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1. HUME HA JEKAPCTBEHUSA IIPOMT Soplilie [IIRFANEC Soniey PRPITULE
Temmucapran/Xuapoxnoporuasun Tesa 80 mg/12,5 mg Tab mmm A
Telmisartan/Hydrochlorothiazide Teva 80 mg/12,5 mg tablets

2. KAYECTBEH H KOJIMUECTBEH CHCTAB

Bceaxa Tabnetka cpabpaxka 80 mg renmucaprad (felmisartan) ¥ 12,5 mg XMApoxXnopOTHA3HA
(hvdrochlorothiazide).

IToMOLIHY BELISCTBA C H3BECTHO ACHCTBHE:
Besaka Tabnerka chappxka 175,10 mg nakrosa moHOXHApaT u 56,74 mg copburon (E420).

3a ITBIHHSA CITHCHK HA MMOMOIIHHATE BELIECTBA BIDKTE TOYKa 6.1.

3. JEKAPCTBEHA POPMA
TabGnerka.

Yepeeno u 6an0 qo nodtu O451a, ¢ Gopma Ha Kancyiia AByciioiHa TabneTka ¢ AeTMTENHa YepPTa BBPXY
OLIBETEHATa B YepBeHO cTpaHa (pa3Mep: npuom. 16,5 x 8,0 mm).

HenurenHara yepra € caMo 3a yJiecHABaHE HA CUYIIBAHETO C e MO-ECHO NOIbIIAHE, 4 He 32
pazfensHe Ha paBHH JIO3H.

4. KIUHAYHW JARHUA

4.1 TepaneBTHYHH HOKAZAHHAY

JledeHHe Ha eCCHLIMATHA XHUTIEPTOHHMS.

Tenmucapraw/Xunapoxsaopornazun Tera 80 mg/12,5 mg Tabnetky, komGuHaLNA ¢ PUKCHpaHa A03a, &
NOKAa3aH MPH BB3PACTHH, YHETO KPBBHO HAIATAHE HE € NOCTATHYHO KOHTPOTHPAHO IIPH MPUIATaHE
CAMOCTOSTETHO Ha TEIMHCAPTAH.

4.2 [lo3BpoBKA B HAYHH HA NPHJIOKECHHE

ﬂosgpoma

Tenmucapran/Xuapoxnoporuasug Tesa TpsOBa a2 ce npHeMa OT MaLMeHTH, YHETO KPHBHO HAJLATAHE
He € JOCTATHYHO KOHTPOIMPAHO NPH NPUIATaHE CAMOCTOATE/IHO Ha TeIMHcapTaH. [IpertopbUHTENHO €
WHAMBHAYAJIHO THTPHpaHEe HAa J03aTa HAa BCEKH OT JIBATAa KOMIIOHEHTA TIPEJH [a ce MPpeMHUHE KbM
KoMmOHHa1us ¢ pHKCHpaHa 103a. Korato € KNHHHYHO YMECTHO, MOXKE /14 C€ NMPEeLeHH JUPEKTHO
NpeMHHaBaHe OT MOHOTEpANHA KEM (PHKCHpaHa KOMOMHALMA.

Tenmucapran/Xuapoxnopornazua Tesa 80 mg/12,5 mg TabneTk MoXke Oa ce r[ppmar}

CaMOCTOATENHO Ha TenMucapTad 80 mg.



br6pedHo yBpexaHe

XenarenHo e mepHOAHYHO 1a ¢¢ MOHHTOpHpa On0peunara ¢yHkIHS (B, Touka 4.4).

YepaoapobHO yBpexaaHe

IIpu naigieHTH ¢ JIEKO A0 YMEpPeHO YepHOApoOHO yBpexKaaHe JO3ZHPOBKaTa He TpAOBa 1a HaABHINABA
TeIMUcapTan/xuapoxnoporaasua 40 mg/12,5 mg eAUH OBT AHEBHO. |
Teamucapran/Xuapoxnopornasua Tesa He e MoKa3aH pH HALMEHTH C TEKKO YePHOAPOOHO
yBpexkaane. Tuazuau Tpabpa Aa ¢ H3MON3BAT BHHMATENHO NPH NalHEHTH ¢ YBPEACHA YepHOAPOOHA

(pyHKIMA (BxK. TOUKa 4.4),

Crapuecka BB3pacT

He ce Hanara KopekijHs Ha 103aTa.

lleouampuuna nonynayus

besonacHocTTa H edurkacHocTTa Ha TenmucapTan/Xuapoxnopordasdn Tesa rpy nena U I0OHOIH Ha
BB3pacT noA 18 roaunn He e 6mna ycraHoeeHa. JIuncsar gaHHH.

HauuH Ha OpHIOKEeHHE

Tenmucapran/Xuapoxioporasziy 1esa TableTKH ca NpeHA3HAYEHH 32 NEPOPaIHO MPHIIOKEHHE
¢/IHH ITET AHEBHO H TPAORA Ja ce MPHEMAT ¢ TEUHOCT, ChC HIIH Oe3 XpaHa.

4.3 IIporaBomoxazaHHdA

*  CBpPEBEXYYBCTBMTEIHOCT KbM aKTHBHOTO BEIICCTBO WIH KbM HAKOE OT MOMOIRHHTE BEIUCCTRA,
W30pOCcHK B TOYKA 6.1;

*  CBPBXYYBCTBHTEIHOCT KBM OPYTH BEIIECTBA, MPOHIIH3AMM OT CyI(poHAMHUANTE (ThH KaTo
XHAPOXJIOPOTHAZH] € JIEKAPCTBEH MPOAYKT, MOJIYHYEH OT CyIpoHaMHA);

*  DBropH ¥ TpeTu TprMecTsp Ha OpeMeHHOCTTA (BXK. TOUKH 4.4 1 4.6);

Hapymenus, cepp3ans ¢ XonenHTyasa 1 GnmHapHa obeTpykuus;

o  Texko yepHOAPOOHO YBPEKIAHE;

*  Texxo 6u6pedno yBpexiane (KpeaTHHHHOB KNHPBHHC < 30 ml/min);

*  PedpakrepHa xunokamemMus, XHIICpKaAIIHEMN;

«  EnnoepemenHara ynotpeba Ha Tenmucapran/XuapoxnopoTHa3un Tesa TabiieTkH ¢ anHCKHUpEH-
CBhABPKAINM NMPOAYKTH € NPOTHBONOKA3aHa MPH NMAallHEHTH Che 3axapeH auabet uwnmu 656peuno
yspesxaane (GFR < 60 ml/min/1,73 m®) (8. Touku 4.5 u 5.1).

44 Cnenmannn mpeaynpexieHEA H NPeANAZHA MePKH NPH yNnoTpeda
bpeMeHHOoCT

AHTAaroHMcTH Ha aHruoreHsus 1l peuenropure He TpaOBa fa ce 3arQYBAaT MO BpeMe Ha OpEeMEHHOCT.
OCBeH B Ciy4aHTe, KOraTo HEMPEKbCHATOTO JIEYeHHE ¢ AHTArOHUCTH Ha aHrHOTEH3HH 11 penenropuTe
Ce€ CHYHTA 33 CBHINCCTBCHO, NALMEHTKHUTE, KOMTO IWIaHMpaT 6peMeHHOCT TpAOBa a OBAT HACOUECHH KBM
aTCPHATMBHH AHTHXATICPTEH3HBHH JICYEHHA, KOHTO ca C yCTaHOBEH NMpo¢HI Ha besor
ynotpe6a npu 6pemenHoct. Koraro ce quarHocTuimpa 6peMEeHHOCT, JIEYEHHETO ¢ GH'
anruotensuH Il penenropure TpabBa fa 6be He3a6aBHO IIPEYCTAHOBEHO H, AKO &Y
3aM0YHe ATITCPHATHBHO JieyeHue (BXK. ToukH 4.3 H 4.6). &S
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HepHonpobHO YBpeKIaHe

Tenmucapran/Xuapoxnoporuasua Tesa He TpabBa aa ce MpHiara npH NalMEHTH ¢ X0IeCcTasa,
HApYIIEeHUA, CBBp3aHH ¢ OWIHapHa 0OCTPYKIMA IIH TeXKa 9epHOIpoOHa HEAOCTATHYHOCT (BXK. TOYUKA
4.3), THH KaTo TEeNMHCApTaH Ce eIMMHHMPA OCHOBHO ¢ XUIbYKaTa. OdakBa C€ NpH TAKHBa [ALHCHTH 2

HUMa peayLHpaH 2epHOApOOeH KITHPBHC Ha TEIMHCAPTAH.

B nomsnnenne, Tenmucapran/Xuapoxinoporuasuy 1esa TpaOBa 1a ce H3NOJI3Ba BHUMATEHO IIPH
NALMEHTH ¢ HapyIeHa YepHoapoOHa QYHKLMA HAH NPporpecHpallo uepHoapodHo 3abongsaHe, Thil
KATO MAJTKH [MPOMEHH BbB BOIHUA HIH eIeKTPONHTHHS OanaHCc MOke Aa OTKII0YAT YepHOApOoOHa
KoMa. JIuncea KTHHHYEH oMT ¢ TenMucaptan/Xuapoxnoporuasua Tesa npd NalMeHTy ¢

4epHOAPOOHO YBPEKAAHE.

PenoBacKyapHa XUNIEpTOHHS

ChInecTeyBa MOBHIIEH PHCK OT TEXKKA XHIIOTOHHA H OBOpevHa HeAOCTATEYHOCT, KOraTo NAIHEHTH ¢
OGuaTepanHa cTeHo3a Ha OBOPEYHNTE apTEepHH MM CTEHO3a HA APTEPHATA HA €JHHCTBEH
¢yBKUHOHMpam OB0peK ce JEKYBAT C JIEKAPCTBEHN NPOLAYKTH, KOHTO BJIHAAT BhPXY CHCTEMATA
pEeHMH-AHTHOTEH3UH-A/IA0CTEPOH.

brbpeuno yBpexnane 1 OEOpeuHa TpaHCIUIAHTALUA

Tenmucapran/Xuapoxiopornasua Tesa He TpaOGBa Ha ce H3MON3Ra NMPH NALMEHTH ¢ TexXKo 656peuHo
yBpexaaHe (KpeaTHHHHOB KIHpEHC <30 ml/min) (BX. Touka 4.3). Jluncea oNMT 110 OTHOLIEHHE HA
npunokeareTo Ha Tenmucapran/Xuapoxnoporuasug Tepa npu naupeHTH ¢ HEOTAaBHamHA OB0peyYHa
TpaHcIUIaHTaIHd. OMUTHT ¢ TENMMHACAPTAH/XHAPOXJIOPOTHASH]L € CKPOMEH NPH MALMEeHTH ¢ JIEKO A0
yMepeHo 6bp6pevHo yBpexaaHe, mopaiM KOETO ce NpenophyuBa NEPHOAHYHO MOHHTOpHpaHe Ha
CepYMHHTE HHBA Ha Ka/THif, KpeaTHHHH H MHKOMHA KHcelMHHa. [Ipd nanmeHTH ¢ HapymeHa 650peuna

($YHKIMA MOXKE Ja ce pa3BHE CBBP3aHa ¢ THASHIAHH JHYPETHLIH A30TEMHA.

BBTpechsAORa XHNIOBONIEMHS

CuMnToMaTHYHA XHIIOTOHHSA, 0COOCHO cliel] MBpBaTa 1033, MOKe J1a Ce pa3BHe MpH Nal[HeHTH ¢
H34epriaH 06eM WIWIH HEAOCTUT HA HATPUH NOpaay arpecUBHO AHYPETHUHO ICYEHHEe, OrpaHHYABAHE
Ha COJITa B XpaHaTa, AMapHi WK noppeuane. [logo0Hu chcTogHHS TPAOBa A8 C& KOPHTHPAT NPeIH
npunoxeHuero Ha Tenmucapran/Xuapoxmoporuasuzn Tepa.

JIBoiHO GnokHpaHe Ha CHCTEMATA PEHHH-aHTHOTEH3UH-aiAocTepoH (PAAC)

HMa naHnHu, e eaHoBpeMeHHaTa ynoTpeba Ha ACE uaxuburopu, anrnoreHsuH 1l-penenropau
OnoKepH WIH aATHCKHPEH NOBHINABA PHCKA OT XHUIIOTOHHS, XHNEPKANHEMHA U HAMaJIABaHE Ha
O0u0peunara ¢pyHKIHA (BKIFOYHTENHO ocTpa O10peuna Hexocrarsudoct). [lopaan Tosa He ce
npenopbusa ABoiiHo Onoxupane Ha PAAC upes kombunmnpanara ynorpeba Ha ACE unxuburopy,
anruoreH3uH Il-peuenToprn 6nokepn WiH aTHCKUpeH (BX. TOUKH 4.5 H 5.1).

AXo ce TIpelieHH, Y€ TepanMaTa ¢ ABOHHO OnokupaHe € abcomoTHO HeoOXoauMa, ToBa TpsOBa Ja
CTaBa caMo NMoJ HabMoAeHMETO Ha CHIELHMATTHCT M MPH 4€CTO BHUMATENTHO MOHHTOPHpPaHE Ha
Op0peunara GYHKINA, eNeKTPONHTUTE H KPHBHOTO HaMraHe.

ACE nexuburopu u auruoreHsu II-peuerrropau 6okepu He TpsaOBa Aa ce UANOMIIBAT AHOBPEMEHHO
NpH NalMeHTH ¢ auaberHa HedponaTya.

