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KPATKA XAPAKTEPUCTHKA HA HPOAYKTA A ATER 05 iy oo

1. UME HA JIEKAPCTBEHMUA INTPOAYKT v Poz. / ‘?{J /_{ '-)a/t? S

Teamumen ITmoc 80 mg/25 mg TabneTku bt p ' ——
Telmimed Plus 80 mg/25 mg tablets | __,_ P—( -l\) 02 -0t- 0% |
2 KAYECTBEH U KOJIMYECTBEH CHCTAB

Bceska Tabnerka chabpaka 80 mg renmucaprat (telmisartan) u 25 mg XuapoxJI0pOTHA3H/L
(hydrochlorothiazide).

[loMOLIIHO BELIECTBO C U3BECTHO JIEHCTBUE:
Besika tabnerka ceabpxka 99,67 mg nakro3a MOHOXHMApAT.
3a M'bJIHUA CITUCHK HA MOMOILHUTE BEllleCTBa, BUXKTE TO4YKa 6.1.

3 JIEKAPCTBEHA ®OPMA

Tabaerka ¢ nuamersbp npubausuTenHo 12 mm.
Kpbrau nBycnoiHu tabnetku ¢ 651 U XKbJIT UBST,

4. KJUHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3aHHA

JleyeHue Ha eceHlMaIHA XUTIEPTOHHUA.

KoMOuHupanusaT sekapcteeH npoaykTt Teamumen [Lmoc e ¢ puxcupanu 103u (80 mg Teamucapran/25 mg
xuapoxsioporvasua (XX13)) v e nokasaH 3a Jie4eHHE Ha Bb3paCTHHU, YHETO KPBbBHO HAJISITAHE HE €
KoHTpoarpaHo aaekBaTHoO ¢ Teamumen [lmoc 80 mg/12,5 mg (80 mg renmucapran/12,5 mg XXT3) uiu
[PU MALKEHTH, YUETO CHCTOSHHUE € OMJI0 CTAOMIIM3UPAHO C MPUEMaAHETO Ha TeJMUucapTad U XX T3
[TOOTHEJIHO.

4.2 Jlo3MpOBKAa H HAYHH HA NPHJIOXKEHHE

QUSHQ{JB]{E’I

dukcupaHaTa 1030Ba KOMOMHaLMs TpAOBa /1a ce MpUeEMa OT MALMEHTH, YMETO KPbBHO HAJIATAHE HE €
aJ1I€KBaTHO KOHTPOJIMPAHO IPU MPUEM CaMO Ha TesiMucapTad. [lpeau aa ce npeMuHe KbM TO3M
KOMOMHMpaH JIEKapCTBEH MPOAYKT C GUKCUPAHU 103H, € HEOOXOAMMO MOOTAEIHO J1a C€ TUTPUPAT JI03UTE
Ha BCEKHM OT JiBaTa KOMIIOHEHTA. [Ip1 noaXoas1M KIMHHYHHM 1T0Ka3aHUSA MOXKE JIMPEKTHO J1a C€ NMPEMHUHE OT
MOHOTEpANUATA KbM MPHEM HA KOMOMHUPAHHUA JIEKAPCTBEH MPOAYKT.

Teamumen [Lroc 80 mg/25 mg Moxe aa ce npusara €eIuH bT AHEBHO IPHU MALMEHTH, YUE€TO KPBBHO
HaJIsraHe He € aJIEKBaTHO KOHTpoJIMpaHo npu npuiaradHe Ha Teamumen | Lnroc 80 mg/12,5 mg ( 80 mg
Teamucapran/ 12,5 mg XXT3) uiu npu nauMeHTH, Y4€TO CbCTOSHUE € OUI10 CTabUIU3UPAHO C MPHEMAHETO
Ha TeMucapTadH U XX'1T3 noot/esHo.

Teamumen ILnoc Tabnetku € HaMueH cbllo B 103upoBkH 40 mg/12,5 mg u 80 mg/12;5 mg.
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bbuOpeuHo yBpexaHe 1] &) [ il
[IpenopbuBa ce nepuoMUHO npoclieasBaHe Ha ObOpeuHuTe PyHKLMM (BXK. TOUKA 4.4). '




YepHoapoOHo yBpexkaaHe
[Ipu nauMeHTH ¢ JIEKO A0 CPERHO YepHOAPOOHO yBpexaaHe N03UPOBKaTa He TpaOBa Na HaJBHIIABA

Teamumen Ilmoc 40 mg/12,5 mg seanutik AHeBHO. TenmuMexn Ilroc He e Moka3aH 3a JieyeHHe Ha NMalHeHTH
C TEXKH YepHOAPOoOHH HapymieHHs. TuasuauTe TpsOBa fa ce H3NOA3BAT NPEANA3IUBO NMPH NaLMEeHTH C

HapyLeHH uepHoApoOHH GyHKIMH (BXK. TOUKA 4.4).

Crapuecka BPb3pacT
He e HeobxoauMo kOpHrHpaKe Ha Jo3ara.

Ileouampuuna nonyrayus
He ¢ ycTaHoreHa He3onacHocTTa U eduxacHocTTa Ha Tenmumen [Imoc npu Aeua ¥ 'OHOUIY Ha Bb3pPacT Mo

18 roauuu. HaMa HAIHYHY JaHHM.

HaxnH Ha DpHioxKeHHe
Tabnerkure Tenmumen ILmoc ca npenrasHaueHy 3a NepoOPariHO NPAICKEHHE BEANbXK JHEBHO 4 TpAOBa na

ce MpHEMAaT ¢ TEeYHOCT, CbC WM 6e3 xpaHa.

IIpeonaznu mepxu, xoumo mpabea 0a bvoam 83emu npedu 6Opasene uiu NPUIONCERUE HA NEKAPCIMEEHUR
npooyxm.

Tenmumen [Imoc TpabBa aa ce ChxpaHABa B 3aneyaraHus OaucTep NOpaau XMrpoCKOIMYHHUTE CBOMCTBA Ha
rabnerkure. Tabnerkure TpAOBa Aa ce MaBaxaaT ot OiHcTEpa HENOCPEACTBEHO Npeau yroTpeda (BXx.
ToukKa 6.6).

4.3 IIpoTHEBONOKAZAHAN

* CBPBLXYYBCTBHTEIHOCT KbM HAKOE OT JIEKAPCTBEHHMTE BELIECTBA WIH KbM NOMOLIHHTE BELLECTBa,
u3bpoeH# B To4ka 6.1

* CBPBXYYBCTBHTENHOCT KbM APYTH CyOCTAHIIMM, MPOU3BOJHM Ha CYI(POHAMHIH (ThH KaTO JIEKAPCTBEHUAT
NPOAYKT XHAPOXJIOPOTHAZHA € CYN(POHAMUIHO IIPOHIBOHO).

* Bropo u Tpero TpuMeceune Ha OpeMeHHOCTTA (BXK. TOUKH 4.4 1 4.6).

» Xonecrasa H OOCTPYKTHBHH HapyLUCHHA HA XJTbYHUTE ITHTHILA.

» Texxo yuepHOAPOOHO YBpEXKIAHE.

 Texxxo 6uOpeuno yspexcaane (KpeaTHHMHOB KIHpBHC < 30 ml/min),

* PedpakrepHa XHIIOKAIMEMHA, XUTICPKAILIAEMHA.

EnxnoBpeMenHaTa ynotpeba Ha TeITMUCApTaH ¢ AIMCKHPEH-ChAbPXKALILH MPOAYKTH € NPOTHBOMOKA3AHA NPH
naLMeHTH Che 3axapeH auabet wiu 6u0peuHo yspexrane (GFR < 60 ml/min/1,73 m2) (Bx. Touxu 4.5 1

5.1).

4.4 Cnenpaing npeaynpexaeHns H NPeANa3HH MEepKH npH ynorTpeba

bpeMeHHOCT
He Tpsa0ea aa ce 3anoyBa npyueM Ha aHrMoTeH3uH [l peLemrropHM AHTArOHHCTH MO BpeMe Ha HPEMEHHOCT.

[TaieHTKUTE, KOUTO IIAHHPAT OPEMEHHOCT, TpAOBa /12 MPEeMUHAT KbM AITEPHATHBHO
aHTHXHIIEPTEH3NBHO JICUEHHE ¢ YCTaHOBEH npodin Ha 6e3onmacHOCT npH ynorpeba rno BpeMe Ha
OpeMEeHHOCT, OCBEH aKO C€ CUMTAa, Y€ € OT 0co0eHa BAXKHOCT Aa CE MPOBIDKH JIEYCHHETO ¢ AaHTHOTEeH3HH 11
pelenTopHH aHTaroHucTH. Ilpn auarHoctuipasa 6peMeHHOCT e4eHHeTo ¢ anrvoreHsuH Il peuenropHu
aAHTArOHHCTH TPAOBa He3abasHO Aa 6bAe NMpeyCcTaHOBEHO M, ako € MOAXOAAULO, Aa 6BbAC 3aroYHaTo
ANTEPHATHBHO JievyeHHe (BXK. TOUKH 4.3 u 4.6).

YepHonpoOHO yBpexxnaHe N
Tenmucapran/X XT3 He TpaOBa fa ce npuiara MpH NalUeHTH C XO0JIECTA3a, € HUThbYHH 00C
HApYILIEHHA WIH TeXKa YepHOAPoOHa HHCYPHLMEHLMS (BX. Touka 4.3), Thil KaTo no-r
TEJIMUCAPTAH C€ EIMMMHHPA Ype3 HrbukaTa. [Ipy Te3H nalmenTH MOXe fa C€ 09aKsa

YyepHOAPOOEH KIHPBHC 3a TEIMUCADPTAH.




OcseH ToBa TenMucaprad/X XT3 Tpadra Aa ce npunara BHUMATEIHO NPH NALKEHTH C HApYLHIEHH] B
yepHOApoOHaTa QYHKLMA WIM NporpecHpamo YepHoapobHo 3abonaBsaHe, Thif KATO B TE3H CJIyYaH Ma/IKH
MPOMEHH BLB BOHO-ENIEKTPOJIMTHHA OalaHC MOrar aa JoBeaar Ao depHoapobHa koma. Hama inHudeH

onut ¢ Tenmucapras/XXT3 npu nanueHTH ¢ YepHOAPOOHH HapyILEHHS.

PeHoBackynapHa xuneptrouua: KoraTto naiueHTH che CTEHO3a Ha aABeTe ObOpeyHM apTepUH WM CTEHO3a Ha

apTEPHATA KbM eauHIMEH QYHKIHOHUpaw 6p0pek ca TpeTHpaHK ¢ JIEKApCTBa, MOBIHABAILN CHCTEMATA
PEeHHH-8HIHOTEH3HH-a/II0CTEPOH, CHIIECTBYBA MOBHIIIEH PUCK OT TEXKKa XUINOTOHHA U 6bOpeyHa

HCAOCTATBYHOCT.

Brbpeuno yspexaane v 6b0peuHa TpaHCILTAHTALMA
Tenmucapran/XXT3 He Tpsabaa Ja ce npunara npu NauueHTH ¢ Texko 6u0peuHo yspexaaHe

(xpeaTHHHHOB KIHpBHC <30 ml/min) (Bx. Touka 4.3). HsiMa ONWT MO OTHOLIEHHE HA MPHIATAHETO HA
renMucapTal/X XT3 npu nauueHTH, nNpeTbprend Hackopo 6x0peuHa TpancrinaHTanua. Hanuie e
OrpaHWYCH OMHUT OT ynoTpebaTa Ha TeamucapTal/ XX T3 npH naiMeHTH ¢ JiekH [0 cpeAHO TexkH 60peyuHu
HApYLUEHHS, NOPaAH KOETO C€ NMPEnopbYBa NICPUOAHHHO MpPocieaAsBaHe HA HHBAaTa HAa KaIU#, KpEaTHHHUH H

NUKOYHA KUCeIHHa B cepyma. Ilpu nanueHTH ¢ HapyueHa 6b6peuHa QyHKIHA MOXE A CE NOABM
230TeMHA, CBBP3aHA C THAZHIHHUTE JHYPETHLIH.

BbIpechaoBa XKIIOBOAEMHS
CHMITOMATHYHA XHITOTOHHs, OCOOEHO clie/i ITbPBATa J103a, MOXKE 1a C¢ Habmoaasa npy MaLHEeHTH ¢ TEXBK

HATPUEB AehHLIMT WIK HaMayieH ofeM Ha LIMPKYJIMpaLaTa KpbB MPH MOLIHA AMYPETHYHA Tepalrus, JHETa C
OrpaHMuYeHO NMPHEMaHe Ha COJI, AMapHA WM NoBpbilaHe. TakuBa cheTOAHMA TpAOBa a ObAaT KOpHIHMpaHH

NpeaH NpWIoKeHHe Ha TeMHcapTaH/XXT3.

IIBoiiHO GIOKHpaHe Ha CHCTEMATA PEHHUH-aHrHoTeH3uH-anaocTepol (PAAC)
Hma nanmu, ye eqHospemeHHara yriorpeda Ha ACE-uaxuburopu, anruorensuH I peuentophu 61okepu

WJIA ANTKCKMPEH MOBHILIABA PUCKA OT XHITOTOHMS, XHIICPKaTHeMHa H HaManaBaHe Ha 6p6peunara GyHKUMSA
(BxmounTeNHO ocTpa O0BOpeuna HenocTareuHOCT). [lopaau TOBa He ce mpenopb4Ba ABOWHO O10KMpaHe Ha
PAAC upe3 xomOuHHpaHaTa yriorpeba Ha ACE-uaxuburopy, aHruorensuH Il peuentopau diokepn Wiu
anuckupeH (BX. Touku 4.5 u 5.1).

AKO ce npelieHH, ue TepanusTa ¢ ABOHO OiokupaHe € abcomoTHO HeoOxoauMa, ToBa TpaOBRa Aa craBa
camMo oy HabJMIOACHHETO Ha CIIELMANIMCT M MPH YeCTO BHHMATEITHO MOHHTOpHpaHe Ha 6 hOpeuHara
pYHKLHA, eNEKTPOJITHTHTE K KPHBHOTO HANATAHE.

ACE-uuxuburopu u anrunoteHsuH II peuenrropran Onokepu He TpaOBa Ja ce H3NMON3BAT €AHOBPEMEHHO NPH
nanMeHTH ¢ Auaberda HepponaTH.

