KPATKA XAPAKTEPUCTHUKA HA HPO,[[Y;C)'A
I 7 P O&
Adero  08-10- 200
1. UME HA JJEKAPCTBEHMUS ITPOAYKT
Teamucapran /Xuapoxnaoporuazua CTAJIA 80 mg/12,5 mg Tabnerku
Telmisartan/ Hydrochlorothiazide STADA 80 mg/12.5 mg tablets
2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Besika Tabaierka ecbiabpika 80 mg renmucaprad (telmisartan) u 12,5 mg XuapoxsiopoTrasu/i
(hydrochlorothiazide).

[ToMOLIIHM BElIECTBA C UBBECTHO /1IEUCTBHE:
Besika Tabsietka ebabpika 0,882 mg HaTpuid.
3a MbJIHUA CIMTUCHK HA MOMOILIHUTE BElEeCTBA. BHKTE TOUKa 6.1. -

3. JEKAPCTBEHA ®OPMA

Tabnetkwu.

Teamucapran / Xuapoxnoporuazua CTAJIA 80 mg /12,5 mg Tabnerku ca Oesu 40 nouTu Oesu, ¢
pasmepu 9.0 x 17.0 mm tabnerku ¢ popma Ha Karncya, ¢ mapkuposka “TH 12,57 ot aBete cTpanm.

4. KIMHUYHHU JTAHHHU

4.1 TepaneBTHYHH NOKA3AHHUHA

JleyeHue Ha eceHimasiHa XHIICPTOHHMAIL.

KomOunupanusaT nekapctsen npoaykTt Teamucapran / Xuapoxinopornazua CTAJIA e ¢ pukcHpanu
1034 (80 mg Tenmucapran /12,5 mg XUApOXJIOPOTHA3H/L) M € NOKa3aH 3a JICYeHHEe Ha Bb3PACTHH, YHETO
KPbBHO HAJISiIFAHE HE € ONTUMAJIHO KOHTPOJIMPAHO CaMO C TEJIMHCAPTaH.

4.2 Jlo3MpoBKA H HAYHH HA NPHJIOKEHHE

o3upoBKa

Teamucapran / Xuapoxnoporuazua CTAJIA ce npuema OT nailMeHTH, YHETO KPbBHO HaJisraHe He €
ONTUMAJIHO KOHTPOJIMPAHO MPH TNpUEeM caMo Ha Teamucaprad. llpean na ce rnpeMuHe KbM TO3M
KOMOWHHpaH JIEKapCTBEH NMPOAYKT C HPUKCHPAHH 1034 € HEOOXOAUMO MOOT/IEIHO /14 C€ THTPHPAT J03HTE
Ha BCEKH OT JiBaTa KoMNoHeHTa. [ I[py noaxoasim KJIMHUYHH NMOKa3aHUs MOYKe JIMPEKTHO /la Ce MPEMHUHE
OT MOHOTEpPAIMUATA KbM IIPUEM HA KOMOMHHPAHUS JIEKAPCTBEH MPOJIYKT.

Teamucapran / Xuapoxnoporrasua Craga 80 mg/12.5 mg




e Tenmucapran /Xugpoxnopornazua CTAJA 80 mg/12,5 mg moxke Aa ce NpUAOKU €AHH ITBT
AHEBHO NPH MAalMEHTH, YHETO KPBBHO HAJIATaHE HE € ONTHMAIHO KOHTPOIHPaHO MpH
CaMOCTOATENIHO NMpunaraHe Ha teamucaptad 80 mg.

Cnennaann nonyJaunH

Cmapuecka 8b3pacm
He e He00X0IHMMO KOpHTrHpaHEe HA 203aTA.

bvbpeuno yvepesicoane
IIpenopbuBa ce NepUHOAUUHO NpociaeasBane Ha ObpOpeuHara pyHkums (BXK. TouKa 4.4).

Ueprodpobro yepesxcoane |

[IpH mauMeHTH ¢ MeKO 10 YMEPEHO YEpHOAPOOHO YBpeKAaHe K03UpoBKaTa HE TpsOBa na HAIBHILABA
Tenmucapran / Xwuapoxnoporuasua CTAIA 40 mg/12,5mg Beaubx aAHeBHO. TenmucapraH /
Xugpoxnopornasup CTAJIA He € mokazaH 3a JjleYeHHE Ha MAUMEHTH C TEXKKH YEPHOAPOOHH
HapywieHusa. Tuasugute TpabBa Ja ce W3MNON3BAaT NPEANAa3lIMBO [PU MAUMEHTH € HapylUeHH
yepHOAPpOOHHN PyHKLMM (BX. TOUKA 4.4).

[leouampuuna nonysayus
BesonacHocTTa M edukacHocTTa Ha Tenmucaprad / Xuapoxnopotuasun CTAIA npu geua v roHOWH

Ha BBb3pacT noa 18 ronuHu He e ycraHoBeHa. JIMNCBaT JaHHM.

HauuH Ha NpUaoxeHue
Tabnerkure Tenmucapran / Xwuapoxnoporuazua CTAMA ca mpenHasHa4eHH 3a TEPOPAIIHO
NpUIOKEHHE BEAHBK AHEBHO U TpaAOBa 1a ce npueMart ¢ TEHHOCT, C WIH 0€3 XpaHa.

4.3 IIpoTHBONOKA3AHHA

e  CBPBLXUYBCTBUTEIIHOCT KbM JIEKAPCTBEHOTO BELIECTBO WM KbM HAKOE OT NOMOLHUTE
BellieCcTBa, M3OpOSHH B ToUKa 6.1; |
¢ CBpPBXYYBCTBUTEJIHOCT KbM NPOMU3BOJAHHATE Ha cyadoHAMMAHUTE cyOcTaHuuu (Thit KarTo
XHPOXJIOPOTHA3HA € CYT(POHAMHAHO NPOU3BOIHO);
BTopo u Tpero Tpumeceure Ha OpeMeHHOCTTa (BK. TOUKH 4.4 4 4.6);
XonecTasa 1 OOCTPYKTHBHHM HAPYLUCHHUA Ha HUTBYHHTE [THTHLLA,
Texko 4epHOAPOOHO YRpe}AaHE;
Texko OL0peuHO yBpexxaaHe (KpeaTHHHHOB KJIHPBHC < 30 mi/min);
PedpakTepHa XHMTOKANUEMHS, XUTIEPKANLIMEMHUS.

EnHoBpeMeHHOTO npunoxeHnue Ha Tenmucapraw/Xuapoxaopornasug CTAJIA u anuckupeH e
MPOTHBOINOKAa3aHO TMpH naitMeHTH ¢ Auaber unu ObdOpeuHo yBpexaaHe (MHAEKC Ha [JIOMEepyJiHa
duntpaumns UI'd < 60 ml/min/1.73 m?)(Buxre Touku 4.5 1 5.1).

4.4 CneunajiHu nDpeaynpexieHus H NpeanasHH MEepKH NPH YHOTpeda

. BpeMEHHOCT
He TpabGea na ce 3anousa npueM Ha aHruoteHsvH Il peuentopHM aHTaroHMcTH Mo BpeMe Ha

OpemenHocT. [lauMeHTKHTE, KOWTO NJaHKpaT OpeMeHHOCT, TpsAbBa Ja NpeMHHAT KbM aITEPHATHBHO
aHTUXHUIIEPTEH3MBHO NEYEHHE C YCTaHOBEH npodun Ha Oe3omacHOCT npu ynotpeda no Bpeme Ha
6peMEHHOCT, OCBEH 4KO CE CUUTA, Y€ € OT 0COBEeHa BAXKHOCT Ja C€ TIPOALINKH JICYEHHETO C aH
Il peuenToOpHH AHTArOHUCTU. AKO € AUATHOCTULHUPaHA OpPEeMEHHOCT, JICYEHHETO C
peLIEITOPHY aHTArOHUCTH TPAOBa He3abaBHO Aa OBLJE MPEYCTAHOBEHO H aKO € Mo
3aI0YHATO ANTEPHATHBHO NieueHHe (BXK. TOUKH 4.3 U 4.6).
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UepHoaApobHO yBpexKaaHe

Tenmucapran / Xuapoxnopotuazua CTAJIA se TpsOpsa na ce mpunara npy NMALKMEHTH C XOJIECTas3a, ¢
XNBYHH OOCTPYKTHBHU HAPYIHEHHA MM TEXKKa YepHOApPoOHA MHCY(PHLMEHLHA (BX. TouKa 4.3), TeH
KaTo MoO-rojfgMara 4acT OT TEJIMHUCAPTaH Ce eTUMUHHUpPA Ype3 »buKkara. [Ipu Te3u nanueHT Moxe aa

ce 0OYaKBa HAMaJIEH YEPHOIPOOEH KITUPBHC.

OcseH ToBa, Tenmucapran / Xugpoxnoporuasua CTAJIA TtpabBa na ce npunara BHUMATENRO MpH
MaLMEHTH C HApYLIEHHS B YepHOOpoOHaTa GyHKLUMS WK NporpecyHpalo 4epHoaApoOHo 3abossaBaHe, Thil
KATO B TE€3M C/IyyaH MAJKH NMPOMEHH BbB BOAHO-CJEKTPOIMTHHA OanaHc Moratr jJa AoBear Ao
uepHoapoOHa koMa. HaMa KnuHHYHH AaHHH 3a W3NoN3BaHeTo Ha TenMucapTad / XuApoXnopoTHa3HLI
CTAJA np# NauUeHTH ¢ YepHOAPOOHU HApYLUCHHUS.

PeHoBacKynapHa XUNIEPTOHUA
Korato nalHeHTH ChC CTEHO3a HA ABeTe OBLOPEUHH apTEpHH WIH CTEHO3A HA APTEPUATA KbM €IUHHUYUEH

¢yHkUHOHHpaLL OBOPEK Ca TPETHUPAHH C JIEKAPCTBA, NOBTHABAILM CHCTEMATA PEHUH-aHI'HOTEH3HH-
aAOCTEPOH ChLIECTBYBA NOBUILEH PUCK OT TEXKA XHIOTOHHA H OBOpeuHa HEAOCTaTHYHOCT,

b1r6peuno yepexaadHe u 6u0peyHa TpaHCILIaHTaLMS

Teamucapran / Xugpoxnoporuasug CTAJIA He TpaOBa na ce Npujdara ‘rMnpyv NAUMEHTH C TEXKKO
616peuto yBpexaaHe (kpeaTHHHHOB KaupbHE < 30 ml/min) (Bxk. Touka 4.3). Hama gocraTbyHO naHHU
MO OTHOWIEHHME HA npuioxkeHHeTo Ha TenmucapraH / Xugpoxnoporuaszua CTAJIA npu nauMeHTH,
NpeTbprenH Hackopo 6Gwubpeuna TpancniaHTauusa. Hanvue e orpaHdueH onut ot ynorpebara Ha
Tenmucapran / Xugpoxaoporuwazug CTAJJA npu nauMeHTH C JEKH 00 CpeAHO Texku OBOpeuHH
HapyLUEHHS, MOpaiH KOETO C€ NPENophYBa NEPUOANYHO MNMpOCceasBaHe Ha HUBATA Ha KallMi, KpEaTHHHH
M MAKOYHA KHCENKHA B cepyMa. [Ipu nmaunMeHTH ¢ HapylieHU ObOpedHU QYHKUMH MOXE Ja C€ MOABH
a30TEMHSA, CRBP3a8HA C THA3UAHHUTE JUYPETHLIH.

BrTpechaoBa XHIOBONEMHUS
C4MIITOMaTUYHA XHITOTOHHUSA, OCOOEHO Cliel MbpBaTa 1033, MOXKE Aa c€ HabMogara NpH NaLWEHTH C

TEXbK HATPHEB ACQHLIMT WK HAMaJICH 00EM Ha LIMPKyAUpallaTa KpbB IPH MOLUHA JUYPETHYHA
Tepanus, JUETa ¢ OrPaHHMYEHO NpUEMaHe Ha COJl, JHapHs MW NOBpbHIaHE. TakHBa CbCTOAHUA TPAOBa
Aa 6bAaT KOpUrupaHu npeau npuiioxkeHde Ha Tenmucapran / Xuapoxsoporuazua CTAJIA.

IpoiiHo 6nokMpaHe Ha peHUH-AHIHOTeH3UH-aNngocTepoHoBarta cucrema (PAAC)

- Ama panHM, 4ve enHoBpeMeHHata ynorpeba Ha ACE wnxubutOopM, aHruoreHsuH ll-peuentopHu
O6MOKepH WIM AIHCKUPEH MOBHULIABA PHCKA OT XHIMOTOHHA, XHMNEPKATHEMHA H HaMalfiBaHE Ha
OnOpeunara ¢dyHkuusa (BKIOUMTENHO OcTpa OBOpeuHa HemocraTbuHocT). IlopaaM ToBa He ce
npernopbyBa ABOHHO OsjokupaHe Ha PAAC ypes komOunHMpanata ynotpeba Ha ACE wuxuburopn,
aHrHoTeH3uH [I-pelenTopHH ONOKEPU UM ATHCKHUPEH (BX. TOUKU 4.5 K 5.1).

AKO ce NpeLIeHH, Y€ TepanuaTa ¢ ABOHHO OnokupaHe e abcomoTHO HeoOxoauMa, ToBa TpsAOBRa j1a cTaBa
caMo oA HabmMoOJeHHEeTo Ha CNELIMATIMCT W MPH Y€CTO BHUMATSIHO MOHMTOpUpaHEe Ha ObbpeuHaTa
byHKIIHUA, €IEKTPONIUTHTE U KPBBHOTO HA/IATaHE.

ACE uHxubutopu u aHruotreHsuH ll-penenropHu OokepH He TpAOBA fa C€ W3NON3BAT €AHOBPEMEHHO
Nnpu NauudeHTH ¢ AuadeTHa HedponaTus.

Jpyru chbCTOSHUS CHC CTHMYJIALIWA Ha CHUCTEMATa PEHHH-aHMTHOTEH3HH-AJIIOCTEPOH

[1pu mauyeHTH, YUItTO BacKynapeH ToHyc 1 6b0peuHa QpyHKLUA 3aBUCAT OCHOBHO OT aKTHBHOCTTA Ha
CUCTEMATA PEHUH-aHMMOTEH3HH-AJIIOCTEPOH (HanpUMep NMAaUMEHTH C TekKKa 3aCTOHHA C‘I:-p,[lf:"-lHa
HeNOCTAThUYHOCT W Noiexauo Obu0peuno 3abongasaHe, BKIIIOYUTENHO H CTEHO3a Ha OF o
apTepus), ICHCHHETO C JIEKAPCTBEHH MPOLYKTH, KOUTO NORIUABAT Ta3H CHCTEMA MPYS
XHMOTOHHA, XHNEPA3OTEMUS, OTUIYPHS HIH PAAKO OCTpa 6uOpeuna HB,EI,GCT&TB‘-IH
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[I5pBHYEH XHITEPATAOCTEPOHUIBM
[TauHeHTH ¢ MbPBHYEH XHNIEPANAOCTEPOHUIBM MO NPHHLIKIT HAMA N4 peardipar Ha aHTHXHNEPTEH3HWBHU
JIEKAPCTBEHH NMPOAYKTH, NeHCTBALIM Ype3 UHXHOHIMA HAa CHCTeMAaTa PEHHH-aHMMOTEH3HH.