€ Ha CHCTEMATA PCHHH-AHTHOTCH3IHWH

ITpu naupenTH, uuuTo CHIOB ToHyC ¥ GLOpeuna PpyHKIWA 3aBHCAT Hall-Beue 07 akl [BHOCTTA Ha
CHCTEMATA PEHHH-aHMHOTEH3HH-/IAOCTEPOH (HAmp. MALMEHTH ¢ TEXKA 3aCTOAHA ChpACTHA . "5
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HEAOCTATHYHOCT WIN nomIexauro 0nopeuro 3abonapane, BKIIIOYMTEIHO CTeHO3a Ha OB0peuna
aprepHi), ISUCHHETO ¢ JICKAPCTBEHH NPOAYKTH, BB3ACHCTBAIIH BEPXY Ta3H CHCTEMA C€ CBHP3BAT ¢
OCTpa XHNOTOHHA, XHIIEPAa30TEMHEs, OJIUTYPHA HIH pAAKo ocTpa Ob0peyHa HeaoCTaTBYHOCT (BiK.
TouKa 4.8).

[TopRHYeH ANAOCTEPOHHIBM

ITaueHTH ¢ MBPBUYEH ANJOCTEPOHUIBM IO MPHHLMIL HE PEarpar Ha aHTHXHNEPTEH3UBHH
JIEKAPCTBEHH MPOAYKTH, KOWTO JelcTBaT 9pe3 MOTHCKaHE Ha CHCTEMATa pEHHH-aHTHOTEH3HH.
ITopanu ToBa ynorpebara Ha Tenmucapran/XuapoxnopoTHasua Teea He ce npenopryBa.

CreHo3a Ha a0PTHA H MUTPANTHA Knama, o¢ HAa XureprpodhruHa KapAHOMHOMIATHY

KakTo M ocTaHanuTe Ba30HIATATOPH, CTICHHATHO BHHMAHHE ¢ MOKA3aHO IPH MAIHEHTH ¢ a0PTHA HITH
MHTPAJIHA CTCHO3a, HJIH OOCTPYKTHBHA XMNIEPTPOGHUHA KAPAHOMUOTIATIS,

MerabonuTHH 1 €HIOKPHHHHN edeKTH

THa3uAHOTO JIeUESHHE MOXKE 4 HAPYIIN INIIOKO3HHUA TOJEPAHC, KATO XHIOTJIHKEMHA MOXKe Ja ce
pa3BHUe [IPH NAUHEHTH ¢ Auader, NeKyBaHH ¢ HHCYIHH MJTH IPOTHBOAHA0ETHO JIeueHHE H
TesiMucapran. [Iopanu ToBa npu Te3u naupeHTH TPAORA Aa ce HabmoaaBa KpbHBHAT2 3aXap; MOKe Ja
Ce HAJIOXKH, KOraTo € [oKa3aHO, KOpeKLMA Ha J03aTa Ha HHCYJIMHA HIH NMpOTHBOAHAOeTHHTE

NMpoRyKTH. JlaTeHTeH 3axapeH nuabetr MoXke na ce MaHMGecTHpa NPH NCUCHHE C THAZMUAM.

INoBumapane HA HHBATa Ha XONECTEPOJIA  TPHITIMUEPHIANHTE € OHIO CBBP3BAHO ¢ THA3HIHO
THYPETHYHO JIeYeHHe; NpH no3ata ot 12,5 mg obaue, chappxalia ce B
Tenmucapran/Xunpoxmnoporuazun Tepa, ce chobIasa 3a MUHHMAITHH HITH HUKAKBH ¢(eKTH,

Moske fa ce pasBHe XMIIEpYPHKEMHA H/IH Aa ce MPOBOKHPa YHCTA TOAArpa NPH HAKOH TALMEHTH Ha
THA3HAHO JICUCHHE.

Enexrponuren nucbananc

KakTo npH BCeKkH NMALHEHT HA AHYPETHHYHO JicdeHHe, TpAOBa nNepHoOHYHO, NMpe3 NOIXOAAIIH
HHTEPBAIH OT BPEME, Q1A CE ONPEaeNaT CCPYMHHUTE €IEKTPOIUTH.

THazuauTe, B TOBA YHCIIO XMAPOXJIOPOTHA3UA, MOXKE A4 IPHYHHAT BOACH HIH €MEKTPOINTEH
aucHanaHe (BKIIOYHTENHO XHIIOKAIMEMHS, XUIIOHATPHEMHA H XMNOXJIOPEMHYHA aIKano3a).
IIpeaympeaMTEIHATE IIPOSBH 32 BOAEH HIIH €JIEKTPOJIMTEH AUCOANAHC ca CYXOTa B YCTATa, KAKAA,
acTEHHH, JIeTapruid, ChbHIHBOCT, O€3MOKOACTBO, MYCKYIHH OONKH WM KpaMnu, MyCKYyJIHa yMopa,
XMIIOTOHHSA, OIUTYPHA, TAXUKAPAUA U CTOMAIIHO-YPEeBHH HAPYLICHHUA KAaTO raZieHe WiTH NOBPHINaHe
(BXK. TOuKa 4.8).

- XHNOKaJTHeMUs

Makap 4e XHNoKaJINeMHA MOXKE Aa Ce pa3BHe NpH ynoTpeda Ha THA3HAHM OWUYPETHIIH,
CBIIPOBOXKAALOTO JICYEHHE ¢ TEIMHCAPTAH MOKe 1a HAMAJIM HHAYLMPAHATA 0T JUypeTHIH
XHNOKAIMeMHd, PHCKET OT XHMNOKaIHeMH# € HO-TO/IAM NPH MAlMEHTH ¢ LIHPOo3a HA YepHHUA apol, mpH
MaHEeHTH ¢ YCKOpeHa Juypesa, TPH NallHeHTH, 10JIyYaBaly HeaAcKBaTeH MPHEM Ha €JIEKTPOJIHTH H
NPH NaLMEHTH HA TEpalkA ¢ KOPTHKOCTEPOUAM UK aapeHokopTAKoTponeH xopMoH (ACTH) (.
TOYKa 4.5).

- XunepkanieMus
Oo0partHo, nopai aHTarOHKU3BM MeXY penenropuTe Ha aurnoreH3sH I (AT1) u X
KOMIIOHeHT Ha TenMucapTan/Xuapoxnopotuasia Tepa, MOXe Ja Ce pa3BHe xnnep MM,
Ye KIMHWYHO 3HAYHMMA XUTIepKaleMHis He e Ouna JOKYMEHTUpaHa MpH S L

Tenmucapran/Xuapoxnoporuasus Tesa, paCKOBHTe (akTOpH 3a Pa3BATHE Ha mnepmﬂemm
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BKIIOYBAT OBOpedHa HEAOCTATRYHOCT H/HIIM CHPISYHA HEAOCTATBYHOCT, KAKTO M 3aXapeH auaber.
Hlaaaimny kamus JHYPSTHLH, KaTHERH NOOABKH WIH KalnHiil ChABPKAINH COJICBH 3aMECTHTENH TpaOBa
Aa ce MpUIaraT BHUMATEIHO 3aeaHO ¢ Teamucapran/Xuapoxnopotuasuz Tesa (BK. Touka 4.5).

- XHIIOHATPHEMHA H XHIIOXJIOPEMHYHA alIKaJ03a
Hama poxazarencrea, 9e Temmucapran/Xuapoxaopotnasug Tesa 6uxa pexynupanu iy

NPeAOTBPATIIH HHAYLHPaHa OT AMYPETHIH XHIIOHATPHEMHS.
XJIOpHHUSAT nedHLMT € 0OMKHOBEHO JieK M B Haif-001IHA ciTy4ail He HaJlara JeUeHHE,

-  XunepkanpeMus

TuasuayTe Morar Ja MOHIDKAT YpHHAPHATA KAIMEBA EKCKPEeLMA H 1a NPHIHHAT MEK/AHHHO H JIEKO
MOBHIIICHHE HA CEPYMHHA KaJILMH IIpH OTCHCTBUE HA H3BECTHH HAPYIICHHA HA KaJILHEBHS
metabomussM. U3pazenara xunepkaiyueMus Moxe 03 OBIe J0Ka3aTelICTBO 32 CKPHT
XHMepnapaTupeoHIu3bM. THasnauTe Tpabea Aa ObAaT CIpeHH NpeaH NPOBEHIAHE HA H3CICBAHHA HA
NapalMTOBHAHATA (QYHKIIMS.

-  XHNoMarLe3HeMHs
THasuanTe NOKa3aHO NOBHINABAT YPUHAPHATA EKCKPELIHsa HA MAarHEe3HId, KOeTo MOXKe /1a A0BeAE A0
XUnoMartHezneMus (Bxx. Touka 4.5).

JlakTo3a MOHOXHAPAT

Toau nekapcTBeH NPOAYKT ChABPKA NAKTO3a MOHOXHIPAT.,
[TanenT! ¢ peKH HAaCHEACTBEHH NPOONEMH Ha HEMOHOCHMOCT KBM MJIaKTO34, IThJIEH JIAKTa3eH
Re(OULMT WIH IMIOK030-raTakro3Ha ManabcopOima He TpaOea Aa MpHEMAaT TOBA JISKAPCTRO,

ETHHYeCKH paznnsiig

KakTo 1mpH BCHUKH OCTAHANH aHTATOHMCTH Ha aHruorensuH Il perienropure, TeIMHCAPTaH € BHIAMO
no-caabo edexTHBEH N0 OTHOIIEHHE MOHWKABAHE HA KPBBHOTO HANIATaHE TIPH MNALMEHTH OT YepHATa
paca, OTKONKOTO IIPH OCTAHANKMTE NMALMEHTH, BEPOATHO NOPAAH MO-H3IPA3eHOTO PasIpPOCTPAHEHNIE HA
CBHCTOAHHA C HHCHK PEHHH B XHIIEPTEH3MBHA MOMYIaLHA Cpel YepHaTa paca.

Hpyro

KaxTo npH BCeKH aHTUXMIIEPTEH3UBEH MNPOLYKT, NPEKOMEPHOTO MOHIKABAHE HA KPBBHOTO HAJATaHe
NpH NALMEHTH ¢ HCXEMWYHA KapAUOMATHA WIH HCXeMHMUYHO CHPASCYHOCHIOBO 3a00MIBaHe, MOXeE Ja
AoBene 10 MHGapKT Ha MHOKAP/a MJIH WHCYIT.

O6mm npobaeMu

PeaximMy Ha ¢BpBXYYBCTBUTETHOCT KBM XHAPOXJIOPOTHAZHAMTE MOXKE 14 C€ PA3BUAT [IPH NALHEHTH
¢hbC WK Oe3 aHaMHE3a 3a aJiepris Wi OPOHXHAIHA aCTMA, HO ¢a MO-BEPOATHH TIPH HAallMEeHTH ¢ TAKABA
aHaMHe3a.

3a o6ocTpsAHe WM aKTHBHpaHe Ha CHCTEMEH JIYITYC epHTeMaTo3yc ce Cho0mara pn ynorpeba Ha
THa3UIHHA JAYPETULH, B TOBA YHCIIO H XMAPOXJIOPOTHAZHL,

Ciaydau ¢ peakipy Ha ¢poroceHcHOMNN3aLMs ca 01K ¢HOOLIaBaHH NPH THA3HAHH ZUYPETHIH (BXK.
TOUKa 4.8). AKO 110 BpeMe Ha JICICHHETO C¢ pa3BHe (OTOCEHCHOMMK3aLHA, IPENOPBUHTEHO €
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OcTrpa MHODHA H OCTPOBIBJIHA ITIAYKOMA

XugpoxnopoThasuf, cyndoHaMHiI, MOKe Ja MPHYMHA peaKiiig Ha HAHOCHHKPA3Hsi, KOATO BOAH O
OCTpa NPeXoJHA MHOITHA H OCTPOBTBIIHA INIayKoMa. CHMIITOMHMTE BKIIIOYBAT OCTPO HAYANIO Ha
NIOHWKEHA 3PHTEHA OCTPOTA WK O49HA 00JIKa M THITMYHA [TOABA B pAMKHTE Ha YacOBE A0 CEAMHLU
CJICA 3anovBaHe Ha jJedeHneTo. HenekypaHnaTta octpa ocTpOBIbIHA IJIAyKOMa MOXKe J1a AOBEAE 10
NOCTOAHHA 3aryba Ha 3peHHeTo. OCHOBHOTO JIEUSHHE € CIIHpaHE NPWIOKEHHETO Ha
XHAPOXNIOPOTHA3HA MAaKCHMaNHO O6p30. MoXe a ¢& HANIOKH CBOSBPEMEHHO MEAHIIHHCKO HIIA
XHPYPrudecko JICYEHHE, aKO BETPEOYHOTO HAJIAraHe OCTAHE H3BBH KOHTpPOJ. PAcKoBHTE (hakTOpH 32
pa3sBHTHE Ha OCTPA OCTPOBI'BJIHA [JIAYKOMA MOXKE /ia BKIHOUBAT AHAMHE3a 33 AJIEPris KbM

cyndoHAMHIH HWIH NCHHLIAIHH.,
45 B3anamogelcTBHE ¢ APYTH JEKAPCTBEHH NPOAYKTE H APYrA (OpMHE Ha B3apMoAelicTBHE

JIuTHiA

Hma cprobmenns 3a oOpaTHMO MOBHUILIABAHE HA CEPYMHHTE KOHIEHTPALMM Ha JIWTHI U THTHEBa
TOKCHYHOCT TIPH €AHOBPEMEHHO NMPWIOKEHHE Ha JIMTHI H HHXHOMTOPH Ha €H3MMa KOHBEPTHPALI
aHrHoTeHsiHa. Fima cpobuenwst U 3a pefikn ciyvyaH ¢ RRTaroHHCTH HAa aHrHoTeH3uH 11 pelenTopa
(snovmrenno Tenmucapran/Xuapoxnoporuazuyn Teea). ITopanu ToBa eTHOBpeMeHHATa YIIOTpeOa Ha
nurhii ¥ Tenmucapran/Xuapoxnopotuasua Tepa He ce npenopb4Ba (BK. Touka 4.4), AKO Tazu
KOMOHHAIHA € OKA3aHO OT CHINECTBEHO 3HAYCHHE, IIPENOPBYHTEHO € BHUMATEIHO JA Ce
MOHWUTOPHpAT HHBATa Ha JIMTHH IIPH €JTHOBPEMEHHO IIPHIOKCHHUE.