Jpyru ChCTOSAHMA ChC CTUMYJIALNS HA CUCTEMATA PEHUH-AHIHOTEH3HH-ALIOCTEPOH

[Tpu nanueHTH, YHHTO BACKY/IapeH TOHYC H 6bOpeyHa (QyHKIIHA 3aBHCAT OCHOBHO OT aKTHBHOCTTA Ha
CHUCTEMATA PEHHMH-AHTMOTEH3HH-AI0CTEPOH (HATIPUMED MALIHEHTH ¢ TEXKA 38CTONHA ChPACYHA
HeAOCTATLYHOCT WIH nojnexaulo 6s0peuno 3abonasane, BKIIOMKHTETHO CTeHO3a Ha ObOpeyHaTa apTepun),
JIeYEeHHETO C JIEKAPCTBEHH MPOAYKTH, KOHTO NMOBIHABAT Ta3d CHCTEMA, IPEAU3IBHKBA OCTPa XHIOTOHMA,
XHIIEPA3OTEMMUS, OJIMTYPHS HWIH PAAKO ocTpa 6nOpeuHa HegocTaTHUHOCT (BXK. TOUKa 4.8).

lIspBHueH anAOCTEPOHUIBM
[laumeHTH ¢ IThPBUUEH ATIAOCTEPOHUIBM [0 IMPHHIMII HAMA J1a Pearupar Ha AaHTUXHUIICPTCH3HBHH
JIEKAPCTBEHH NMPOAYKTH, AefiCTRaIM Ype3 HHXMOMIMA Ha CHCTeMaTa peHHH-aHrHoTeH3uH. [lopaau Tosa

ynotpebara Ha Tenmucapran/XXT3 He ce npenopbysa.

CTeHO3a HA 20PTHATA M MHUTPAJIHA K1ana, O0CTPYKTHBHA XHIIEPTPOPHYHA KAPIHOMHONATHA
KaxTo npu Apyrute Ba3oAWIATATOPH, CIIELHAIHO BHUMAHME € HEOOXOIMMO NPH NallHe

a0pTHa WK MHUTPaJIHA CTEHO3a WK O0CTPYKTHBHa XMNEPTPOodUUHA KAPAHOMHOTIA
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JleyeHHETO ¢ THA3HAH MOXKE J1a HapyIIM IIIOKO3HHA TOJIePaHC, KaTo NpH NauMeHTy ¢ Aabert, NeKyBaHH ¢
MHCYJIMH HITH aHTUAYA0eTHH JICKapCTBEHH NPOAYKTH H TEPAIHA C TEJIMHUCAPTAH, MOXKE [la HACThLIH
XHMIOTTMKEMHA. 3aTOBA MPH Te3M naiMeHTH TpAbBa Aa ce MpeaABHaM NpocieasBaHe Ha KpbBHATA 3axap;
MOXE J1a C€e HAJIOXKH KOPHTHpaHe Ha [103aTa Ha HHCY/IMHA WIH H8 AaHTHAMAOETHUTE JIeKAPCTBA, KOraTo €
nokasauo. Ilo BpeMe Ha TepanuiTa ¢ THA3WAM MOXKE Ja ce NMPOABH JIATCHTEH 3axapeH axaber.

JleyeHHETO ¢ THA3UAHN AHYPETHLIM CE CBBP3Ba C MOBHLIABAHC HA HHBATA HA XONECTEPOI H TPUITTHUEPHAM.
Bce nax, npu Ao3a 25 mg THa3UIEH AUYPETHK, Chabpxkalna ce B TenMucapran/ XXT3, Te3u edexTH ca
MHHUMA&JTHH Wi JUTcBaT. [Ipy HAKOH NauMEeHTH HA THA3HUIHA TEPANHA MOXeE Ja ce pa3BHe
XHIIEpYpPHKEMHA HIH noaarpa.

EnexrponureH aucbanaHe

KakTo npu BCHUKH NAIMECHTHU HA JHYPETHHHE TepalHs ¢ He0OX0JHMO HA ChOTBETHH HHTEPBAIM 14 CE
MPOBEKIA ONpEac/sHE Ha €JIEKTPOITHTUTE B CEPYMA.

Tuaznaure, BKIICUMTETHO XH/IPOXJIOPOTHA3MW/L, MOTAT J1a IOBEAAT JC BOAHO-CNCKTPOJMTEH AucOananc
(BKJTIOYHTENHO XHITOKAITHEMHA, XMITOHATPHEMHSA H XHIIOXJIOPEMUYHA anmkano3a). Havanaure npusHaum 3a
BOJIHO-CJIEKTPOJIMTEH AuchanaHe ca: CyxoTa B YCTara, Kaxaa, aCTEHH:A, ChHIHBOCT,
zaMaiiBaHe,0e3rmoKoicTBO, 60IKA B MYCKYJIMTE WIH MYCKYJTHM KpaMIi, MYCKYJIHa C1abocT, XMIIOTOHHA,
OJINTYPHA, TAXHKAPAHS M CTOMAILIIHO-YPEBHH CMYIIIEHUS KATO rajcHe UM NoBpbhilaHe (BX. TOu4Ka 4.8).

- XHNOKAJTHEMHS

Brnpeky, ue npu ynorpedara Ha THAIMIAHN AKYPETHLIM MOXKE J1a C€ PA3BHE XHUITOKATHEMHH,
€IHOBPEMEHHOTO JICYEHHE C TEJIMUCAPTAH MOXKE J]a peaAyLMpa NpEAN3IBHKaHaTa OT JHYPETHLIMTE
XHNOKaTHeMHa, PHCKBT OT pa3sBHTHE Ha XHIIOKATHEMHS € NO-TOJISIM MPH NallMEHTH ¢ YepHOAPOOHA LIMpOo3a,
[IPH NALHEHTH CHC 3ACHICHA IMYpe3a, MPH NALKHCHTH, KOHTO MoeMaT HeaZIeKBaTHO KOJIHYEeCTBO
CNCKTPOJIMTH IIPE3 YCTATA U [IPH MALMEHTH, KOHTO €JHOBPEMEHHO C€ JIEKYBAT C KOPTHKOCTEPOHAH HWIH
anpeHokopTukoTponed XopMoH (ACTH) (Bx. Touka 4.5).

- XHIepKaTHEMHA

B npoTHBONONOXKHHUA CITYUAH MOXE 18 C€ CTHIHE A0 XHNEPKATHEMHS, Tb/DKALIA Cce Ha aHTaroHHW3Ma Ha
TenMucapraH (karo koMnoHeHT Ha TeaMucapTan/XXT3) kem aurnorensuH 1 (AT1) peuenrropure.
Brapekn, ue gocera He € 0The13aH0 HATMYMHE HA KIIMHHYHO 3HAYMMa XUMIEPKATHEMHUs 110 BpEME Ha
neuenye ¢ renmucapTan/XXT3, puckoBure (GakTopH 3a pasBUTHETO M BunousaT 6nb6peuna
HEeXOCTATBMHOCT W/WIH ChpAeYHa HEIOCTATHLYHOCT M 3axapeH aAuaber. Kanuii-cbxpanssamure aMypeTHLM,
KaJIHEBUTE N0OABKM MM 3aMECTHTEJIMTE HA COJITA, ChAbPKALHM KANUH, TpAOBa 1a ObAaT BHUMATEIHO
NpWIAraHH Mo BpeMe Ha jieuenue ¢ Tenmucaptrad/XXT3 (Bx. Touka 4.5).

- XMIIOHATPHEMHA M XHIIOXJIOPEMHYHA A/TKANI03a
Hama nannn, ye Tenmucapran/ XXT3 Moxe aa peayudpa Wid NpeJOTBPATH NPEAH3BHKAHATA OT
AHUYPETHLH XUIIOHATPHEMHA., XIIOPHHUAT ACPUUMT OOUKHOBEHO € JIEK H HE HaJlara AOITHIIHUTEIIHO JICYCHHE.

- XHICPKATHHEMMUS

Tuasuaure MOrar Aa HaMaNST HATHYBAHETO HA KAJILIMK ¢ yPHUHATA H 1A JOBEJAT J0 NPEXOaHU H JIEKH
yBeJIMYEHHA HA CEPYMHHA KANLMI NPH JIMIICA HA YCTAHOBEHH HapYLUCHHSA B KANILMEBHS METaDONIMIBM.
3HauMTENHATa XHIIEPKAILMEMHSE MOXKE Ja € JOKA3aTEICTBO 38 CKPUT XHIiepnapaTupeonanssm. Ilpeau na
ce TpoBelie HICAEABaHe Ha NapaTHpPOHIHHTE GYHKLMH, TpAOBa Aa ce MpeKpaTH rNp1MeMa Ha THa3HIH.

- XHIroMarsesmeMus
TraszuauTe yBenuMuaBaT OTACISHETO HA MArHE3UM ¢ ypUHATa, KOETO MOXKE Ja AOBEAE A0 XHUIIOMAarHeaneMus

(BX. TO4KA 4.5).

ETHHYECKH pasiHuug
KakTo ¥ npu Apyrute aHrHoTeH3HH Il peuenTtopHy aHTarOHUCTH, TEJIMHCAPTaH € No-




HEEI‘H

KakTo npu Apyrd aHTUXHIICPTEH3UBHHU are¢HTH, €KCLIECHBHATA PEAYKUMA Ha KPbBHOTO HANATAHE NPH
NALMEHTH ¢ UCXEMHUUHA KAPAHONATHA WIH HCXEMHYHO KapAHOBacKy/apHo 3abonsgsaHe MOXe Aa J0BeAe A0

MHOKapAeH HH}ApKT WM UHCYIIT.

O61nu

[Tpu nauMeHTH ¢ WK 63 aHAMHE3a 3a ateprus UM GpoHXHaTHAa acTMa MOXe J1a ce Habmo1aBaT peakuuH
Ha CBPBXUYYBCTBHTENHOCT KbM XXT3, HO ca r10o-BeposTHH NpH MALIKEHTH C TAKaBa anaMHe3a. ma
cbO0IIEHHS 38 00OCTPAHE WIM aKTHBHPAHE HA CHCTEMCEH JIYIYC EPHTEMATO3YC [IPH NMALMEHTH, NEKYBaHH C
THA3UAHHU JUypeTHLH, BKIoYHTENHO XX T3. Uma cro0LucHHA 32 peakiiM{ Ha POTOUYBCTBHTE/THOCT NPH
ynoTpedarTa Ha THA3HIRH AUYpPeTHLM (BX. To4Ka 4.8). [Ipenopbusa ce npekpaTasaHe Ha TEpanHAaTa, ako ce
TIOABH peakLMs Ha POTOUYBCTBUTEJIHOCT B NIEPHOAA Ha IeHEHHE. AKO C€ cHeTe 3a HeoOXOIUMO OTHOBO
BKJIIOUBAHE HA AHYPETHK, C& MPenopbysa Mpeana3BaHe Ha 30HUTE, KOUTO €€ H3NaraT Ha CIBHIIE WIH Ha

H3KyCTBeHU UV A NBUH.

XopuonjaieH M3/IUB, OCTPa MHOIIHA H 3aKPHTOBI'b/IHA MTIaYKOMA

XuapoxnopoTHasuz, KoiTo e cyndoHaMi, MOXe Aa MpeAn3BHKA HAMOCHHKpAaTHYHA peaKLlud, BoAellla 10
XOPHOHAAIEH HAMMB ¢ ASPEKT Ha 3PUTETHOTO M0JIe, OCTPa IPEXOAHA MHOITHA H OCTpa 3aKPUTOBI'BIIHA
rnaykoMa. CUMITTOMHTE BKTIOYBAT B HAMAIOTO OCTPO NOHIDKEHHE Ha IpUTETHaTa OcTpoTa M 6011Ka B OKOTO
H OOMKHOBEHO C€ IIOABABAT OT YaCOBE J0 CEAMHLM OT RA4YanoTOo Ha JeueHHeTo. Henexysanara ocrpa
3aKpHTOBILJIHA [JIayKOMa MOXKe Jia AoBejie 1o Tpalina 3aryba Ha 3peHHeTo. [ITbpBOHAYANTHOTO JICHEHHE € Aa
ce CIIpe NMpueMa Ha XHAPOXJIOPOTHA3K/, KOJIKOTO € Bb3MOXHO 10-Ckopo. HaBpeMeHHOTO NeueHHe WiId
XUPYPruyHa HHTEPBEHIIUA MOXE [1a €€ HAJIOKM Ja c€ 0OMHCIH, aKO BbTPEOYHOTO HAIATEHE OCTaBa
HEKOHTPOJIHUPAHO. PruckoBHTE (PaKTOPH 32 pa3BHTHE HA 3aKPHTOBIBIHA [NIAYKOMa MOXE [1a BKIIKOYBAT

aHaMHC3a 3a aJICprma KM CYJ’I(I)OHH.MHIIH HJIH IICHHALWIIMHH.

HemenaHOMEH paK Ha KOXATA
B ape enuaeMHONOrHYHH IPOYHBAHHA, OCHOBABAILM CC H2 JaTCKHA HAMOHAIEH PaKOB PErHCTHP, €

HA0MI0OAaBaH NOBHLIEH PHUCK OT HeMenaHoMeH pak Ha Koxata (HMPK) [6asanHokieTsHEH KapuMHOM
(bKK) 1 ckBamoszHokieTh4eH KapuMHoMm (CKK)] npu HapacTBalla eKCIO3HLMA Ha KyMYJIATHBHA 1034
xuapoxnopotHasuj (XXT3). PoroceHcubunnzupainure egpektd Ha XXT3 mMorar ga neACTBAT Karo
BEpOATCH MEXaHH3BM 3a pa3isuTue Ha HMPK.

[MaumenTrre, npueMmamu XXT3, Tpabea na 6bvaar ungopmupanu 3a pucka or HMPK u chLeeraHu
PEIOBHO J1a MPOBEPABAT KOXKATA CH 38 HOBM JIe3UH W He3abaBHO Aa choOIaBaT nNpyu NosBa Ha
MOJAO3PUTENHH KOXKHH Ne3vu. Ha nalperrure TpabBa Aa ce npenopbyar BE3MOXKHHK [IPEBAHTHBHH MEPKH,
KaTO OrpaHMMEHO H3J1araHe Ha C/rbHYEBAa CBET/IHHA W YITPABHOJETOBH JILYH, & B CTyYad Ha €KCIO3HLIHA,
MOAXOMALLA 3aLIHTA, 3a J1a CE CBejie JO MUHUMYM PHCKBT OT pak Ha KoxaTa. ITono3prUTeTHUTE KOXKHH
ne3uu TpA6Ba aa 6bAaT MOAIOKEHH Ha He3abaBHO M3CIEABAHE, NOTEHLMAIHO BKIIOUBAIIO XHCTOJOTHYHH
H3cneAsaHua Ha OHoncuuHy Marepuani. [pepasrnexgane Ha ynorpebata Ha X XT3 Moxke 11a ce HATOXKH U
NpH NaLHEHTH, KouTo ca uManu npeaxoacH HMPK (Bx. cpmio Touka 4.8).