[Topaau ToBa, ynotpebara na Tenmucapran / Xuapoxnoporuasug CTAIA He ce npenopbusa.

CreHo3a Ha a0pTHATA W MUTpAIHA Kilana, OOCTpYKTHBHA XUNEPTPOoPHUHA KapAHOMHONATHA
Kakto npu Apyrute Ba3oAgwIaTaTOPH, CleLIMAIHO BHHMaHHE € HEOOXOOUMO [IPH NALMEHTH, CTpajallH

OT 20PTHA WIM MHTpPAJIHA CTEHO3a /W OOCTPYKTUBHA XHIIEPTPOPUUHA KADAUOMHUOMATHSI.

MeraboanTHH 1 €HAOKPUHHY edeKTH

JledeHHETO ¢ THA3KIHM MOXE Aa HAPYLUK FTIOKO3HHMA TOJMIEPAHC, NOpaay TOBA, NPU NaltUeHTH ¢ uaber,
JIEKYBAHH C HHCY/THH WJIH aHTHIWAOETHH IEeKAPCTBEHU MPOJYKTH W TEpaNus ¢ TEAMUCAPTaH, MOXE Ja
HACTBNM XHITOTJIMKEMUA. 3aTOBA, NIPH TE3HU NALMEHTH TpaOBa Aa ce 0OMUCIIA CHOTBETHO
npociensBaHe Ha KPHBHATA 3aXap M MOJKE Ja C€ HaJI0KHM KOPHTHPAHE Ha J103aTa HA MHCYJIHHA WIH
aHTHIHAOETHHUTE JIEKApPCTBa, KOraTo € rnokazaHo. [1o BpeMe Ha TepanuaTa ¢ THa3HAH MOXKE 1A C€
MPOABM JIATEHTEH 3axapeH Anaber.

JleyeHHETO ¢ THAZHAHU JUYPETULIMA C€ CBBbP3Ba C MOBHLLIABAHE HAa HHBATA HA XOJIECTEPOI U
Tpurnuuepuad. Bee nak, npu moza 12,5 mg THasMineH AMypeTHK, ChbAbpKallia ce B TenmucapTaH /
Xunpoxnoporuasun CTAJIA, Te3n edektd ca MUHUMANTHHU UMM nUAcBat. [IpH HAKOH MAaLUMEHTH Ha
THA3HHA Tepanysa MOXE Aa Ce pa3Bue XMINepypPHKEMUS WK pa3rbpHaTa nogarpa.

- EnekTpoauTeH ancbanaHc
KakTo npH BCHYKH NaLMEHTH HA JHYPETHYHA Tepariua € HeoOX0AMMO Ha onpeJesieHd HHTEpBalk Jia ce

MpOBEXKJA [MEPHOAUYHO MpOCieddBaHE HA HWBATA HA ENEeKTPONHTHTE B cepyma. Tuasvawure,
BKJIIOYHTENHO XHAPOXJIOPOTHAa3WA, MoraT JAa J[OBEJaT AC BOAHO-E/NIEKTPONMTEH JaucOanaHc
(BKTIOUMTENHO XHUIOKAAMEM U, XHITOHATPUEMHSA W XHTIOXJIOpEMHYHA ankano3a). Hauanuure npusHauu
3a BOOHO-CAEKTPOJMTEH AMCOANAHC ca: CyXOTa B YCTaTa, XaXIa, acTeHWs, ChbHJIMBOCT, 3aMmaiiBaHe,
0e3n0konCcTBO, 60NKa B MyCKYJIMTE HIIH MYCKYJIHH KPaMIIH, MYCKYJIHa cNabocT, XHMIOTOHHUSA, OJIUTYPHS,
TaXUKapAHUA U CTOMALIHO-YPEBHH CMYLUEHUA KATO raJicHE WIH NMOBPBIHAHE (BXK. TOUYKa 4.8).

- Xunoxanuemus

Brnpeky ye, npy ynorpebara Ha THa3MAHW IMYPETHLIM MOXKE Aa C€ pa3BUE XUIOKANHEMHUH,
eJHOBPEMEHHOTO JIeYeHHUe C TEIMUCApPTaH MOXe Aa peayLMpa Npean3BMKaHaTa or JHypEeTHLNTE
XHNOKanHeMus. PUCKBT OT pa3BHTHE Ha XHUMOKANHEMHA € MO-TOJIAM MY MALHEHTH ¢ 4epHOOpoOHa
L#PO3a, PH NALMEHTH CbC 3aCHJIEHA AHYPE3a, [PH MALIMEHTH, KOUTO MOEMAT HEaJeKBATHO
KONTHUYECTBO CJIEKTPOUTH NPE3 YCTATa H [IPH MALMEHTH, KOWTO €HOBPEMEHHO Ce JIEKYBAT C
KOPTHKOCTEPOUIN WnH afipeHOKOpTHKOTponeH xopMoH (ACTH) (Bx. Touka 4.5).

- Xunepxanuemus

B npoTHBOMNOJIOKHHS CITYUad MOXKE 4 C€ CTUrHE 0 XMNEpPKATHEMAUS, Ib/XKaLlUA C€ Ha aHTaroHKU3Ma
Ha TeamucapTaH (komnoHeHT Ha Tenmucaprad / Xugpoxnopotuazua CTAJA) xbM aHruoteH3uH I
(AT1) peuentopute. Makap ue, gocera He € oOTOe/A3aHO HaIMYHE Ha KIHHAYHO 3HAYHMa
XUIEPKATHEMHA 0 BpeMe Ha jeueHue ¢ Tenmucaprad / Xugpoxyopotuazua CTAJIA, puckoBHTe
thaxTopH 3a pa3BuTHETO # BKIIOUBAT OBOpEYHA HEOOCTATHYHOCT HW/WITU ChpACYHA HEAOCTATHYHOCT M
3axapeH anaber. Kanui-cbxpaHsBamuuTe AMYpPETHUM, KallueBUTE JOOABKW WM 3aMECTHTENUTE Ha
cojita, ChAbpXKaliM kaauii TpAGBa ma ©bNaT BHUMATENHO NPHAAraHd MO BPEME Ha JICUECHUE C
Tenmucapran / Xuapoxaopotdasua CTAJIA (Bx. Touka 4.5).

- XHHOHHMPHEMM U XUROXTIOPpEMUYHA AVIKARO3d




Hama nannHu, ue Tenmucapran / Xugpoxnoporyhasua CTAJIA Moxe na peayuupa WiH NpeaoTBpaTH
MpeIn3BHKAaHATa OT AHYPETHLM XHMOHATpHEMUA. XJIOPHHAT Ae(HIMT OOMKHOBEHO € JIEK U He Hajara

AONBJIHHTCIIHO JICHCHHC.

- Xunepxanyuemus

TrhazuauTe MoraT ia HaMaJIAT W3TBLYBAHETO HA KAJIUMH C YpPUHATa U J1a IOBEAAT [0 NMPEXOAHH H JIEKH
YBETMUEHNSA HA CEPYMHHSA Ka/ILHii MPH JIMIca HA YCTAHOBEHHW HapyIUCHUS B KALIMEBUS METabOIU3IBM.
3HaYHTENHATA XHNEPKATLMEMHS MOXE [1a € J0KA3aTENCTBO 32 CKPUT XHUNEPNapaTHPEOUINIbM.

IMpean fa ce NPoBeaE M3CNEABAHE HA MApaTHPOMAHKWTE PYHKUHHK TPAOBa a ce NpekpaTH NpUema Ha
THA3HJH.

- Xunomazne3zuemMus
TwasuauTe yBe/IMYaBaT OTACAAHETO Ha MAarHe3ni ¢ ypuHaTa, KoeTo MOXKe a JOBEOE A0
XxurioMarHe3neMus (Bx. Touka 4.3).

ETHUUYECKH pa3ivuug

KakTo e HabnogaBaHo NpU HHXUOUTOPUTE HA AHFTHOTEH3WH KOHBEPTHPALIHA €H3UM, TEJIMUCAPTaH H
ApYruTe aHrMoTeH3uH I1 peuenTopHl aHTaroHHCTH Ca OYEBHAHO NO-MaIKO €PEKTHBHHU B
MOHMXXABAHETO HAa KPHLBHOTO HANATaHE MPH XOpa OT HEepHAaTa paca, OTKOJKOTO NpPH APYTHUTE pacH,
BEPOATHO MOPALH NO-YECTOTO CPELaHe B YEPHATA MOMyJialiig Ha HUCKO PEHHHOBO HUBO C NPOSBH Ha
XUNEpPTOHHS.

EE!FH

Kakro npu Apyrd aHTUXHNEPTEH3HBHH areHTH, CKCLIECHBHATA PEOyKUMA HA KPHBHOTO HASMAHE MIPH
MalMEHTH ¢ HCXEMHYHA KapJIUOMaTHa WIIM HCXEMHYHO KapAHOBacKy1apHO 3a00i9BaHE MOXKE 1a
noBeAe 10 MUOKAPAEH MH(APKT HJIH HHCYNT.

OO61H

[pu nanueHTH cbe WK 6e3 aHaMHe3a 3a aeprus Wik 6poHXHATHA acTMa MOXe Aa ce Haboaasar
peakl{M¥ Ha CBPbXYYBCTBHTEHOCT KbM XHAPOXJIOPOTHA3H/, HO Ca NO-BEPOATHH IPH MALUEHTH C
Takapa aHaMHE3a. ‘

Mma croblueHHs 32 000CTpPAHE WIH aKTUBHMPAHE HA CUCTEMEH JIYITYyC EpUTEMATO3YC [IPH NaLHEHTH,
NEKYBAHHU C THA3UIHU AMYPETHLH, BKTIOYUTETHO XHAPOXIOPOTHASHUA.

Hma cpobluenuns 3a peakid Ha GOTOHYBCTBHTENHOCT NpY ynoTpedaTa Ha THa3UAHH AHYPETHLM (BXK.
Touka 4.8). [IpenopreuBa ce npekpariBaHe Ha TepanHATa, ako C€ MOABH peaKkuUs Ha
¢$bOTOUYBCTBUTEJIHOCT B IEPHOIA HA JieUueHHe. AKO €€ CHHUTA 3a HeOOXONMMO OTHOBO BKJIFOUBAHE HA
IHYPETHK, Ce MPEnoOpbYBa NpeAna3sBaHe Ha 30HUTE, KOUTO C€ U31arat Ha CIBHLE HITH Ha U3KYCTBEHH
UVA npbum.

XopoHaaneH W3/aMB, OCTPa MHONWA H BTOPUYHA 3aKPUTOBIbJIHA [NIaYKOMA
XHuapoxnopoTHazua € cyadoHaMUa, KOWTO MOXKE 112 MPUYHHA WAMOCHHKpaTUYHA peakLus, BoAeLLa 10
XOpOHAATeR HIMMB ¢ JAeeKT Ha 3PUTENIHOTO MOJie, OCTPO MNPEeXOAHO KBCOMIEACTBO U OCTpa
3aKPUTOBIBJAHA IMaykoMa. CUMIMTOMUTE BKJIOUBAT B HAYAIOTO OCTPO NOHHKEHUE Ha 3pHTENHaTa
OCTpOTa WM ouHa Honka, # OOMKHOBEHO ce MOABABAT B pAMKHMTE HA YacoBE A0 CEAMMLM OT HAYaIOTO
Ha nedyenHeTo. HenexyBanara, ocTpa, 3aKpHTOBIBAHA IMayKOMa MOXKE [a A0BeAe A0 TpaifHa 3aryDa Ha
3peHue. [ILpBUUHOTO NeueHHe e, Aa Ce CIpe MPHEMA HA XMAPOXIJIOPOTHAZH, KOJIKOTO € Bb3MOXKHO M0-
ckopo. HaBpeMeHHO JieueHne U XHPYPruYHa HHTEPBEHLIMA MOXKE Jia CE€ HAIOXKHU Aa ce OOMMCIIAT, aKko
BETPEOUYHOTO HajlaraHe OCTaBa HEKOHTPOJMpaHO. PUckoBUTE ¢akTopH 3a pa3BMBAaHE Ha OCTpa
JAKPHTOBIb/HA TayKoMa MOXE J[a BKJTIOMBAT aHaMHe3a 3a alieprHa KbM CcyAGoOHaMUOW MU
MEeHHULIATHHU.

Hemenanomen pax na xoxcama




B aBe enuaeMHOJIOTHYHH NPOYyUYBaHHS, OCHOBABaUlH CE HA AATCKUS HALHOHANEH paKOB PETHCTHP, €
HaOm0NaBaH NOBHIIEH PUCK OT HeMenaHoMeH pak Ha koxkata (HMPK) [6azanHoknersyeH kapLiHHOM
(BKK) u ckBamozHoknersteH kKapunHoM (CKK)] npu HapacTBalua eKCrno3Huusa Ha KyMyJIaTMBHA 1034
xuapoxsopotHasua (XXT3). ®oroceHcubnnusupaiuure epekrd Ha XXT3 morat ga aeicTsar KaTto
BEpOATEH MEXaHH3BM 3a pa3euTHe Ha HMPK.

[Taumenture, npuemamy XXT3, Tpabea na Obaat uHGopmupany 3a pucka or HMPK u cbBeTBanu
pENOBHO Aa NpPOBEpABAT KOXaTta CH 3a HOBH JN€3WH U He3abaBHO nAa c¢voOuwiaBaT NpH MosBa Ha
NOAO3PUTENIHH KOKHKA Jie3ud. Ha nauueHTuTe TpabBa Aa ce Npenopbpyar BLIMOXKHH MPEBAHTHBHH
MEPKH, KATO OrpaHMYEeHO W3JlaraHe Ha CIbHYEBA CBET/IMHA W YJITPaBHOJETOBHU JIbUH, 4 B CIydal Ha
eKCMO3ULIMA, TIOAXOAfINA 3alli¥Ta, 3a Ja ¢€ CBeAe A0 MHUHHMYM DPHMCKBT OT paK Ha KOXKara.
[Toao3pHTENHKTE KOXKHH Ne3uH TpabBa na 6baaT noanoxkeHn Ha He3abaBHO HacneaBaHe, MOTEHLHANHO
BKAKOUBALLO XHCTOJOTHYHH H3CAeABaHUA Ha OMONCHYHH MaTepranu. I1pepasracxaane Ha ynorpedara
Ha XXT3 Moxe fa ce HAJIOKH U NIpH MALHEeHTH, KOMTO ca uManu npeaxoneH HMPK (Bx. cbito Touka
4.8).