JlekapcTBeHHW NMPOAYKTH. CBBP3aHH ChC 3ary6a Ha Kanuii ¥ XHIlokanHeMus (Hanp. Apyry
KaJIHYPETHYHH AHYPETHIM, JakcaTHBH, KopTHKocTepouan, ACTH, amdoTepiius, kapOeHOKCONOH,

NEHHIFUTHH G HATPHHA, CATHIIOBA KUCEIMHA ¢ THPOH3BO/IHH)

Axo Te3u BemecTsa TpsaOBa fa ce NpeANHCBAT B KOMOMHALMA ¢ TEJIMHUCAPTAH/XHAPOXJIOPOTHA3H,
KENATEITHO € /12 C& MOHMTOPHPAT IUIa3MEHHTE HMBA Ha Kaus. Te3H IEKapCTBCHH NMPOAYKTH MOXKe Aa
YCHIAT edekTa Ha XUAPOXJIOPOTHA3H BBPXY CEPYMHUS Kanuii (BxK. Touka 4.4).

JlexkapcTBeHM NPOAYKTH, KOMTO MOIaT A4 MOBHINAT HUBATA HA KAJIMH MIH 13 MHAYIHpPAT
xuniepkanpuemus (Hanp. ACE HHXHOHTOPH, IIana1y KamTus JHYPETHIIM, KUTHEBH A00aBKH, CONCBH
3aMECTHUTENH, ChABPKAIMH KaJtii, HHKIOCIIOPHH WIH APYTH JIEKapCTBEHM NPOAYKTH, KAaTO XeNnapuH
HATPHIA)

AKo Te3H NleKapCTBeHH MPOAYKTH TPAOBa Aa ce H3NMUCBaT B KOMOHHAIHA ¢
TE/IMMCAPTAH/XMAPOXJIOPOTHA3HA, JKeNaTeTHO € Ad ¢€ MOHMTOPHPAT IJIA3MEHHTE HMBA Ha HATPHI.
Cnopen onura ¢ ynorpedara Ha ApYTH JIeKapCTBEHH NIPOAYKTH, KOHTO OTCIa0BaT CHCTEMATa PeHHMH-
aHTHOTEH3HH, eTHOBPEMEHHATA ynoTpeda ¢ rOpHHTE NEKAPCTBEHU MPOAYKTH MOXKE J1a IOBeae H0
[IOBHIIABAHEC HA CEPYMHMS KalUH U MOPAAH TOBA He ¢e NpenopbuBa (BX. Touka 4.4),

JIeKapCTBECHH NPOAYKTH, MOBNWABAHH OT HAPYINEHHUATA B CEPYMHHESA KANUI
ITepuoauunoro MOHHTOpHpaHe Ha cepymHAua Kanmii 1 EKI ce npenopnusa, koraro

Tenmucapran/Xuapoxnoporuasu Teea ce npunara ¢ Te3H JIEKAPCTBEHH MPOAYKTH, MOBIHABAHH OT
NIPOMEHHUTE B CEPYMHMS KaJIMi (Hanp. MrUTaJIACOBH MIHKO3HAM, IPOTHBOAPHTMHUYHH NPOAYKTH) H
CIEHHTE HHAYLHPAIIH forsades de pointes TeKAPCTEEHH NPOAYKTH (KOUTO BKJIIOYBAT HAKOH
MPOTHBOAPHTMHYHH MPOJYKTH), KATO XHIIOKAHEMHATA € IipeApasmonaraiy Gakrop 3a torsades de
pointes.

- Knac la mpoTHBOAPHTMUYHM NPOAYKTH (HATIP. XMHUIWH, XHAPOXHHHIWH, JH3OIHD
- xiac III npoT¥BO2pHTMHYHH NPOAYKTH (HAIp. aMHOAAPOH, COTaNON, NobheTHN
-  HAKOM aHTHICHXOTHYHH MPOAYKTH (HAIp. THOPHIASUH, XJIOPIIPOMA3HUH, JIEB
TPHQITyoniepa3HH, HHAMEMA3HH, CYJIITHPH, CY.JITONPHI, aMUCYJIIPM/I, Tﬂanp;ﬁg, MMOGHT, » -
XaJIoNepuao, APOIePHAOIL) SHN A
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- apyr# (Hanp. Gempugw, uUcanpua, AndeMaHI, HHTPaBEHO3eH EPHTPOMHITHH, Xano(aHTPHH,
MH30JIACTHH, NIEHTAMHIHH, cnpaduiokcalH, TepdheHaaHH, HHTpaBeHO3eH BUHKAMHH).

LUTHTanycoBy IMMKO3UAN

HHaymppaHaTa oT THa3HAH XHNOKATIHEMHsS HJTH XHIIOMATHE3HEMHS OlIaroIpHATCTBAT HAYAIOTO HA
HHAYLMpaHa OT JUTHTAHC apuTMIA (BXK. TOuKa 4.4).

JHIOKCHH

Koraro TenMucapran ce npusara AHOBPEMEHHO ¢ IMTOKCHH, ce HabIII0aBa CPEAHO HAPACTBAHE B
AHUTOKCHHOBATA MWKOBA IUIa3MeHa KOHLeHTpauua (49%) H Hali-HEcKaTa koHUeHTpauHa (20%). Korato
Ce 3aIl0YBA, KOPHTHPA M NPEKpaTARa JICUCHHE ¢ TeIMHCApTaH, HaOmOAaBalTe HUBATA HA AMTOKCHHA,
34 12 ce MOAXBbPIKAT HUBA B PAMKMTE HA TEPaneBTHYHHUA AHAIA30H.

U aHTUXMIIEPTEHIHBHH TIPO

Tenmucapran MoXe Ja YCHIH XHINOTCH3HBHUS (KT Ha APYTH AaHTHXHNCPTCH3UBHHU TIPOAYKTH.
JlaHHH OT KIIHHHYHH MPOYXBaHHs MOKA3BaT, Y€ ABOMHOTO OJIOKHpaHe Ha peHHH-AHMHOTESH3HH-
anpocrepoHoBaTa cucteMa (PAAC) upea xoMOuuMpanara ynorpeda Ha ACE HHxabuTops,
anrsoTeHsHH [I-penenropHH 60KepH Wik ATHCKHPEH Ce CBBP3Ba C MO-BHCOKA Y€CTOTA Ha HEXKEJIAHH
cBOWTHA, KATO HANIPHMEP XMUIIOTOHHMSA, XHIIEpPKATHEMHs H HaMaNseaHe Ha OnOpeunara QpyHKIHA
(BKIXOUHTETHO ocTpa OpOpeyna HeAOCTaTBYHOCT), B CPaBHEHHE ¢ yroTpedaTa caMo Ha €HO
CPENCTBO, NieicTRallo BepXy PAAC (Bx. Touxn 4.3, 4.4 1 5.1). -

AHTUNHA0CSTHYIHN JIEKapCTREHM TIPO NepopaHi 4 MHCVYJTHH

Moxe fa ce HAJIOKHM KOpPEKIIHA Ha 403aTa Ha aHTHAXWaOeTHYHKTE NEKAPCTEEHH NPOZYKTH (BXK. TOYKA
4.4).

M MHUH

Merdopmin cirenqsa fa ¢e H3NOI3Ba BHHMATETHO: PUCK OT JIAKTATHA alH03a, HHAYLHpaHa OT
BB3MOXKHa (pyHKUHOHANHAa 6B0peyYHa HEI0CTaTHUHOCT, CBBP3aHa ¢ XHAPOXIOPOTHASHAL.

XOJSCTHPAMHHOBH H KOJISCTHIIONOBH CMOJIH
AbcopbumaTa Ha XHAPOXIIOPOTHA3U C€ YBPEXKAa B IPHCHCTEHETO HA aHHOH-0OMEHHM CMOJIH.

HecreponnHy NpoTHBOBB3NATHTEIHN JIEKADCTBEHH MPOAYKTH
HCTIBC (1.e. alleTIIICANHIBUIOBA KHCEIHHA B CXEMH ¢ MTPOTHBOBB3MAaNHTEHA fo3a, COX-2

HHxuOuTOpHU U HecenekTHBHH HCIIBC) Moxke Aa oTciabaT AHYpeTHYHHS, HATPHYPETHYHHS H
AHTHXHIICPTCH3UBHUA €(EKT Ha THASUAOBHTE JHYPETHIM B AHTHXHUINEPTCH3UBHUTE epeKTH HA
AHTArOHHCTHUTE HA PEUCIITOPHTE HA aHTHOTEH3HH 1.

IIpu HAKOH NAUHEHTH ¢ KOMNpoMeTHpaHa O0s0pevuna GyHKLMA (Hanp. JeXUIpaTUPAHN TIAIMSHTH WA
NAaLHEHTH B cTapYecKa BB3pacT ¢ KoMnpoMeTHpaHa 650peuna QyHKIHA) eTHOBPEMEHHOTO
NPHITOKEHHE Ha aHTArOHUCTH HA PELENTTOPHTE Ha aHTHOTCH3HH 11 1 NPOIYKTH, KOMTO MOTHCKAT
IIHKJICOKCUT€HA3aTa, MOXKE A JIOBEAE [0 JOIMBJIHATENHO BlOIMaBaHe Ha Ob0peyHaTa yHKIp,
BKJIOYHTEIHO BE3MOXKHA 0CTpa 6p0pevHa HemOCTaTPIHOCT, KOATO 0OMKHOBEHO € oOpatuMa. Ilopaan
TOBa KoMOMHaLMATa TpAOBa Na ce Mpiara BHUMATEIHO, 0COOCHO B HATpeAHATIA BBE3PACT.
INaimenTure Tpa6Ba Na OBAAT afeKBaTHO OBOJHEHH H 1a ¢e NMpeLeHH MOHUTOpHpaHe Ha OpOpevnara
(GYHKLUMA cliel] 3an04BaHe HAa CHIIPOBOXKIAIIO JICUeHHe, KAKTO H IEpHOAWYHO Clie[ TOBa.

B CAHO IIPOYUYBAHC CNHOBPCMEHHOTO NPHNOXKCHHUE Ha TeIIMHCApTaH H PaMHUIIpHIT A0

KkpaTHo nosuiiaBane Ha AUC(0-24 1 Cmax Ha paMHIIpHI H paMANpHIAT. Kinmnuan Q@p&qgﬁrtﬂ

f £ .p
TOBa HADJIOMEeHHe He € H3BECTHO. 1 f‘? / e

IlpecopHy amuny (Hanp. HOpaAPEHAIHH) S
EdexTsT Ha npecopHUTE aMHHI MOXKE Aa 6bae oTcnabeH. L
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Henenonspui3upaliy KOCTHO-MYCKYJIHH pelIakCaHTH (Hanp. TYOOKypapHH)

EdextsT Ha HeAeNONApH3HPAILATE KOCTHO-MYCKY/IHH peJIaKCaHTH MoXKe Aa O1ae ycuned o1
XHAPOXIOPOTHAZHL,

JlekapcTBeHH OPOAYKTH, H3IIOA3BAHH 3a JIEUeHHe Ha mojarpa (Hanp. npoOeHulmn, cyinGpHHITHPA3OH ¥
AJIOITYPHHOJI

Moxe na e HeoOxoarMa KOPEeKIHA Ha 03aTAa HA YPUKO3YPHUHHTE MEAMKAMEHTH, Thi KaTo
XHAPOXJIOPOTHA3H MOXKE 12 MOBHIIM HUBOTO HA CEpYMHATA MMUKOYHA KMCenuHa, Moxe fia ce HAnoXu
NOBHINABAHE HA J03aTa Ha npobeHuuna wiH cyndunmupasoH. EqHOBpeMEHHOTO IPHITOKEHHE C
THA3UIHN MOXKE J1a MOBHIIN YECTOTATa HA peaKLMITE HAa CBPBXUYBCTBHTEIHOCT CIIPAMO aJIONYPHHOJL.

Kanmmeru comm

TrazuaHuTE AUYPETULIA MOXKE A2 NOBHLIAT CEPYMHHTE HHBA HA KAJILHiA Opajld HaMaJieHa
eKcKpeLmd. AKo Tpabpa Ja C& HAMMCBAT KaILHeBH J00aBKH HIH KaJILHi-ChXPaHABALIU JICKAPCTBEHH
IPOAYKTH (Haup. NedyeHHe ¢ BUTaMiH D), Tpabpa Aa ce MOHHTOPHPAT CEpYMHHTE HUBA HA KaJILIMA M
NO3HPOBKATA HA KAJILMIA 1a OBb/e CHOTBETHO KOPHIUpaHa,

Beta-6i10kepH M AHAZOKCHA
XHnepraukeMHIHHST edekr Ha OeTa-OokepuTe H AHA30KCH MOXe 1a ObAe YCHISH OT TUASHIUTE,

AHTHXOJIWHEPrHYHH NMPOAYKTH (Hamp. aTpoliH, GumepHaeH) MOXe J1a YBEIHYaT OHOHAIHYHOCTTA HA
JHYPETALIM OT THA3HAOB BHA, KATO OTCNA0AT CTOMAITHO-YPEBHUS MOTHIIHTET H CKOPOCTTA Ha
H3IPa3BaHE HA CTOMAaXxa.

AMaHTaNHH
THasuauTe MOKe Jia MOBHMILAT PUCKA OT HEXKEJIAHH PeaKIlHy, PHYHHEHHA OT aMaHTATHH.