OcTpa pecnupaTOpHa TOKCHYHOCT
Cnepn npueM Ha XHAPOXIOPOTHA3H] € ChoOIIABAT MHOTO PeKH TEKKH CIy¥aH Ha OCTpa pecnHpaTopHa
TOKCHYHOCT, BKIIIOMHTENTHO OCTHP pecnvparopeH aucrpec cuapoM (OPIC). Cnen npuem Ha
XHAPOXIOPOTHA3H COMKHOBEHO ce pa3BuBa OenogpobeH OTOK B paMKHTE Ha MMHYTH A0 YacoBe. B HauanoTo
CHMITTOMMTE BIJTIOYMBAT AHCIIHEs, MOBUHILIEHA TEMIIEPATYPA, BiolnasaHe Ha benoapoOHaTa QyHKIHS] H
xunotoHus. [Ipu cemuenne 3a OPJIC tpabea aa 6nae cripaH npueMsT Ha Tenmumen [Lioc U aa ce MpUIToXH
NOAXOMILIO NedeHHe. XHAPOXJIOpOoTHa3HA He TpadBa Na ce MpHiiara MpH NaluMeHTH, KOUTO
noayuasanu OPJIC cnex npuem Ha XHAPOXIOPOTHAZUNL.
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CuUMITTOMHMTE OTUTYMABAT CIIEA NMPEYCTAHOBABAHE Ha AHrMOTEH3MH II peLenTopHUTE aHTANOHHUCTH. AKO ce
AHACHOCTULMPA HHTECTHHANCH aHTHOEEM, JICYEHHETO C TEJIMUCAPTaH TPAOBA Aa CE MPEYCTAHOBH H JIa CC
3aMovYHEe MOAXOAALIO HabmoAeHHe A0 ITHJIHOTO OTIUYMABAHE HA CHMITTOMMTE,

IIoMOIIIHH BEILIECTBA:

JlakToO38
Bcsika Tabnerka chabpxa nakrosa. [TauuesnTyure ¢ peaxy HacHeACTBEHH MPOOJIEMH Ha HEMOHOCHMOCT KbM
ranakrosa, oLl JaKTa3eH AePHLIUAT WIH IMOKo30-ranakrodna manabcopbumusa e Tpabpa na npuemar ToBa

JCKApCTRO.

Harpuii
To3u nekapcTBeH MPOAYKT ChABPIKA M0-MajIKo 0T 1 mmol HaTpuit (23 mg) Ha TabneTka, T.e. MPaKTHYECKH HE
ChOBPKA HATPUH,

4.5 BianmojaeilicTBHE ¢ APYIH JeKapCTBEHH NPOAYKTH R APYrA GpOpMH HA B3aHMOReHicTBREE

JIuTUH

[To Bpeme Ha €THOBPEMEHHO NPWIOKEHHE HA JIMTUA C HHXHOMTOPH Ha AHTHOTEH3HH KOHBEPTHPALLIHA
€H3HM ca HabmogaBaHyd 0OpaTUMH ITOBHILECHHA HA CEPYMHHUTE JIMTHEBH KOHLICHTPALIMH M ITPOABH HA
TOKCHUHOCT. ChoOLIaBaHH Ca PEAKH Cly4au U ¢ auTHoTeH3HH Il pelenTopHH aHTArOHHCTH (BKIIIOYHTETHO
TenMucapTan/XXT3). EnHoBpeMeHHOTO NpunaraHe Ha uThii ¥ Tenmucapral/XXT3 He ce npenopbHBa
(8. Touka 4.4). Axo Ta3u KOMOMHALIMA € OT ChIUECTBSHO 3HAYCHUE, Ce MPEenophYBa BHUMATEIHO
NPOC/CAABAHE HA CEPYMHHTE JIMTHCBH HUBA B MEPUOAA HA CAHOBPEMEHHO MPHIIOKEHHE.

JlekapcTBEHH MPOJYKTH, KOUTO BOAAT A0 3aryba HA KajiMi U XUTIOKAMEMHs (HaIpUMep JpyrH

KaNnuypeTHYHH JHYPETHLIH, TakcaTuBH, KoprukocTeponan, ACTH, amgorepuin, kapGeHOKCONOH,
neHuipwind G HATpHii, CAMMIIMIIOBA KMCEJIMHA H NPOH3BOAHHUTE M)

AKO Te3H JleKapCTBEHH NPOAYKTH TpAOBa [1a ce NpHeEMaT eXHOBPEMEHHO ¢ KOMOHHallMsATa
tenMucapTan/X XT3, ce nmpenopruBa NpoCieAABaHE HA KATHEBHTE HABA B ILTa3MaTa. €34 NEKapCTBEHH
NPOAYKTH MOXe J1a noreHuMpat edpexrure Ha X XT3 pupxy cepyMHus Kanui (Bx. Touka 4.4).

Jleka HH KOMTO NOBUINABAT KaAJTHEBHTE HHBA HIH H T XUMepKatHeMus (HanpUMep
ACE-uHxHOHUTOpH, KATHH-CLXPAHABAIIY AXYPETHLIM, KATUEBH A00aBKH, COIICBH 3aMECTHTEIH ChIbpPXKALLH
KaJHi, LIMKIOCTIOPHH WIH JPYTH JIEKAPCTBESHH MPOAYKTH KATO XENapHH HATPHIA)

AKO T€3H JICKapCTREHH IMPOAYKTH ¢4 NpeANUcaHHM 3a ynoTpeba eJHOBPEMEHHO ¢ KOMOHHaLMATA
tenmucapTaH/ X XT3, mpenopbuBa ceé MOHHTOPHpAHE HA KAJTUEBUTE TUTA3MEHH HUBA. B3 OCHOBa Ha ONHTA
¢ M3MOJI3BAHETO HA APYTi JIEKaPCTBEHH NPOAYKTH, HAMAIABALIM ACHCTBUETO HA CUCTEMATA PEHHH-
AHTHOTEH3HH, CBHITBTCTBALIOTO NPUIOKEHHNE HA FOPECTIOMEHATHTE JICKAPCTBEHH MMPOAYKTH MOXE Ja NOBeAe
110 MOBHInABAHE Ha CEpyMHHA KaJvi ¥ Mo Ta3u NpUUMHHA He ce Nmpenopb4ba (BX. Touka 4.4).

JIleKapCcTBEHH NPOAYKTH, KOUTO C€ MOBIHABAT OT HAPYLUCHHA B CEPYMHHA KauH

[IpenoprbuBa ce NepHOAMYHO NpocienAsBane Ha cepyMHus kanuit ¥ EKIT, koraTto renmucapran/XXT3 ce
npwiara eAHOBPEMEHHO C JIEKAPCTBEHH NPOAYKTH, KOUTO C€ MTOBIMABAT OT MPOMEHH B CEPYMHHS KATTHIA
(HanpuMep AUTUTATHCOBH INIMKO3UAM, AHTHAPUTMMUUYHH) U CIIEIHUTE JICKAPCTBEHH NMPOIYKTH,
[peAH3BUKBALLH torsades de pointes (BKIIOUBAIH HAKOM AHTHAPHTMHYHH), KATO XHITOKATTHEMHATA €
npeapasmnoarail Gakrop 3a forsades de pointes:

- knac la awrrapuTMugHK (HanpuMep XHHWAWH, XHAPOXHHUAWH, AN30NMUPaMKA)

- knac I anrHapuTMyuHY (HaIIpEMEpP aMHOZAPOH, COTao, JodeTwnna, HOyTUnUI)

- HAKOH 8HTHIICHXOTHLM (HaIpHMEp THOPHIA3UH, XJIOPIPOMA3HH, JIEBOMENPOMA3HH, TPUITYyOnepasuH,

- Apyrx: (sanpumep Genpuan, uM3anpui, AMGEMaHui, HHTPaBeHO3EH EPHTPOMHIN
MH30JIACTHH, NEHTaMHOHH, criapdiokcauuH, repdeHaanH, HHTPABEHO3CH BHHKAMH
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[Ipenu3BUKaHATa OT THASKHAM XUNOKAIMEMHUS WIH XUTIOMArHE3HeMHS 61aronpHATCTBA Bb3HHKBAHETO Ha
NpeAM3BUKAHA OT AUTMTAIMC apHTMUA (BXK. TOuKa 4.4).

JIMrOKCHH

KoraTo TenMucapTan € npuioxeH eJHOBPEMEHHO C AMFOKCHH, ce Habmonasa cpeaHO HAPACTBAHE HA
MaKCUMAaTHATA TUIa3MeHa KOHLICHTpalIMd Ha AMrokcHH (49%) u Ha Hali-HHuckaTa xoHueHTpauus (20%). Koraro
Cce 3arouBa, KOPHIrupa Y NPEKPaTABa JIeUCHHE C TeJIMHUCAPTAH, NPOC/ICASBANTE HUBATA HA JIMTOKCHH, 32 J1a Ce
NOAXBPKAT HHBA B PAMKHTE Ha TepancBTHYHHS AHana3oH.

Jpyru aHTHXUNEPTEH3IUBHH JCKAPDCTBEHH IPOAYKTH
TenmucapTaH MOXe Ja MOBUIIK XUIIOTEH3IUBHHA €(DEKT Ha APYTH aHTHXHIIEPTEH3UBHH CPEACTBA.

JlaHHHATE OT KIIHHUYHY NPOYyYBaHHA ITOKA3BaT, ye ABOHHaTa O/10Kaga HA peHHH-aHTHOTCH3MH-ANIA0CTEPOHORATA
cucrema (PAAC) upes kombuHupaHa ynorpeba na ACE-unxuburopu, anrnorensus Il peuenropuu dnokepu
WM AJIMCKKPEH CE CABP3BA C N10-BUCOKA YECTOTA HA HEXENaHH ChOUTHR KATO XHIIOTOHHS, XMIIEPKAIKEMHS H

naManeHa 6p6peuna PyHKkLMs (BKITIOUHTENHO ocTpa Op0pedHa HeJOCTaTHYHOCT), B CpaBHEHME C yrioTpebaTa
CaMo Ha e/1HO CPeACTRO, AeicTBaulo BupXy PAAC (Bxk. Touku 4.3, 4.4 u 5.1).

[IpoTHBOAMAGETHH JICKAPCTBCHU IPOAYKTH (NEPOpAlIHH U HHCYIHHK). MOXe Aa ¢€ HR&II0XKH KOPHIHpaHe Ha

RO3UTE Ha MPOTHROAMAOETHHTE IEKAPCTBEHH NPOAYKTH (BK. TOUuKa 4.4).

Merdopmun: Tpabea aa ce M3non3ea NpeAna’linBo MOPaAH PUCK OT JIaKTaTHA aluao3a, HHAYLIMpaHa OT
Bb3MOXHA pyHKIMOHANTHA OBLOpeYHa HeAOCTATHLYHOCT, CBbp3aHa ¢ XXT3.

XoJleCTHPAMHMH M KOJIECTHINONOBH cMOIH: FIpH HanuyHe Ha aHHOH-OOMEHHH cMOJIH, abcopOLuaTa Ha
XXT3 ce vapyuasa.

Hecrepowanm npotueopbanasdTentHu cpeacrea: HCTIBC (1.e. auieTmicanMumuioBa KMcelnHa B
npoTHROBB3NANUTENHH A03H, COX-2 unxuduropu n HecenekrueHH HCIIBC) MoraT na namansr

IUYPETHYHHA, HATPHYPETUYHUA H AHTUXHMIIEPTCH3UBHHA €PEKT HAa THAZHIHUTE NUYPETHLIM H
AHTHXUIIEPTCH3UBHHA €(ekT Ha aurvoreHsut Il peuenropuure auraronucTu. [Ipn HAKOM NAUKEHTH C
HapylueHa 666peuna QyHxUKA (HAIpUMEDP JeXHUAPATUPAHH MMAHEHTH WIH NAUMEHTH B HanipeAHana
BB3PACT ¢ HapyineHa OpOpeuHa QyHKUMA) eIHOBPEMEHHOTO NPHIOKEHHUE HA aHrHOTeH3uH [ peuerrropuu
AHTATOHMCTH M JIEKRPCTBEHH MPOAYKTH, KOKTO HHXHOHMpAT LIMKIOOKCHI'€HA3aTa MOXE a J0BEAe J0 I0-
HATATBIIHO BJIOHIaBaHe Ha OnOpeyHaTa QyHKIMA, BUTIOUKHTEIHO € Bh3MOXKHA ocTpa 6n0peuna
HEJOCTATHYHOCT, KOATO OOMKHOBEHO € 0OpatiMa. [lo Tazu npuunHa, kKoMOHHaUHATA TpAOBA na Onje
NpUIaraHa ¢ NOBUIIEHO BHHMAaHKUE, 0COOSHO Ipy nalMeHTy B HarnpeaHana Be3pacT. [laumenTure Tpabsa ga
6BAAT aeKBaTHO XHAPATHPaHHM H J1a Obe npocnensBaHa Ob0peuHaTa UM (PyHKIMS B HAYAIOTO Ha
KOMOMHHPAHOTO NIeUYeHUe U MEPHOAUYHO CIE] TORA.

B enHo npoyuBaHe eJHOBPEMEHHOTO NPWIAraHe HA TEIMUCAPTAH H PAMMIIPHA € A0BENO A0 NOKAYBaHE Ha
AUCo24 4 Cinax Ha paMUNIpiI M paMurnpinar Ao 2,5 meti. KinuHnyHaTa 3Ha4HMMOCT Ha ToBa HaluioneHue

HC € H3BCCTHA.

ITpecopsy aMUBHU (HANPUMEP HOPAAPEHATHH)
EdeKkTbT Ha nNpecoOpHUTE AMUHHU MOXE a CE€ HaMalH.

HEI[EI'IOMPHSHP&JHH MHODEC/IAKCAHTH !@!EHMBE :!:!6__0&! Q&EHH!

XHOpoxaopoTHasK MOXE Aa MOTEHLKpa edeKkTa Ha HeACNONAPH3IHPALINTE MHOPENAKCAHTH.