OcTtpa pecnUuparopHa TOKCHYHOCT

Cnen npveM Ha XMAPOXJIOPOTHAa3K c€ ChOOILABAT MHOMO PeIKH TEXKKH CITy4aH Ha OCTpa pecrypaTopHa
TOKCHYHOCT, BKJIIOMHTENIHO OCTbp pecnupatopeH aucrtpec cunapoMm (OPAC). Csen npueM Ha
XWAPOXJIOPOTHA3KUA OOUKHOBEHO ce pa3BuBa OenoapobeH OTOK B paMKHMTE Ha MMHYTH A0 4acose. B
HAuYaa0TO CHMNTOMMHTE BKIKOYBAT IHUCIHEA, NOBHULUEHA TeMIepaTypa, BjowlaBaHe Ha OenoapobHaTa
¢yHKUMA U xunoTonus. [Ipu cebMuenue 3a ARDS Ttpsabsa na 6bae cnpsaH npveMbT Ha TeamMucapraH
/Xunpoxnoporuazun CTAJIA u a ce NpuaoKHU MOOXOOALIO JieyeHHe. XHAPOXIOpPOTHA3UA He TpabBa
Aa Cce MpuWiara NpH MakueHTH, KOUTO npeau Toea ca noayuyasanu OPHC cnenq npuem Ha
XHAPOXJIOPOTHA3UA,

HuTecTHHANICH aHrHOoe1eM
3a HHTECTHHANIEH aHrHoeaeM ce cbo0llaBa NpH MAUKMEHTH, NEKYBAHW C aHrHOTeH3uH 1l peuentopHu

aHTaroHUcTH (BXK. Touka 4.8). Te3n maumeHTH HMaT KopeMHa 00jKka, raAcHe, MOBPBLIAHE M AHAPUS.
CUMNTOMMTE OTILIYMABAT Cle[ NpeyCcTaHOBABAHE Ha aHMHOTEeH3KH Il peuernropHnTe aHTaroHUCTU. AKO
ce JWarHOCTHLMpa UHTECTUHAIEH aHTHOEAEM, JICUEHHETO C TeIMUCApTaH TpAOBa Aa ce NpeyCcTaHOBHK H
12 ce 3aroyHe NoAX0AM10 HabMAeHHE A0 MBJIHOTO OTLIYMSBAHE HA CHMITTOMUTE.

HHomounu eetyecmea
To3H JIeKapcTBEH NPOAYKT ChABPKa No-Manko oT | mmol Hatpuid (23 mg) Ha TabneTka, T.€ Ha NpaKkTHKa

€ HeChAbPKALL HATPHH.
4.5 BzanmoaeiHcTBHE ¢ APYIrH JIECKAPCTBEHH MPOAYKTH K ApPYr# GOpMH HA BIAHMOJIEHCTBHE

JInTuH

[lo BpeMe Ha eHOBPEMEHHO MPHJIOKEHHE HA JIUTHH C HHXUOUTOPH Ha AHTHOTEH3NH KOHBEPTUpALLUA
eH3uM ca HabmoaasaHy oOpaTUMH MOBHILLIEHHUS HA CEPYMHUTE IMTHEBH KOHLIEHTPALIKMU U [TPOABH HA
TokcHYHOCT. ChoOlLIaBaHK ca peaKH CTydau M C aHrMoTeH3uH Il peuenTopHH aHTaroHUCTH
(BIUTIOYUTENHO TEAMUCAPTAH/XUAPOXNIopoTHAa3ua). EJHOBpEMEHHOTO [MpHiIaraHe Ha JUTHH H
Tenmucapran / Xuapoxnoporuazna CTAIA se ce npenopbusa (BX. Touka 4.4). AKO Tazu KOMOHHALIMS
e OT ChUIECTBEHO 3HAUEHHE, CE MPENQOPBYBA BHUMATENHO MPOC/AEAIBaHE HA CEPYMHHUTE JINTHEBH HHUBA
Mo BpeMe Ha €AHOBPEMEHHO NPIIOXKEHHE.

JlexapCTBEHH NPOAYKTH, KOUTO BOJAAT N0 3aryba Ha KaJIMH M XMNOoKanHeMHs (HarnpuMep Apyry
KaJIHy DETHYHH JHYPETHLIH, JAKCaTHBH, kopTHkocTeponay, ACTH, amborepaliny, kapbeHOKCONOH,

neHUUWIMH G HaTpWH, CATMUMIIOBA KUCEIUHA W NIPOU3BOIAHHUTE i)
AKO Te3H BelllecTBa TPAOBa Ja ¢e MPUEMAT SAHOBPEMEHHO ¢ KOMOHHALMATA TEIMHKCA

XHIPOXJOPOTHA3K, CE NMpenopbLYBa NPOCICAABAHE HA KATHEBUTE HHBA B IU1A3MATa.
NeKapCcTBeHH NPOTYKTH MOXKE Aa MNOTEHUUPAT €(PEKTHTE HA XUAPOXJIOPOTHA3HA Bb




Kanui (Bx. Touka 4.4).

JlekapCTBEHM HPOAYKTH, KOUTO MOBHIHABAT KAJIUEBMTE HHBA WM HHAYLMPAT XUNIEPKAITHEM U
(nanpumep ACE HHXMOMTOpU, KaTHH-CbXPaHABAINH JUYDETHLIW, KATHEBU A00aBKH, CONEBH
3AMECTHTEJH, ChABPXKAILM KANTHK, LIMKIOCMOPHH WAK APYCH JIEKAPCTBEHH NPOAYKTH KATO XENapHH

HaTpui)

AKO Te3u leKapCTBEHH NPOAYKTH Ca MpEeAnycaHH 3a ynorpeda e AHOBpEMEHHO ¢ KOMOHHALUTA
TEJIMHCAPTaH — XHIPOXJIOPOTHA3H], MPENnopbYBa C€ MOHUTOPUPAHE HA KAJTHEBHTE TUIa3MEHN HUBA.
B13 0cHOBA Ha OTIATA C U3MOI3BAHETO Ha APYTd JIEKAPCTBEHHU NMPOAYKTH, HAMaIABallK AEUCTBUETO Ha
cHCTEMATa peHHH-AHTHOTEH3UH, CHIIBTCTBALLOTO NPHIIOKEHUE HA FOPECITOMEHATHTE JICKAPCTBEHH
MPOAYKTH MOKE a J0Be/ie 0 NOBHLUABAHE HA CEPYMHMA Kalliil 1 O Ta3Ku NpUYKMHA He ce
npenopbuba (BX. Touka 4.4 ).

JlekapcTBEHHM NPOAYKTH, KQUTO C€ MOBJIUABAT OT HAPYUIEHHWS B CEPYMHHA KaTHH

[IpenopbuBa ce NEPHOAWYHO NPOCIEAsBaHe Ha HYMBATa Ha cepyMHMs Kanuii u EKI xoraro
Tenmucapran / Xugpoxnopornazug CTAJTA ce npunara eIHOBPEMEHHO C JIEKAPCTBEHH NPORYKTH,
KOHTO C€ MOBIMABAT OT [POMEHHM B CEPYMHHUA KaIMH (HanpUuMEp OUIHTATMCOBH FIMKO3KIM,
aHTHAPUTMHYHH) W ClEAHWTE JIeKapCTBEHY TIPOAYKTH, NpeausBukBaid torsades de pointes
(BKTIOYBALIH HAKOW AHTHAPUTMHYHH), KATO XUMOKAWIHEMHATA € npeapa3noarai dhakrop 3a torsades
de pointes:

- knac la aHTHApUTMHYHH (HanpUMeEp XMHKUAXWH, XHAPOXUHHAUH, AU30NUPAMHA)

- knac 11l antnapuT™MHYHE (HanpuMep aMHOAAPOH, COTANO, A0GETUNH, HOYTHIMI)

- HAKOW AHTHIICHXOTHLH (HAMPUMEDP THOPHAA3HH, XJAOPIPOMA3HH, JIEBOMENPOMA3HH,
TpU(AyonepasrH, LMaMeMasUH, CYJINMUPHI, CYJITONPHI, aMUCYIHPUHI, THAMPHI, THMO3H/,
Xanonepuuos, APOnepUaOn)

- ppyru: (HanpuMep Oenpuawni, uu3anpui, JupemMaHui, epuTpoMHUEH 1V, xanogaHTpuH,
MH30J1aCTHH, [IEHTAMHAWH, criapdUiOKcauMH, TeppeHaanH, BUHKaMUH V)

JMruralucoBH MNIHMKO3HAU
[Tpenou3BKKaHaTa OT THAZKWAH XUMOKATHEMHS WJIM XUIIOMArHe3WeMHA OIaronpUsTCTBA BE3HHKBAHETO
Ha MpeOU3BHKaHA OT JUIMTAIUC ApUTMHUA (BXK. Touka 4.4).

Jpyry aHTUXUIEPTEH3UBHU JICKAPCTBEHHU NIPOIYKTH
TenMucapTaH MOXKE Aa NOBULLH XHIIOTEH3UBHUA €(DEKT HA APYrd AaHTHXHIIEPTEH3UBHH CPEACTBA.

JlaHHH OT KJIMHWYHHM MPOYUBaHHUA MOKA3BaT, Y€ ABOMHOTO ONOKHpaHe HA PEHUH AHIHOTEH3WH
annocrepoHoBata cucrema (PAAC) upes komOuHupanata ynorpeba Ha ACE uHxuburopu,
aHruoteHsuH [l-peuentopHu GA0OKepH HITH ATHCKHPEH ce CBBbP3Ba ¢ NMO-BUCOKA YECTOTA HA HEXKENAHH
ChOUTHA, KATO HAMpUMEp XMWIMOTOHHA, XHIEPKANHEMHA W HaMajsBaHe Ha OnOpeyHaTta (QyHKUMSA
(BKTIOYHTENHO ocTpa ObOpeuHa HeIOCTATbYHOCT), B CPaBHEHHE ¢ ynoTpedaTa caMo Ha €IHO CPEACTBO,
neficreaiuo Bbpxy PAAC (Bk. Touku 4.3, 4.4 n 5.1).

[TpoTHBOAKAOETHH NEKAPCTBEHH MPOAYKTH (NTEPOpPaTHA H HHCYJIHH)
Moake Aa ce HANOXKH KOPHTHpaHe Ha JO3HTE HA NMPOTHBOAUADETHUTE NNEKAPCTRBEHH NPOAYKTH (BXK.
TouKa 4.4).

MeT¢opMHH
Tpabsa na ce U3no/13Ba NpeAnasiyuBO NOpaayd PMCK OT JIAKTATHA aUMI03a UHAYLMPAHA OT Bb3MOXKHA
¢yHkuroHanHa 6bOpedHa HEAOCTATHYHOCT, CBBP3aHa C XUAPOXJIOPOTHA3UA,

KonecTHpaMHH U KOJIECTUNOJOBH CMOJIH
[MTpn HasiMuKMe HAa aHHOHHO-0OMEHHH CMOMTH, abcopOHMATA Ha XUAPOXJIOPOTHAZH] CE HA

HecTeponanu npoOTUBOBBINANMTENHU CPEACTBA




HCIIBC (T.e. aueTHACATHIIMIIOBA KHCETHHA B NPOTHBOBBINANWTENHH 103U, COX -2 uHxuburopu u
HecenekTHBHH HCTIBC) Mmorar na HaManaT OHYpPETHYHMA, HATPHYPETHYHHS aHTHXHIICPTEH3HBHHS
edeKT Ha TUABHIHUTE JUYPETHLH H aHTUXUNEpTeH3WBHUA eeKT Ha aHrHoTeH3HH Il peuenrTopHuTe
aHTAarOHHCTH. |

[Ipy HAKOHW MALMEHTH ¢ HapylieHa ObOpeyYHa PyHKUKNA (HAPUMED AeXHApPATHPaHH MALHEHTH WIH

[MALMEHTH B HarpeHala Bb3PACT ¢ HapylleHa OLrOpeyHa PyHKLMA) €THOBPEMEHHOTO NPUWIOKEHHE Ha
aHruoTeH3uH Il peLenTopHH aHTArOHKCTH M JIEKAPCTBEHU NMPOIYKTH, KOUTO HHXHOUpAT
LIMIJTOOKCHIeHa3ara MOKe J1a JOBeie IO MO-HAaTaThIIHO RiOlIaBaHe Ha Ob0OpeuHaTa QyHKLUMS,
BIJTIOUHTENTHO € BE3MOXKHA 0CTpa OBOpeyHa HeIOCTATBYHOCT, KOATO 00HKHOBEHO € ofpaTiima. [1o
Ta3y NpuuYKMHa, KOMOMHALUHATA TPAORa 1a ObAe NpuUiaraHa ¢ MOBULLIEHO BHUMAaHHE, 0COOEHO rpH
NaLMUEHTH B HanipeaHana Bb3pacT. [launenture TpsabBa Aa 6bAaT aAEKBATHO XHApPATHPAaHH U Aa Obae
npocneaaBaHa 6p0peuHaTa UM PYHKUHA B HAYATIOTO HA KOMOMHHPAHOTO JIEUCHUE U NMEPHOTUYHO CIIE]]

TOBA.

B enHo npoyuBaHe eIHOBPEMEHHOTO NMpWaraHe Ha TEJIMMCApPTaH M paMHIIpU € JOBEJIO J0 MOKaUuBaHe
#Ha AUCO0-24 u Cmax Ha paMUIIpii ¥ paMuanpunar 2o 2,5 meti. KiiHHK4YHaTa 3Ha4HMOCT Ha TOBA

HaOnioNeHHe He € U3BECTHA.

[IpecopHH aMHHK (HANPYMED HOPAIPEHAITHH)

EdekTa Ha NpecOPHUTE aMHHHU MOXKE Ja CE HamaJlu.

Hepenonspusrpaiily MUOpeJaKcaHTH (Hanpumep TyOoKkypapHH)
XHOpoxaIopoTHA3KH MOXe Ja NoTeHLUupa e€deKTa Ha HeenoNApH3HPaLINTE MHOPETAKCaHTH.

JlekapCTBEHH MPOAYKTH FI3MON3BAHM 38 JICYCHHE Ha noaarpa (HanpuMmep NpoOeHHUIHA,
CYAQUHIMPA3OH U ANTOTYPHHO)

Moaxke fa ce HANOXH KOpHIBHpaHe Ha J03aTa HA YPHUKO3YPHUHMHTE JIEKAPCTBEHH NMPOAYKTH, Thil KaTo
XHAPOXJIOPOTHA3UA MOXKE [1a YBETHYH CEpYMHHTE HUBA HA NUKOYHATa KHcenHHa. Moxke fa ce Hanoxu
MOBHLIABAHE HA AO3WTE HAa NPoOeHUIU WK CYN(PUHNKpPa3oH. EJHOBpEeMEHHOTO NMpueMaHe Ha
THA3UAH MOXKE [a NMOBHIIH 4€CTOTATa HA PeaKLIMUTE Ha CBPbXYYBCTBUTEIIHOCT KbM AJIONYPHHOIL.

KanuuMesy conu
TwazuaHuTe IHYPETULIE MOXE Ja MOBULIAT CEPYMHUTE HHBA HA KAILIHH, KOETO C€ IBJDKH Ha

MOHMXKEHATA MY eKCckpeluus. AKo TpaOBa Aa ce npeAnMIAT KajJlLHEBH AODAaBKH WIH JIEKApPCTBEHH
NPOAYKTH, 3abpKallli KajllMi B OpraHu3ma (Harpumep Tepanus ¢ BUTaMHH D), e Heobxoaumo 1a ce
Npoc/eAdBaT CEPYMHUTE HUBA HA KAJTUKA M ChOTBETHO JIa C€ KOpHIHpa no3ara.

bera-010KepU U AWA3Z0OKCUI
TuasnauTe MOXKe Aa NOBHMILIAT XUMNEPrIHKEMHYHHTE €eKTH Ha OeTa-0oKepuTe H AMA3OKCHIA.