ItuToTOKCHYHN TPOAYKTH (Hamp. uknogochaMil, METOTPEKCAT)
THrazugure MOXKE Aa peayLMpar On0peuHaTa eKCKpenHa HA HHTOTOKCHYHHATE JIeKapCTBEHH NPONYKTH
H JIa NOTCHUHPAT TEXHHTE MHETIOCYIPECHBHH ePeKTH.

Ha 6a3aTa Ha TexHMTe (hapMaKOIOrHUHM XapaKTEPHCTHKH, MOXKe Aa ¢e 0YaKBa, Ue CIEeAHHTE
JIEKAPCTBEHH NMPOAYKTH MOXE J1a MOTEHIMPAT XHINOTEH3HBHUTE €eKTH HA BCHYKH
AHTUXUINICPTEHIMBHYA NPOAYKTH, B TOBA YHCIIO TeMMcapTaH: Daxnoden, aMugOCTHH.

OcBeH ToBa, OPTOCTATHYHATA XUIIOTOHHUA MOXKE Ja C€ 3aABI00UYH OT aJIkoXol, OapOuTypary,
HapKOTULIM HJIM AHTHACTIPECAHTH.

4.6 Depranurer, SpeMeHEHOCT B KEpMEHE

bpeMeHHOCT

YnorpebaTta Ha AHTarOHMCTH Ha pelienTOpHTe Ha aHTHOTEeH3HH Il He ce npenopsYBa Ape3 IEPBHA
TPHMECTEP HA OpemeHHOCTTA (BXK. Touka 4.4). Viiorpe0aTa Ha aHTATOHHCTH HA PEliCTITOpUTE Ha

aHTHOTeH3HH Il € MPOTHBOMOKA3aHA NIpe3 BTOPH M TPETH TPAMECTEP Ha OPEMEHHOCTTA (B)X. TOUYKH 4.3
u 4.4).

JInncear agexBaTHH gaHHM OT ynotpebara Ha Tenmucapran/Xuapoxnopotuasua I
xeHn. [IpoyyBaHMATA NPH KHUBOTHH I0KA3RAT PEIPOAYKTURHA TOKCHUHOCT (BXK,, ;

EnnaeMroI0riuHATe OKA34TENCTBA OTHOCHO PHCKA OT TEPATONeHHOCT Clie elccnozmma Ha | |
nxuburopy Ha ACE 1ipes mbpBua TPHMECTBP OT GPEMEHHOCTTA, He ca yOeOHTeHH, Maiko
NOBHIIEHHE HA PHCKa obate He MOXke Aa ce W3kitouH. [Ipu nuncara Ha KOHTpOIMpaHH: . 7.

8 y -_.;_I“I o _‘--;r-,_- 'f .
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eMHACMHOJIOTHYHH JJaHHH 332 PHCKA MPH AHTArOHHCTHTE Ha PELCNTOPHTE Ha aHTHoTeH3HH 1, moaoGHu
pPHCKOBE MOXe [1a ChINECTBYBAT 3a TO3H KiIac MeAHKaMeHTH. OCBEH B CIIyYaWTE, KOraTo
HENPEKBCHATOTO JIEYEHHE C AHTATOHMCTH HAa aHrHOTEH3HH 11 penenroprTe ¢€ CHHTa 3a CHINECTBEHO,
NalHCHTKUATE, KOUTO IUIAHHAPAT OpeMEHHOCT, Tpa0OBa aa OpaaT HACOYCHH KbM AITSPHATHBHHU
AHTHXHUNEPTEH3INBHH JIEYSHUN, KOHTO €4 ¢ YCTaHOBeH npodmn Ha 6e30macHoCT 3a ynorpeda npn
OpeMenHocT. Korato ce JUarnocTHIMpa OpeMeHHOCT, JICUEHHETO ¢ AHTATOHHCTH HAa aHrHOTeH3HH |1
peuenTopure TpAOBa Ja 6ba¢ He3a0aBHO NPEYCTAHOBEHO H, AKO € YMECTHO, Ja C€ 3alovHe
ANTEPHATHBHO JICUCHHE.,

3Hae ce, 4e EKCIIO3HLMATA Ha JIEYEHHE ¢ aHTarOHMCT Ha perenTopa Ha aHrHoTeH3uH Il npes sTopus B
TPETHA TPUMECTBP HHAYLMpA IIPH Xopa GHeTOTOKCHUHOCT (HamMaieHa OpOpeuna GyHKIp,
OJIMTOXHMApaMHMO34, 3a0aBeHa OCH(HUKALIHA HA Yeperna) U HeOHATAIHA TOKCHYHOCT (0Bn0peuHa
HENOCTATHYHOCT, XHITOTOHHA, XUTIepKATHEMHA ) (BxK. Touka 5.3). IIpH ekcriozuung Ha aHTAMOHMCTH Ha
peuenTopuTe Ha aHTHOTEH3MH Il cnien BTOpHA TPUMECTRP HA OPEMEHHOCTTA, NPENOPHLUKTENHA €

VIITPa3ByKoBa NMpoBepKa Ha Ob0peunaTa pyHKIMA H yepena.

Henara, quuTo Maiikii ca mpHeMalii aHTArOHMCTH Ha penentopyTe Ha anrnotersuH I Tpa6ea na
ObIaT HenpeKbCHATO HaOJmOAaBaHM 34 XHIIOTOHMS (k. TOukH 4.3 1 4.4).

OnHTET ¢ XMAPOXNOPOTHA3NA TI0 BpeMe Ha OpeMEHHOCT ¢ OrpaHuYeH, 0co0eHO Mpe3 IMLPBHA
TpUMecThp. [IpoyuBaHMATa NpH XUBOTHH ¢4 HEAOCTATHYHH. XHAPOXIOPOTHAZH] [IPEMHUHABA TIPE3
rnaneHrara. Ha 6azarta Ha ¢apmakosorHuHia MeXaHH3BM Ha ACHCTBHE HA XHAPOXJIOPOTHA3HA,
ynotpedaTa My Npes BTOPUS U TPETHA TPUMECTEP MOXKe J1a KOMIPOMETHpPa ¢eTo-IUIalleHTapHATa
nepdysus 1 Moke Oa NpHIWHH ¢eTanHy H HeOHaTaIHH edeKTH KaTo HKTEp, HapyIeHHe Ha
SJICKTPOJINTHOTO PaBHOBECHE H TPOMOOLIMTOICHHA.

XHAPOXJIOPOTHAK, He TpAOBaA Ja ce HM3MON3BA NPH reCTAlHOHEH OTOK, TECTALMOHHA XHIIEPTOHHA WIH
NPeCKNaMIICHS NMOPaaAH PHCKA OT IOHWXKABAHE HA MJIa3MEHHA 00EM H IUalieHTapHa XHnonepdy3ud,
Oe3 OnaronpHATeH e(EKT B NPOTHYAHETO HA 3a00JIABAHETO.

XUOpOXNOpOTHA3HA He TpAOBa fa ce M3NOJ3Ba NPH eCeHIHAIHA XHIICPTOHUA Ha OpeMeHHH XKEeHH, C
H3KIIFOYECHHE HA PCAKHTE CHTYaLlMHK, NPH KOHUTO HE MOXKe Ja Obae H3NIOM3BAHO JPYTo JCYCHHE.

KspMene

Twii karo nuncsa HHGopMaLHs 3a ynorpedata Ha Tenmmucapran/Xuapoxnopornasug Tesa mpH
KbpMeHe, TenMucapran/Xnapoximopornazuz Tera He ce NpenopbyBa M 3a MpeANnovMTaHe ca
ATTEPHATHBHH JIEYEHHA, ¢ 110-A00pe YCTaHOBEH Npodun Ha 6€30NaCHOCT NPH KBPMEHE, 0COOCHO 1IpH
HOBOPONEHO MIH HEAOHOCEHO JETE.

XHAPOXJIOPOTHAZMI CE EKCKPETHPA B KbPMATa IPH XOpa B MaNKH KONWUYeCTBa. THa3uay BbB BHCOKH
O3 IPUUIMHABAT HHTECH3UBHA AUYpe3a H MOTAT Ja NOTHCHAT 00pa3yBaHETO Ha KepMa. Ynotpebata
Ha TEJIMHCAPTaH/XUAPOXJIOPOTHA3H] IPH KEPMEHE HE c¢ MpenophiBa. AKO

TEJIMUCAPTaH/ XHIPOXTIOPOTHA3H] CE H3TION3BA NPH KLPMEHE, 103HTe TPAOBA Aa OBAAT MAKCHMAJTHO
HMCKH,

DepTHINTET

B npeaxnuaa4HH npoyuBanus He ca HAOMoaagaHu edeKTH HA TENTMHACAPTAH | XHAPOXTIQP
BBPXY MBKKHA U )KEHCKHUA (GEePTHIHTET. y

FR/H/0532/IB/004+MAH transfer 0532-SmPC-20180328



4.7 EdexTH BBpXYy cI0c00HOCTTA 3a ModHpane H paboTa ¢ MAAHA

Tenmucapran/Xuapoxmoporuasun TeBa Moxke fa okake BIHSHHE BEPXY CITOoCOOHOCTTA 3a modHupaHe
u pabota ¢ mamuHH. [ToHsKOra cnex MpHeM HA AHTHXHAINIEPTEH3HBHH MPOAYKTH KaTO
TEAMHCAPTAH/XHAPOXJIOPOTHAZHI, MOTAT Ja CE NOABAT 3aMaifBaHe HIIH CHHJIHBOCT.

4.8 Hexenann JeKAPCTBEHH PeAKIHEA

Peziome na npochuna na bezonacrocm

Haii-yecTo choflaBaHaTa HeXeNnaHa JIGKAPCTBEHA peaKuMa ¢ 3aMaiisaneTo. CepHo3eH aHrHOeAEM
MoOxke Aa ce pazsue paaxo (>1/10 000 ao <1/1 000).

OO6mara yecroTa Ha HEXXENAHHTE JIEKAPCTBEHH PeakilyiH, ChoOLIABaHH TIPH
Tenmucapran/Xuapoxnopornazuy Tesa e CpaBHHMa C TasH, ChoOIIaBaHA MPU CAMOCTOATETHO
NpHIaraHe Ha TeJIMECapTaH B paHAOMH3UPAHH KOHTPOJTHPAHH H3NKWTBAHHA ¢ Y4acTHETO Ha 1471
HaUMEHTH, PAHAOMH3HPAHH Aa NIOTYYABAT TEJIMHCAPTaH ILTIOC Xuapoxioporuasuy (835) nm caMo
TeMucapTal (636). Bpb3ka ¢ no3aTa Ha HEXEJIAHHTE NEKAPCTBEHH peakLMK HE € YCTaHOBEHA M HE C€
HaO/moaBa KOpEaalys 10 MoJj, BE3pPacT WiH paca Ha MALHeHTUTE.

Tabruuen cnucvk HA HEJICERGHUME NEKAPCMBEHU PEARYUU

ITo-pomy ca mpeAcTaBeHH CIIOpE]] CUCTEMO-OPTAHCH KIac HEKENaH! IEKapCTBEHH peaKiHy,
HabM0AaBaHA BHB BCHYKH KJIHHHYHHM M3IIHTBAHHA H NoABABaIH ce no-decto (p <0,05) npu
TeJIMHCAPTAH IUIIOC XUAPOXIIOPOTHA3KA, OTKONKOTO IpH mauedo. HexxenaHu IeKaApCTBEHH PeaKIHH,
HOABABAIIH CE€ TIPY BCEKH OT KOMIIOHEHTHTE TMOOTAENHO, HO HeHa0MOAABAHH B KIIMHUYHH
H3LIHTBAHMA, MOXKE Ja C€ pa3BHUAT NpH JieueHHe ¢ TenMucapran/Xuapoxnopornasiz Tesa.

Hexenanure nekapcTBeHH peakildy ¢a KATSTOPH3HPAHH COPE] YECTOTATA, KATO € U3IIOI3BaHA

CNeaHAaTa KnacHpHKaIHs:
MHOTO0 uecTH (> 1/10); yect (> 1/100 zo <1/10); neuecru (>1/1 000 ao <1/100); peaxu (=1/10 000 no

<1/1 000); maoro peaxu (<1/10 000), ¢ Hen3BecTHA YecTOTa (OT HAIMYHUTE JaHHK He MOXKe Ja Obae
HalpaBeHA OLICHKA).

IIpH BCAKO rpynHpaHe MO 46CTOTA, HeXKEJIAaHWTE JICKAPCTBEHH PCAKLIHM Ca NPEHCTaBeHH B
MOCIENOBATENHOCT, CHOTBETHA HA HAMAJISRAIATA UM CEPHO3HOCT.