JlexapcTBEHH MPOAYKTH, M3NOJ3BAHY 32 JIeYeHHE HA Togarpa (HampuMep npodeHe

AJIOTTYPHHON) g
Moxe Ja ce HaA0XKH KOpUrdpaHe Ha [103aTa Ha YPHKO3YPHYHHTE JICKAPCTBEHH I
XHIPOXJIOPOTHAIM MOXKE 1A YBEITHYH CEPYMHWTE HUBA Ha ITHKOUYHATA KHCEIUH




NOoBMIIABAHE HA JIO3UTE Ha NpoOeHeLM] WIH CYI(HHMHpa3oH. EqHOBpeMEHHOTO NpHeMaHe Ha THAZHIH
MO>Ke Ja TIOBHILH YECTOTATA Ha PEaKLIMHTE Ha CBPBXUYBCTBHTEHOCT KbM AJIOMYPHHO.

Kaniiuesu coim
Tua3sugHHTE TUYPETHIM MOXE J]a IOBUINIAT CEPYMHHUTE HHBA HA KAJILMH, KOETO € AbJDKH Ha MOHIKEHATa

MY eKCKpeLusa. Ako TpaGBa Aa e MPEANHILAT KAJILUHEBH 100aBKH WIH KAILMA-ChXPaHABaLIH NEKAPCTBEHH
NpoayKTH (Hanp. npy ButaMuH D Tepanus), € Heobx0aHUMO J1a ce NMpociIeNaBaT CEepyMHHTE HUBA Ha KATLMH
M CHOTBETHO Ja Ce KOPUT'Hpa J03aTa.

Bera-6nokepu 1 nuasoxcun
Tuasuaure MOXe Ja MOBHILIAT XMNEPIITHKEMUYHKTE ePeKkTu Ha DeTa-Onokepure U JHA30KCHUA.

AHTHXONMHEPrHUHHTE JEKAPCTBCHH NPOAYKTH (HAIPMMEp aTponHH, OUnepusieH) Moxe Ja IOBHILAT
OHOHANHYHOCTTA HA THA3ZMAHHUTE JUYPETHLM 4pe3 NOHWKABAHE HA CTOMAILIHO-YPEBHUA MOTHIIHTET U
YeCTOTATa Ha M3Mpa3BaHe Ha CTOMAaxa.

AManTaguHd: THasHauTe MOXKE 12 YBEJIHYAT PUCKA OT HeXKeaHHW e(peKTH, IPHYHHEHH OT AMaHTaIHH.

[ [MTOTOKCHYHH JIEKAPCTBEHH NPOAYKTH (HanpuMep uniiogochamua, MetoTpekcar). THasuaure Moxe 1a
HaManiaT 6x0peuHaTa eKCKpeLMs Ha NTOTOKCHYHUTE EKAPCTBEHH NPOAYKTH H [a MOTCHIHPAT

MHEIOCYTIPECHPALIHA UM ¢DEKT.

B3 ocHOBa Ha (PapMaKOJOrHYHUTE HM CBOMCTBA € Bb3MOKHO [ia C€ O4aKBa, H¢ CNCAHMTE JICKAPCTBEHU
MPOAYKTH MOTAT A4 IMOBHIIIAT XUNOTEH3IUBHUSA e(EKT Ha BCHUKH aHTHXHIIECPTEH3HBHH CPEACTBA,
BKITIOUMTETHO TenMucapTaH: 6aknoder, aMupocTrH. Chino Taka, OpTOCTATHYHATA XUITOTOHHUS MOXKE Ja
6bae 3acHIeHa oT ankoxon, 6apbuTypaTH, HAPKOTHHHH BELIECTBA WJIM aHTHIEITPECAHTH.

4.6 PepTHIRTET, HpEeMEHHOCT H KbpMeHe

bpeMEeHHOCT
He ce npenopbupa ynorpebara Ha aHruoTeH3uH Il pentenrTopHH aHTArOHUCTH NPE3 TLPBHS TPHMECTHP Ha

OpemennocTTa (BXK. TOuKa 4.4). Ynorpebara Ha aHryoTeH3uH 1l peLienTOpHH aHTATOHUCTH €
NMpPOTHBOMOKA3aHA Npe3 BTOPHA H TPETHA TPUMECTHLP Ha OpeMEHHOCTTA (BXK. Toukh 4.3 M 4.4).

Hama gocrare4HO qaHHM 328 ynorpebaTta Ha Tenmucapral/XXT3 npu OpeMeHHH KeHH.
ExcniepyMeHTaIHATE MPOYYBAHUA [TPY )KHBOTHH ITOKA3BaT penpOAYKTHBHA TOKCHYHOCT (BXK. TOYKa 5.3).

EnuaeMHuonoruuHuTe TaHHU 38 PUCKA OT TEPATOTeHHOCT ciief] ekcno3numa Ha ACE-uHxnOrTOpH npe3s
MLPBUA TPUMECTHP Ha OpeMeHHOCTTA HE ca yOenuTenHu. Bee nak, He MOXe Ja ce H3KTIO4YH ¢nabo
nosulIaBaHe Ha pUCKa. JJokaTo HAMa KOHTPONIHPaHH ENMRACMHOJIOTHYHY JaHHK 3a PUCKa MpH ynotpeda Ha
aHrHoTeH3HH 11 pelienTOpHM aHTArOHHCTH, CXOAHHM PHCKOBE MOTAT Ja ChINECTBYBAT M MPH TO3H KJac
nekapcrsa. [1alMeHTKUTE, KOMTO IU1aHupaT OpeMeHHOCT, TpsOBa Aa MpeMHHAT KbM alTepHaTHBHO
AHTHXHIIEPTEH3UBHO JiedeHHEe ¢ YCTaHOBEH Npodun Ha 6e30macHOCT npH ynorpeda no BpeMe Ha
OpeMEHHOCT, OCBEH aKO CE€ CUMTA, Y€ € OT 0co0eHa BAXKHOCT Aa C€ MPOALIDKU JTCYEHUETO ¢ aHT'HOTeH3UH I
PELENTTOPHH AaHTArOHUCTU. AKO € AMAarHoCTULHpaHa HPEeMEHHOCT, JICYEHUETO ¢ aHMHMOTeH3UH 11
pELIETTOPHH AHTArOHKUCTH TPpsAOBa He3abaBHO na Obe npeycTaHOBEHO H, aKO € NOIXOAAUIO, Ja Obae
3aMOYHATO AITEPHATHBHO JICYCHHE.

YeTanoBeHO €, Ye eKCrNOo3HLIMATA Ha aHrHOTEH3HH 11 peLenTopHy aHTANOHUCTH Mpe3 BTOPHS H TPETHA

TPUMECTBD Ha OPEMEHHOCTTA NPeAN3BHKBA (PETOTOKCHYHOCT MPpH X0pa (MOHIKEHA Gaﬁpeqﬂa cpynxum,
OJIMFOXHAPAMHHOH, 3a0aBeHa YepenHa ocupHKalug) 1 HeOHATATHA TOKCHYHOCT (0B6pey
HEJOCTATBYHOCT, XMIIOTOHHA, XunepkanueMus) (Bxk. Touka 5.3). [Ipenoprysa ce y "
OnOpeuHaTa PYHKI[HA U Yepena B CiIydail Ha EKCIIO3HLIMA Ha aHrHoTeHsuH Il peue




anruoteH3uH Il peuenTopHH aHTArOHKCTH, TpAOBA Ja 6bJaT BHUMATEHO HAOMOAABAHH 38 HAIMYHE HA
XHIIOTOHHA (BXK. TOUKH 4.3 1 4.4).

Onurst ¢ XXT3 no Bpeme Ha OpeMeHHOCT e OrpaHM4eH, 0cOOCHO npe3 mbpBMA TpUMecTsp. [1poyuBanusTa
[pH KMBOTHH Ca HEAOCTATHYHH. XHAPOXIIOPOTHA3U/ NPEMHHABA ITpe3 IaneHTara. basupaikH ce Ha
(papmaxonoruyHus MexaHu3sM Ha Aelicteie Ha XX T3, ynotpebara My npe3 BTOPHS H TPETHA TPHMECTHD
MO3KeE Ja KOMIIPOMETHPA (eTo-IUIaLIeHTAPHATA MPONYCITHBOCT M /1a PHYMHU (PETATHH H HEOHATAIHH
e()eKTH KATO XKBJITEHHLIA, HAPYIICHME Ha eJIEKTPOAUTHHIA OanaHe H TPOMOOLMTONICHHL.

Xuzpoxnoporuasua He TpaOBa 1a ce M3NOJI3Ba NPH FecTAllHOHEH OTOK, MNECTALIMOHHA XHITEPTOHUS WITH
NpeeKIAMCHS, TTOPaJH PHCK OT NIOHIDKABAHE Ha TU1a3MeHuA 00eM M ruianeHTapHa xunonepdysus, 6e3

nonesen edhekT BpPXY X0Aa Ha 3abonaBaHero.

Xnapoxnopotuasu He TpaOBa a Ce H3MOJ3BA [TPH €CCHIMAIHA XHIIEPTOHHS NpU OpeMEHHH KE€HH, OCBEH
B PEAKH ClIy4ad, KOraTo He MOXE Aa C€ MPHIOXKH APYTo JICUCHHE.

KsxpmeHe

Twit kaTo HAMA JaHHH OTHOCHO yTioTpebaTa Ha TenMucapTaH/X XT3 B nepHoaa Ha KbpMEHE,
tesmucapTan/ X XT3 He ce nmpenopbyea, a ce MpeanoYMTaT AJTTePHATHBHM JICYSHHMA ¢ Mo-A00pe ycTaHOBEH
npodun Ha 6e30MacHOCT B NEpUOa HA KbpMEHe, 0cOOEHO MNPH KbPMEHE Ha HOBOPOACHO HWIM

NPEeXAECBPEMEHHO POAEHO ACTE.

XUIpOXIIOPOTHA3H] CE€ EKCKPETHPA B MAIKH KOJHYECTBA B MaifUMHOTO MJIAKO. THa3uIH BLB BHCOKH JIO3H,

NpeaU3BUKBAIIH HHTEH3UBHA AMYpe3a, MoXe Aa HHXMOUpaT npoayKuMaTa Ha MIAKO. Ynorpedara Ha
tenmucapTan/XXT3 no Bpeme Ha KbpMeEHE HE ce npenopbuBa. Ako TenmucapTa/XXT3 ce u3nonsea B
epMo/l Ha KbpPMEHE, TPAOBA Ja ce NOAABPIKAT HAH-HHCKHTE BL3MOXHH J103H.

QepTIIHUTET
B npeiiIMHUYHH OPOY4YBaHWA He ca HaOmonasalu eeKTH Ha TEIMHCATPaH ¥ XHAPOXJIOPOTHA3H BBEPXY
MBXKKUA H KEHCKHA QepTIMTET.

4.7 EdexTn BBpxy cnocobrocTT2 38 modRrpane H padbora ¢ MAIIHHR

TenmuMen [Lmroc Moxxe na nosnuge cnocodbHoCTTA 33 Wodupane ¥ pabora ¢ MalMHHK. [ToHsakora Moxe aa ce
NOABH 3aMaliBaHe MM CHHIIMBOCT NPH NpueM Ha TesaMucapTan/ X XT3,

4.8 Hexe1ana JeKAPCTBEHH PeaKnHHA

Kpamxo uznoxcenue na npoguna na bezonackocm

Hait-gecTo choOLIaBaHATA HEXENAaHa JIEeKAPCTBEHA peaklia € 3amMaiipaHe. CepHo3Ha peakuHs Ha
aHrvoeaeM Moxe Ja HacThid paako (>1/10 000 go <1/1000).

HecToTaTa Ha HEXEIAHUTE IEKAPCTBEHH PEAKLIMH, ChoOLeHH npu yrnoTpeda Ha Tenmucapran/XXT3
80mg/25 mg, e cpaBHHMA C TA3K HAa HEXETAHUTE JIEKAPCTBEHH peakLiH, cboOlIeHH npu ynoTpeda Ha
TenMucapTal/ X XT3 80mg/12,5 mg. He e ycTaHOBEHA 3aBUCHUMOCT MEXKAY A03aTA K HEXETAHUTE
JIEKAPCTBEHH PeakliMK M JIMIICBA BPB3KA C [10J1a, PE3PacTTa WIH pacoRaTa NPHHALICKHOCT Ha NAUHCHTHTE,

TabnrueH COHCHK HA HEXETAHUTE JCKAPCTBEHH PECaKIHK

Hexenanure nexapcTBeHHM peaKiLyHy, ChOOLIEHH BB BCHYKH KITHHHYHH NPOYYBAHHA H HACTBNWIU M0-
4eCTO MPH U3NOA3BAHETO HAa TEIIMHCAPTAH IUTKOC XHAPOXJIOPOTHA3H, B cpasHeHHe ¢ nnauedo (p<0,05), ca
OIHCAHH MO-A0/TY B ChOTBETCTBHE ChC CUCTEMO-OpraHHaTa Kiacugpukaums. [Ipu neyenue ¢
tenmucapTaln/X XT3 MoraT ga ¢€ NOABAT U HEXKEJIAHH JICKAPCTBEHH PEaKLIMM, KOUTO ca xapampuu 3a

NpOYy4BaHHUY,




(>1/10000 no <1/1000), muoro peaxu (<1/10000), ¢ Heu3BecTHa yecTOTa (OT HUTHYHHTE AAHHH HE MOXE
na Obae HanpaBeHa OLICHKA).

[IpH BCAKO rpynMpaHe B 3aBHCHMOCT OT YECTOTaTa, HEXKE/TAHHUTE JICKAPCTBECHH peakLMH ¢€ H3bpodsar B
HHU3XOIAL peA [0 OTHOIICHHUE HA TEXKECTTA.