AHTHXOIHHEPIHYHHTE JIEKAPCTBEHH NPOAYKTH (HaNnpuMeEp aTPONuH, OUNIEpHAEH) MOXKE Aa MOBULLAT
OMOHATHYHOCTTA HA THA3WIHHUTE AHYPETHLM Upe3 NOHWIKABAHE HA CTOMALIHO-UPEBHUA MOTUIIMTET M
YeCcTOTaTa Ha H3Mpa3BaHE Ha CTOMAaXxa. |

AMaHTHIAHH
THazuauTe MOXKE 214 yBEAWUYAT PHCKA OT HEXENaHH e(EKTH, NPHUUHEHH OT aMaHTHAHH.,

LIHTOTOXCHUHH JIEKAPCTBEHH NPOAYKTH (Hanpumep uukiiogochamua, MeToTpekcar)

Tuazugure MOKE Aa HamansaT ObOpeyHaTa eKCKpeLMA Ha IMTOTOKCHYHHTE JIEKAPCTBEHH NMPOAYKTH H
1a NOTEHUMPAT MHUENOCYNPECUpALLUA UM e(EKT.

B3 0CHORa Ha tbapmamnoruqﬂme MM CBOMCTBRA € BL3MOXHO [1a C€ OYaKBa, Ye CJ'IE!
JICKAPCTBCHH NMPOOAYKTH MOTraT A4 NnNosHIIAT XHIIOTCH3IWBHHA ecbem‘ Ha BCHYKH a
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CpeACTBA, BKIIOUMTEHO TeAMHUcapTaH: 6axnodeH, aMHPOCTHH. .
Cbli0 TaKa, OPTOCTATHYHATA XHMOTOHKHA MOXe Aa Obae 3acHIeHa OT ajikoxoli, bapOuTyparH,
HapKOTUYHU BELUECTBA WIH aHTHACIIPECAHTH.

4.6 @eprHianTeT, OpEMEHHOCT H KbpMEHE

bpeMeHHoCT

He ce npenopbuBa ynotpebara Ha aHrHoTeH3HH Il peuenTtopHu aHTarOHUCTH NMPeE3 MbPBUA TPHMECTHP
Ha OpemeHHocTTa (BK. Touka 4.4). Ynorpebarta Ha aHrHOTeH3MH 1] pelenTopHU aHTaroHUCTH €
MPOTUBOINOKAa3aHa Npe3 BTOPHUA W TPETHS TPUMECTDD Ha OPEMEHHOCTTA (BXK. TOUYKH 4.3 1 4.4).

Hama naocraTbyHO JaHHH 3a yrnortpebara Ha TenMmucaprad / Xugpoxnopornazua CTALA npH
6peMeHHH KeHd. EkcnepMMenTanHWTe MpOyuyBaHMS MpPH XHBOTHH TMOKa3BaT penpogyKTHBHA

TOKCHYHOCT (B)K. TOUYKA 5.3).

EnuaeMHonoryuHuTe JaHHH 3a pUCKa OT TepaTtoreHHocT cnep exkcno3utns Ha ACE unxuburopu npes
MbPBUA TPUMECTHP Ha OpeMeHHOCTTa He ca yoeaurenHd. Bee nak, He MoXe pa ce H3Ko4H cnabo
noBUUIaBaHe Ha pucka. Jfokaro HAMa KOHTPOIMPAHU EMUASMUONIOrMMHY JAHHHU 33 PUCKA NpPH
ynotpeba Ha aHrHoTeH3uH 1l peuenTopHY aHTaroHUCTH, CXOJHH PHCKOBE MOTAT Ja CHLIECTBYBAT U
[pH TO3H KJjac fekapcTia. [TallMeHTKUTE, KOMTO ruiaHupaT OpeMeHHOCT, TpAOBa Ja NPeMUHAT KbM
ANTEPHATUBHO AHTHXHIIEPTCH3IUBHO JiedeHHe ¢ YCTaHOBEH npodun Ha 6e30nacHoCT npH ynotpeba no
BpeMe Ha OpeMEHHOCT, OCBEH aKO ce CHMTA, Ye € OT 0cofeHa BaXKHOCT Aa C€ NPOIBIDKH JIEYEHHETO C
aHruoTeH3uH Il pelienTopHU aHTarOHUCTH. AKO € JHarHOCTULMpaHa OPeMEHHOCT, JIEYEHHETO C
aHruoTeH3uH Il peuenTopHH aHTaroHMCTH TPAOBa He3abaBHO fa Obe NPEeyCTAaHOBEHO H aKo €
MoAX0AALI0 Aa ObAe 3an0UYHATO alTePHATHBHO JISUECHHE.

VCTaHOBEHO €, Ye eKCNO3HLMATA Ha aHTHOTEeH3HH [] penenTopHn aHTaroHUCTH Npe3 BTOPHA U TPETHA
TpHMECTBp Ha OpeMeHHOCTTa npeau3BHUKBa GPETOTOKCHYHOCT NpH XOopa (NoHWKeHa 0b0peyHa
$yHKLHMS, OIMTOXHAPAMHHOH, 3a0aBeHa YepenHa ocupHKailia) 1 HeOHaTalHa TOKCHYHOCT (0bOpeyHa
HEeAOCTAThYHOCT, XMIIOTOHUA, XHTIEPKAIMEMHUA ) (BXK. TO4KA 5.3).

[IpenopbuBa ce ynTpa3BykoB nperiea Ha ObOpeuHaTa QyHKLUHMA ¥ veperna, aKo HACTBIH €KCIO3HLUS
Ha aHruoTeH3HH II peLenTopHY aHTaArOHHUCTH MPEe3 BTOPUA TPUMECTEP Ha OPEMEHHOCTTA M Cliel TOBA.
HopopoaeHuTe, YMHATO MalKM ¢Ca NpHEMANTd aHTHOTEeH3UH 1l peuenTopHy aHTaronucTH, Tpadbea na |,
6b0aT BHUMATEJHO HAOMIONABAHH 32 HATHYHE HAa XHNOTOHHA (BX. TOYKHU 4.3 n 4.4).

ONMUTHT ¢ XHAPOXIIOPOTHA3K MO BpEME Ha OPEMEHHOCT € OrpaHHueH, 0COBEHO Mpe3 MbPBHS
TpuMecTbp. [IpoyuBaHusTA NPH XKUBOTHH Ca HEAOCTATHYHA. XHAPOXJIOPOTHA3ZH] ITPEMHAHABA NPE3

" ruiaueHTara. bazupaiiku ce Ha papMaKoJOrHYHHA MEXAHH3IBM Ha ACHCTBUE HA XHAPOXIIOPOTHA3N],
ynorpebara My npe3 BTOPHA H TPETHA TPUMECTBP MOXE J1a KOMIIPOMeTHpa DeTO-INALEHTAPHATA
NMPOITYCKAKUBOCT, K ia NPpHUHHKU (PeTaIHH U HEOHATAIHU e€(EKTH, KaTo XK BJITCHHLA, HAPYLUCHHE HA
eNeKTpoAUTHHS OanaHc U TPOMOOLUTONCHUA.

Xuapoxaoporda3uj He Tpadsa na ce U3NoJ3Ba NpH ECTAlMOHEH OTOK, reCTALMOHHA XHNIEPTOHUS WK
npeeKIaMIICHA, MOPaiN PUCK OT MOHIKABaHE Ha MnasMeHust 00eM U nnaleHTapHa xunonepdysus, oes
nojie3eH epeKkT BrPXY XoAa Ha 3adonsgsaHeTo.

XH,EIPGXJ'IOPOTHBSM HC Tpﬂﬁﬂa Aa CC H3M0N3Ba IipHd €CCCHUHAJIHA XHIICPTOHHA NPH GPEMEEHHH JKEHH,
OCBEH B PEAKH CIIYUaH, KOIr'aTO HC MOXKEC 4 CC MNPHUITOKH APYTo JIEHCHHC.

KspMeHe

Ha KppMeHe, Tenmucaprad / Xuapoxnopotuazuag CTANIA He |
ce TPEnopbYBa, a Ce MPEANOUMTAT AITEPHATHBHY JIEYEHHUA ¢ NO-A00pe YCTaHOBEH
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6e30nacHOCT B MeprHoia Ha KbPMEHE, 0CODEHO MPHU KbPMEHE Ha HOBOPOAEHO HITH MPEeXIACBPEMEHHO
POAEHO JETE,

XuApoxJIOpoTHA3K C€ EKCKPETHpa B MAJIKM KOJIMYECTBA B MalUMHOTO MIIgKo. THasuau BbB BHCOKH
JO3H, NPEeIU3BHKBALIM HHTEH3HBHa NMype3a MOXKe 1a HHXHOHMpAT NpOAYKLMATA Ha MIISKO.
Vnorpebara Ha Tenmucapran / Xuapoxnoporuasua CTAJIA no Bpeme Ha OpeMEHHOCT He ce
npernopbuBa. Ako TeamucapraH / Xunpoxnoporuasua CTAIIA ce

U3MO0N3Ba B NEPHOAA HA KbpMEHE, TpA0Ba [a Cc& NOANbLPKAT HAl-HUCKUTE Bb3MOXKHH J03H4.

depTHAHTET
B npeaiJIMHUYHA NPOYYBAaHHA HE ca HabmoAaBaHW eEKTH HAa TEIMHCAPTaH U XUIPOXJIOPOTHAZKHI
BbPXY (PEPTHNUTETA HA MBIKKH M KEHCKH UHAMBHIH.

4.7 EdexTH BHpPXY cnnocoOHOCTTA 32 wodHpaHe H padoTa ¢ MAIIHHH

Tenmucapran / Xuapoxnopotdasua CTAJIA moxe aa nosnuse BbpXy CIOCOOHOCTTA BH 3a LIOQPHpPaHE
U pabota ¢ MalmHK. Makap W paako, 3aMaiBaHE WM CBHIIMBOCT MOrar Jia ce MOABAT NPH MPHEM Ha
Tenmucapran / Xuapoxnoporuasua CTAJIA. | ' *

4.8 HexxenaHn JIeKAPCTBEHH PEAKIHH

Kpamkxo uznoscenue na npogpuna na 6ezonacrocm
Haii-uecTo cbobLUaBaHaTa HexkeNaHa IeKapCTBEHA peakuus € 3aMaiBaHe. CepHO3eH aHTHOEIeM MOXKeE

na nactoenu paako (=1/10 000 no <1/1 000).

Tenmucapras / Xuapoxaoporuasua CTAJIA 80 mg/12.5 mg

YecToTaTa Ha HEXKEIaHUTE JICKApCTBEHH peakuuH, cbhoOileHd npu ynotpeda Ha Tenmucapran /
Xuapoxnopotuazng CTAJIA e cpaBHHMA € Ta3U Ha HEXKEJTAHUTE JIEKaPCTBEHH PEAKLIMH, ChOOIIEHH NPH
ynoTpeba caMo Ha TenMuHcapTaH B paHAOMM3HpPaAHH KOHTPOJIMPaHH NMpoyuBaHHA, oOxsamainy |1 471
[MalUEHTH, pasnpeesieHd Ha Cy4aeH MPUHLMI 34 JeYeHHE ¢ TeIMUCApTaH IUIKC XHAPOXJIOPOTHA3HA
(835) unu camo ¢ tenmucapral (636). He € yctaHOBEHa 3aBUCHMOCT MEXAY [03aTa U HEXKEIaHHTE
NEKApPCTBEHH pPEaKUMM U JIMIICBA Bpb3Ka ¢ NOJIa, BB3pacTTa WIH pacoBara NpHHaIIEKHOCT Ha
natHeHTUTE.

Tabauuen cRUCHK HA HedCeaanume 1exapcmeenu peakyuu
HexxenaHHuTe NEKAPCTBEHHU peaKLHH, ChOOIEHN BbB BCHYKH KITHHHYHH MPOYYBAHHA W HACTBIWIIM NO-

4ECTO MPH H3MOI3BAHETO HA TEIMUCAPTaH IUIIOC XUAPOXIOPOTHA3N, OTKOJIKOTO MpH M1auedo

(p <0,05), ca onucaHHu No-A0Y B CBOTBETCTBUE CbC CUCTEMO-OpraHHaTa knacupukaums. [Ipu neuenne
¢ Tenmucapran / Xuapoxaoporuasua Crana MOraT J1a ce MOSBAT M HEXKENAHH JIEKAPCTBEHH PEaKLHH,
KOHTO Ca XapaKTEPHH 3a CAMOCTOATENHOTO NPUAAraHe Ha OTHC/IHHTE MY ChCTAaBKH, HO KOHTO He ca
HaOMO1aBaHHU B KITMHHYHHTE [TPOYYBAHUSL.

HexxenaHuTe neKapcTBEHH peakLMM ¢a KaTeropusHpaHu CIOope] 4ECTOTATa, KaTo € U3MOI3BaHAa
cneaHaTa knacudukauua: MHoro yectu (=>1/10), vectu (>1/100 po <1/10), neuectu (=1/1 000 no
<1/100), peaku 1/10 000 no <1/1 000), Muoro peaxu (<1/10 000), ¢ HeuzBecTHa YecToTa (OT
HaJIHYHUTE JaHHU He MoxXe Na Oba¢e HanmpaBEeHa OLIEHKA).

HPH BCAKO IrpyYIpaHe B 3aBHCUMOCT OT HECTOTATA, HCKCENTAHHUTE JICKAPDCTBCHH PCAKIIHH CC HBSPDHBaT
B HHU3XOJAL peA MO OTHOUWICHHE HA TCXKCCTTA.