Hudexiyu u uHdecTarmu
Penkn: BpoHxuT, papHHrUT, CHHY3UT

Hapyimenus Ha IMyHHATa CUCTEMA
Penxu: O0ocTpsiHE WM AKTHBHPAHE HA CHCTEMEH JTYITYS
epmmamsycl

Hapywmiernns Ha MeTabonu3Ma M XpaHeHeTo
Heuecrn: XHUNoKaJIueMus
Penxn: XHUIEpYPHKEMH, XAITOHATPHEMHA

IcHxyyHy HapYIOEHUA
Heuecru: TperoxkHOCT

Penxmn: Henpecus

Hapyienus Ha HepBHATA CHCTEMA

YecTH: 3amaiiraHe
Heuectn: CuHxron, napecresus
10 | R
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Penaxu: be3chHHE, HapyLICHHS Ha CHHA

Hapymenua na ounre
Penxu: BusyainHu cMyIeH#s, 3aMBITIEHO 3peHHE

Hapymwienns Ha yxoTo K 1abupuHTa

HeuecTn: Bepturo

Chpaeunu HapyeHHA

HewecTn: Taxuxapaud, apuTMHH

CpO0BH HapyIUSHHA

Heuecrn: XUNOTOHHA, OPTOCTATHYHA XHITOTOHHA

PecrmparopHs, rppAHA H MEAHACTHHAIHH HAPYIICHHA

Heuecru: MucrHes
Penxn: PecrmparopeH qucTpec (BTIOYHTEIHO THEBMOHUT H
OemoapobeH o0ToK)

CroMalHo-4peBHH HapyHICeHHA
Hegectu: Huapus, cyxora B yCTaTa, [10AyBaHE HA KOpEMa
Peaku: Kopemua Sonka, 3anek, AUCIICNICHS, MTOBpPBHINAHEe, TACTPUT

XenaroOHTHapHH HapyINEHHs

Penks: AGHOpMHA yepHOAPOOHa PYHKIIHA/depHOAPOOHO
HApYIICHHE

HapymeHns Ha koxkaTa H NOAKOKHATA ThKaH
Penxu: Anruoeaem (M ¢ atareH U3XoA), epuTeM, ChpOex, 0OpHB,
XMNEPXAZPO3a, YPTHKAPHA

HapyiiieHus Ha MyCKYyJTHO-CKEJIETHATA CHCTEMA H CheJHHHTE/IHATA ThKaH
HeuecTn: bonka B repfa, MyCKYJIHH Ca3MH, MUAJITHA
Peaxu: ApTpairus, MycKy/IHH KpaMnu, 60/ka B KpaHHULATE

Hapymenusa Ha penpOoAYKTHBHATA CHCTEMA H CbPJIaTa
HedecTn: EpexTwiza aucdyRKIMs

O61M HapynieHHs W e(EKTH Ha MACTOTO Ha NPHIOKECHHE

Heuecrn: bonka B repauTe

Penxu: ['pumononobHo 33b0s58ane, 60NMKa

Hacneapanus

Heuectu: IloBuineHa NMHKOYHAa KHCEIHHA B KPBBTA

Peaxu: IToBHuIIEH KpeaTHHUH B KPBBTA, [IOBHUILIEHA KPEaTHH

¢ocdoxHHa3a B KPBBTA, TOBHIICHH Y€PHOAPOOHN SHIHMH

1: Ha 6azara Ha mocTMapKEeTHHIOBHA OMKAT
2: 3a no-noApoOHO oMHCAHHE, MO, POYETETe IMIOATOUKA ,,Onucanue Ha u3bpanu H
Rexapcmeenyu peaxyuu’ /
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Honvanumenna unopmayus 3a omoernume KoOMROHeHmu

Hesxenatu peaxips, cho6ImaBaHy Npeay TOBA IIPH €IHH OT OTAEITHHTE KOMIIOHEHTH, MOXke Aa Obaar
MOTEHLHAITHO HEKEJIAHH peakuMy npu Tenmucapran/Xuapoxnoporuasua Tesa, A0PH Aa He ca
HAQIIOZlaBaHM B KJIMHHYHHTE H3IMTBAHHSA C TO3H JICKapCTBEH MIPOAYKT.

TenMucapraH:

Hesxenanu nexkapcTBEHH peaKiHH Ca ce pa3BHIIM ¢ MOA00HA 9ecToTa [PH TPEeTHPaHH ¢ Ianedo U

TCIIMHCAPTaH IMMallHCHTH.

O0mata yecToTa HA HEXKEJIAHHTE JIEKAPCTBSHH PEeakiHH, ChOOINAaBaHu NpH TenmucapraH (41,4 %) e
CpaBHHMA ¢ Ta3u nPpH mnaueto (43,9 %) B KIMHIMHKE HMUTBAHKS, KOHTPOANPAHH ¢ ninauebo.
CrnieaHMTE HeXeNaHH JIeKapCTBEHH peaKiuu, H30poeHH 110-A0iy, ca cOOpHH OT BCHUKH KINHMHHYHH
W3NMTBAHNA C MMALMEHTH, JIEKYBAHH C TEJIMHCAPTAH 33 XMIIEPTOHHS WIN NPH NALMEHTH Ha BE3pacT 30
H NOBEYE MNOJHHH ¢ BUCOK PHCK OT CHPAECYHOCHA0BH CHOHMTHAL

Hudexunn n nadecTaumn
Hegectn:

Penxn:

Hudekuma Ha ropHATE AUXATCITHH THTHHIA, HHQEKIMA Ha
NHUKOYHHUTE MBTHINA, BKJIFOYUTEIHO IIHCTHT
Cencuc, BRTIOYMTENHO ¢ daTaieH kpaii’

Hapymenns Ha kpbBTa H THUMQHATA CHCTEeMA

Heuectn:
Pemin:

HapyiieHns Ha HMyYHHaTa CHCTEMA
Peaxwu:

AHeMus
Eoszanodunug, TpoMOOLIMTONICHHA

CBpBbXYYBCTBHTEHOCT, aHA(DWIAKTHIHH Peakiiiy

Hapyinenns Ha MeTaboMH3Ma H XPaHEHETO

HeuecTH:
Penxu:

CepA¢YHM HapyIIeHHUA
Heuecn:

HapymeHus Ha HepBHATa CHCTEMA
Penxu:

XunepKkaaueMus

Xunornukemus (TIpH NaHeHTH ¢ auaber)

bpaaukapaus

CBHIHNBOCT

PecrupaTopHu, rpbAHH H MEHACTHHAIIHA HAPYINEHHA

Heuecrn:
MHoro peaku:

CToMalIHO-YPEBHHY HAPYLICHHSA
Peakn:

Kamunua
Wurepeuimansa 6enoapobua Gonect

CroMamen auckoMpopT

Hapymenus Ha koxaTa H OAKOXKHATA THKaH
Exzema, nexapcTeeH oOpHB, TOKCHUYEH KOMXKEH oﬁpnn

Penx:a:

HapyuieHust Ha MyCKYJIHO-CKE/ICTHATa CHCTEMA H CheAHHHTEIHATA ThKaH

Penxu:

Aprpo3a, 601Ka B CYXOKWIHATA

Hapymienus Ha 650peniTe H MHKOYHUTE ITHTUINA

HeuecTH:

FR/H/0532/IB/004+MAH transfer
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O6wmH HapyLeHna U ePekTH Ha MACTOTO Ha NPHIIOIKCHHE

Heugectu:

Hacnensannus
Penku:;

AcTeHns

Hamanen xemornoour

3: 3a no-nozpodRO onucaHue, MOJIA, IPOYETETe NOATOUKA ,,Onucanue Ha U30ParU HENCERarY

nexapcmeenu peaxyuu’’

X OXJIO a3

XHAPOXJIOPOTHA3KA MOXKE J1a MPUIMHABA WIH 000CTPs XHITOBOIEMHA, KOETO MOMeE Aa AOBEAE A0
enexrponuTed gucbanaHc (Bx. TouKa 4.4).

HeskenaHure eKapeTBeHH PEaKIHH ¢ HEM3BECTHA YeCTOTa, CHOOLIABaHH [TPH CAMOCTOATEIIHA
yrnoTpeba Ha XHAPOXIJIOPOTHAZH]I, BKJIIOYBAT:

Hudexnun u uadectaumu
C HeM3BEeCTHA YEeCTOTA:

CuanajeHuT

Hapymenis Ha KpbBTa U THMQHaTa CHCTEMA

Penxmu:
C HeH3BeCTHA YeCToTA:

HapyluieHHa Ha IMyHHAaTa CHCTEMA
C HeM3BECTHA YECTOTA!

ExpoxpuHHE HapylIeHHA
C Heu3BeCcTHA 4ecToTa:

TpoMGoiToneHus (NIOHIKOra ¢ MypIIypa)
ANNACTHYHA aHEMHA, XeMOJIHTHYHA aHEMUSK, KOCTHO-MO3BYHA
HCAOCTATHYHOCT, JICBKONCHHA, HEYTPOIICHHA,

arpaHyJIoLHTO3a

AHaQWIAKTHYHH peakLHH, CBPBXYYBCTBUTEIHOCT

Heanexparten KOHTpoJ Ha 3aXapeH AuadeT

Hapymenus Ha MeTabonu3mMa B XpaHeHETO

YectH:
Penxn:

MHoro peaxu:
C HEeH3BECTHA YECTOTA:

Icuxwaam HapyiueHns

C Heu3BecTHa "ecToTA:
HapyieHus Ha HepBHATa CHCTEMA
Peaxu:

C HeH3BeCTHA YeCTOoTa:

Hapymenus Ha o4ute
C HeH3BECTHA YECTOTA

CbAoBH HapylLICHHA
C HeM3BeCTHA 4eCTOoTa:

CroMalHo-upeBHH HapyHIeHHs
Yecti:

FR/H/0532/IB/004+MAH transfer

XHIIOMarHesueMHs

XUnepKaJiaeMus

XUIMOXNOPEMHYHA aJIKaJio3a

AHOpekcHA, HAMANICH alleTHT, EJICKTPONHTeH Aucananc,
XHEPXONecTePONeMHS, XHIICPIITHKEMHUSA, XHITOBOJIEMHUS

beznoxkoHcTRO

['napobonue
3aMadgHOCT

-
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C Hen3BecTHA YecTOTA: TlaHkpeaTHT, CTOMAMEH AUCKOMOPT

XenaTobHIHADHH HapyIICHHA
C HeH3BECTHA YECTOTA: XenatouenyapeH HKTep, X0JecTaTHYEH HKTep

Hapymenns Ha xoxara U IOAKOXKHATA ThKaH
C HEH3BECTHA YeCTOTa: JIynyc-nonobeH cHHAPOM, (POTOCEHCHOMTH3ALINA, KOXKEH
BaCKYJINT, TOKCHUHA eNHAepMaIHa HEKPOJIH3a, epuTeMa

MYJTH(QOpME

HapyiueHns Ha MyCKyJIHO-CKEJIETHATA CHCTEMA H ChEAHHUTENHATA ThKAH
C HeM3BeCTHA YeCToTA: Cnabocr

Hapymenus Ha OBOpenpTe ¥ MHKOYHUTE IMETHING
C HeH3BeCTHA YeCTOTa: Hnrrepcruinanien Hedpur, 0n0peuHa nucdyHKIMA,
IIIHOKO3YPHA

O6mu HapynreHHs B e(eKTH Ha MACTOTO Ha NPHIIOIKEHHE

C HeuzBecTHA YecTOTA: ITupexcus
HacneapaHus
C HeM3BEeCTHA YECTOTA: [ToBHINEHH TPUrNHLUCPUIH

Onucanue Ha u3DPanu HeENCENARU AEKAPCMEEHU DEarKyuy

AbOHOpMHA YepHOAPOOHA YepHOAPOOHO HAPYIIIEHNHE

IToBedeTo ciryuan Ha aGHOPMHA YepHOZpobHa PyHKLUHA/ UepHOAPOGHO HApYLIEHHE OT NOCT-
MapKECTHHTOBHA OIHT ¢ TEAIMHCAPTaH ca MpH nanueHTH ot Anonus. Ilpyu naumenTH ot AAnonua uMa
NO-rojISMa BEPOSTHOCT Ja CE€ MOJYYAT Te3H HEXENIaHH JIEKAPCTBCHH PeaKidu.

Cerncue

B mamurBanero PROFESS, ce HaOmoaapa moBHIneHa 4yecToTa Ha CENCHC [IPH TEAMHCAPTAH B
cpaBHeHHE ¢ mianebo. CEOMTHETO MOXKe /14 € ClTyyaiiHa HAX0AKa WIH Ja € CBEP3aHO ¢ HEH3BECTEH 32
MOMEHTA MeXaHH3BM (BK. TOUYKA 3.1).

C Ha 6en10 Ha BojecT
Ciyvau Ba uHTepcTHIIHaNMHA Genoapobna Oonect ce cholIaBaT B HOCT-MapKETHHIOBHA NIEPHO, TIPH
HAJIMYHE Ha BpeMEHHA Bpb3Ka ¢ pHeMa Ha TenMucapTal. [lpuanHaa Bph3ka obave He € yCTAHOBEHa.

Crofiapane Ha nogO3NPaHH HEKEIAHY PEAKITHH

CrofmaBaHeTo Ha NOJO3UPaHN HEXKENaHK PeakiMM CIIe] pa3peliaBaHe 3a ynorpeda Ha NexapcTBeHUs
MPOOYKT € BaxkHO. ToBa NMO3BOJIAEA 14 NPOARDKH HabIFONEeHHETO Ha ChOTHOLICHHETO MOJI3a/PHCK 3a
NEKAPCTBEHHA MPOoAYKT. OT MEAUUIMHCKHTE CISLHATNCTH C€ H3UCKBA A ¢HoOIaBaT BCAKA
NoAO3KpaHa HexkeslaHa peakipia upes UanwaHnTenHa areHuHs 1o Jiekapersara, yi. ,.Jdaman I'pyes”
Ne 8, 1303 Codmus, Ten.: +359 2 8903417, yebGeaiit: www.bda.bg.