HNudekiun 1 vHQecTaLMH
Peoxu: OpoHXHT, GAPUHTHT, CHHYHT

HapyuieHus Ha MMYHHATA CHCTEMA
Peoxu: 06OCTPAHE WIH aKTHBHPAHE Ha CHCTEMEH TYITYC €PHTEMATO3YC'

Hapyiwrenns Ha meTabonniMa H XpaHEeHEeTO

Heuecmu: XHIIOKATHEMHUS

Peoxu: XHIIEPYPUKEMHA, XUTIOHATPHEMUA
[lenxu4yHu HAPpYICHUA

Heyecmu: 0e3noKoHCTRO

Peoxu: Jerpecus

Hapymenus Ha HepBHATA CHCTEMA

Hecmu: 3aMaliBaHe
Hevecmu: CHHKOII, NapecTe3ud
Peoxu: OeachbHHe, HapYIIEHHs HA CLHA

Hapywenus Ha ounre
Peoxu: HapYUIEHHUS HA 3PSHHETO, 3aMBIIIEHO BIDKAAHE

Hapymenus Ha yxoro u JaOMpHHTA
Hevecmu: BEPTHIO

ChpaeuHH HapyleHHUA
Heuecmu. TAXHK&pAUsA, ApHTMHA

CbI0BH HapylLIeHHSA
Hevecmu: XHMTICTOHHS, OPTOCTATHYHA XHIIOTOHHSA

PecnupaTopHu, rpbiHU U MEAUACTUHAIIHH HApPYLUEHHUS
Hevecmu: JUCTIHES
Peoxu. pecnHpaTopeH AUCTpeC (BKITIOMHUTEIHO NHEBMOHKUTH U OenoapobeH 0Tok)

CTOMaILHO-YpEBHH HAPYLUCHHA
Hevecmu: IUapHs, CyXoTa B ycrara, QuaTyneHuus
Peoxu: abaomuHanHa 6onka, 3anek, JUCNENncHs, NOBPbILAHE, raCTPUT

Xenato-OunuapHu HapYLUCHUA
Peoxu: HapylleHa YepHOAPoOHa DyHKIMS

Hapyuienns Ha koxKaTa U NOJIKOXXHATA ThKaH
Peoxu: aHruoeaeM (ChiLo H ¢ (paTaneH U3XOA), EpHTEMA, NIPYPHTYC, OOPHE

XHUMIEPXHAPO3a, YPTUKAPHA

Hapywenus Ha MyCKYJTHO-CKEJIETHATA CHCTEMA, ChEMHHUTEITHATA ThKAH H K
Hevecmu: 601kM B repba, MYCKYJIHH CIasMH, MHaII M4
Peoxu: apTpanrui, MyCKyJIHH KpaMii, 6oska B KpaHHHK




HapyuieHna Ha BEINMPOH3BOAKTE/IHATA CUCTEMAa H I'bpAATa
Heuecmu: EPCKTHITHA AUCPYHKIIAA

O61u HapymeHns U €peKTH HA MACTOTO Ha NPWIOKEHUE

Hevuecmu: 6osika B rpbIHHA KOILI
Peoxu: rpunonogobHo 3abonapane, Oonka
Hacnensanus
Hevecmu. [MOBHLIECHA MUKOYHA KHCEIIHHA B KPbBTa
Ppeoxu; OBHILIEH KPEaTMHHH B KPHBTA, MTOBHILICHA KpeaTHH POCPOKMHA3A B KPHBTa,

MOBHUIIEHH YEPHOAPOOHHUTE EH3UMH

l: Ha 6a3a HAa NOCT-MAPKETHHIOBO MPOCIIEAABAHE
2. 3a AOMKLIHUTENHO ONMMCAHKE, MOJA, BHXKTE NMOATOUKA “OnucaHre HA H30paHU HEXKENaHH ICKAPCTBEHU

PEaKLIMK",

Llonvanumenna ungpopmayus 3a 6cexu om KOMROHeHMuUMe
Hexxenanure peakuvs, cbo0111aBaHH NPEH TOBA IIPH CAMOCTOATEIHOTO H3MOA3BaHe HA HAKOH OT

KOMITOHEHTHTE, MOTaT Ja BL3HHKHAT K NMpH H3non3sadero Ha Tenmumen [Lmoc, zopu v ga He ca
HaO/I0IaBaHU MPH KJIHHUYHKATE H3MUTBAHUA C TO3H NPOIYKT.

Teamucapran
YecTOTATa HA HEXKEJIAHHUTE JICKAPCTBEHH peakiivH NPH H3MON3BAHETO Ha TEIMHUCAPTaH M Iyianedo e mouTH

CAHAKBA.

YecTOTATA HA HEXKEITAHHTE JIEKAPCTBEHM peaxiiMy, chobuieHH npu ynoTpeda Ha TenmMucapraH (41,4%), e
cpaBHHMa ¢ wiaueto (43,9%) npu mwianedo-koHTponKupaHu npoy4saxud. IlpeacraseHure no-nony
HEXKEJIAHM peaKLMH, OTPa3fABaT PE3yNTATHTE OT BCHUKH KIMHHYHH [IPOYUBAHHA IPH NALUEHTH, J1EKYBaHH C
TEJIMHCAPTAH 32 XHNEPTOHMSA WIH ITPH NAUKHEHTH Ha S0 rogHH WIH NO-BB3PACTHH C TMIOBHIIEH PHCK OT
ChPAEYHO-CHAOBH HHLIHICHTH:

Mudexumy n uHdecTanun
Hevecmu: HHQEKLUHA HA TOPHUATE AUXATETHH ITbTHIA, HHPEKIHMA Ha [THKOYHHTE IThTHILA,
BKJIIOYUHTEIIHO 1IMCTUT
Peoxu: CEINncHC, BKIIOYHTENHO ¢ daTaleH H3Xoa

HapymeHus Ha KpbBTa U JHMGHATE CHCTEMA
Heuecmu: aHCMMA
Peodxu: CO3MHOPWINA, TPOMOOLIMTOTICHHSA

HapywieHus Ha MMyHHaTa CHCTEMA
Peoxu: CBPBXYYBCTBUTEIIHOCT, AaHAPHUAAKTHYHA PeaKIUs

HapyumieHua Ha MeTabonu3Ma ¥ XpaHEHETO

Hevecmu: XHICPKATHEMUS
Peoxu: XHnornukeMus (fipu naumeHTH, 501H4 OoT AUaber)

CoplacyHM HapyUICHHS
Hevecmu: Opaauxapaus

HapyiieHus Ha HepBHATa CHCTEMa
Pedxu: CBHIAMBOCT

PecnupaTopHH, rpbAHH U MEAHACTHHAIIHYA HApYLICHHA




Hevecmu. KallUTHua
Muozo peoxu: wHTepcTHUMANHA GenoapobHa Gonect

CroMalllHO-4YpeBHH HapyLICHUA
Peoxu: CTOMAIlEH JUCKOM$OpT

HapywieHns Ha KOXKaTa M NOJKOKHATA THKAH
Peoxu: eK3eMa, JICKAPCTBEH OOPHB, TOKCHYEH KOXEH 0OpUB

HapymeHus Ha MyCKY/THO-CKEJIETHATA CHCTEMA, CHCAHHUTE/IHATA ThbKaH H KOCTHTE
Peoxu: apTpo3a, O0JIKK B CYXOXKWIMATA

Hapywenns Ha 6s0peurTe H NMKOYHHTE ITHTHLIA
Hevecmu: 61.0peuHo yBpexxaaHe (BKIIOYHTETHO OcTpa 61L0pedHa HeAOCTATBYHOCT)

O6mu HapylueHHa U eeKTH HA MACTOTO Ha MPUICKEHHE

Heyecmu: ACTECHUA
HUscnenpaHus
Peoxu; NMOHMKEH XEMOTJI0OHUH

3: 3a JOITBJTHUTEIIHO OMMCAHUE, MOJISA, BIDKTE MTOATOYKA ,,OnncaHre Ha H30paHHU HeXXeJIAHH PeaKLHn”

Xu/IpOXJIOPOTHAIH]L
XHApOXJIOPOTHAIH MOXE A IPHYMHMA WIK 000CTPH ChCTOAHHE HA XHIIOBOJIEMHS, KOETO OT CBOA CTPaHa
MOJKe [1a JOBEE NO eNIEKTPONMTEeH aucbananc (Bx. Touka 4.4).

Hexxenanure JeKapCTBEHH PEAKIMH C HEH3BECTHA YECTOTA, CHOOIIAaBaHH NPUY CAMOCTOATETHATA yrioTpeba
Ha XHAPOXJIOPOTHA3MUI, Ca.

Hudexnun v vHPpecTaunu

C neuzgecmna vecmoma. CHANOANCHUT

HeornnazmMu — R00poKayecTBEHH, 3TOKAYSCTBEHM M HEOMpeAeneHH (BKJI. KHCTH H [TONKIIH)
C neuzeecmna wecmoma: HEMENAHOMEH paK Ha KoxaTa (0a3alHOKIETbYEH KAPLIMHOM H
CKBaMO3HOK/IETRYEH KAPLIHHOM).

HapyuieHus Ha KpbBOHOCHATA M THM(HE CHCTEMH
Peoxu: TpoMOouxTONnEHH (MOHAKOra ¢ Mypnypa)
C neuzeecmna yecmoma. alUlacTUMHA aHEMMA, XEMOJIMTHYHAZ aHeMHA, KOCTHO-MO3b4YHa

HEAOCTATLYHOCT, JIEBKOTICHHS, HEYTPOTICHHA, arpaHyJIOLHTO3a

HapyuieHus Ha MMyHHATa CHCTEMA
C neuzgecmua wecmoma. anHadUNAKTHYHH PEaKIUH, CBPBLXYYBCTBHTENHHOCT

HapyuieHus Ha EHAOKpHHHATa CHCTEMA
C Heusgecmua uecmoma: HeaZleKBATEH KOHTPOI Ha 3axapeH anader

Hapyiuenus Ha MeTabomu3Ma ¥ XpaHEHETO

Hecmu: XHIOMarHe3neMus e
Peoxu: XHICPKAILMCM AU v :ﬂﬂ;ﬁfz}\h\
Mhnozo pedxu: XHIIOXJIOPEMHYHA ANKA1032 ey
C neuzeecmua vecmoma: AHOPCKCHA, IMMOHWKEH ANETHT, CIICKTPOJIMTCH cﬁap{ﬁﬂc:s ) ff_
XHUIMEPXOAECTCPONAEMHA, XHIICPIITHKEMHA, XHIT BBBIFMIH Yo . =
W&
\\ W4 12’




[IcuxuyHK HapyllIeHUA
C neuzsecmua wvecmoma. 6e3nokoHCTBO

HapyiueHus Ha HEpBHATA CHCTEMa
Peoxu: riasobonue

C neuzeecmna wecmoma. jaMalBaHe

HapylieHus Ha OuuTe
C neuzeecmua yecmoma. KCAHTOICHA, OCTPA 38KPHTOBIBLIIHA [JIayKOMa, XOPHOHAAIECH H3/THB

Cb10BM HapyllIcHUS
C neuzsecmna vecmoma: HEKPOTU3Hpall| BACKYJIHT

PecnupaTopHy, rpbAHU U MEAHACTHHAIIHH HAPYLUICHHA

Mhrozo pedxu: CHHJIPOM Ha ocThp pecnuparopeH aucrpec (ARDS) (k. Touka 4.4)
CToMalHO-4YpeBHH HAPYLICHHKA:

Yecmu. raicHe

C neuzgsecmna uecmoma. NMaHKPEaTHT, CTOMAIlIEH AUCKOMGOPT

XermnaTo-OHIHApHH HAPYLUCHHS
C neuszsecmna vecmoma. XernaToLeNyJIapHa KbITCHHLA, XONECTATUYHA XKBJITEHHLA

HapylieHHs Ha KOXaTa H NOAKOKHATA ThKaH

C neuszeecmna uecmoma: JTYNyC-noao0eH CHHAPOM, peaklHH Ha (POTOYYBCTBMTEITHOCT,
KOXEH BaCKYJIMT, TOKCUYHA eMUIepMalHa HEKpOJIH3a, €pHTEMA

MYJITHHOPME

HapyineHna Ha MyCKYJIHO-CKE/IeTHATa CHCTEMA, ChbeIHHHUTEIHATA ThKAH H KOCTHTE
C neuzgecmnua wecmoma: cnabocr

Hapyiienus Ha 660peLiuTe ¥ MUKOYHUTE ITHTHLIA
C neuzgecmna vecmoma. MHTEPCTHLHANEH HeQpHT, 0bOpeuna qucyHKIUA, MTIOKO3YPHA

O6mH HapyeHna K ePeKTH Ha MACTOTO HA TMPHIOKEHHE

C neuszeecmna wvecmoma: IMAPEKCHA
Hi3cneasanms
C neussecmna wecmoma. [IOBHIIICHH HHBA HA TPHITIHLEPHAH

Onucanue Ha u3bpanu Hexceranu aexapcmeeny peaxyuu

AOHOpMHA 4EPHO HA YEePHO HO HapYILIEHHUE

[Toseueto cryuau Ha abHOpMHA YepHOApOOHA QyHKLMA/YepHOAPOOHO HapyIlleHHE OT MoCT-
MapKETHHIOBHS OINUT C TEJIMHCAPTaH HACTHIBAT MPH NALMEHTH OT AMOHCKH NPOou3xXoA. I1pu nauyeHTH or
ATIOHCKH MPOK3XOA CHILUECTBYRA MO-rojigMa BEPOATHOCT 34 Pa3BUTHE HA TE3H HEXEJIAHH peaKLVH.

Cerncuc
B npoyusaHeTo PROFESS ¢ HabnionasaHa nosHilieHa 4ecTOTa HA CEMNCHC NPR TEAMHUCA
nnate6o. CrOHTHETO MOXKE A3 € ClTyuaiiHa HaAXOKa WIH 2 € CBbP3&HO ¢ HEMO3HAT 10
MeXaHH3bM (BK. Touka 5.1).

HurepcTHuuanta GenoapodHa donect




Cnyuau Ha HHTepcTHIHATHA OenoapoOHa OosecT ca AOKIaIBAHH OT MOCT-MAPKETHHIOBHA OMUT, N0 Bpeme
Ha NpHeM Ha TenMucapTaH. [[pHuUMHHO-CceACTBEHA BpbiKa 00aye He € YCTAHOBEHa.

HeMmenaHOMEH pak Ha KOXATa
B13 OCHOBA HA HAJIHYHMTE AaHHH OT ENMMACMUONOrHYHHM NPOyUuBaHus ¢ HabmoaaBaHa 3aBHCHMa OT
KyMyJIaTHBHATa 033 Bpb3Ka Mexay XXT3 u HMPK (Bx. cpimno Touku 4.4 u 5.1).

HHuTecTHHANEH aHruoeaeM
CnobLiens ca Cly4an Ha MHTECTHHAJIEH aHTHoeneM ciiel ynorpeda Ha aHrnotensuH Il peuenropHu

aHTAroHMCTH (BXK. Touka 4.4).

Cpobimasane Ha MOAO3NPAHY HEXKEJIAHH PEAKLMH
CpobinaBaHeTo Ha NMNOAO3UPAHH HEXKENIAHH peaKlMM CJie[ pa3pellaBaHe 3a ynorpeda Ha JeKapCTBeHHA

MPOAYKT € BaxxHO. ToBa Mo3B0/4BA Aa C€ NPOAB/DKH HabGMIOAEHHETO HA ChOTHOLICHHETO M0J13a/PHCK 3a
nlekapcTBeHus npoayKT. OT MEAULIMHCKHTE CNELHATIMCTH C¢ M3UCKBa Aa chobiasaT BCAKa Nof03MpaHa
HE)KenaHa peakuus upe3 U3mbIHUTENHE areHLMA 1O JieKapcTraTa, yi. ,,JlamaH I'pyes” Ne 8; 1303 Codus;
Ten.: +35 928903417; yebcaitr: www.bda.bg.