Hudexumnn n nHdecrauuu
Penxu: OpOHXUT, QapUHIHT, CHHYWUT
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HapyioeHus Ha HMyHHaTa CHCTEMa
Penku: o60CTpAHE HIH aKTHBHPAHE HA CHCTEMEH NYIYC €PHTEMATOAEC |

HapyuweHus Ha MeTaboin3Ma H XpaHEHETO
HeuecTH: XUnokanuemMHs
Penku: XUNepypyuKeMHs, XUNOHATPHEMUA

[TCHXWYHNA HAPYILEHHSA
Heuectn: 6e3noKOHCTBO

Penku: nenpecus

Hapyluenus Ha HEpBHaTa CHCTEMA
HeuecTu: cUHKON, NapecTe3ns, 3aManBaHe
Penku: be3cbHHe, HapyUIeHUS Ha CHHA

Hapyuienus Ha o4uTe
Penku: HapyllleHUS Ha 3pEHHETO, 3aMBIIIEHO BIDKAAHE

HapyuieHus Ha yxoro y nabupuHTa
HeuecTH: BEpTUIO

Cbpae4yHH HAPYLIECHHA
HeuecTy: Taxukapaus, apuTMHs

CbIa0OBH HAPYLICHUS
HeuecT: XUNOTOHUA, OPTOCTATHYHA XMIIOTOHHUS

PecniupaTopHH, TPAHH M MEAWACTHHAITHH HAPYLIEHH
HeuecTn: aucnHes
Penku: pecnupaTopeH aucTpec (BKIKOYHTENHO MHEBMOHUTH H 6enonpodeH 0ToK)

CToMalIHO-4YPEBHHY HAPYILUCHUS
HeuecTu: nuapus, Cyxora B yCTaTa, (pnaTyleHUHS
Peaku: abpomuHanna 6osika, 3anex, AMCNENCHs, NOBPHIIAHE, raCTPUT

Xenato-OMAKapHU HAPYLICHUS |
Penku: abHopmua yepHoapoOHa PyHKUMA/MEPHOAPOOHO HAPYLLIECHHE

2

HapyuieHus Ha KoXaTa W NOAKOXKHATA ThKaH |
Penku: aHroeseM (cbulo H ¢ dataneH u3xoa), epuremMa, NpypuTyc, oOpUB, XUNEPXUIPO3a, YPTHKAPHS

HapyumieHusa Ha MYCKYJTHO-CKEIETHATa CHCTEMA, Che AMHUTE/NIHATA ThKAH W KOCTHTE
HeuecTtu: 6onku B repba, MyCKyTHYM CNa3My, MHAJITHS

Penxu: apTpanrus, MyCKyJIHH KpaMiH, O0Ka B KpaHHUK

HapyilleHus Ha Bb3NPOKW3BOAMTENHATA CHCTEMA M TbpJaTa
HeuectH: epekTHiaHa AUCHYHKLIMA

OOI1IH HapyLueHHs B €EeKTH HA MACTOTO HA NPUIIOXKEHHUE
HeuecTu: 601Ka B rppAHHA KOLLI
Peaku: rpunonoaodbHo 3abongrane, 6onka
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HUzcneBaHus
HeuyecTH: nopuilieHa NHKOYHA KHCENHHA B KPbBTa

Penku: noBHIIEH KpeaTHHHH B KPBBTA, NOBHILCHA KpeaTHH (OCcPOKMHA3a B KPbBTA, MNOBHIIEHH
YepHOAPOOHHUTE EH3UMM

l: Ha 6a32 Ha NOCTMAPKETHHIOBHSA OINUT

2: 3a AOITB/IHUTEIHO ONMCAHNE, MOJIA BHIKTE MOATOUKA ,,Onucanue na uzbpanu Hexceranu peakyuu

JlonenHurenHa HHPopMaLMd 3a BCEKH OT KOMITOHEHTHTE
HexenanuTte peakiliy, ¢boOillaBaHM NPEAH TOBa NPH CAMOCTOATETHOTO U3IMOJI3BAHE HA HAKOH OT

KOMIMIOHEHTHUTE, MOTaT Aa BL3HUKHAT W NMpPH H3NON3BaHETO Ha TenMmucapraH / XHAPOXJIOPOTHAIHMI
CTAJIA, nopu aa He ca Habn0JaBaHH MPH KAWHAYHUTE NPOYHBAHHUA HA TO3H MPOAYKT.

- Teamucapran:

YecTOoTaTa HA HEXKETAHUTE JICKApCTBEHH pCaKLiMK NPH U3I0N3BAHETO HA TEMIMHUCAPTAH H nnaueﬁo =
NoYTH CAHAKBA.

YecTOTaTa HA HEXKETAHHTE JIEKAPCTBEHH PEAKLIMY, ChOOLIEHH pH ynoTpeda Ha TenMucapTaH (41,4%),
e cpaBHuMa ¢ muiauebo (43,9%) npu wauebo-kouTpoaupanu npoyusasua. [IpeacrabeHnre no-goiay
HeXe/laHW peaKLHU, OTPa3fABaT pe3yJITATHTE OT BCHYKH KIIHHHYHH MPOYYBaHHs TIPU NMaLMEHTH,
NIEKYBaHU ¢ TEJIMHCAPTAH 38 XHIIEPTOHHUA WM MPH NaLMeHTH Ha 50 TOAWHH, WY TO-BB3PACTHH C
MOBHLUIEH PHCK OT CbPASYHO-CbAOBH HHUWACHTH:

Uudexkunu U HHpeCTAUMH

HeuecTd: MH(EKUHMA Ha FOPHATE AMXATETHH ITbTUIIA, HHPEKUUA HA MHKOYHUTE MHTHILA BKIIIOUUTENHO

(IUCTHT
PenkH: CENCHC BKITIOYMUTENHO ¢ daTajieH H3xon

HapylueHns Ha KpbBTa H IMM(QHaTa cCHCTEMA
HeuecTu: aHemus
Penku: eoznHoduus, TpoMOOLIMTONEHUS

HapyuwieHus Ha HMyHHATA CHCTEMA
PeaKH: CBPBXUYBCTBHTETHOCT, aHa(pUIAKTHUHA pEaKLIUs

HapyuieHus Ha Metabonu3mMa W XpaHEHETO
HeuecTH: xunepkanueMus
Penku: xunornukemusa (Npu nauMeHTH, Sondu oT Auaber)

ChpaeyHu HapyluieHUs
Heuectu: Opaankapans

HapylueHus Ha HEpBHATa CHCTEMA
Peaku: CBHIUBOCT

PecrTMpaTOpHU, TPBAHH H MEAHACTUHATHH HAPYIIIEHUS
HeuecTH: Kammnuua
MHoro peaku: HHTepCTHUHATHA GenoapoGHa Gonect

CroMalHO-YpeBHH HapYLLICHUS
Penku: croMallieH AUcCKoMpopT

C HeH3BeCTHa YECTOTa: HHTECTHHAJIEH aHIrHoeaeM

Hapywenus Ha ko)kaTa ¥ NOAKOXKHATA ThKaH
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Penku: ek3zeMa, JeKapcTBEH 00OpHUB, TOKCHUEH
KOXeH OOpHB |

Ha[_)ylLIGHPIH Ha MYCKYTIHO-CKCJICTHATA CHCTEMaA, ChCAHHHUTEC/IHATA ThKaH H KOCTHTC

Penxu: apTpo3a, 601K B CyXOXKHITHATA

Hapyuienus Ha 6v0peuyTe ¥ NHKOYHHTE NHTHINA |
HeuecTh: 610petiHo yBpexaaHe (BKIIOUHTENHO ocTpa O0bOpeyHa HeaoCTaTbUHOCT)

O61y HapylIEeHHSA U €PEKTH HA MACTOTO HA MPUIOKEHHE
HeuecTtH: acTeHUA

HacaeaBaHHUA
Penku: MOHW)XeHU CTOHHOCTH Ha XeMOrToOHH

3: 32 JOMBJIHUTENIHO OMKCAHKHEe, MONA BHXKTE NOATOMKA ,,Onucanue Ha uzbpanu nedxceranyu peaxyuu'™

XHAPOXJIOPOTHAZH]
XHIpOoXTIOpOTHA3HA MOXKE 1a MPUYWHUA WIH 000CTPH CBCTOSHHUE Ha XHITOBOJIEMHA, KOETO OT CBOA
CTpaHa MOXeE Aa AOBEAE A0 ENEKTPOAUTEH auchananc (BXK. Touka 4.4).

HexxenanuTe neKkapcTBeHH peaKlii C HEM3BECTHA YeCTOTa, CHODILABAHH [IPH CAMOCTOATE/HATA
yrnorpeda Ha XHAPOXJIOPOTHA3K, Ca:

Heonna3smMu — no00poKaue€CTBEHH, 3I0KAYECTBEHH H HEOTIPEAEACHH (BKJI. KHCTH H TIOTHITH)
C Heu3BecTHa uecToTa. HeMenaHoMeH pak Ha Kokata (0a3amHOKNETBYEH KApLMHOM H

CKBAMO3HOKICTEYCH KEIPI.{HHDM).

Undekunu u uHdecraumu
C Hen3BeCTHa HECTOTa: CUATIOaAECHUT

HapviueHus Ha KpBbBOHOCHATA H JIUM(DHA CUCTEMH

Penku: TpoMboudTOoneHus (MMOHAKOra ¢ Myprypa)
C HeH3BECTHA YECTOTA: arUlaCTHYHA aHEeMHS, XeMOJIMTHYHA aHEMHS, MOTHCKAHE HAa KOCTHHS MO3BK,

JACBKOTNEHHA, HCYTPOIICHHUA, arpanyJIOHUTO34a.

HapyuieHus Ha UMyHHATa CUCTEMA
C Heu3BecTHa YecTOTa: aHAQUNAKTHYHU pPEAKLUY, CBPBXUYYBCTBUTEITHOCT

Hapyuienns Ha eHAOKpHHHATA CUCTEMA

C Heu3BeCTHA YeCTOTA: HEAOCTATHYHO KOHTPOJIHPAH 3axXapCH auMaber

Hapyiienusa Ha MeTabo/in3Ma U XpaHEeHEeTo

YecTH: xunoMarHe3sHeMus

Penku: xunepkanuMeMus

MHOro pelIKH: XHIIOXTOpEMHYHA ANKa103a

C Heu3BecTHA YeCTOTa: AHOPEKCHA, MOHWKEH AaNeTUT, eJIeKTPOJIUTEH aucbanatc,
XHNEPXONECTEPOIEMHUA, XUTICPIITHUHEMHA, XHMOBOJIKHEMHS

[TcuxuyHM_HApYLIEHUS
C HeusBeCcTHA YecToTa: 6e3MoKoHCTBO

HapyvileHHd Ha HEpPBHATA CHCTEMA
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Penku: rmasooonue ,
C HeM3BeCTHA YeCTOTAa: 3aMaipaHe

HapyueHug Ha o4HUTE
C Heu3BeCTHA 4YECTOTA: KCAHTOMCHA, OCTPa MMOIMMA, OCTpa 3aKPUTOBIBJIHA IMAayKoMa, XOpOouaanieH

H3J/1UB

CpbI0BY HAPYIIEHWA
C HeH3BeCTHA YeCTOTa: HEKPOTH3HpAL BACKYJIUT

PecnupaTopHHU, IPBIHU U MEAHACTUHAIHH HApPYLIEHUSA
MHoro peaku: OcTbp pecnupatopeH qucrpec cuHapoM (ARDS) (Bx. Touka 4.4)

CTOMALHO-YPEBHH HAPYILECHUS:
UecTu: rajeHe
C HeM3BECTHA HYeCTOTa: NAHKPEATUT, CTOMALLEH AUCKOMPOPT

Xenato-OUnHapHH HApYUICHHS
C HeH3BeCTHA YECTOTA: XEMATOLETYIapHA XK BITEHHLA, XOJECTATHYHA X BJITCHHLA

HapylueHHs Ha KOXXaTa U NOAKOXKHATA ThKaH
C HeH3BeCTHA 4YE€CTOTa: AYNMYC-NnoaodeH CHHIPOM, peakliMH Ha (POTOUYBCTBHTEITHOCT, KOXKEH BACKYJIHT,
TOKCHYHA eNMuaepMallHa HEKPOJK3a, epuTeMa MyJITUgopMe

HapyiileHus Ha MyCKYJIHO-CKEJIETHATA CHCTEMA, ChEAHHUTEIHATA ThKaH H KOCTHTE
C HeM3BEeCTHA YeCTOTa: ¢rabocT

Hapyweting Ha 00peuuTe 4 NMKOYHKTE MBTUINA |
C HeH3BECTHA YECTOTA: HHTEPCTHLHANEH HedpuT, OBOpeuHa AMCPyHKUUA, MNTIOKO3YpUs

OGQH HADYLUICHHA H ecbex'rn Ha MACTOTO Ha IIPDHJTOKCHHC

C Heu3BECTHA YECTOTA: MUPEKCUA

HicnenpaHud
C Heu3BECTHA Y4eCTOTa: MOBHIIEHH HUBA Ha TPUTJTHUEPHIH

OnuxcaHue Ha H30paHHW HeXKEIaHU IEKAPCTBEHU peaKLnn

AGHOpMHA YepHOIpoOHa (YHKLHA/YepHOAPOOHO HapylIeHHe

[ToBeuero cnyuan Ha aOHOpMHa YepHOAPOOHA PYHKLUS/ YepHOAPOOHO HAPYLWIEHHE OT
MOCT-MAPKETHHIOBHS OMMUT C TEAMHCApPTaH HACTBIBAT NMPH MaUMEHTH OT SNOHCKH mnpousxoa. [lpu
MalHEeHTH OT AMOHCKH TIPOM3X0[ CHLLUECTBYBA NO-TrOMAMa BEPOATHOCT 3a Pa3BHTHE HA TE€3H HEXKEaHH

peaxiHH.

HMHTECTUHANEH aHTHOEEM
CboOlleHy ¢a clyyan Ha MHTeCTHHalleH aHruoeaem crnen ynorpedba na anrnorteHsud I peuenrophu

aHTaroHMCTH (BK. TOYKa 4.4).

Cenicuc
B npoyuBaHeTro PROFESS ¢ HabGnionapaHa noBUlIIeHA YECTOTA HA CEMNCHC MPH TEIIMHUCApPTaH B

cpasHeHHe ¢ iauedo. CrburHeTo Moxe Aa e cliyyaiHa HaxoJKa WM [1a € CBLP3aHO ¢ HENo3HaT A0
MOMEHTa MeXaHH3BM (BX. TOYKa 5.1).

HurepeTunnanna Senoapobua Soect
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Cnyyad Ha MHTepCTHLHANIHA DenopobHa OonecT ca 1oKNaABaHK OT MOCT-MAPKETHHIOBHS OIHUT, BhB
Bph3Ka C pHeMa Ha TenMucaptan. [IpuunHo-caeacTBeHHa Bpb3Ka 0o0aye He € YCTAaHOBEHa.

HeMenaHoMeH pak Ha ko)kaTa: Bs3 0CHOBa Ha HAJIMYHHUTE JaHHH OT €NHACMHOJIONHYHH POYYBAHHSA €
Ha0moaaBana 3aBUCHMA OT KyMYAaTHBHaTa a03a Bpb3ka Mexxay XXT3 1 HMPK (Bx. ceiuo Touxu 4.4

uS.1).

CrobuiapaHe Ha NOAO3HPAHH HEXEAHH peaKLIUH

Cpo0bluaBaHeTo Ha NOAO3MPAHH HEXKENaHH peakLMH Cliel pa3peluaBaHe 3a yrnorpeda Ha JieKapCTBEHUSA
NPoOAYKT € BakHO. TOBa MO3BOJIABA Ja NMPOIBDKH HAOMIOAECHHETO HA CHLOTHOUIEHHETO MMOJI3a/PHCK 34
NeKapcTBEHHA MpoaAyKT. OT MEOUIIHHCKHTE CIeLIMAIUCTH Ce U3KCKBA 4a ChoOIIaBaT BCsAKa NOJ03HpaHa
HesKeNlaHa peaKLMa Ype3: ChOoOLHUTE HEXKENTAaHH peakiiid JUPEKTHO Ypes:

HanbaHuTenHa areHUHA 110 JleKapcTBaTta
ya. ,,JdamaH I'pyes” Ne8
1303 Cogus

Ten.: +3592 8903417
yebOcaiiT: www.bda.bg

4.9 Ilpenosnpane

C"bmecmyaa OrpaHH4YCHa HHq)GpM&LlHH MO OTHOLWICHHE Ha NPDEAO3IUPAHE HA TCIIMHCAPTAH MNPH XOpa.
TB.I'IMHCEIPT&H HE CC OTAC/IA [IPH XEMOJHANH3A. He ¢ YCTAHOBCHO 0 KAKB4 CTCIICH XUAPOXITOPOTHA3ZHA
CC OTOCJIA TMPHA XEMOOHAIH3A.

