aLMIIOKOPYHHA. I IIOKOPYHHABT Ha OCHOBHOTO BELIECTBO € CAMHCTBEHUAT METAGONMT, HISHTU(DHUIMPAH NpU
yoeeka. Ciien eaHokparHa ao3a Genssad ¢ paaMoakTueeH Bbriepoa *C Tenmucapran r.
npeactasnasa npubnusurenHo 11% 0T H3MEpeHaTa paqHOAKTHRHOCT B iaszMara, s
P450 nsmar yyactue B meTabonu3Ma Ha TEeNIMHCAPTaH,
XMApOXJIOPOTHA3KA He ce MeTabonu3upa npH Xopd.




Enumunupane

Tenmucapran: Kakto caes HHTpaBeHO3HO, TaKa H ClIEI MEPOPATHO NpUIIoKeHUe Ha “C-Gennsan TenMucapras,
MO-TO/IAMATA HaCT OT MPpHeTaTa 103a (>97%) ce enuMHHNpa ¢ U3MPOKHSHHATA upes GwiHapHa ekckpeuusn. B
YPHHATa CE OTKPHBAT CAMO HEIHAYHTENHH KOIMHECTBA. TOTATHHAT [LTa3MeH KIMPBHC HA TEIMHCAPTAH Clie
nepopaitHo npwioxkenue € >1500 ml/min. TepMuHATHHAT MONYXMBOT HA €1MMHMHUpPaHE € noseue oT 20 uaca.
XHIPOXJIOPOTHA3H] Ce EKCKPETHPA H3LAJIO HENPOMEHEH ¢ ypuHara. Okono 60% oT nepopaiHara no3a ce
€JIMMHHADA HenpoMeHeHa 10 48 yaca. brOpeunnar kupbHE € okono 250 — 300 ml/min, TepMuHATHUAT
OTYKHBOT Ha eTdMHHHpaHe e 10 — 15 yaca,

JInHEHHOCT/HeNHHEeHHOCT

Tenmucapran: PapmakokMHETHKATA Ha OPATHO NPIIOKEHHS TEIMECAPTAH € HEelWHeHHa B 1031 oT 20-160 mg,
€ IO-TONAMO OT NPOTIOPUHOHATHOTO MOBHILEHHE HA MNIA3MEHUTE koHuenTpaunk (Cmax u AUC) npu
IOBHIIABAHE HA O3HTE.

Tenmucapran He ce axymynupa B 32HUMTE/IHA CTENEH B [L123MATA TIPH TIOBTAPALIO C& MPHIOKEHHE
XHAPOXIOPOTHAZH NOKAZEA NHUHEHHA QapMaKOKHHETHKA.

DEpMAKOKUHEMURA NPY CREYUATHU RONYAGYUY

Crapuyecka BE3pacT

(DapMaKOKI‘[HeT‘HKaTa Ha TCIMHCApPTaH HE CE€ pazTivyaBa MeX/Y NMAUHCHTH B HANIpEIHAMA BB3pacT H [IO-MJIaaH
MauHEHTH.

Hon

Ipu jxeHH [U1a3MEHHTE KOHUEHTPALIMM HA TEIMHCAPTaH OBMKHOBEHO ca 2 — 3 IIkTH MO-BHCOKH, OTKOJIKOTO NPH
MbXke. B knuHuuHETE npoyuBanus 0baue NpH xeHH HE ce HAO/TIOAABAT 3HAYMMO YBEITHUEH OTIOBOP Ha
KPBBHOTO HaIAraHe WM YeCTOTATa Ha OPTOCTATHYHA XUNOTOHHA. He ce Hanara npewsupare Ha gosara. [Tpu
KEHH UM2 TEHACHIIMA KbM [10-BHCOKM ILIA3MEHH HHBA Ha XM/IPOXJIOPOTHA3K, OTKONKOTO pH Mbxe., ToBa
obaue He ce cHMTa 33 KNIMHHYHO 3HAYHUMO.