4.9 IIpenosnpane

CrinecTByBa OrpaHHuUeHa KHPOpMALIKA O OTHOILCHME Ha NMPEAO3HpaHe Ha TeaMHcapTaH npu Xopa. He e
YCTAHOBEHO J0 KAKBa CTENEH XUAPOXJIOPOTHA3H] CE OTACIIS IPH XEMOJHaAIH3A.

Cumrromu: Hali-u3sseHUTE NPOABH Ha NPEAO3MPAHE C TEJIMHUCAPTaH €4 XMIIOTOHWUSA H TAXHKAPAHA, A ChILO
ce cpolInaBar U HpagukapaKa, 3aMasHOCT, NOBPbIUAHE, IOBHIIABAHE HA CEPYMHHs KPEaTHHUH H OCTpa
610peuna HeaocTaTHLUHOCT. Ilpeno3upaneTo ¢ XHAPOXIOPOTHAZKA CE CBHP3BA C HAMANIABAHE Ha
eIEKTPONHTHTE (XMITOKATMEMHS, XMIIOXJIOPEMHA )} M XMIIOBOJIEMHMS, IBJ/DKALIK CE€ HA EKCLIECHBHATA AHYpE3a.
Haii-uecTTe CHMIITOMH Ha MPEAO3HPAHE Ca rajIcHEe H COMHOJICHTHOCT. XHIIOKAJIHEMHATA MOXE Jla I0BE/C
0 MYCKYJIHY CNa3My HW/WIH aKLICHTYHpaHa apuTMMA, CBbP3aHH C €IHOBPEMEHHaTa ynorpeba Ha
AHTMTATHCOBY [JIMKO3HAH HIIH ONpEeJeeHH aHTHAPUTMHYHH JICKAPCTBEHU MPOIYKTH.

Jleuenne: TenmucapraH He ce oTAeNA npy xemoauanuza. [TlaimentsT TpiabBa fa 6BAC BHUMATENHO
HabmoaasaH 1 NeueHuero TpAbBa ga Obie CHMITTOMATHYHO H NOAABPKALO. OBNAAIBAHETO 3aBUCH OT
BPEMETO OT MPHEMAHE Ha MPOAYKT2 U TexecTTa Ha cuMmroMure. [IpenopbhuvreTHHTE MEPKH BKITIOYBAT
MpeAU3IBHKBaHE Ha TOBPBIIAHE W/HIK CTOMAallIHA MPOMHMBKa. [ IpunaraHeTo Ha AKTHREH BBIVICH MOXKE Ja
6b1e NONIE3HO MPH JIeUeHHE Ha npeaosupadero. Heo6xoanMo e YecTo npocnesiBaHe Ha CEPYMHHTE
eJIEKTPOJIUTH M KpeaTHHUH. [Ipu nossa Ha XMNOTOHHUS, NALMEHTHT TPAOBa Aa 6b1€ MOCTABEH B JIETHANO MO
rps0 nonoxeHue U 6BP30 Aa ce MPUIOKAT CONEBH U OOEMHH 3aMECTHTEIH.

5. GAPMAKOJIOTHYHH CBOHUCTBA

5.1 PapMaKoIHHAMHYHHE CBONCcTBa
(bapmakoTepaneBTH4Ha rpyna: AHrHoTeH3uH I peuenropHu anTaroHucTH M guypetuud, ATC koa:

CO9DAO7

Teamumen Ilmoc € komOMHALA OT aHrHOTEH3UH 1] peuerropeH aHTArOHHUCT - TEJIMHUCAPTaH M THA3HACH
IHYPETHK - Xuapoxuoporuasua. [Ipy koMOHHHUPAHETO UM TE3H CHCTABKH HMAT aJIMTHBEH
AHTHXHIEPTEH3UBEH €(EeKT, KOETO BOAH 10 MO-TOIAMO HAMAIABAHE HA KPhBHOTO HANATaHE OTKOJIKOTO, aKO
ca NpHIOKeHH nootaeaHo. Teamumen Ilmoc, npueMaH BeAHBX JHEBHO B TEPaneBTHHHH [03H, BOIH 10
e(eKTHBHA H TUIaBHA pelYKLHA Ha KPLBHOTO HAJIAraHe. .

MexaHH3IbM Ha JeHCTBHE 5w e e
Tenmucapran € nepopanto epexrveeH U cneundHueH anrnoreH3uH Il peuenTo Hj-: m ¥ (ATI)




AT peuerTopHus NOATHIT, KOHTO € OTTOBOPEH 3a U3BECTHHTE JeicTBHA Ha aHrHoTeH3HH I1. Tenmucapran
HAMA YaCTHYHA 8arOHMCTHYHA aKTHBHOCT cripaMo AT, peuenropa. TenmucapraH ce cBbp3Ba CEJIEKTHBHO C
AT, peuernropa. CBBLP3BaHETO € NPOXBDKHTENHO. TeIMUCApTaH He M0Ka3Ba aQUHHMTET KbM APYTH
peuenTopH, BxmountenHo AT u apyru no-cnabo xapaxrepusnpaid AT-penenropu. OyHKUHOHATHATA
POJIsl HA TE3H PELENTTOPH HE € H3BECTHA, HE € H3BeCTEH U eeKTHT Ha TAXHATA BH3MOXKHA
CBPBXCTHMYJIALMA OT aHrHoTeH3uH II, ymifto HUBa ca noBuIlleHH OT TeaMucapTad. HHBATa Ha I1a3MeHHA
ANIOCTEPOH €A MOHIKABAT OT TeJIMHCApTaH. TeaMHcapTad He MHXHOMpa YOBELIKMSA IU1a3MEH PCHHH H HE
Onokupa fioHHuTe kaHanu. TenMUcapTaH He HHXMOHPa aHTMOTEH3HH KOHBEPTHpaUIMA eH3HM (KHHHHAa3a )
— eH3UMBT, KOHTO chillo pasrpaxaa OpaavukunuHa. [lopaay ToBa He ce 04aKkBa Aa NoTeHLMpa OpaaHKHHKH-
MEIMHPAHHTE HeXKEIAHW JIEKAPCTBECHH PEAKLIHH.

[Tpu 3apasu aoOpoBonuH Ao3arta ot 80 mg TenMucapTal NOYTH M3LIAIO MHXKHOMpa NPeAU3IBUKAHOTO OT
aHrsoteH3HH Il nosuinaBaHe Ha KPBBHOTO HaAraHe. MHXubHTopHUAT edekT ce noaabpxka Haja 24 yaca,
KATO BCe olile Moxe Aa 6pae ycraHoBeH 10 48 yaca.

XuaApoXJIOpOTHA3KA € THA3HAEH AMYPeTHK. MeXxaHu3mMa Ha aHTUXHIIEPTEH3IUBHHA €EKT Ha THA3HIHHTE
NHYPETULIA HE € HAITBJIHO U3ACHEH. THazuauTe uMat edekt BrpXy OnOpeuHuTe TyOYynHH MeXaHH3MH Ha
peabGcopOLa Ha eNeKTPOJIHTH, KATO AUPEKTHO YBEJIMYABAT EKCKPESLMATA HA HATPUH U XJI0p B IIPHOTHIHTENHO
EKBUB&JICHTHH KOJHYECTBA. JIHYPEeTHYHOTO ACHCTBHE HA XUAPOXIOPOTHASK HAMANABA IU1A3MEHHA 00eM,
yBe/IH4aBa MU1a3MeHaTa AKTHBHOCT HA PCHHH, YBEIWYaBa CEKPELIMATA Ha AJOCTEPOH, € M0CIEABALLO
yBe/IH4aBaHEe Ha 3arybara Ha kanuit 4 OukapOoHaT B ypuHaTa U HAMANABA CEPYMHHA Kanuii. BeposaTHo upes
61okana Ha peHHH-AHTHOTEH3HH-ATJOCTEPOHOBATA CUCTEMA, €IHOBPEMEHHOTO MPHIOKEHHE HA TEIMHCAPTaH
MMa TeHICHLKA Aa oObpHe 3arybara Ha kaiui, CBbp3aHa ¢ Te3u auypeTHuM. IIpu xuapoxiopoTHasuy,
HAYAIO0TO H& AMYpe3aTa € CJie] 2 vaca, & MAKCUMAIHUAT ¢PEKT HaCThIIBA 3a OKOJIO 4 yaca, KaTo JeHCTBHETO
NpOaBb/DKABA NpHOau3nTENHO 6-12 yaca.

dapmakoaMHAMHYHH edeKTH

JleueHyne HA eCeHIMANHA XHUIIEPTOHHS
Cnen npunaraHe Ha THLPBATa /1032 TEJIMHCApTaH ce Habmoaara NOCTENEHHO NOABA HA aHTHXHIIEPTEH3IHBHA

aKTHBHOCT B paMKHTe Ha 3 yaca. Makcumanuara peAykums Ha KPbBHOTO HANISraHe ce JOCTHIa HAITBIHO B
paMKHTE Ha 4-8 ceaAMMLIM Cllel HAYANOTO HA JICYCHHETO M C€ NMOAALPKA Upe3 NMPOAL/DKHTEIHA TEPAITHA.
Cnea npreMaHe Ha 103aTa AHTHXHIICPTEH3IUBHUAT €(EKT NepcHCTHpa Noseye OT 24 yaca, KaTO BKIIOYBA H
nocaeaHuTe 4 Yaca nmpeau CACABaOTO MPWIOKEHHE, KAKTO 10Ka3BaT aMOyiaToOpHHTE U3MEPBAHHUA Ha
KPhBHOTO Hanarane. TOBa € MOTBBPACHO U OT H3IMEPBAHUATA B MOMEHTA Ha MAKCHMAITHHA e(peKT U
HETIOCPESACTREHO NPEAM NpHEMa Ha clieABallaTa A03a (ChOTHOLICHHETO MUHHMANTHH KbM MAKCHMATHH
KOHLICHTpaLMK € noctoaHHO Hax 80% cnex npueM Ha no3u ot 40 1 80 mg TeamucapTad nmpH rauedo
KOHTPOJIMPAHH KJIHHUYHH MPOYYBAHMA).

[Ipu nauMeHTH ¢ XHNEPTOHHUA TEIMHCApTaH pelyLiHpa H CHCTOJIHOTO H JHACTONHOTO KPbBHO HajlAraHe, 6e3
na MOBJIMABA ITYJICOBATA YECTOTa. AHTUXUIIEPTEH3IHBHATA e(PMKACHOCT Ha TEJIMHCApPTaH € CPaBHMMa C Ta3H

Ha ITPOAYKTH, NPEJACTABHTEH HA JPYTH KJIacOBe AaHTUXHUIIEPTEH3UBHH JIEKAPCTBEHH NPOAYKTH (YCTaHOBEHA
NPy KINHHYHW W3NMTBaHUA, CPABHABALLM TEJIMHCAPTAH ¢ aMJIOAUIHH, ATEHONOJ, eHAIANPHI,
XMAPOXJIOPOTHA3U/ H JTH3UHONPHIL),

[Ipu BHE3aNHO rpeKbCBaHE Ha JIEYEHHETO ¢ TEJIMUCAPTaH KPBBHOTO HA/raHe NOCTENICHHO CE BPbILA 10
CTOMHOCTHTE NPEAH JICHCHHETO, 38 MEPHOA OT HAKOIKO HH Oe3 naHHM 3a pebayH XMNEPTOHHUYEH edeKT.
CnyuaHTe HA CyXa KallUTHLA Ca 3HAUMTETHO NO-MAIKO MPH MALMEHTH, TPETHPAHHU C TEIMUCAPTaH,
OTKOJIKOTO IIPH TAKMBA, HA KOHTO Ca JaBaHH MHXUOUTOPH HA AHTMOTEH3HH KOHBEPTHPALLMS CH3UM B
KAMHHYHH NMPOYYBAHUA, AUPEKTHO CPaBHABALIH JIBETEe AHTUXHIIEPTCH3HBHH JICHEHUA,

Kinunnrusa edukacHOCT H 6e30nmacHoCT

ChpaeuHO-ChA0BA NPOPHIAKTUKA
ONTARGET (ONgoing Telmisartan Alone and in combination with Ramipril Glo

rnobanHo npoyusaHe Ha KpalHU TOMKH NPH NMPHICKEHHE HA TEJIMUCAPTAH CAMOC




paMMIIpui) CpaBHABA e(heKTUTE Ha TENMHUCAPTaH, PAMHIPIWT M KOMOMHALIMATA OT TEJIMHCApTaH M PaMHUIIPHII
BhpPXY ChpAEYHO-CHAOBHA M3X0A MPH 25620 naMeHTH Ha BB3PACT 55 FOAMHH WK 110-Bb3PaCTHH, C aHAMHE3a 32

KOpOHapHa apTepHanHa 6onecT, HHCYNT, NpexofeH HexeMuyHa araka (T1A), nepudepHa aprepuanna 6onect
WIK 3axapeH aHabeT THN 2, MpUApYKEeH OT JaHHH 3a YBpexJaHe Ha KpaiHuTe opraHH (Hanp. peTHHONATHA,
XHIIEPTPO(HA HA JISBATE KAMEPa, MAKpPO- WIH MUKPOATIOYMHUHYPHS), KOHTO Ca MOITyIaLMA ¢ PUCK OT ChpACHHO-
CBhAOBH CHOMTHA.

[MaumeHTHTE CA PAHAOMM3HPAHH B €HA OT CICAHHTE TPH IPYNH Ha JiedeHune: Teamucaprald 80 mg (n= 8542),
pamunpwi 10 mg (n=8576) unu komGunaumuaTa ot renmucaprad 80 mg nmoc pamunpun 10 mg (n=8502) v ca

IPOC/ICACHH 33 NEPHOA CPEAHO OT 4,5 rOIHHH.