CUMIITOMM:

Haii-u3sBEHHTE NMPOSABH HA NPEAO3UPAHE C TEJIMHCAPTAH €A XHITOTOHHA M TAXMKAPAHS, 4 ChUIO Ce
¢poOLIaBaT M OpaguKapAuA, 3aMasHOCT, NOBHIIABaHE Ha CEPYMHHA KpEaTHHHH U ocTpa O6s0peuHa
HeaocTaTbvHOCT. [Ipeao3upaHeTo ¢ XUAPOXJIOPOTHA3H] Ce CBBP3Ba C HAMAJIABAHE HA ENEKTPOIINTHTE
(XMIOOKAJIIMEMHS, XHUIOXJIOPEMHS) H XHUIIOBOJIMEMHS, Ib/IXKAIIA C€ Ha EKCLECHBHAaTa AuWype3a. Haid-
YECTHTE CHMIITOMH Ha NpeJo3WpaHe ca raJlcHe U COMHOJIEHTHOCT, XUMNOKATHEMHATA MOXe /1a IoBeie
10 MYCKYJIHH CMa3MH W/ WJIH aKUEHTYHpaHa apUTMHS, CBBP3aHH C €AHOBPEMEHHATA yrnoTpeda Ha
NHTHTAJIACOBH TITHKO3HAH HIIM OnpejefieHd aHTUAPUTMHYHH JIEKAPCTBEHH MPOAYKTH.

JleueHue:

TenmucapraH He ce oTaens npy xemoauanusa. [lauueHTsT TpaOBa Aa Obae BHUMaTenHO HabmoaBaH
1 JieyeHueTo TpsibBa Aa ObJe CUMNTOMATHYHO H HOAABP¥KALLO. OBNAAABAHETO 3aBUCH OT BPEMETO Ha
NnpHeMaHe Ha MPOAYKTAa U TEeKECTTa Ha CUMITTOMHUTE. [IpenopbunTe/IHUTE MEPKH BKIIOYBAT -
npeJU3BUKBaHEe HA NOBPBLIAHE W/ WM CTOMALIHA NMTPpOMHUBKA. [IpunaraHeTo Ha akTHBEH BEIJIEH MOXKE
na 6bie NOJE3HO MpH JICYSHHEe Ha npeao3rupaHeTo. HeoO0xoaMMo € 4eCTO npocaeAsBaHe Ha CEPYMHHTE
ENEKTPONIKTH H KpeaTUHHH. [Ipy nosBa Ha XMNOTOHHA, NAUMEHTHT TPAOBA Aa OBIE MOCTABEH B
nerHano no rpud nosioxkeHue M 6BP30 Aa ce NPUIOKAT CONeBU U OOEMHH 3aMECTHUTEITH.

5. PAPMAKOJIOTHYHY CBOUCTBA
5.1 GapmMaKoAHHAMHYHH CBOHCTBA
dapMmakoTepanesTuyHa rpyna: AHruoreHsuH Il anraronuctu u auyperuum, ATC xon: COSDAOQ7

Tenmucapran / Xugpoxnoporuasua CTAZJA e koMOMHauud OT AaHIHOTEH3H /
AHTATOHHCT TENMHUCApPTaH M THA3WACH AUWYPETHK Xuapoxnopotuasuld. [lpy xkoMOuMige

1 RERITIPDS
>y AR s

15



KPBBHOTO HAIAraHe OTKOJKOTO, aKO ¢a MPHJIOKEHH MOOTAENHO. TenmucapTan / XuapoxnopoTHasuj
CTAJIA, npHeMaH BEAHBX JHEBHO B TEPANEBTHYHH AO3H, BOAM A0 edeKTUBHA H [U1aBHA peayKLHs Ha
KPBBHOTO HaNAraHe.

MexaHH3IBM Ha AEHCTBHE ,

TenMucapTaH € nepopanHo eekTUBeH U cnelwpHYeH aHrHOTeH3UH 1] pelentoped aHTaroHUCT (TN
AT,). Toi#t n3MecTBa ¢ MHOTO BUCOK AQUHHUTET aHFHOTEH3KH I OT HEroBOTO MIACTO Ha CBBLP3BAHE B
AT; peuenTopHUs MOATHN, KOWTO € OTTOBOPEH 3a U3BECTHHTE ACHCTBHA Ha aHTHOTEH3HH Il.
TenMmucapTad HAMA JOPH M YaCTHYHA arOHUCTHYHA akTUBHOCT cnpiaMo AT, peuenTtopa. Tenmucapran
ce cBbp3Ba ceneKTHBHO ¢ AT, peuenropa. CBbp3BaHETO € NPOALDKHTENHO. TeMucapTaH He NOKAa3Ba
aUHUTET KbM JIpyru peuentopy, BkmounTenHo AT2 u apyru no-cnabdo xapakrepusnpann AT-
petentopu. OyHKUMOHANHATA PO/ HA TE3H PELENTOPH HE € U3BECTHA, HE € U3BECTEH U €(DEKTHT Ha
TAXHATA Bb3MOXKHA CBPBLXCTHMYJIaLUMa OT aHrHOTEeH3UH 11, YHHWTO HHBA ca MOBHILIEHH OT TEAMHCAPTAH.
HuBata Ha M1a3MeHHS aIJ0CTEPOH ¢a MOHHKEHH OT TeJiMucapTaH. Teamucapran He MExuOHpa
YyOBELIKHA I1a3MeH peHrH U He ONIoKHpa HoHHUTEe KaHanu. TenmucapraH He HHXHOHpa aHTHOTEH3UH
KOHBepTHpauius eH3uM (kuHuHaza [I), eH3suMBT, KOHTO Chlo pasrpaxaa OpaaukuHuHa. [lopanu Toea
He C€ OUaKBa Ja MoTeHlUUpa OpaJHKHHUH-MEeIHUPAHUTE HEXKENTAHU JEKApCTEEHH PeaKLivH,

[Tpu xopa no3ata ot 80 mg TeMHcapTaH NOYTH U3LIO HHXUOKPA MPEIU3BHKAHOTO OT AHTHOTEH3HH
II nopuaBaHe Ha KPBBHOTO HajAraHe. MHXHOUTOpHUAT edeKT ce noaabpxa Hal 24 yaca, KaTo BCE
oule Moxe f1a Obae ycraHoseH A0 48 yaca.

XHApOoXNIopoTHa3u] € THa3HIEH AUYPEeTHK. MeXaHU3MBT, N0 KOWTO TUA3HIAHHUTE AUYPETHLH MOCTHUraT
aHTHXHUIIEPTEH3IUBHUA CH e(eKT, HE € HAMwIHO H3ACHEeH. THazuauTe OKa3BaT Bb3ACHCTBHE BLPXY
MEXaHH3MHTE Ha peabcopOuUMsa Ha eneKTponMTH B OBOpedyHuTe TYOY/IHM, KATO OMPEKTHO MOBULUABAT
eKCKPELWATA HA HATPUH WM XJIOp B NPUOIHMZHTENIHO EKBHBAJIEHTHH KoaM4decTBa. JIHYpeTHHHOTO
AeHCTBHE Ha XHAPOXJIOPOTHA3KMA HaMmallsiBa IUTa3MEHHA O0EM, MOBHIIABA AKTHBHOCTTA HA PEHHWH B
J1a3MaTa, YBEJHUYaBa EKCKPELHATA Ha aJiOCTEPOH C NOCNEABALIO YBEIHYEHHE Ha KaJIUA B yPHHATA H
3aryba Ha 6ukapboHaTH, M HaMaJiiBa HMBATA Ha kanuuii B cepyMa. CuuTta ce, e €JHOBPEMEHHOTO
MPHNOKEHHUE HA TEJIMUCAPTAH, OTOKUPaHETO HA CHCTEMATa PeHUH-aHTHOTEH3UH-a0CTEPOH, BOJH A0
oOpaTeH eeKT NMO OTHOLIEHHE Ha 3arybarta Ha Kaiui, KOATO C€ OL/DKH Ha TE3H AWYpeTHUH. IlpH
npuaaraHe Ha XUWAPOXJIOPOTHA3MA Ha4YalloTO Ha OMypes3aTa € ciej 2 Jaca, KaTo NHMK Ha edekra ce
HaOmloJaBa ciel OKOJI0 4 yaca U NepcUucTrpa B NMpoab/keHUe Ha NpuOIH3nTenHo 6-12 yaca.

KnuHuuyHa epukacHOCT H OE30MaCHOCT

JleyeHHe HA €CEHLMATHA XUNEPTOHUS
Cnen npunaraHe Ha TbpBaTa 103a TEIMHCAPTAH ce Habmo1asa NOCTENEHHO NMOABa Ha

aHTHXHIMEPTEH3HBHA AKTHBHOCT B paMKHUTE HA 3 uaca. MakcuMansara peayKuusd Ha KpbBHOTO
HANATaHE C€ JOCTUra HAITBIIHO B paMKHTE Ha 4-8 CeAMHLH CJIE]l HAYAIOTO Ha JICUEHHETO H CE
NOAABPXKA YUpe3 NMPOAB/LDKUTEIHA Tepanud. Crel NpUeMaHe Ha 403aTa aHTHXUIIEPTEH3UBHUAT €EKT
MepcCUCTHpa MoBeue OT 24 yaca, KaTo BKIHOYBA U MOCAEAHHUTE 4 yaca Mpedy CleJBauloTo NMPHIOKEHHE,
KAKTO [OKa3BaT aMOynaTOpHHTE H3MEPBAHMS Ha KPbBHOTO HanaraHe. ToBa € MOTBBPAEHO H OT
M3MEPBAaHHMATA B MOMEHTA HA MaKCUMalHUs eQEeKT U HEMOCPEACTBEHO NPEAU NMPUEMA Ha Clie/IBalliaTa
1038 (CHOTHOWIEHHETO MHHHMAJIHH KbM MaKCHMAaNHH KOHUEHTpalLMH, KOETO € MOCTOAHHO Han 8(0%
cyien rpueM Ha 1o3M oT 40 1 80 mg TenmucapTan npH ruiauedo KOHTPONUPAHU KIIMHHYHU IPOYYBAHHA ).

[Tpu nalLMeHTH ¢ XHMEPTOHHA TEAMHCAPTaH peAYLIMPa U CUCTOJIHOTO H JHACTOIIHOTO KPbBHO
Hansrade 0e3 J1a NoBNHABA ITyJCOBATA YECTOTA. AHTUXUIIEPTeH3MBHATa epHKACHOCT Ha TenMUcapTaH
€ CpaBHHUMA C Ta3H Ha MPOJAYKTH, IPEACTABUTENIM HA APYrH KI1ACOBE AHTHXUNEPTEHIUBHH JIEKAPCTBEHU
npoAykTH (YCTaHOBEHA fPH KIMHWYHU H3MUTBAHWA, CPABHABALUW TEAMHCAPTAaH C aMmIIOJUMAHH,
ATEHOJION, €HANANpPH, XHAPOXJIOPOTHAZUI H JIM3HHOIIPHI).

Teamucapran / Xuapoxnoporuazng CTAJIA 80 mg/25 mg:
B nBOiHO-C/ISINO KOHTPOJIHPAHO KIIMHUYHO H3NKWTBaHe (N=687 NauMeHTH, OLEHEHH
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MpH NALUEeHTH, KOHTO He Ce MOBJIWABAT OT JieueHueTo ¢ komOuHausaTa 80 mg/12,5 mg ¢
Ha0J1104aBaHO NOCTENEeHHO YBEIWYABaHE Ha e(peKTa Ha MOHWKABaHe Ha KPBBHOTO HAJIATAHE C
2,7/1,6 mm Hg (CKH/IKH) npu kom6uHauunsTa 80 mg/25 mg cnpaMo npoab/DKUTENHO JIEUEHHE C
komOunanmsTa 80 mg/12,5 mg (paznuka B cpeaAHUTE IPOMEHH, KOPHIHPAHH CIIPAMO H3XOLHOTO
HUBO). B mocneasaio KIMHHUYHO U3NHTRAaHE ¢ koMOuHauuaTa 80 mg/25 mg ce Habnronapa
OOITEJIHUTEIHO NMOHIKABaHE Ha KPhBHOTO HaNAraHe (M3pas3sBawlio ce B 0010 NOHWKABAHE C

11,5/9,9 mm Hg (CKH/AKH)).

B 000011eH aHanu3 ot ABe CXOAHH 8-ceIMHYHH ABOHHO-CIISNH Mnauedo KOHTPONHpaHH KIMHHUYHU
wanuTBaHus cnipamo 160 mg/25 mg Baicapran/xuapoxnopordazng {(n=2 121 nanueHTH, OLICHEHH 3a
e(pHKaCHOCT) € HabmoaaBaH 3HAYUMO MO-TOJSIM €(EeKT Ha [TOHWKABAHE HA KPBBHOTO HAJIATAHE C
2,2/1,2 mm Hg (CKH/AKH) (paznuka B ¢cpeaAHUTE NPOMEHH, KOPHTHPAHH CTIPAMO U3XOOHOTO HUBO) B
noi3a Ha koMOuHauuara 80 mg/25 mg TenMHUCapTaH/ XHAPOXIOPOTHAIKA.

[Ipy BHE3aMHO MPEKBECBAHE HA JICYEHHETO C TEIMHCAPTaH KPBBHOTO HAJIAraHe NMOCTENeHHO ¢e Bphlla
N0 CTOMHOCTHTE NpeaM JICUEHHETO, 3a MEPHO OT HAKONKO AHH 6e3 1aHHH 3a pedayHa XMNEPTOHHYEH
ePEKT.

CayyanTe Ha CyXa KaluiMLa ¢a 3HAYUTETHO M0-MaJIKO NPH NALKUEHTH, TPETHPAHH ¢ TEIMHCAPTaH,
OTKOJTKOTO MPH TAKHBA, HA KOMTO €a JaBaHH HHXHOUTOPH Ha aHFHOTEH3HWH KOHBEPTHPALIHA €H3IUM B
KJIMHHYHH MPOYYBaHUsA, AUPEKTHO CPAaBHABALLM ABETE AHTUXHNEPTCH3UBHU JICYEHHA.

[Mpodurakruka Ha CHPAEHHO-CBAOBH HHUIHACHTH

ONTARGET (ONgoing Telmisartan Alone and in Combination with Ramipril Global Endpoint Trial}
cpaBHiABa e(peKTHTE OT NPHUIIOKEHHETO Ha TEIMHUCAPTaH, pAMUNPUIT U KOMOHHALMATA OT TeJMHUCAPTaH
Y pAMHITPUA BEPXY PE3YATATHTE MO OTHOLUIEHHE Ha CbPACYHO-CHAOBATA CHCTEMA, Npu 25 620 nauueHTH
Ha BB3pacT = 55 roauHM, ¢ aHAMHe3a 3a KOpOHapHa apTrepuaniHa 6onect, MO3bYEH HUHCYAT, PEXOAHO
HapyllleHWe Ha MO3BYHOTO KPBBOOOpallieHUe, YBpexaaHe Ha nepuepHH apTepUH WIH 3axapeH auaber
THI 2, CBIIBTCTBAH C JAHHU 33 YBPEKAAaHEe HA NPULIEAHUTE OpraHu (KaTo PETHHOMNATHA, JICBOKAMEPHA
XMINEepTpoda, MaKpo- WIH MHKpOanOyMHHYpHs), KOUTO ca MOMYJIaUuUA C PHCK OT HACTBITBAHE Ha
CHPAECYHO-CBAOBH HHLIMAEHTH.