brOpeuno yBpexnane

[lo-HUCKH IU123MEHH KOHUEHTpALWH ca HabNIro1aBaH# [PH MaLMeHTH ¢ OEOpeYHa HEIOCTATHYHOCT, OIIOKEHH
Ha finanesa. TeMMcapraH ce CBLP3Ba BB BHCOKA CTETICH ¢ ILIa3MEHMTE IPOTEHHH MPH NALMEHTH ¢ HL6peuna
HEIOCTATBYHOCT M He MOXe Aa Dbae oTcTpaneH upes IHanuia. ENMMUHALIMOHHHMAT IOy XKMBOT HE CE IPOMEHS
ApH nauuesTH ¢ 6s0peuHo yrpexaaHe.

[Ipy nauxenTy ¢ Hapyuwenn OB0peuny QyHKUMH cTeneHTa Ha eTHMHAMpane Ha XX T3 e penyuupana. B exHo
THIIHYHO NPOYYBaHe, BKIFOYBAUIO NAIMEHTH CBC CPEICH KPEATHHHHOB KIMPBHC 90 ml/min, nony:xHeoTET Ha
eimmunmpane Ha XXT3 e 6un yenuyed. [pu gyHKumoHATHO aHepUUHA NAUMEHTH M0J1YXKHBOTET HA
€IMMHHHpaHE & okono 34 vaca.

YepHoapobHO yBpexaaHe

DapMakoKMHETHYHH TIPOYYBAHHA [IPH NALMEHTH ¢ YEPHOAPOOHO YBpPEXIaHe NOKA3BAT MOBHIIARAHE HA
abcosoTHaTa GHoHanH4HOCT A0 noutH 100%. [Tpr nauMeHTH ¢ YepHOIPOGHO yBPENIAHE MOTYKMBOTHT Ha
ETMMHHHPAHE HE € TIPOMEHEH.,

53 IpeakniAHHYHA JaHnu 32 GesonacHocT

[Ipu npeaxa¥HHYRM NpoyYBaHUs 32 5€30MACHOCT ¢ eAHOBPEMEHHO NPHIOKEHHE HA TeaMucapTan u XX T3 npu
HOPMOTEH3WBHH UTLXOBE H KYU€Ta, JO3H, CPABHHMH C T€3H B KITHHUYHUA TEPaneBTHYEH JHANA30H He
NPEAN3BUKBAT EKTH, PA3THUHH OT HAOTIOJABAHHTE NPK CAMOCTOSTEHOTO [IPHIOKEHHE HA JIBETE BEILCCTRA.
HabmronasanuTe TOKCHKOIOTHUHH MPOMEHH BEPOATHO HAMAT OTHOLUEHHE KbM W3NOI3BAHETO Ha KOMOHHALMATA
TEJIMHCAPTaH/ XWPOXIOPOTHAIN] 38 TEPANIEBTHYHHM LIC/IH [IPK YOBEKa. :

TokcuxonoruyHHTE HAXOAKH, 706pPE MO3HATH OT [IPSJKIHHUYHUTE IPOYUBAHNA HA WH
AHTHOTEH3IMH KOHBEPTUDALIMS eH3UM H B/10KkepH Ha anrHoTeHs3uH [ peuenrropure ca:
[apaMeTPUTE HA YEPBEHUTE KPBBHH KICTKH (CPHTPOLIMTH, XEMOrNOOHH, XEMATOKPHT)



XEMOJMHAMHKA ([TOBUIIEHO HHBO HA YPes M KPeaTHHHH B KPbETA), MOBMIIEHA AKTHBHOCT HA NNa3MEeHMs PEHHUH,
XMIEPTPODHA/ XHNEPTINA3HS HA IOKCTAIIOMEPY.IADHHTE KIETKH H YBPEXKIAHE HA CTOMALIHATA IMTABHIIA.
CromawHuTe ne3uu MOraT Ja 6baT NIPeAOTBPaTeHH/OrPAHHYEHH Upe3 nepopanHo 1o6aBire Ha PHIHOIOrHYEH
Pa3TBOp ¥ IPYIOBH JKHAMLIA 34 KUBOTHHTE. [IpH KyueTa ca HabmoaBann 6p0peuna TyOynapHa AWIATALMA U
atpodua. Cuura Ce, He Te3u HAXOAKH CE ABIDKAT Ha HapMaKONOrHMHATA AKTHBHOCT HA TEIMHUCAPTAH.