Teamucapran noxa3ea nogoOeH Ha paMHUNpUI egeKkT 3a HaMaIABaHe Ha MhpBHYHATa KOMOMHHMpaHa KpaiiHa
TOUKA OT ChPACYHO-CHAOBA CMBPT, HedaTaneH MUOKap/IeH UH(papKT, HedaTAICH HHCYAT WIM XOCMUTATH3AIMA
NOPaNH 3aCTOHHA ChpAcHHA HEIOCTAaTLYHOCT. YecToTaTra Ha IMbpBUYHATA KpaifHa TOYKA € CXOJHA B IPYNHTE Ha
tenMucaptal (16,7%) u pamunpun (16,5 %). KoedHiLeHTHT Ha PHCK 33 TEJIMHCAPTaH COPAMO PaMHIIPHI €
1,01 (97,5% U 0,93-1,10; p (1e no-nowa epuxacuoct) = 00,0019 npu rpanuua 1,13). IIpoueHTsT Ha cnydaure
Ha CMBPTHOCT I1OpaJy KakBaTo U Aa € NpHuKHHa € ¢poTBeTHO 11,6% 1 11,8% cpen maumeHTHTE, NCKYBAHH C
TEJIMHCAPTAH M paMHITPUIL.

YcTaHOBEHO €, Ye TeIMHCApTaH uMa epeKTHBHOCT, MoAoOHa Ha paMHMNIPHU NIPH NPEIBaPHTENTHO OTIpecIcHA
BTOpHYHA KpalHa TOUKa Ha CbpAeYHO-ChIOBA CMBPT, HepaTasieH MHOKapacH HHAapPKT ¥ HedaTANCH UHCYIIT
[0,99 (97,5% N 0,90-1,08), p (#e no-nowa epuxacHoct) = 0,0004], mopeuyHaTa kpaiHa TOUKA B
pedeperTHoTo npoy4usaHe HOPE (The Heart Outcomes Prevention Evaluation Study) (IlpoyusaHe 3a oneHka
Ha ChPAEYHHA U3XOA MpH MpodHIaKTHKA), KOETO NMPOy4Ba eEeKTa Ha PAMHMIIPHA CIIPAMO IUTanebo.

[Ipoyusarero TRANSCEND panaomMusupa nauMeHTH ¢ HenOHOCHMOCT KbM ACE-HHXuOHTOpH CBC CXOOHU
KpHTEPHH 3a BKouBaHe kato npoy4dsaHero ONTARGET, na resmucaprad 80 mg (n=2954) wiu rnauebo
(n=2972), 1 ABaTA Ce MPHIAraT B JOITBJIHEHHE KbM CTaHJAPTHHTE rproky. CpeaHara MpOARDKHTETHOCT Ha
npocaensBale € 4 ronMHy U 8 Mecenia. He ce ycTaHOBABa CTATHCTHYECKH 3HAYHMA padfiHKa B YECTOTaTa Ha
ITBPBHYHATA KOMOHHHpPaHA KpaiHa TOYKa (CHPACYHO-ChIOBA CMBPT, HedaTaneH MuoKapaeH HHGApKT,
HedaTaleH HHCYAT HWIH XOCTIMTAIM3aLMA MOPaaH 3acToiHa ChpAcYHa HEROCTATBYHOCT) [15,7% B rpynara Ha
Tenmucaptald 1 17,0% B rpynara Ha rianeb6o ¢ koepuumeHT Ha puck 0,92 (95% 11U 0,81-1,05; p=0,22)]. Uma
JAHHH 33 NM0/3a HA TEJIMMCAPTAH B CPaBHEHHE ¢ TUIaneho npu MpeABapUTENHO ONMpEAC/ICHaTa BTOPUYHA
KOMOMHMpaHa KpaiiHa TOYKA Ha ChbPASYHO-ChIOBA CMBPT, He(paTaieH MUOKapeH HHdapKT H HedaTaneH
nacysrr [0,87 (95% I 0,76-1,00; p=0,048)]). Hama nannu 3a non3a npu CbpAeHHO-CbIOBATA CMBPTHOCT
(koedpnumeHT Ha puck 1,03, 95% AU 0,85-1,24).

Kawmnuua H aHruoeneM ce cho01aBaT no-paaKko NpH NallMeHTH, JEKyBaHHU ¢ TEJIMUCAPTAH, OTKOJAKOTO IpH
NaLMeHTH, JEKYBAHH C PAMHUIIPHII, JOKATO XMIIOTOHHA ce ChoOLIaBa Mo-4ecTo NP TEJIMUCAPTaH.

KoMOMHMpAHETO Ha TEIIMHUCAPTAH ¢ PAMHNPWI HE YBelIMHaBa [10/13aTa CIIPAMO PAMHIIPHII WIH TEJIMHUCAPTAH,
APWIOKEHH CaMOCTOATENHO. ChpOedHO-CBAOBATA CMBPTHOCT H CMBPTHOCTTA MOPAJAH KAKBATO M 114 € [IpUYHKA
ca YMCJIEHO NMO-BUCOKH NMPHU KOMOHHaLMATa. B aonmbiHeHe, HMa 3HAMUTETHO MO-BHCOKA YECTOTA Ha
XHnepratemMmusa, 6s0peyHa HeJOCTATBEYHOCT, XHIIOTOHHA M CHHKON B rpynarta ¢ koMOuHauusa. [Topaau Tasu
NpHYHHA, eJHOBpeMeHHaTa ynoTpeda Ha TeIMHCapTaH M paMHITPHII HE CE€ NperopbyBa MPH Ta3H MOmynaius.

B npoyusaneTo ,,Cxema 3a [peBeHLM 3a eeKTUBHO U30ArBaHe Ha MOBTOpHH HHCYATH” (,,Prevention Regimen
For Effectively avoiding Second Strokes*, PRoOFESS) npu naigeHT Ha Bp3pacT 50 ¥ noBe4e roAMHH, KOKUTO ca
npeKkapaiid HaCKOpo HHCYT, ce 3abena3Ba NOBUIICHA YE€CTOTa Ha CETICHUC MPH TEIMHCAPTAH B CPABHEHHE C
rane6o, 0,70% cnpamo 0,49% [KoeduumenT Ha pucka 1,43 (95% nosepurencn unrepsan 1,00 — 2,06)];
YEeCTOTATa Ha CiIyuYaHTe ¢ (paTaneH Cencuc HapacTsa MPH NALMEHTHUTE, NPpHEMAWIH TenmucapTad £0,33%) cnpamo
naureHTuTe Ha mwianebdo (0,16%) [KoeduumenT Ha pucka 2,07 (95% aosepuTesieH HHTERSA! 3153
Z%(m a
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IlBe ronemu paHaoMH3npaHu KouTponupanu npoyusanus — ONTARGET (ONgoing Telmisartan Alone

and in combination with Ramipril Global Endpoint Trial) (Texkywmo rnobanxo n3nmuTBase 38 KpaiHH TOUKH
Ha TEJIMMCApPTaH, caMoCTOATEIHO M B koMOuHauwsa ¢ pamunpun) ¥ VA NEPHRON-D (The Veterans

Affairs Nephropathy in Diabetes) (Knuuauuso mpoy4Bate CBhP3aHO ¢ pa3BHTHE Ha HE(PpPONaTHR Npy

nuaber, nmposeaeHo or MHHUCTEPCTBO MO BLIIPOCHTE HA BETEPaHHUTE) NMpoyuBaT ynotpebara Ha
xkomOunatmsTa or ACE-umxuburop v anrnorensuH Il peuernrropen 6nokep.

ONTARGET e npoyuBaHe, NPOBEACHO NPH MAUMEHTH ¢ AHAMHE3A 34 CHPACYHO-CHA0BA WIK MO3bYHOCHAOBA
Gonecrt, WM 3axapeH auabert Ty 2, MPUAPYKEHU C JaHHH 3a YBpEXAaHe Ha €(PEeKTOPHH OpraHu. 3a 1o-
noapoOHa undopMalMa BIDKTE NO-rope noa3arnasuero ,,CopaeqHo-Cha0Ba MpodruiakTHKa®.

VA NEPHRON-D e npoyuyBaHe pH NalMeHTH ChC 3axapeH auader Tum 2 U AnabetHa HedponaTus.

Te3u npoy4yBaHHA HE MOKA3IBAT 3HAYMM O1aronpusTeH epekt BbpXy OnOpeuHHTe /1M ChpaeyHO-
CBHAOBHTE NOCTAEAMIM M CMBPTHOCT, KATO CHUICBPEMEHHO ca HabMmonaBaHu MOBHIIEH PHCK OT
XHIIEPKaIMEMUA, OCTPO YBpexKaaHe Ha 6b0peLuTe W/ HIM XHITIOTOHHA B CPaBHEHHE ¢ MOHOTepanugTa. Kato
ce UMAT TIpeIBMJ CXOAHHTE UM apMakOAMHAMMYHH CBONCTBA, TC3H PE3Y/ITATH Ca NPUIOKHMH H 3a JPYTH
ACE-naxuburopu 1 aurnoreH3dH Il peuentopHu SnokepH.

ACE-nuxuburopu u anruoreH3ud 11 peuenropiu 610kepH cienoBaTeNHo He TpAOBa Ja ce U3Noa3Bar

e IHOBPEMEHHO NpH MalfMeHTH ¢ auaberna HedponaTus.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints)
(K1MHMYHO ITpoyyBaHe, MPOBEACHO C ANMCKHPEH MPH NAaLMEHTH ChC 3axapeH auabet Tvn 2 ¢ u3non3paHe
Ha CHPAEYHO-CHAOBH H ObOpeunH 3a601aBaHus% KATO KpaiiHK TOYKH) € MpOy4BaHe, ITPEAHa3Ha4YeHo J1a
M3CCABA M10J13aTa OT A00ABAHETO HAa alTHCKMPEH KbM cTaHgapTHa Tepanud ¢ ACE-uHxuburop wiu
anruoteH3uH Il penenroped 6nokep npu nauMeHTH cbC 3axapeH AuadeTt i 2 U XpOHUUYHO OBOpeUHO
3a60/19BaHE, CHPACYHO-CHAOBO 3a0onaBane WiH 1 Asere. [[poyuBaHETO € NMPEKPaTeHO MPEXKACBPEMEHHO
nopagu NMoBHIIEH pUCK OT HebGnaronpusaTHU nocneauuy. Kakro cbpaeuHo-CbA0BATA CMBPT, TAKA K
HMHCYJITHT Ca M0-4YECTH B IPYTiaTa HA ATHCKHPEH, OTKOJKOTO B rpyraTta Ha riauebo, a npeacTasisBalivTe
MHTEpeC HeXeNaHH ChONTHA M CEPHO3HH HexXenaHH chOuTHA (xunepranueMus, xurnoToHua U 6nOpeuna
nvchyHKUHMA) ce CHOOLIABAT M0-4YECTO B rpyrnara Ha alMCKMpEeH, OTKOJIKOTO B rpynarta Ha rulale6o.

EnupneMHoIOrHYHH MpOYyYBaHHA MOKA3BAT, Y€ MPOABDKUTEIIHOTO JISUEHHE C XHAPOXJIOpOTHA3H] HAMAIABA
PHCKA OT ChPACYHO-CBA0BA CMBPTHOCT H 3a00/1€BaEMOCT.

K®»M MoMeHTa epexTHTE HA PUKCHpAHATA JO30BA KOMOMHAIMA TENMHCAPTAH/ XHAPOXJIOPOTHAZH] BBPXY
CMbPTHOCTTA H CHPAEHHO-ChAOBATA 3a00/1€BAEMOCT HE Ca M3BECTHH.

HeMenaHOMEH pak Ha KOXKaTa

B13 ocHOBa Ha HAJIMYHHTE JAHHH OT €NMMAEMHOJIONHYHH NMPOYYBaHM ¢ Ha0MoAaBaHa 3aBHCHMA OT
KyMyJaTHBHaTa A03a Bpb3ka Mexay XXT3 u HMPK. Eano npoyusane Biniousa nomyjanys, ChCTOAINA CE
ot 71 533 ciryyau Ha BKK u 8 629 cryuau Ha CKK, u nonynauusa ot ¢horBeTHO 1 430 833 u 172 462
NOAXOAAIM KOHTPONH. Bucokara ynorpeba Ha XXT3 (kymynatusHo >50 000 mg) ¢ cebp3aHa ¢
xopurupad OR 1,29 (95% JU: 1,23-1,35) 3a BKK n 3,98 (95% [U: 3,68-4,31) 3a CKK. Habmozaapana e
iCHA BpPb3Ka KyMYJ/IaTHBHA 103a-0Trosop KakTo 3a BKK, Taka u 3a CKK. /Ipyro npoyusane noxassa
Bh3MOXKHA Bpb3ka Mexkay paka Ha ycTHHTe (CKK) ¥ excnosniuara Ha XXT3: 3a 633 ciryyau Ha pak Ha
ycTHHTE € nogbpaHa nomynauya ot 63 067 noaxoadiny KOHTPONM, KATO ¢€ U3MO/M3Ba CTpaTerks 3a B3eMaHe
Ha npo0OH, onpeaencHa oT pucka. JleMOHCTpHpaHa € Bpb3Ka KYMYJIaTHBHA 403a-0Trosop ¢ kopurupad OR
2,1 (95% JIU: 1,7-2,6), napactraug ao OR 3,9 (3,0-4,9) 3a Bucoka ynorpeba (~ 25 000 mg) u OR 7,7 (5,7-
10,5) 3a Haii-BucokaTa KymynatusHa fno3a (~ 100 000 mg) (Bxk. cbiio Touka 4.4).

[MeanaTpuuna nornynauus R

Sl L )
EBponefickara areHuua no JeKkapcTsaTa 0cBoO0KAABA OT 3aXHKEHHETO 3a NpeaocTapiie M pes %m
npoyuBaHusaTa ¢ Tenmumen [11:0¢ BbB BCHYKH NMOATPYIIH Ha NeAHATPHYHATA MOMYJ1 :.

Touka 4.2 3a MH(pOpPMALIHA OTHOCHO YNoTpeda B NeAHATPHATA).
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EanospemenHoTo npiwiokenrde Ha XX'T3 u TeniMucapTaH NpH 37ipaBd [0OPOBOILM BEPOATHO HE MPOMEHS
(hapMaKOKHHETHKATA HA KOATO M Jia € OT ChbCTAaBKHTE.