4.9 IIpenosmpane

Hugopmalmiara 3a TeIMHUCAPTaH 10 OTHOLICHHE Npeao3dpaHe NPH Xopa € OrpaHH4eHa. jﬁé@g& P

KOATO XMAPOXJIOPOTHAIM] CE OTCTPaHABa Ype3 XEMOOHANIH3a, HE € OIpeicNncHa. &7 e
f .-” ,.i‘ _ -,'_-'_a F -l“ ;
°--- _f_é ._2
: ._ i-,. R
Cumnromu P ERE R o
Haii-u3sBeHuTe MPOABH Ha IPEI03HpaHe ¢ TCIMHUCAPTaH Ca XMIIOTOHHA U Taxm{ap,nua, ﬁphmﬂtapﬂﬂﬂr / :

3aMaiiBaHe, MOBPHIAHE, NOBHIIABAHE HA CEPYMHHS KPEaTHHHH H 0cTpa Oh0peyHa HEOCTaTpYHOCT -~ 4%
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CBIIO ca chobmaBanu. [Ipeno3UpaHeTo ¢ XHAPOXIOPOTHAZH] C€ CBHP3Ba C CIEKTPOIMTHO H34YEPITBAHE
(XHMnoxamTMeMHs, XHNOXJIOPEMHIA } U XHITOBOJIEMHA B pe3y/ITaT Ha NpeKOMepHara auypesa. Haii-
YECTHTE NMPOSIBH ¥ CHMIITOMH HA NPEO3HpaHe Ca FAAcHe H CHIIHBOCT. XHIIOKAIHEMHATA MOXKE Ja
AOBENE A0 MYCKYJIHM CA3MU M/WIH aKUCHTYWpaHa apiTMHuS, CBHP3aHa ChbC ChIIPOBOXKAAMATA
ynoTpeba Ha AHTHTATMCOBH MIOKO3HIH MM OIIPEEJIEHH NIPOTHBOAPHTMHYHH JIEKAPCTBEHH

TIPOJYKTH.

Jleuenre

TenMucapTaH He ce OTCTpaHsBa ¢ XxeMoananu3a. [lauueHTHT TPAOBa Aa ObC HENPEKBCHATO
MOHHTOPMpAH, a JICYSHHETO Aa 0be CHMITOMATHYMHO H nogabp:kamo. [IoBegeHneTo ce onpejens or
BPEMETO CISA MOrTBIIAHETO H TEXKECTTa Ha CHMITTOMHTE. [IpeamaraHiuTe Mepki BRIIOUBAT UHAYKLIAA
Ha MOBPBIIAHE B/WIKM cTOMAMIeH NaBax. [IpH neueHHe HA Mpeno3upaHe NOJE3eH MOXe Aa fbe U
aKTHBHHMA BBIIeH. Yecro TpabBa J1a ce HabmoaaBaT cepyMHHTE e1eKTPOJIMTH H KpeaTHHHHa. IIpu
NOABA HA XHIIOTOHMSA, NMALMEHTHT TpAOBa Aa Oble MOCTABEH B JIETHAJIO MONOKEHAE, KATO 6Bp30 ce
NPHIOKH 3aMECTBALIlA TEPAIHA ChC COMH B TSUHOCTH 33 KOPHTHpaHe Ha obeMa.

5. ®OAPMAKOJOIHYHH CBOMCTBA

5.1 ®apMakogHHAMHYHEA CBOHCTBA

(DapMaKoTepaneBTHYHA rpyna: AHTaroHHcTH Ha aHrHoreH3uH I w guypernuu, ATC koa: CO9DAO7

Teamucapran/Xuapoxnopornasul Tera € koMOHHALIMA OT AHTArOHHMCT HA PELISITTOPHUTE Ha
aHrnoTeH3nH I, TeMucapTan, ¥ THASKIOB MMYPETHK, XUApoxsopoTHasni. KomOuHanuata o1 Te3un
CBCTABKH MMA aJHTHBECH aHTHXHUNIEPTESH3HBEH eheKT, HAMAISBAHKH KPBEBHOTO HAJATaHe IOBEYe
OTKOJIKOTO BCEKH OT KOMIIOHSHTUTE NOOTAEARO. TenMucapTan/XuapoxjaopoTHasu 1eea eHH BT
ITHEBHO OCHIypaBa ¢(pEKTHBHO M ILTABHO TIOHH)KEHHE Ha KPBbBHOTO HAIATAHE B LIA/1ATa raMa Ha
TepaneBTHYHATA [034.

MexanH3EM Ha N€HCTBHE

Tenmucapran e nepopanHo e()eKTHRBEH H CrieLMpUucH aHTaroHuceT Ha noasua 1 (AT,) peuenTopa Ha
anruoreHsyH II. TenMucapran waMecTsa arrnoreH3HH 11 ¢ MHOrO BUCOK aMHHTET OT MACTOTC MY Ha
cBBbp3BaHe B moAsuA AT Ha penenropa, KOMTO € OTTOBOPEH 3a H3BECTHHTE NEHCTBHA HA AHTHOTCH3HH
II. Tenmucapran HAMa HUKAKBA YaCTHYHA aTOHMCTHYHA aKTHBHOCT BBPXY penerrropa AT),.
TenMucapTaH celIeKTHBHO ce CBBbp3Ba ¢ peuentopa AT,. CBep3BaHeTO € C NPOABIDKHUTEICH XapaKTep.
Tenmucapras He noka3pa apHHATET KbM APYTH pelenTopH, BmounrenHo AT, u Apyry, no-ciabo
XapakTepuinpany AT peuerrropH. @yHKUHOHAIHATA POJIA Ha TE3H PELISTTOPH HE € H3BECTHA, HHTO
edexTa OT TAXHOTO CBEHTYAHO CBPBEXCTHMYIHpaHe OT aHruoreH3uH II, uniro HuBa ce nosHImasar
NpH NPUICKEHHE HA TEIMUCApTaH. TenMHucapTaH MOHIKARA IUIa3MEHUTE HUBA Ha AJIZIOCTEPOH.
TenMucapTan He NOTHCKA PeHHHA B IIa3MaTa MpH Xopa KU He OlioKupa HOHHUTE KaHaNH. TeaMucapTaH
HE NOTHCKA KOHBEPTHPAIMA aHIHOTeH31MHa eH3uM (KuHHHaza 1), ensrMa, kOHTO pasrpaxna u
OpanuxuauH. [opaau ToBa He ce 0YaKkBa MOTEHIHPAHES HA MEAMUPAHH OT OpagHKHHHH HEXeJAHH
JIeKapCTBCHH PERKITHH.

[Ipu no3a 80 mg TenMucapTaH, MPUIOKEHA HA 31PaBy AOOPOBONLIM, MOYTH HAMBIHO CE MOTHCKA
MOBHINABAHETO HA KPBBHOTQ HAJAraHe, penu3rHKaHo ot aurdorensun ([ EdexTsT Ha noTrckane ce
NOAALPXKA Hal 24 | € Bee ole H3MepHM a0 48 yac,

L
J?‘

XupoxIopoTHasHA © THa3HACH AHYPeTHK. MeXaHHM3MBT Ha AHTHXHHNCPTEH3HBHHA ede
THAZHIHUTE JHYPETHLH HE € HAIThIIHO M3jACcHeH. TrHasHauTe HMaT eheKT BEPXY 6‘55[36__ ﬁ?%

MEXAHH3MH Ha €IeKTDOIHTHA PeaGCopOIIHA, AMPEKTHO NOBHIIABANKH SKCKPELHUATA HA HAFpuh) KC "
B IIPHGIM3HTETHO €KBHBAIIEHTHM KOJHYeCTRA. JIMypeTHHOTO AeficTaHE Ha xn,upoxnbpoménn -
HaMaJIiBa IJIa3MeHHs 00eM, MOBHIABA AKTHBHOCTTA HA IUIA3MEHHA PEHHH, MOBHINIABA ceapeumrra Ha
aNAOCTEPOH, ¢ TMIOCACABALIC NOBHINABAHE HA YPHHapHATa 3aryfa Ha KanMi 1 Gpmapﬁoﬂam W o
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NOHWXKaBaHE HA CepYMHHA kanui. Hak-pepoaTHo upes 6/10kana Ha cHCTEMAaTa peHMH-aHTHOTEH3HH-
aANJOCTEPOH, SAHOBPEMEHHOTO NPHUNOKEHHE ¢ TEIMACAPTaH UMa TeHACHLIMA 3a O0paTHMOCT Ha
3ary0ata Ha Kauii, CRep3aHa ¢ Te3d auyperAud. [Ipy XuapoxnopoTHazul, HauanoTo Ha AMYpe3aTa €
cireA 2 Jaca, a MakCHManeH eQeKT ce HabmozAasa cien oKono 4 yaca, KaTo JeHCTBHETO MEPCHCTHPA
npubau3HTenHO 6-12 yaca.

Knunnyna edhukacHOCT U 6€3011aCHOCT

JleueHHE Ha €CEHIHANHA XHIIEPTOHHA
Cnen IppBaTa 1038 TEIMHCAPTAH, aHTHXHIIEPTEH3MBHATA AKTHBHOCT MOCTENEHHO ¢€ NPOABABA B

paMkuTe Ha 3 yaca. MakcHuMaHO ITOHIDKEHHE HA KPBBHOTO HANATaHe KaTo LHUIO ¢ MOAABbpxKa 4-8
CEIMMITH CJIE]] 3a04BaHe Ha JICYEHHETO H € NOCTOSSHHO NPH MPOAL/LKHTEIHO JICUCHHE.
AHTHXUNIEPTEH3UBHUAT €QEeKT NePCHCTHPA HENPeKBCHATO 24 vaca ciel JO3HPAHETO H BKIIOYBa
nocJeaAHuTe 4 yaca Npeu clieaBalliaTa n03a, KakTo € AoKa3aHO ¢ aMOy1aTOPHH H3IMEPBAHUA Ha
KPBLBHOTO HaIArane. ToBa ce NOTBBpKAaBa OT H3MEPBAHHA, HAIIPABEHH B TOYKATA Ha MAKCHMAJTHHA
e(beKT H HeNOCPEeACTBEHO MPeaH CIeABAMATA K034 (CHOTHOUEHHETO MEXIY HAM-HHCKOTO HUBO H
nuka € nocroauno Haa 80% caen aosm or 40 1 80 mg TenMKcapran B KOHTpoaUpanM ¢ mauebo

KJIMHHYHRH [POYYBAHHSA ).

IIpu nalMeHTH ¢ XHNEPTOHHA TSIMHCAPTaH HAMAJAEa SHOBPEMEHHO CHCTOIHYHOTO H
AUACTONHYIHOTO HaJLAraHe 0¢3 Ja BIMse BEPXY MYJICOBATa 4eCTOTa, AHTHXUIIEPTEH3UBHATA
e(pHKACHOCT HA TeJIMHCAPTAH € CPaBHHMA ¢ Ta3H Ha MPOAYKTH, NPEACTABHTENHH 3a APYTH KJ1acoBe
AHTHXMNEPTEH3UBHH IEKAPCTBCHU HPOAYKTH (ACMOHCTPHPEHO B KJIHHHYHHN M3ITHTRAHHUA, CPABHABAINM
TEIMHMCAPTaH ¢ AMJIOJIHITHH, aTEHOJION, eHANANIPHI, XHAPOXJIOPOTHA3HA H TH3HHONIPWN).

ITpu pAsko cMpaHe Ha TIeYEeHUETO ¢ TEIMHCAPTaH, KPhBHOTO HAJATAHE MTOCTETICHHO C€ BPhIa KbM
CTOMHOCTHTE MpPEAM JSUYESHHETO 33 NIEPHOA OT HAKOJIKO HH 0e3 NaHHH 33 IOBTOPHO PAa3BHTHE HA
XHTIEPTOHMS.

YecroTara Ha CyxaTa KauuiMLa © 3HAYHTEIHO H0-MaJIKa NPU NalHeHTH, JIEKYBaHH ¢ TeJIMHCapTaH, B
CpaBHEHHE C Te3H, NOTYYHWITH HHXHOUTOPH HA KOHBEPTHPAIHA AHTHOTEH3UM €H3HM, AEMOHCTPHPAHO
B KJIMHMYHH H3NMTBAHHA CPABHABALIHN ABETE AHTHXHNCPTCH3UBHH JIeUEHHA.

CopaedHo-cha0Ba NpOQHIAKTHKA

ONTARGET (Texymo rimobanHo npoyusaHe Ha KpaliHu TOUKH IIPH NPHIOKSHHE HA TEIMHCApTAH
CaMOCTONTEIHO H B KOMOMHAIMA C paMUIIPH/) CpaBHABA €(PEKTUTE HA TEIMHCAPTaH, PAMHIIPHI H
KOMOMHALIMATA OT TEIMHCAPTaH H PAMHNIPHJ BBPXY ChpIASYHO-CHAOBHA H3X0H NpH 25 620 nmammeHTH
HA BB3PAcT 55 TOJAMHH MITH NO-BB3PACTHH, ¢ AHAMHE3A 33 KOPOHAPHA apTepualiHa HonecT, MO3bYEH
HHCYJIT, IPEXOAE€H HCXEeMUIEH MPHCTHII, NepHepHO apTepHaIHO 3a00/19BaHe WIH 3axXapeH aHabeT
THII 2, IPHAPYXKEH C JAHHU 34 KPaHHA cTeneH HA OPraHHe YBpEXAane (KaTo peTHHOATHY,
JIEBOKAMEPHA XUITEPTPOodHus, MAKPO- HIIH MHKPOANIOYMHHYPHA), KOUTO Ca TIOIMyNalHA C PUCK OT
BBH3HHKBAHE Ha CHPACYHO-CHA0BU HHIMAEHTH.