He ca nabmonasann edexty Ha TETMHCAPTAH BHPXY MBAKUN WIH KEHCKAS QEPTHIIHTET.

Hsma sicHu naHHH 3a TepaTorenes eeKT, BBIPEKH TOBA [IPH TOKCHYHH A030BH HHBA HA TE/IMHCAPTAH €
HabnronaBaH edeKT BbPXY MOCTHATANHOTO PA3BHTHE HA IOTOMCTBOTO, KATO TMO-HHCKO TENECHO TETO H
3abapeHo oTBapane Ha ounTe. HaMa okasaTecTBa 33 MyTAreHHOCT M CHOTBETHA KJACTOTEHHA AKTHBHOCT Ha
TEIMHCAPTaH NIPH H3MUTBAHKA in Vifro ¥ KAPUUHOTCHHOCT NPM IUILXOBE U MALUKM. [poyusanmaTa ¢ XXT3
AaBAT HECHI'YPHH JaHHH 33 TEHOTOKCHYHOCT MY KAPLIMHOTEHHH eeKTH MPH HAKOH eKCIIEPMMEHTATHH MOIEITH.

3a PeTOTOKCHUYHHA NOTEHUMA HE KOMDMHALMATA TE/IMACAPTAH/XHAPOXIOPOTHAIH, BIKTE TOUKA 4.6.

6. PAPMAIIEBTHYHHA JAHHH
6.1 ClMCchLK HA NOMOIHHTE BEIECTRA

Mamnuton {E421)

Tosunou K25 (E1201)

Kpocrmoenaon (E1202)

Maruesues creapar {E470b)

Mernymun

Harpues xuaporkcua (ES24)

JlaxTo3a MoHOXMapAT

Muxkpokpucranna uenynoza (E460)

Xunpomesro3a (XHAPOKCH-TIPOMHIMETHILETYI03a) (E464)
Hartpuer HULIECTEH TITMKOAAT OT KApTOMH (THII A)
Yepeen xenezed oxcun (E172)

6.2 HecLBMeCTHMOCTH

Henpunoxumo.

6.3 Cpox Ha roguocr

3 roauun

6.4 CnenHa1HH YCJIOBHS Ha ChXpaHeHHe

To3u nexapcTBeH NPOAYKT HE U3HCKBA CMELMATHY TEMIIEPATYPHH YCITOBHA 3a ChXPaHEHKE,
lIa C€ CbXPdHABA B OPHTHHA/IHATA OMAaKOBKA, 33 Aa C€ [Ipe/iNa3H OT BJiara ¥ CBETIIHHA.

6.5 Jannd 12 onakoBKaTa
Tenmuearpan XuapoxiopotHazua TabneTkH ca 0NakoBaHH B AMYMHHHE/aTyMHHHIT OTHCTEPH.

Onaxosku: baucrep cbe 7, 10,14, 28, 28x1, 30, 30x1, 50, 56, 84, 90,90x1, 98,100, 112, 126, 140,
154,168,182,196 tabnerku. ?3@*\*‘5" U,,\\
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He BcH4KM BMAOBE ONakoBky Morar aa 0baar nycHatH B mpogaxoa.

0.6 CneuHa HH Npei0A3HH MEPKH OPH H3XBLPIISHE



HsaMma cneunansn M3MCKBAHHA.

HeuznonapaHusT TeKapcTBeH [IPOAYKT WIH OTMATBYHHTE MATEPHAIIH OT Hero TpsabBa f1a ce H3IXBLPJIAT B
CHOTBETCTBHE C MECTHHUTC HIHCKBAHMA.
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[ToapoGua undopmauys 3a TORa NekapcTBo € MpeaocTaseHa Ha yeb caiita va Hoapobua undopmauus 3a
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www.bda.bg.