[TarieHTHTE Ca pAaHAOMH3HPAHU B €1HA OT CACAHHTE TPH I'PynH 3a JieyeHue: tenamucaprad 80 mg (n=8
542); pamunpun 10 mg (n=8 576) unu xomOuHauus ot Tenmucaprad 80 mg v pamunpun 10 mg (n=8
502), nocneaBaHo OT NPpOCaeAABaHe CbC CPEeAHA MPOABILKHUTEIHOCT OT 4,5 rOOHWHHU,

Tenmucapran nokas3ea cXoJeH edeKT ¢ paMHNPHI N0 OTHOLIIEHKE HaMallgsBaHe Ha TbpBHUYHATA CHCTAaBHA
KpaiiHa TOuka OT ChbpJEe4YHO-CH0BA CMBPT, HedaTaieH HH(APKT HA MHUOKapJa, HedaTaneH MO3bYeH
HHCYJIT WIH XOCMHTAJIM3alUA DOpaaH 3aCTOHHA ChPASCYHA HEAOCTATHYHOCT. YecTOTara Ha MbpBUYHATA
KpaifHa TO4Ka e cXofHa B rpynure Ha TeamucapraH (16,7%) u pamunpun (16,5%). KoeguuueHrsT Ha
PUCK Npy TenMucapTaH crpamo pamunpun e 1,01 (97,5% C1 0,93 —1,10; p (He no- manka edukacHOCT)
= 0,0019 npu mapx ot 1,13). [IpoueHTHT Ha CTy4anuTe Ha CMBPT MO BCAKA MPUYHHA € CBOTBETHO 1 1,6%
u 11,8% npy naLUeHTHTE, TEKYBAHH C TEJIMHCAPTAH H PaMHNPHIL.

YcTaHOBeHO e, ve eQeKTHBHOCTTA Ha TEJIMUCAPTAH € CXOAHA C Ta3H Ha PAMUIIPHI MPH NPEABAPHTENHO
onpeae/eHaTa BTOPHYHA KpaHHa LieJ1 OT ChbpACYHO-ChAOBA CMBPT, HedaTaleH HHPApKT Ha MHOKap/a U
Hedaraned Mo3buyeH uUHcyaT [0,99 (97,5% CI 0,90 ~1,08; p (He no-manka epukacHoct) = 0,0004)],
MbpBUYHA KpaiiHa uen B pedepeHTHOTO NpoyuyBane HOPE (The Heart Outcomes Prevention Evaluation
Study), koero u3cnenBa edekra Ha paMHNPHI cpamo ruiauedo.

B npoyueaHero TRANSCEND ca paHAOMH3UpAHH MNAUMEHTH C HENOHOCUMOCT K
MHXHOHUTOpPH, HO HHAYe CHC CXOAHW KPUTEPHH 3a BKIIIOUBAHE KAaKTO B IMPOyYBAHET EFA%W
rpyna, npuemaiua tenMucaprad 80 mg (n=2 954) wnu nauebo (n=2 972), xkato ¢ JAPORY

pKNAraT B JOMbJIHEHHE KbM CTAHAAPTHOTO JieyeHHe. CpeaHaTa NpoAb/DKUTEAHO
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e 4 ronun4 1 8 Mecenia. He ce ycTaHOBSBa CTATUCTHYECKH 3HAUHMAa Pa3THKa B HECTOTATA HA HBPBUYHATA

CbCTABHA KpaiiHA TOuka (CBPAEYHO-CHAOBAa CMBPT, HedaTaneH MHMapKkT Ha MHOKapaa, HedaTalieH

MO3BYEH MHCYJIT MIIH XOCTIMTANH3ALIMA NopaaH 3acToiiHa ChpaeyuHa HeaocTaTbuHocT) [15,7% B rpynara

Ha TesMucapTaH H 17,0% B rpynara Ha nmnane6o, ¢ koepuuueHT Ha puck 0,92 (95 % CI1 0,81 —-1,05; p =-
0,22)]. Uma paHH4 3a mos3aTa OT TEAMWCAPTAaH B CPAaBHEHHE C MWIALe00 MO OTHOLICHHE Ha

NpeJBapUTENHC ONpeAeicHaTa BTOPHYHA ChCTaBHA KpaiHa TOYKa OT CBHPACYHO-CBAOBA CMBPT,

HeaTaneH HHPAPKT Ha MUokapaa U Hedaranes mozbueH HHCYNT [0,87 (95% CI 0,76 —1,00; p = 0,048).

HsMa navHH 3a N0J3a No OTHOLUECHKE HA HAMANSBAHE HA ChPACYHO-CBAOBATA CMBPTHOCT (KOoeHLUHEHT

Ha puck 1,03, 95% nosepurened unareppan 0,85 —1,24).

Kawunuia u aHrHoegeM ce choGLUABAT MO-PAAKO MPH NALKMEHTH, JIEKYBAHU C TEJIMHCAPTAH, OTKOAKOTO
[PH MALMEHTH, JIEKYBAHW C PAMHITPHWIL, JOKATO [PH TEPANHUA ¢ TEIMUCAPTaH NO-4eCTo ce Chodiasa 3a
CJIy4YaH Ha XMIIOTOHHUS.

KoMOHHHpaHETO HAa TeNIMUCAPTaH C PAMHIIPUA He JidBa JOMBIHMTENHA MOJ3a CIPAMO CaAMOCTOATE/IHATA
Tepanus ¢ PaMUNpUN WIH TenMucaptad. ChpAeuHO-CBAOBATA CMBPTHOCT W CMBPTHOCTTA MO BCAKA
NpHYKMHA, KaTO YHCACHO U3PaXKEHHE, Ca 10-BUCOKHM NpH KOMOUHUpaHOTO nevyeHue. OCBEeH TOBa, KMa
3HAYMMO MO-BHCOKA 4ECTOTA Ha XHMepKanHemuna, 6p6peyHa HeAOCTATEYHOCT, XUTIOTOHHA U CHHKOI B
paMOTO C NauHeHTH Ha koMOHHupaHo neuenue. [lopagu Ta3su npuyKuHa, eqHOBpeMeHHaTa ynorpeba Ha
TE/IMHUCAPTAH K PAMHIIPHII HE CE€ NPENOPbYBa NPH Ta3H NOITYNaLMA.

B npoyusaseto “IIpodunaktryeH pexxum 3a eEKTUBHO MpeanasBaHe OT IOBTOPEH MO3ZBUYEH HHCYIIT
("Prevention Regimen For Effectively avoiding Second Strokes" (PRoFESS)) npu nauuenTs Ha 50
FOOWHH KK MO-Bb3PACTHH, KOMTO HACKOPO Ca MOMYyYUH MO3bYEH HHCYIIT ce 3a0eA3Ba NOBHILIEHA
4eCTOTa Ha BL3HHKBAHE HA CENCHC TNPH TEIMUCApPTaH B cpaBHeHUe ¢ mnauebdo, 0,70% cnpamo 0,49%
[RR 1,43 (95 % poseputenen unrepsai 1,00 — 2,06)]; yectorata Ha BE3HHKBAHE Ha CefcHC C. aTaneH
H3XO0Jl € MOBHULLIEHA NPH NMauMeHTHTE, npuemMay treaMucaprad (0,33 %) cnpamMo nauveHTUTe Ha
nnauedo (0,16 %) [RR 2,07 (95 % noseputencH untepsan 1,14 — 3,76)]. Habnonasanarta noBuineHa
YeCTOTA Ha BE3HMKBAHE Ha CeNCUC, CBBbP3aHa ¢ yroTpebara Ha TeIMUCapTaH MOXKE Ja € CIy4alHo
OTKPHTA WM [1a € CBbP3aHA C MEXAHHUIBM, KOHTO € HEMO3HAT 34 MOMEHTA.

3a cera He ca YCTaHOBEHH €(DEKTUTE Ha TENMHUCAPTAH BbPXY CMbPTHOCTTA H ChPAEYHO-CHA0BATA
3a00/1eBaeMOCT. |

HBe ronemm paHaomuzHpaHi KoHTponaupaHu npoyuBaHua — ONTARGET {ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekyuio rno6anHo W3nuTBaHe 3a KpaHHH
TOYKH Ha TeIMUCAPTaH, CAMOCTOATETHO U B KoMOMHaLus ¢ pamunpun) U VA NEPHRON-D (Kiinuuuzo
MPOYYBaHE CBBbP3aHO C pa3BUTHE HAa HedponaTHa npH auader, nposeacHO OT MHHHMCTEpPCTBO - MO
BHIPOCHTE HAa BeTepaHUTe) — Mpoy4yBaT ynorpebara Ha komOuHaumsata or ACE uHxuOuTop M
aHrdoteH3uH [I-penenropen 6nokep.

ONTARGET e npoyuBaHe, npoBeaeHO MpH NALMEHTH C aHAMHE3a 3a ChPAEHHO-CHAOBA WM
MO3BYHOCHA0BA GosiecT, MIIM 3aXxapeH AuadeT THn 2, NpUAPYXKEHH C AaHHH 3a YBpeXKaaHe Ha eexTopHH
opranu. Bibkre cbio uHdopmauusTa ozarnaseHa “Tlpodpunaxktuka Ha CbpAEHHO-CHAOBH HHUMAEHTH .

VA NEPHRON-D e npoyuBaHe NpH AallHEHTH CbC 3axapeH Anader Tun 2 U auaberHa HedponaTus.
Te3n nmpoyuBaHHMA He MOKa3BaT 3HAYHM OnaronpuaTeH €QekT BbpXy OBOpeuHuTe W/HIH ChPACUYHO-
CBAOBHTE TMOCNEAHUM H CMBPTHOCT, KATO CHUICBPEMEHHO ca Ha0AAaBAHM MOBHUIICH PUCK OT
XUMEPKATHEMUS, OCTPO YBpexKAaHe Ha ObOpeudTe W/HNIH XHIIOTOHHUA B CPABHEHHUE ¢ MOHOTEpAIMATA.
Kato c¢ vMaT npeaBua CXOAHHTE UM papMakOIUHAMMYHU CBOKCTBA, TE3H pE3yJITaTH ca
3a Ipyrd ACE unaxuburopu u anruorensuH lI-penentopuu 61okepw.

ACE unxuburopu u anruoreHsuH IlI-peitenTopHu 6nokepH clieA0BaTEHO HE TpH
eIHOBPEMEHHO NPH NALKMEHTH ¢ AnabeTHa HeponaTHs.
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ALTITUDE (KnuHHYHO Mpoy4YBaHE NPOBEACHO C ATUCKHPEH MpPU MalHEHTU ChC 3axapeH ayaber tvn
2 ¢ H3MOJ3BAHE HA CHPACUHO-CHAOBH M OBOpeuny 3a60naBaHus KaTo KpailHU TOUKH € MpoyUBaHe,
npeAHa3sHa4€HO a M3CNeABa NoJ3ara oT A0DABIHETO HA ANHCKUPEH KbM CTaHAapTHa Tepannd ¢ ACE
HHXUOHUTOP MK anruoTeH3uH [I-peuenToper 6s10Kep NpH MALMEHTH CBC 3axXapeH Auader TN 2 U
XpOHHUYHO OBOpeuHo 3abonsBaHe, cbpACHHO-CHAOBO 3a00NABaHe WIH H ABeTe. [IpoyuBaHeTo €
[PEKPATeHO NMPEKACBPEMEHHO NOPAAH NMOBUIIEH PUCK OT HebaronpuATHH nocaeAHud. Kakro
ChpAEYHO-CBIOBATA CMbBPT, TaKa U MHCYJITHT €a TIO-YECTH B Ipynara Ha aIHCKHPEH, OTKOJIKOTO B
rpynara Ha rnauefo, a NpeacTarIABALIMTE HHTEPEC HEKENaHH ChbOMTHA H CEPHO3HH HEXE/IaHH
CHOMTHA (XUIEpPKATIMEeMHUA, XUNIOTOHUA H ObOpeuna aucthyrkUus) ce ¢podLIaBar mo-4ecTo B rpynara
Ha ATHCKUPEH, OTKOJKOTO B rpynara Ha 1uauedo.

EnuaeMHONOrHYHHTE NPOYYBAHHS MOKA3BaT, Y€ IBJITOCPOYHOTO JICYEHHE C XHAPOXIOPOTHA3ZHI
HaMaJIABa PUCKa OT ChpPAEHHO-CBh0Ba 3aD00NEeBaEMOCT U OT CMBLPTHOCT B pPe3yJ/TaT Ha CbpACYHO-
cbaoBH 6onecTH. KbM MoOMeHTa edexTuTe Ha PUKCHpAHATA J030Ba KOMOHHALUA

TeNMHCapTaH/ XHAPOXJIOPOTHA3U BbPXY CMBPTHOCTTA H CbpACYHO-CH0BATa 3abonesaeMocT He ca

H3BCCTHH.

[leanarpuvHa nomynauus

EBponeiickaTta areHLis MO JieKapcTBaTa 0CBOOOXKAaBa OT 3a,u1:mnenue’r0 34 MpeAOCTABIHE Ha
pe3yNTAaTHTE OT NPOYYBAHHUATA C TE/IMUCAPTAH/XHAPOXJIOPOTHAIHA BbB BCHYKH NOATPYNH Ha
eJuaTpH4HaTAa MOMyNalus IpH XUNepTOHHUA (BXK. Touka 4.2 3a nHOpMaLMsI OTHOCHO ynorpeba B
[eqHaTpUSTa).

HeMeJ1aROMEH PAK HA KOKATA: Bb3 OCHOBA HA HANUYHUTE JAHHHU OT €NUAEMHUOTOTMYHHU [(POYYUBAHUS
e HaOmoaaBaHa 3aBpHCHMa OT KyMYyJlaTHBHATA 103a Bpbika mexay XXT3 u HMPK. EnHo npoyuBane
BKJIIOYBA MOMyjanus, ¢betosta ce oT 71 533 caydyad Ha BKK v 8 629 cayyau Ha CKK, ¥ nonynauus
or ceorBerHo | 430 833 u 172 462 nogxoasuy - koHTponu. Bucokara ynorpeba Ha XXT3
- (kymynatueHo >50 000 mg) e ceep3aHa ¢ kopurupad OR 1,29 (95% OU: 1,23-1,35) 3a BKK u 3,98
(95% JIH: 3,68-4,31) 3a CKK. Habnropasana e scHa Bpb3Ka KyMyJIaTHBHA J03a-0Trorop kakTo 3a bKK,
taka U 32 CKK. JIpyro npoyuBaHe noka3Ba BBL3MOKHA Bpb3ka MeXOy paka Ha ycTHHTe (CKK) H
ekcriozdumaTa Ha XXT3: 3a 633 cnyyay Ha pak Ha ycTHMTe € noaOpaHa nionynauus or 63 067
MOAXOASIIH KOHTPOJH, KATO C€ H3MOJI3Ba CTPaTerus 3a B3cMaHE Ha NpoOH, onpejaenreHa OT pHUCKA.
JleMoHCTpHpaHa € Bpb3Ka KyMyJlaTHBHa g03a-0TroBop ¢ kopurdpad OR 2,1 (95% AU: 1,7-2,6),
napacteail 10 OR 3,9 (3,0-4,9) 3a Bucoka ynotpe6a (~ 25 000 mg) w OR 7,7 (5,7-10,5) 3a Hak-BHcOKaTa
kKyMynaTuBHa no3a (~ 100 000 mg) (Bxc. ceio Touka 4.4).