IMaimeHTHTE ca paHIOMH3NPAHH KBM €Ha OT CJIeAHHTE TPH IrPYIH Ha JleveHKne: Tenmucaptad 80 mg
(n=8 542), pamumpun 10 mg (n=8 576) win xkoMOMHaLmATa OT TeMuUcapTad 80 mg H paMHUIIpUN
10 mg (n=8 502), ¢ mocneapaio CpeaHO BpeMe Ha pocneasBade 4,5 roauHy,

TenMurcapTan nokasea CXONeH e(PEKT ¢ paMHIIPHI 32 HAMAJ/IABAHE HA ITbPBHYHATA KOMO
KpaiiHa TOYKa OT CEPACYHO-CHI0BA CMBPT, HedaTaleH HR(APKT HA MHOKApaa, HedaTalcH
MHCYNT WIH XOCTIMTAIM3ALMA NOPaJM 3aCTOMHHA ChplledHa HEAOCTaThYHOCT. HecToTaTa Has' . ,..*’é‘

ITbPBHYHATA KpaifHa TOYKA € CXOAHA B TpynuTe Ha TenmMucapraH (16,7%) 1 paMMIIpHIT: 1&5%)’ * 3,

KoedHIMeHTET Ha PHCK 33 TETIMHCApTaH cnpaMo pamunpua € 1,01 (97,5% 1M 0,93 — | 'ID, p(ﬂe 110- " } J:_’_i:

nowa edukacHoct) = 0,0019 npu rpanuma 1,13). IIpoueHTET Ha ciy4alTe Ha CMBPTHOGT: ananH / >

KaKBaToO M 1a € MpH4YHHa € ¢BOTBEeTHO 11,6% u 11,8% cpen maumenTHTE, NEKyBaHH C TE!JIMHcapTﬂH H oo

PAMMIIPHI. S .f-,;g;.-'*’i "
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YCTaHOBEHO €, Ue e(hUKaCHOCTTA Ha TEIMICAPTAH © CX0Ha C Ta3H Ha paMHUIIPHI TIPH NMPEABAPHTENHO
onpenejieHaTa BTOPHYHA KpaiiHa ToYKa Ha ChPJEHHO-CHAOBA CMBPT, HeaTalIeH HHPAPKT HA
MHOKapaa U HedaraieH Mo3buaeH HHCYIT [0,99 (97,5% AU 0,90 — 1,08; p (ve no-noiua epHUKacHOCT) =
0,0004)], mepeHuHaTa kpaiina Touka B pedepentHoTo npoyusane HOPE (TIpoyusane 3a OLiEHKA Ha
ChpASYHURA H3XOJ NpH NpoPHIAKTHKA), KOSTO NpoyyuBa ePeKTa HA PAMHIIPHI CTIPAMO Iareso.

IIpoyuBanero TRANSCEND panznoMusupa nauueHtH ¢ HenoHocAMocT KbM ACE unxuburopn ¢he
CXOOHM KPHTEPHM 33 BKIO4MBaHe Kato npoyusaHeTro ONTARGET, na reamucapran 80 mg (n=2 954)
WM 1v1atebo (n=2 972), kaTo ¥ ABara ce NMpu/araT B AOIMBIIHEHHE KbM CTAHJAPTHHUTE IPHKH.
CpenHata npoAB/DKHTEIHOCT HA MpocheassaHe € 4 roanHd H § Mecena. He ce orkpuBa
CTATUCTHYECKH 3HAYHMA pa3jiKa B YECTOTATa Ha IThPBHYHATA KOMOMHHpaHA KpaiiHa TOYKa
(cepae4HO-CHAOBA CMBPT, HedaraneH HHGbapKT Ha MHOKApAA, HeaTaleH MO3IbYSH HHCYAT WIH
XOCIHMTAJIH3Al[HA TIOPaaH 3aCTOMHA ChpACYHA HEAOCTATEYHOCT) [15,7% B rpynaTa Ha Te/IMHCAPTaH H
17,0% B rpynara Ha manebo ¢ koepuumenT ya puck 0,92 (95 % U 0,81 — 1,05; p = 0,22)]. Uma
AAHHH 32 TN0/13a Ha TEIMHUCAPTAH B CpaBHEeHHe ¢ I1anebo NpH npeABAPUTENHO ONPeacICHATa
BTOpHYHa KOMOHHHpPAaHa KpaHHa TOMKA OT ChpHACH¥HO-CHA0BA CMBPT, He(aTalleH NHPapKT Ha
MHOKapAa ¥ He(aTaneH mosbueH uecynr [0,87 (95% AU 0,76 — 1,00; p = 0.048). Hama nannm 32
107132 IIPH CHPASIHO-CHAOBA CMBPTHOCT (koeduumenT Ha puck 1,03, 95% JIU 0,85 — 1,24).

Kamyiua 1 anrioenem ce Cbo0ImaBaT no-psako NpH MAUMEHTH, JICKYBAaHH ¢ TEJIMHCAPTaH, OTKOIKOTO
TIpH MALHEHTH, JEKYBAHH ¢ paMHIPHI, JOKATO XHIIOTOHHA ¢¢ ¢ho0lInaBa mo-4eCcTo npH TEIMHCAPTAH.

KoMOHHIpaHeTO HAa TEIMACAPTAH ¢ PAMHIIPH HE YBEJIMUABA T10J13aTa CIPAMO PAMHIIPHN WITH
TEJIMHCAPTAH, IPHICKEHH CAMOCTOATENHO. CHPaeUHO-ChAOBATA CMBPTHOCT H CMBPTHOCTTA MOPaIH
KakBaTO H 14 € NPHYHHA ¢& YHCIICHO MO-BUCOKH MpH KOMOUHAI|ATa. OCBEH TOBA MMa 3HAYMMO N0~
BHCOKA YECTOTA HAa XMNEepKATHeMHA, 6B0peuna HegoCcTaTBUHOCT, XMNOTOHHA H CHHKOII B Ipynara ¢
koMOHHalmaTa. [lopaan Ta3u npuyMHA, eNHOBPEMEHHATa YnoTpeOa Ha TeJIMHCAPTaH H paMMITPHN He
CE MpeOPBYBA ITPH TA3H MOITYIALHA.

B uanaTBaHeTo ,,CXxeMa 33 HpeBeHINA ¢ Lied ehekTUBHO W3bareaHe Ha MOC/IeABaI HHCYITH
(Prevention Regimen For Effectively avoiding Second Strokes, PROFESS) npn nauuesTH Ha BE3pacT
50 u noBeue roAWHN, KOUTO C& NPEKAPATA HACKOPO HHCYAT, ce 3afeiiiiBa NOBMIIEHA MECTOTA Ha
CeNncuc NpH TeIMHCAPTaH B cpaBHeHHe ¢ roranebo, 0,70% cfy 0,49% [Koed. na pucka 1,43 (95%
HHTEpBa Ha AopepHuTenHocT 1,00 - 2,06)]; yecrorara Ha ¢lydanTe ¢ araneH Celncue HapacTBa IpH
naupeHTHTe Ha Teamucaprad (0,33%) c/y nauperTuTe Ha manebo (0,16%) [Koed. na pucka 2,07
(95% unTepBan Ha aosepurenHocT 1,14 - 3,76)]. Habmonasanara NOBHINEHA YECTOTA HA CEICHC BBB
BpB3Ka ¢ ynoTpebaTa Ha TeIMHCAPTAaH MOXE J1a € HIH clTydaiina HaX0AKa, WIH Ja € CBEP3aHa ¢
HEH3BECTEH 38 MOMEHTA MEXaHH3 M.

JBe roneMu paHAOMH3UpaHH KOHTpoHpany npoyuBaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymo rinobanto u3nureaHe 3a
KpaiiH{ TOYKH HA TeJIMHCAPTaH, CAMOCTOATENHO H B KoMOHHaLpA ¢ pamunprn) ¥ VA NEPHRON-D
(KomuaryHO npoy4dBane cBbP3aHO C pa3BHTHE HAa HepponaTHa NpH AHabeT, MPOBEACHO OT
MHHMCTEPCTBO 110 BBIIPOCHTE HA BeTEPaHUTE ) — MpoyuBaT yiiorpedara Ha koMOuHaImATa ot ACE
HHXHOHTOP M aHruoTeH3uH II-perenropen 6nokep.

ONTARGET ¢ npoyusane, NpoBeaeHO IPH NALHEHTH ¢ AaHAMHE3a 34 CHPACYHO-CHAOBA WIH
MO3BYHOCHA0BA Donect, Wi 3axaped AHabeT THN 2, NPHAPYKEHH C JaHHH 33 YBPEXKHAHE HA .-
eekTopHH oprasy. 3a no-noApodHa HHPOpMAaLs BIDKTE pazaen ,,CbpAeuyHO-ChA0Ba npe _

rope.

VA NEPHRON-D e npoyusane npu naliMeHTH ¢b¢ 3axapeH Auader THN 2 U AuaberHa Hq’ JONatmL. 7 gl»

Te3u npoy4BaHUA HE MOKA3BAT 3HAYUM O1aronpHATeH ePeKT BLpXY OB0peuHHTe W/HIH c'bp;u.etlﬂo VR

CHAOBUTE MOCAEAHIM H CMBPTHOCT, KaTO CHINEBPEMEHHO Ca HabmonaBaHH NOBHILCH PHCK OT - j s ]

XHTIEPKATHEMHS, OCTPO YEpEKaaHe Ha Or0peHTe H/UIH XHITOTOHKA B CPaBHSHHE C MoHorepamﬂTa . z-'_f_‘,cff_.
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Karto ce HMaT npeapH CXOOHHTE UM ¢apMakoJHHAMHYHH CBOMCTBA, TE3H PE3yATATH Ca NPHIOKHMH
H 3a gpyru ACE uaxuburopu 1 anruorersss l-peuentopHs 6okepH.

ACE waxuOuropu ¥ anrnoreH3dH Il-petenrropay GokepH crneaoBaTeNHo He TPpAOBa Aa ce M3NION3BAT
¢AHOBPEMEHHO IPH NaMeHTH ¢ AHabeTHa HedpOoNAaTHA.

ALTITUDE (KnunimHo npoy4YBaHe NMPOBEACHO ¢ AIACKMPEH MPH NIALMEHTH CBC 3axapeH AuabeT THIL
2 ¢ MINON3BaHe Ha CHPACYHO-CHIOBH H OB0peyunn 3ab0naBaHna KaTo KpaHH TOUKH) € NpoyJYBaHe,
NpeaHa3HAYEHO a W3CIeBa No/3ara oT JoOaBIHETO HA AJTMCKUPEH KbM cTaHAapTHA Tepamud ¢ ACE
WHXHOUTOP HIH aHrHOTeH3HH Il-penernrropeH O110Kep NpH NaLMEHTH ChC 3axapeH qHader Tan 2
xpoHuqHO 6B0peuHO 3abonaBane, ChpAEUHO-CHAOBO 3300MABaHe WiIH U ABeTe. ITpoyaBaHeTo €
IpeKpaTeHo NpeXAeBPEMEHHO NOPai MOBHLICH PHCK OT HeOnaronpuaTHH nocaeaui. Kakro
CBPACHHO-CHIOBATA CMBPT, TaKa ¥ HHCY/ITET Ca MO-YECTH B rpynara Ha alMCKHPEH, OTKOJIKOTO B
rpynara Ha mauedo, a npeacTapiaBallHTe HHTEPeC HeKeAaHU CHOHTUA M CEPMO3HH HeXeTaHH
cbOHTHA (XMITEpKATHEMHESA, XHNIOTOHUA ¥ OB0peuHa AHCHYHKIA) ce CHOOILIABAT MMO-9€CTO B rpynaTa
Ha aJIACKHpPEH, OTKOJIKOTO B rpynarta Ha mhauebo.

EnmaeMuoIorusiil npoyuBanus MOKa3BaT, ue NPOALIDKATENHOTO JISYCHHE C XUAPOXIIOPOTHAZH
HaMaIABa PHCKA OT CHPAEUYHOCHACBA CMBPTHOCT M 3ab0sieBaeMocCT.

Edextrnte Ha dhukcHpaHaTa 1034 B KOMOHHAIIMATA TEIMHCAPTAH/XHIPOXJIOPOTHASH BBPXY
CMBPTHOCTTA ¥ CHPACHYHOCHAORATA 3a00N1eBAEMOCT 32 MOMEHTA ¢4 HCH3BECTHH,

IlenHaTpuyHa nony;iaims
Epponeiickara areHuu 10 JIEKapCTBaTa 0cBOO0KAaBA OT 3aABLKCHHUETO 3a MPEIOCTABAHE Ha

PE3YITATHTE OT MPOYYBAHHATA ¢ TEIMHCAPTAH/XMIPOXIOPOTHAZH, BBB BCHUKH MIOArPYIM Ha
NeAHaTPHYHATA NOMYJIaLHa IpH (BXK. Touxa 4.2 3a HHGopMaLMs OTHOCHO yroTpeba B NeANaTpHUATa).

5.2 @apMaKkOKHHETHYHH CBOHCTBA

KoMOHHHMpaHOTO NPHIOKECHHE Ha XUIPOXJIOPOTHA3H M TEJIMHCAPTaH KaToO 4e JIH HAMa e(eKT BhpXy
dhapMaKOKHHETHKATA Ha KOSTO H [a € OT ABeTe BEINECTBa IIPH 3/ipaBH HHIWBHIH.

Abcopbrms

Teamucapran: Cnen nepopaiHo NPHIOKEHHE NUKOBH KOHLCHTPAaLMH Ha TEIMHCAPTAH C& JOCTHTaT
0,5 — 1,5 vaca cnen gosupaHero. AOCOMOTHATa GHOHATHYHOCT HA TeNIMHcApTaH npu 40 mg u 160 mg
¢ CpOTBETHO 42% u 58%. XpaHata neko noHmwkapa SHOHAJIMYHOCTTA HA TEJIMHCApTaH, ¢ peayLHpaHe
Ha 30HATa NOJ| KpUBATA 3a IU1azMeHaTa KoHueHTpauma/speme (AUC) ot okono 6% nipu Tabnerka ot
40 mg 1 oxono 19% cnen ao3a o1 160 mg. Okono 3 vaca ciren NpHIOKECHHETO MJIa3MEeHaTa
KOHLICHTPALMSA € €Ha U ChlNa, HE3aBUCHMO JaJIH TEIMHCAPTAH € NpHET Che i Oe3 Xxpana. MajkoTo
nonwkeHue 8 AUC He npeanonara NpuYHHABAHE HA PEAYKUMA B TCPANIEBTUYHATA 8KTHBHOCT.
Tenmucapran He ce HATPYNBA 3HAYHMMO B IJIA3MaTa P MOBTOPHO NPHIOKEHHE,
Xuppoxnoporuasuz: Cien nepopaHo npuackeHue Ha TeaMucapras/ XMapoxiiopoTHasua Teea
MHKOBH KOHLICHTPALMH HA XHAPOXJIOPOTHA3M ¢ JocTHraT npudausuTento 1,0 — 3,0 yaca cnex
noszupane. Ha 6azara Ha kyMynaTiBHaTa OB0pedHa eKCKpeUra Ha XHAPOXIOPOTHA3HAA, abcomoTHATA
OuoHaNMMYHOCT € okoo 60%.