AObcopOums
Tenmucapran: [IMKOBHTE KOHLICHTPALHK Ha TEIMHCApTaH ce nocTurar B paMkure Ha 0,5 — 1,5 yaca cren

nepopasicH nmprem. AGcomorHaTa OMOHATMYHOCT Ha TeiMKcapTaH B 103K 40 mg v 160 mg e choTBeTHO
42% u 58%. Xpanata jieko CHI»kaBa OHOHANIMYHOCTTA HA TEIMHCAPTaH, KaTo peXyKUHATa Ha obnacTra noa
KpHUBaTa IUTasMeHa KoHueHTpaius-BpeMe (AUC) Ha TesimucapTaH e ot oko0 6% npu xosa 40 mg ¥ 0koso
19% npu go3a 160 mg. Tpu yaca cliel NPUIOKEHHE IUIA3MEHHTE KOHLIGHTpalMK ¢a NoAODHH, HE3@BHCHMO
AaJ1¥ TEJIMHCAPTaH € MPIIOXKEH Ha rnaaHo Wik ¢ xpaHa. He ce ouaksa ciabara peaykuus 8 AUC na
NpeaAU3BAKA HAMAJIABAHE HA TEpaNneBTHYHATa 6PHKACHOCT. TeNMHCApPTAH HE KyMY/IUPa 3HAUYHTEIHO B
MJ1a3MaTa NP MOBTOPHO MPHIOXKEHHUE,

Xuapoxsuoporuasul: [IMKOBUTE KOHLICHTPALMH Ha XHAPOXJIOPOTHA3H] C€ MOCTHTaT B PAMKHTE Ha
npubnuznrento 1,0 — 3,0 uaca cnen nepopasieH npHeM Ha npoAyKTa. AbcomoTHaTa GHOHATHYHOCT,
Oa3MpaHa Ha KyMYJIATMBHATA peHaHa ekckpelys Ha XX T3, e okono 60%.

PasnpeneneHue

TenmucapTaH ce CBBP3Ba B IOJIAMA CTENEH C MUIA3MEHHUTE NMPoTerHH (>99,5%), rnasro ¢ anbyMuH u andal
KHCes rukonporerH. CpeaHUaT 06eM Ha pasnpeac/ieHUe Ha TeaMucaptal e oxono 300 L, koero nokassa
AOIMBAHHTENHO CBbP3BAHE C THKAHHKTE.

Xuapoxnopornasni ce cebp3Ba B 68% c rnasMeHUTe NpoTeHHU H HETOBHAT 00EM Ha pa3npe/eiieHHE €
0,83 -1,14 l/kg.

buorpancdopmanns

TenmucapraH ce MeTabomu3Mpa upe3 KoHIoraums, kKaro obpasypa papMakonoruyHo HEAKTHBEH
ALUINTIOKOPYHHA,. [ MOKOPYHHABT HA OCHOBHOTO BEILIECTBO € CAMHCTBEHHAT MeTabONKT, HACHTHQHUHPaH
npH Yopeka. Cres eHOKpaTHA 1032 6ens3aH ¢ pauoakTHBeH Buriepon *C TenMucapTaH rOKOPYHHILT
npenacraeaasa npubnuzurento 11% or uasMepeHaTa paxHOaKTMBHOCT B IuiasMata. M3oensuMure Ha
uuToxpoM P450 Hamar yuacTue B MeTaboIM3Ma Ha TEIMHCAPTAH.

XHApOoXnopoTHAa3NA HE ¢¢ MeTaboNH3upa NMpH XOopaA.

EauMunupane
Tenmucapran: KakTo cieji MHTPABEHO3HO, TAKA M Clel NePOpaIHO MpuickeHue Ha *C-OenssaH

TeJIMHCAPTaH, MTO-TO/IAMAaTa 4acT OT NpueTarta A03a (>97%) ce elIMMHHMPA C H3NPAKHECHHUATA Ype3
OwiMapHa ekckpeLiua. B ypuHaTa ce OTKpUBAT CAMO HE3HAUMTENHH KOIKYECTBA. TOTANHHMAT IL1a3MEH
KIMPBHC HA TEIMHCAPTaH chiel] nepopanHo npuioxeHue € >1500 ml/min. TepMHHATHHAT NOTYKHUBOT Ha
enUMHUBEUpaHe € nopede ot 20 vaca.

XuapoxnopoTHazu/l ce eKCKpeTHpa H3LAWI0 HENMpOMEHeH ¢ ypuHara. Oxono 60% ot nepopannara nosa ce
eJIMMHHEPA HenpoMeHeHa A0 48 yaca. brOpeunusT knupwsHE € okono 250 — 300 ml/min. TepMuUHATHHAT

NONYXHUBOT HA enUMUHHpaHe € 10 — 15 yaca.

JIMHEeHHOCT/HETHHEAHOCT
Tenmucapran: PapMaKOKMHETHKATA Ha OPAlIHO NMPWIOKEHHUI TEIIMHCAPTaH € HeHHeHHa B 103K oT 20-160 mg,

¢ MO-TOJIAMO OT MPOTIOPLHOHAIHOTO NMOBUINIEHKWE Ha ILTa3MeHuTe KoHUeHTpauud (Cmax 1 AUC) npu
MOBULIABAHE HA JO3IMUTE.
XuapoxiopoTHasu/l MoKa3pa JIHHEHHA papMaKOKHHETHKA.

(DﬂpMﬂHOKHHEMHKﬂ npu CReYUuAlnu nonyjaayuu

Crapuecka Bb3pacT
(DapMakOKMHETHKATA HA TEJIMHCAPTAH HE C€ pa3iH4aBa MEXy NALMEHTH B HaNpeaHana

Ha BB3pacT noa 65 roauHM.
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[pu xeHH IW1a3MEHHTE KOHLICHTPALWH HA Te/IMHCApTaH OOHKHOBEHO Ca 2 — 3 bTH NO-BUCOKH, OTKOJIKOTO
[pH MbXke. B KIHHHYHHTE npoyuBaHKsa 00aue NpH XKEHH He ce HabMIOAaBAT 3HAYHMO YBEJIHYEH OTTOBOP Ha
KPbBHOTO HANIATAHE WIH Y€CTOTATa HA OPTOCTATHYHA XMNOTOHHA. He ce Hanara npennsupaHe Ha 103aTa.
IIpu xeHr UMa TEHACHLMS KhM MO-BUCOKHM IUTa3MEHH HHUBA Ha XHAPOXIIOPOTHA3H, OTKOJKOTO MPH MBXKE.
Tosa obaue He ce cuMTa 38 KTMHUYHO 3HaYHMO.

Br6peuno yBpexaHe
brOpeunara exckpelys He AOMPHUHACH 3a KJIMPBHCa HA TeimMucapran. Criope/1 orpaHHYEHHA OIHT IIPH

NaLMEHTH C JIEKO A0 cpeHo OpOpeuHo yBpexaaHe (KpeaTHHHHOB KIHpbHC 30 — 60 ml/min, cpeaHo okono
50 ml/min), He ce Hajlara KOpHIrHpaHe Ha AO34Ta MpH NMalMeHTH ¢ HaManeHa ObpOpeuna QyHKuMS.
Tenmucapral He MoXke Aa Obae oTaeneH npu xemoauanu3a. [Ipn nauueHTH ¢ HapyuieHu OBOpeUHH
¢$yHKUMH cTeneHTa Ha euMuHHpaHe Ha XXT3 e peayimpana. B enHo THIIHYHO MpoyYBaHe, BKIIOYBAILIO
NalHEeHTH CBbC Cpe/ieH KPEeaTHHHHOB KMpbHE 90 ml/min, noayMBOTET Ha eTHMHHHpaHe Ha XXT3 e oun
yBenuueH. [Ipu GpyHkumoHANHO aHedpHUYHH MALIMEHTH NOIYXHBOTHT HA EIMMHHHPAHE € 0KO0JIO 34 yaca.

HYepHoapoOHO yBpexkaHe
(dapMakOKHHETUUHH MPOYYBAHKMA NP NALMEHTH C YEpHOAPOOHO YBpEKIaHE MOKA3BAT MOBULIABAHE Ha
abcomoTHaTa SuoHanHyHocT A0 nourn 100%. I[pu naipeHTH ¢ Y4epHOAPOOHO YBpEXAaHE MOTYKKBOTHT Ha

CIIHMHUHHPAHE HE € NTPOMEHEH.

5.3 HpeaknaHAvHR JaRHA 32 OezonacHOCT

[Ipx npeaKIHHHYHY NPOYYBAHKA 33 6€30MACHOCT ¢ SHOBPEMEHHO NpWIoKeHHe Ha TeamucapTad H XXT3
NpH HOPMOTEH3WBHH IUTHX0BE H Ky4€eTa, JO3H, CPABHMMHU C Te3H B KITHHHYHWA TEpanesTH4YeH AMAna3oH He
NpeAu3BUKBAT edeKTH, pa3IHIHHA OT HabMOJaBaHUTE NMPH CAMOCTOATETHOTO MPHIOKEHHE Ha JBETE
BerecTa. HabmonapaHuTe TOKCHKOIOTHYHH IPOMEHH BEPOSTHO HEMAT OTHOILIEHHE KbM H3II03BAHETO HA

KOMOMHaIMATa TeJIMHCApTaH/ XMAPOXJIOPOTHASH] 32 TepancBTUYHH LIEJIH IPH YOBEKA.

TOKCHKONOrHUHKHTE HAXOAKH, I00pe NO3HATH OT NMPEeAKIMHHYHATE MPOYYBaHUA HA HHXHOHTOPH Ha
aHTHOTCH3HH KOHBEPTHpALHA CH3HM U aHTAMOHMCTH HA aHrHOTeH3MH ll-peuenTopure ca: HaMansBaHe Ha
napaMeTpUTe Ha YePBEHUTE KPHBHH KIICTKHU (EPUTPOLIMTH, XEMOTJIOOHMH, XEMATOKPHT), TPOMCHH B
O16peunara xeMoAMHAMUKA (IOBMIIEHO HHBO HA Ypes U KPCATHHHH B KPBBTa), MOBUIICHA A&KTHUBHOCT Ha
nia3sMeHUs peHHH, XUNepTpodus/Xunepniazug Ha IOKCTarJIoMepyJIapHUTE KJIETKH H YBpEKAaHe Ha
CTOMallIHaTa JJurasyia. CTOMalIHUTE NEe3UH MOraT Ja ObJaT MpeAOTBPATCHH/OrpaHHUCHH Upe3 NEPOPATHO
no6ansgHe Ha PUIHONOTHYUEH PASTBOP M IPYTIOBH XKWIHLIA 33 )XUBOTHHTE. [IpH Kyuera ca HabmoaaBaHH
6L0peuna TyOysnapHa aAunaranns M aTpodus. CuuTa ce, Y€ Te3M HaXOAKH C€ Ab/DKAT Ha
(¢apMaKonOrMMHaTa aKTHBHOCT Ha TEeJIMMCapTaH.

Hsama sicHM JaHHM 38 TEpaTOreHeH e(peKT, BhIIPEKH TOBA NPH TOKCHYHH JO030BH HHBA Ha TEIMHCAPTaH €
HabmonasaH edekT BBPXY MOCTHATAIHOTO PA3BUTHE HA TIOTOMCTBOTO, KATO MO-HUCKO TEJIECHO TErI0 U
3a0aBeHO OTBapAHE HA ounTe. HAMa noKasaTesicTea 32 MyTArE€HHOCT M ChOTBETHA KJIACTOTCHHR AKTHBHOCT
Ha TEJIMMCAPTAH MPH HU3NHTBAHUA in Vifro ¥ KapLIMHOI€HHOCT NPH IUTbX0BE U MUUIKH. [IpoyusaHusaTa C
XXT3 naeat RecHrypHH AQHHH 32 F€HOTOKCHYHOCT WIH KAPLIMHOTCHHH €(PEeKTH NMPH HAKOH
eKCMIePHMEHTAIHH MOJENH. 3a (PETOTOKCUYMHMS NMOTEHLHMATI HA KOMOHWHAalHATA
TEIMKHCAPTaH/XHIPOXJIOPOTHA3HL BHXKTE TOUKA 4.6.

6. GAPMAIIEBTHYHH TAHHHA

6.1 COHCRK HA NOMOIHHTE BEIECTBA

Maunuron (E421)

[Tosmaou K25 (E1201)
Kpocnosunon (E1202)
Marneaues creapart (E572)




MermymMuH
Hatpres xuapokcuz (E524)

JlakTo38 MOHOXMApPAT

MukpokpucranHa uesrynosa (E460)

Xunpomenoza (XHAPOKCH-NPONMHAMeTHIILIECY103a) (E464)
HatpueB HUIlIECTEH IIIMKOJAT OT KapTodu (THI A)

XuaT xxenezeH okcup (E172)

6.2 HechBMECTEMOCTH

HenpuioxuMmo.

6.3 Cpok ua rogHoct

3 roaAvHH

64 CnenmajHg yCIOBHE HA ChXDaHEHHE

To3u nexkapcTBEeH NPOAYKT HE U3MCKBA CINELMATIHH TEMIICPATYPHH YCNOBUS 3a ChXpaHEHHeE.
Ha ce cexpaHaBa B OpUrHMHATHATA OMAKOBKA, 34 J1a Ce NMpEeAna3y OT Bara M CBETIIHHA.

6.5 JAanBR 32 ONAKOBKATA
Tenmucarpan XunpoxnoporHasu TabeTky ca onakoBaHH B aTyMUHHIA/aTyMUHUHA OnUcTepX.

OnakoBku: bancrep ¢uc 7, 10,14, 28, 28x1, 30, 30x1, 50, 56, 84 , 90,90x1, 98,100, 112, 126, 140,
154,168,182,196 rabnerkm.

He BcH4KH BHAOBE ONIaKOBKH MOrar fa 6baat mycHatv B npogaxoda.
6.6 CnenmajHR npeAna3sHH MEPKH OPH H3XBLPJISHE
Hsma cneuyanHy H3HCKBaHUA.

Heu3noa3saHKUAT NEKAPCTBEH NPOAYKT WIH OTNAABYHHATE MATEPUAIM OT Hero TpaOBa Aa ce U3XBHPIIAT B
CbOTBETCTBHE C MECTHHUTE H3HCKBAHHA.

7.  IIPETEXATEJ HA PA3PEIIEHHMETO 3A YIIOTPEBA
CODAPMA AJl

yn. Unuencko woce 16,
1220 Codus, brnrapus

8. HOMEP(A) HA PASPENIEHHETO 3A YIIOTPEBA

PeructpauuoHeH Ne: 20130289

9. JATA HA TBPBO PASPEINIABAHE/TIONHOBABAHE HA PA3PEI -
YIIOTPEBA TS

Jara Ha mepBo paspemasane: 01.10.2013 T
Hara Ha mepBo nogxosasaxe: 04.07.2019 \\




10. HJATA HA AKTYAJIM3NPAHE HA TEKCTA

Hexempu 2024
[ToapoOna undopmals 3a TOBa JIEKAPCTBO € NpeAoCTaBeHa Ha yeb caifra Ha EBponieiickaTa arenims o

nexapcrBata (EMA): http://www.ema.europa.eu/