Pasnpenenenne
Tenmucapran ce CBBP3Ba CHITHO € IVIA3MEHHTE NPOTEHHH (>99,5%), OCHOBHO AIOYMHH H

KUCEeN MIMKONpoTeHH. BuaumMuar o0eM Ha pasrnpeneieHHe Ha TenMUcapTaHd € mpHOan3 QB0 7).
NHTPA, KOETO € MOKA3ATENHO 32 JOWBIHATEHO THKAHHO CRBLP3BaKe, £y
! o i J"'.-:‘.--:
XHApOXJIOpOTHA3H ce CBBbp3Ba B 68% ¢ NpoTeHHUTE B IIa3MaTa H HEMOBUAT Bunum/o@' | HEs
o ES L
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pasopeacnexue ¢ 0,83 — 1,14 Lkg.
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BbuorpanchopM

TemvncaptaH ce MeTabonusupa ype3s KOHIOraLma, KaTo gopmupa ¢apMakoaoriyHO HEAKTHBECH
AUWITIIIOKYPOHH. [ MIOKYPOHHIBT HA OCHOBHOTO ChSIHHEHHE € €IHHCTBEHHAT METaboIHT
HaeHTHQHIHpaH npH xopa. Cnen eauHIYHA 103a OT “C-MapKHpaH TeJIMHCAPTAH, IIIOKYPOHUITBT
npeAcTapisBa npuomu3HTenHo 11% ot u3mepeHara B rwiasmara paguoakTHBHOCT. Llrroxpom P450
H30CH3MMHTE HE YYACTBAaT B MeTabO0MI3Ma Ha TEJIMHCAPTaH.

XUOpoXROopoTHA3HALT He ¢¢ MeTabonusupa MmpH xopa.

Enumunnpane
Teamucapran: Crien HATPaBEHO3HO HWITH NTEPOPATTHO MPUIOKEHHE Ha “C-MapKHPaH TeJIMUCApTaH,

MIOBEUETO OT MpHJI0KeHaTa 103a (>97%) ce enHMMHRHpa ¢ QeKANHHTE Mpe3 JKITbYHA eKeKpermd. CaMo
MAIKH KONHYECTBA ¢6 OTKPUBAT B ypuHatTa. ODIMAT 11a3MEH KIMPHHC Ha TEIMHCAPTAH Ce]
nepopaHO npunoxkerue € >1 500 ml/min. TepmuaranuusT nonyxuBot € >20 4Yaca.
XHAPOXTOPOTHA3HA C€ EKCKPETHPA MOYTH HALMAJIO KaTO HeIIPOMEHEHO BELUECTBO B ypuHaTa. Oxono
60% ot nepopanHaTta x03a ¢e enMMUHHpa 3a 48 yaca. BrOpeuHHAT KimupBHC € OKoNo 250 —

300 ml/min. TepMuHATHUAT NOTYKHBOT HA XHApOXIIOpoTHa3Ua € 10— 15 vaca.

JIMHEHHOCT/HeNUHERHOCT

QapMaKOKHHETHKATA Ha TIEPOPATHO NPHIOKCH TEMUCAPTAH € HelTHHelHa B 1034 20 — 160 mg, ¢ no-
TONMO OT TIPOMOPLIMOHATIHOTO TIOBHIIIEHHE Ha IUTasMeHuTe KoHUeHTpamuu (Cmax u AUC) npu
MOBKLIABAHE HA JIO3UTE.

XuapoxnopoTHa3nj NOKa3Ba JIHHeHRa apMaKOKMHETHKA.

Crapuecka BB3pacT
dapMakOKMHETHKATA HA TEJIMHCAPTAH HE CE pa3jiMyaBa MPH XOpa B CTAPUYECKA BB3PACT B CPABHEHME C

TE3H Ha BB3pacT noj 65 roauHun.

Ilon

IlnasMeHHTe KOHLUEHTpAlHH Ha TEJIMHCApTaH OOHKHOBEHO ca 2 — 3 ITbTH NO-BHCOXH OpH J)KEHHU B
CpaBHEHHE C MBxe. B KIMHUYHY W3NKWTBaHKS 00aue He ce YCTAHOBABA 3HAYMMO MOBUIICHHE HA.
KPBEBHOTO HaJIATaHe MITH B YECTOTAaTa Ha OPTOCTAaTUYHATa XUIIOTOHAA IpH xkeHH. He ce Hanara
KOpeKIHA Ha Ao3aTa, ChiIeCTBYBA TEHASHIIHS KbM MO-BUCOKH [Ia3MeHH KOHUEHTPAaMH Ha
XHAPOXIIOPOTHA3H/ TIPH XECHH B CPABHEHHE ¢ MBbXe, ToBa HE Ce CUHTA 33 KTMHHYHO 3HAYHMO.,

beOpeunHo yBpeKaaHe
brOpeynara ekckperus He JIONpHHACA 34 KIHPBHCA HA TEIMHCAPTAH.

Ha 6a3ara Ha CKpOMHHA OIHT € JIEKO O yMepeHO OB0petHo yBpexKAaHe (KpeaTMHHHOB KITHPBHC 30 —
60 ml/min, cpeano oxono 50 ml/min) He ce Hanara KOpeKLMA Ha 03aTa NPH NALKEHTH ¢ HOHIDKCHA
OBOpeuna pyHxumi. TeIMUCApPTaH He ce OTCTpaHaBa OT KPBBTa ¢ XeMoanan3a. [Ipu nampenTn ©
HapyineHa 6p0peuHa dyHKLMA CKOPOCTTa Ha eTMMHHHpPaHE Ha XHAPOXJIOPOTHA3HI ce HOHHXKapa. B
THNHYHO MPOYUYBAHE C MTALMEHTH, IPH KOUTO CPEIAHHUAT KPEATUHHHOB KIHUPBHC € 90 ml/min,
CJIMMHMHALMOHHHAT NOJIYKHBOT Ha XMAPOXJIOPOTHA3K ce nosuiasa. [Ipn ¢yHKIHOHANHO
aHe(ppUIHH NTALIMEHTH ¢JTHMHHALHOHHHSAT MOJIYXKHBOT € OKOJO 34 yaca.,

YepHoapobHo yBpexxnaHe
DapMakOKHHCTHIHUTE IPOYIBAHHA NIPH YEPHOAPOOHO YBpeKIaHe MOKA3BAT MOBUILIABAHE Ha

abcomoTHara SuoHanu4aHocT A0 nmoutH 100%. EnMMHUHALHOHHHAT OTYXHBOT HE ce MIPOMEHA npH
HDAUHUEHTH ¢ YEPHOOPOOHO YBpPEXKIaHe.

3.3 IlpeaxnnanvnHd JAHHH 33 Oe30macHOCT

B npeAKIHHHYHY IpOoy4BaHHA BBPXY 0€30MaCHOCTTA, HANPABEHH C SAHOBPEMEHHO ﬂpﬁJiO*ﬁHHﬁ Ha ]

f Ry
TEJAMHCAPTaH H XHIPOXTIOPOTHA3H] NIPH HOPMOTEH3HBHH IUTHXOBE M KyJeTa, JO3HTE C emnﬂsmmﬂ /f
CPaBHMMA C Ta3H Ha KITHHUYHHA TEPANICBTHYCH AHAMNA30H HE IPUHHHABAT JOIBIHHTETHA HAXOMKH, S

\m .¢_.. _-. . . o e
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KOMTO BeYye HE ca Hab/MoJaBaHy NPH NPHIOKESHHETO Ha BCAKO OT BEIIECTBATa NMOOTAEIHO.
HabmopaBaHHTe TOKCHKOMOTHYHH HAXOJKH KaTO Ye JIH HAMAT OTHOLIEHHE KbM TePareBTHYHOTO
NPIIOKEHHE TIPH Xopa.

TokcHkonOrHMHUTE HAXOAKH, MHOTO A00PE M3BECTHH OT MPEAKITMHAMHATE TIPOYYBAHHA C
HHXHOWTOPH HA SH3UMA, KOHBEPTUPAIN AHTWOTEHAUH ¥ AHTATOHUCTH HA PEUCITOPUTE HA AHTMOTEHIHH
II, ca: moOHIKEHH MMapaMETPH Ha YCPBCeHHTE KPbBHU KIETKH (EpHTPOLHTH, XeMOTTIOOHH, XEMaTOKPHT),
IIpOMEHH B OBOpeyHaTa XeMOAMHAMHKA (TIOBHINIEHHE B KPBBT& Ha ypes a30T H KPEaTHHHH), TOBHILICHA
AKTHBHOCT HA IUIa3MEHUs pEHHH, XHTIEPTPOPHsL/XUNepIUIa3sHa Ha IOKCTArIoMepyJIapHHTe KITETKH H
YBpEXAane Ha CTOMallBaTa aurasuia. CToMallHuTe Ne3uu Moxke Aia Obaar

NPEAOTBPAaTeHH/ IOTHCHATH Ype3 NEPOPAIHO MPUIOKEHHE HA COJIM U FPYIIOBO OTIIIEXK/IaHe Ha
sxueoTHUTE. [1pH Kyuyera ce Habmomasa qunarais U arpothus Ha 6pOpednuTe TYOYnH. CuHTa ce, de
TE3H Pe3yJITATH Ce TB/DKAT Ha (JapMakoJIOrMUHATA AKTHBHOCT HA TeJIMHCApPTaH.

Hama Ge3cnopHA 1aHHHA 3a TEPATON€HHA €QEKTH, HO TIpH TOKCHYHH AO30BH HHBA Ha TEIMUCAPTaH €
HaOmMonaBaH €PEKT BEPXY NOCTHATATHOTO PA3BUTHE HA NMOKOJIEHHETO, KATO MO-HHCKO TENECHO TErNo
H 3a0aBeHO OTBapAHE Ha OYHTE. |
Tenmucaprad He MOKa3Ba JaHHH 32 MYTareHHOCT M ChOTBETHA KAPIHOHT€HHA AKTHBHOCT B
NpOYYBaHHA in Vifro U HAMA JAHHH 33 KAHLIEPOTEHHOCT NPH IUTEXOBE H MAUIKH. [Ipoy4uBanuaTa ¢
XHIPOXTIOPOTHAZHA MOKA3BAT aHAJIOTHYHH JOKA3aTEeNICTBA 32 FeHOTOKCHYEH ITH KapUHHOT€HEH eeKT
PH HAKOH EKCIICpHMEHTATHM MoJelH. OmuTET NpH Xopa obade ¢ XMAPOXJIOPOTHA3H] HE ITOKA3BA
HaJITH4YHEe HA BPB3Ka MEKIY Heropara ynorpe0a H NOBHILIABAHE HA HEOILTA3MHTE.

3a (heTOoTOKCHUHMS NOTEHLMAT HA KOMOHHALMATA TEIMHCAPTAH/XUAPOXIIOPOTHAZH A, BIDKTE TOUKA 4.6,

6. GAPMALEBTHYHH JAHHHA

6.1 Chopchbk B2 IOMOMHBHTE BEIIECTBA

Harpuer xunpoxcup

Xunpomenosa
Copbuton (E420)

Mermymun

Manwuron (E421)
Tank

Maruesues creapar
JlakTo3a MOHOXHApAT

XUAPOKCHITPOIIILIETYIO32
Yepeen xeneszeHd okcun (E172)
6.2 HecsBMecTHMOCTH
Henpunoxumo

6.3 Cpox Ba ronsoct

3 roauHu

6.4 CoenHaTHE YC/IOBHA HA CLXPAHEHHE

3

. L - L : - S __..-i

A P R 33

To3u nexapcTBeH NpoAYKT HE H3UCKBA CMENHATHH YCIOBHS HA ChXpaHEHHE, S R :} 3
6.5 Buau ChABPKAHEE HA ONAKOBKATA o LR

Anymunuii/anymunuii 6aucmepu (OPA/Al/PVC/A]) W
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Buaose onakoskH: 7, 10, 14, 28, 28x1, 30, 30x1, 50x1, 56, 60, 84, 90, 90x1, 98, 100, 112, 120, 156
wIH 300 TabneTKH.

He BCHYKH BHIOBE OMaKOBKH MOraT Ja ObAaT IycHATH B poax0a.
6.6 Cnenuannd upeana3HH MEPKH NPM H3XBLPJIAHE H paboTa

HeusnomspaHuAT JieKapcTBEH MPOAYKT WIH OTNAABYHHTE MATEPHAIIH OT HETO TPpAOBa fja c€ H3XBBPNAT
B CHOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7. IIPHTEXATEJ HA PA3ZPEIIEHHUETO 3A YIIOTPEBA

TevaB.V.
Swensweg 5, 2031 GA Haarlem

Huznepnanaus

8. HOMEP(A) HA PASPEIIEHUETO 3A VIIOTPEEA

Per. Ne 20140081

9, JATA HA ITHhPBO PASPENIABAHE/MIOAHOBSIBAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

Harta Ha mspBO paspelnasane: 27 mMapt 2014 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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