5.2 PapMAKOKHHETHYHE CBOHCTBA

EnHoBpeMEHHOTO NPWIOKEHHE Ha XMIPOXJIOPOTHA3HA H TEIMHCAPTAH NMPH 3paBH CYOEKTH He
npoMeHs (apMaKOKWHETHKATA HA KOATO M 13 € OT ChCTaBKHTE.

AGcopbunn
Tenmucapran: [lukoBMTE KOHLIEHTpALWHK Ha TEAMMCAPTaH Cce NMOCTHraT B paMkute Ha 0,5 — 1,5 yaca
cnen nepopaneH npueM. AGconoTHaTa OHOHAIMYHOCT Ha TenMucapTaH B 103u 40 mg u 160 mg e
chOTBeTHO 42% U 58%. Xpanara 1eko CHW>kaBa OMOHAJIMYHOCTTA Ha TEJIMHCAPTaH KaTo PeAYKUUATA
Ha 0ONacTTa Mo KpHBAaTA IUIa3MeHa KoHUeHTpaLua-speme (AUC) Ha TenMucapTtaH € ot okono 6%
npy 40 mg no3a u okono 19% npu 160 mg no3za. Tpu yaca cnen NPpUIIOKEHHE TUTA3MEHHUTE
KOHLEHTPALHH ca NMoAOOHU, HE3AaBHCHMO AAH TEJIMHUCAPTAH € MPHIMKEH Ha MaJHo WK ¢ xpaHa. He -
ce oyaksa cnabara peaykums B AUC ga npeau3BHKa peayKUus B TepaneBTHYHATA € '
TenmMucapTaH He KyMYyJHpa 3HAYUTENHO B [J1a3MaTa MPU MOBTOPHO NPHIOKEHHE.

Xuapoxnoporuaszuz: IlukosuTe KOHLEHTPAUKH Ha XHIPOXJIOPOTHA3H] C€ MOCT
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npubmuauTenHo 1,0 — 3,0 yaca cnen nepopaneH npuem Ha Tenmucaprad / XuapoxiopotHasua CTAJIA.
AbGcomoTHaTa OHOHaNMMYHOCT, OasHpaHa Ha  KyMYyJaTHBHATA  pEHallHA  eKCKpelus Ha
XHAPOXJIOPOTHA3U, € Okos10 60%.

Paznpenenenne
TenMmucapTaH ce CBBP3Ba B rOJsAMa CTENEH C FUIA3MEHUTE npoTedHH (>99,5 %), rnasHo ¢ anOyMHH H
andal kucen rmokonporerdH. CpeaHUAT NpuBHAcH 00em Ha pasnpeaeneHue € okono 500 1.

XuapoxnopoTHaszua ce cBbp3sa B 68% ¢ nina3MeHUTE NPOTEHHH U MPUBHAHUAT My 00eM Ha
pazrpeaencHue € 0,83 — 1,14 1/kg.

buorpanchopmanusn

TenMucapraH ce Merabonu3upa Ype3 KOHIOrauMs Kato o0pasysa q)apmamnormm HEAKTHBEH
ALWITTIOKOPYHHKA. [ MIOKOPYHUABT Ha OCHOBHOTO BELLECTBO € €AUHCTBEHUAT MeTaboHT,
UEHTHOHLHPAH NpH YoBeka. Cnea eTHOKpaTHa 003a Oena3aH ¢ paldOaKkTUBEH BbIUIEPO]

'4C TenMHCcapTaH rMIOKOPYHHIBT NpeAcTaBaABa NpHOau3uTenHo 1 1% ot uamepenara PAAMOAKTHBHOCT
B ruiazMara. MsoeHsumure Ha udtoxpoMm P450 HamaT yyacTHe B MeTabONHM3Ma Ha TEIMHCAPTAH.
XuApoXnopoTHaA3U He ce MeTaDOoTH3Hpa [IpY Xopa.

EanmMuHHpane

Tenmucapran: KakTo cnesl MHHTpaBeHO3HO, TaKa U CAeA NNEPOPATTHO NPHIOKEHHE Ha

4 C 6GenssaH TeJMHcapTaH, NO-rofsaMara 4acT OT MNpHerata ao3a (>97%) ce eNTHMHHHpa ¢
H3IPAXHEHUATA Upe3 OunuapHa exckpeuuns. B yprHaTa ce OTKpHBAT caMO HE3HAYUTEIHH KOJIUYECTBA.
ToTanHus NnasMeH KIHPLHC Ha TENMHCApTaH Clied MepopaiHoe npuinokernue € >1 500 ml/min.
TepMHUHATHHUAT NOJY>XHUBOT Ha eIMMUHUpaHe € rnoeeue ot 20 yaca.

XHApOXJIOPOTHA3K]L CE€ EKCKpeTHpa U310 HenpoMeHen ¢ ypuHara. Okoso 60% ot nepopajiHara no3a
ce eITMMHHUPA HenpoMeHeHa 10 48 vaca. brOpeuHnaT knupeHC € okono 250 — 300 ml/min.
TepMHUHATHUAT eTMMHHALMOREH MonyxkuBoT € 10 ~ 15 yaca.

JInHeHBROCT/HeJIHHERHOCT

TenMmucapraH: (papMaKOKHHETHKATA HA MEPOPATHO MPHUIOKEHHS TEIMMCAPTaH ¢ A03H o1 20 — 160 mg
e HeluHetliHa, kato ce HabmoaaBa HENMPOMOPUMOHATHO [MOBHLIEHHE HA MUIA3MEHHUTE KOHLICHTPALMH
(Cmax n AUC) ¢ noBdmaBaHe Ha 103ara. -
XHapoxopoTHa3M Nokasea JIMHeHHa hapMakOKUHETHKA.

CneunanHyu nonyjJanug

Crapuecka Bb3pacT

dapMaKOKHHETUKATA Ha TEIMUCAPTaH HE CE pa3dinuaBa MEXKIy Mo-MAaH M NALMEHTH Ha Bb3pacT Haj
65 roaAHHH.

ITona

ITpu >xeHH NIa3MEHUTE KOHLUEHTPALUKK Ha TenmMucapTar odHyaiiHo ca 2 —3 bTH NMO-BUCOKH,
OTKOJIKOTO MPH MbXKe. B KTMHHYHWTE Npoy4BaHus, obate, npy JxeHH He ce HabmoaasaT 3HaAYUMO
YBEITHYEH OTrOBOP HA KPBBHOTO HAJIAraHe HJIM Ye€CTOTaTa Ha OPTOCTATUHMHA XUNOTOHKA. He ce Hanara
npeuu3upaHe Ha ao3ara. [IpH xxeHH UMa TeHAEHUMS KbM 10-BUCOKH fUia3MEHH HHMBA Ha
XMAPOXJIOPOTHA3H]I, OTKOJIKOTO MpH MbxKe. ToBa 00aue HAMA KIIMHUYHA 3HAYUMOCT.

bnOpeuno yBpexaane
bsOpeuHara eKckpeLysa He AOMPUHACA 33 KIIHPBHCA HA TeaMHUcapTaH. Cnopea OrpaHHYECHUA OIUT NpH
MALHEHTH ¢ JIEKO J0 CPEOHO M Texkko O0bOpedHO yBpexaaHe (KpeaTHHHHOB KIMPBHC
cpeaHo okonio 50 ml/min), He ¢e Hanara KOpUrdpaHe Ha J03aTa [pH MALUEHTH C H
¢yukuusa. Teamucapran He MOXKeE aa Obae oTaeneH npu xemoauanusa. [1pyn nauu
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6b6peuHy QYHKLIMH CTENEHTA Ha eIMMHHHPAHE Ha XUIPOXJIOPOTHA3H, € peAyLHpaHa. B exno
THMWYHO MPOYUBaHe, BKJIKOUBALIO MALIMEHTH CBC CPEACH KpeaTHHHHOB KIHpPBHC 90 ml/min,
MOJTYKHBOTA HAa €THMUHHUPAHE Ha XHAPOXJIOPOTHA3KA ce yBenu4vaga. [Ipu pyHKUHOHATHO aHepPHYHH
MaLHEeHTH eJIMMUHALMOHHHSA NOAYXXHBOT € OKoJio 34 vaca.

YepHoapoOHO YBpexaaHe

P apMaKOKHHETHYHHTE NPOYUBAHHA MPH NALUEHTH ¢ YEPHOAPOOHO YBPEKAAHE MOKA3BAT MOBHILIABAHE
Ha abcomoTHaTa 6SHoHanuyHOCT A0 okono 100%. [Tpu nauueHTH ¢ 4epROAPOOHO yBpeKAAHE
€NUMHHALHOHHHAT MOJY>KHBOT HE € POMEHEH.

5.3 IlpeaxnuHHYHE NaHHH 32 6e300acCHOCT

Tenmucapran/Xunpoxaopornazun CTAJIA 40 mg/12.5 mg
[Tpu NpeAKTHHUYHYU NMPOY4YBaHHUA 3a 6€30MaCHOCT C eIHOBPEMEHHO NPUIOXKEHHE HA TEJIMUCAPTAH U

XHUAPOXJIOPOTHA3H] MPH HOPMOTEH3UBHHU IILXOBE U KY4Y€Ta, NO3H, CPABHHMH ¢ Te3H B KITMHUYHHUS
TEepaneBTHYECH AWANa3oH He NpeaH3BHKBAT €PEKTH, PANIMYHU OT HAOMOABAHHUTE NMpPHU
CaMOCTOATEIHOTO TIPWJIOXKEHHE Ha ABete BellecTBa. HabnionasanHuTe TOKCHKONOMHYHH NPOMEHH
HAMAT OTHOLUEHHE KbM H3MNOJI3BAHETO 32 TepaneBTUUHH LEMH ITPY YOBEKA.

Tenmucapran/XuapoxnoporHazua CTAJIA 80 mg/12.5 mg

an NpCaKJInHHUYHH IMPpOYyYBaHHUA 3a4 6e30MacHOCT ¢ CIHOBPCMCHHO IMTPpHWJICKCHHE HA TCIIMHUCAPTAH H
XHAPOXNOPOTHA3KA MNMPpH HOPMOTCH3HBHH TUTBXOBC U KyHCTa, 1034, CpaBHUMH € TC3H B KJIMHUYHHA
Cpane€sTHYCH JUANA30H HC MNPCOAU3IBHKBAT quBKTH, Pa3JlH4YHH OT HabmoaaBaHUTE npH
CaAMOCTOATEIIHOTO HPWIQXKCHHE Ha ABCTC BCUICCTBA. HabnropasaHuTe TOKCHKOJOTHYHHA [MPpOMECHH
HAMAT OTHOLWICHHEC KBbM H3NOJI3BAHCTO 3a TCPANCBTHYHH LCITH IIPH YOBCKA.

Teamucapran/Xuapoxnopordasua CTAJTA 80 mg/25 mg
He ca mpoBexaHd MNpPeIKIMHAYHHA TpoyuBaHus ¢ (HUKcHpaHaTta [030Ba KOMOHHauUMA

Tenmucapran/Xuapoxnoporuasug CTAIA 80 mg/12,5 mg. [IpeguiuHn npeKNHHAYHA NPOYYBaHHA 32
0€30MacHOCT, NPOBEKAAHH ¢ €IHOBPEMEHHOTO MPUIOKEHHE HA TEIMUCAPTAH H XHAPOXIOPOTHAZUI
NMPY HOPMOTEHIMBHH TUTBXOBE H Ky4era, [Ipy JO3¢ NPeJU3BUKBALUH EKCITO3MLIMA CPABHUMA C TasH MNpu
KJIMHWYHHA TEPaneBTHYCH 0OXBaT, He MPeaOCTABAT MO-PA3THYHH AOITLIHUTENHHA AAHHH, HAOIIO JaBaHU
[pH MPOYYBAaHHUA ¢ ABETE CbCTABKH MOOTACITHO. |

TokCcHKONOrHYHUTE HAXOAKH, A00pe MO3IHATH OT NPEAKIHHUYHHTE NMPOYYBAHHA HA UHXHOUTOPH Ha
aHI'HOTEH3WH KOHBEPTHPALIUA €H3UM M aHTarOHUMCTH Ha aHruoTeH3uH Il peuenropure ca: HamansBaHe
Ha NapaMeTPUTE Ha YEPBEHUTE KPBBHHU KJIETKH (EPUTPOLIMTH, XEMOTrNOOMH, XeMAaTOKPHT), IPOMEHH B
ObOpeunaTa xemMoqHHAMHKA (MTOBHILEHO HHUBO HA a30T B KPLBTA U KPEaTHHHH), NOBUILEHA AKTUBHOCT
Ha MIa3MEHMA PEHUH, XMNIEPTPOdUL/ XHNEPFNA3HA Ha IOKCTArIOMEpYJIapHUTE KIETKH 4 YBPEeKAAHE Ha
cToMallHaTa Jurasyua. CToMalIHUTE Ie3ud MoraT Aa Obaar npeaoTBpaTeHU/ OrpaHHYEeHH Ypes3
nepopajHo f00araHe Ha PU3HOMOTHYEH PA3TBOP M I'PYNOBH XKUANUILLA 34 :KUBOTHHTE. [IpH Ky4eTa ca
HabGmropasaHy 6b0peuHa TybynapHa aunatauusa W aTpodud. Cuuta ce, 4e Te3U HAaXOAKH ¢e AbJDKAT Ha
(papMaKonOrHYHATa AKTUBHOCT Ha TEJIMUCAPTaH.

Hsama sicHu JaHHU 3a TepaToreHeH eekT, BbIIPEKH TOBA MPH TOKCHYHH J030BHM HHBA HA TEIMUCAPTAH
e HabmoaaBaH ePeKT BbpPXY MOCTHATAIHOTO Pa3BUTHE HA MOTOMCTBOTO, KATO MO-HUCKO TENECHO TErNO
1 3abaBeHO OTBAPAHE HA QUMTE.

HsiMa qoka3aTeNicTBa 3a MyTareHHOCT H ChOTBETHA K/1ACTOreHHa aKTHBHOCT Ha TE/IMMCAPTAH NpH
W3NMYUTBAHMA 1N VITFO H KAPLMHOIEHHOCT NPH IUTEXOBE U MUKy, [IpoyuBaHUATA ¢ XHAPOXIIOPOTHABU]
JABAT HECUI'YPHHU JAHHU 38 MT€HOTOKCHYHOCT HJIH KAPLIMHOIMeHHH ePEeKTH NpPH HAKOH
eKCIepUMEHTATHU MOIeaH. Brnpeku ToBa, HATPYNAHUA OMUT OT H3MOA3BAHETO HA
XHAPOXJIOPOTHA3KH NPH YOBEKA HE JaBa JOKa3aTeJICTBa 3a Bpbh3ka MeKIy ynorpeba
4eCTOTa Ha HEOIUIa3MUTE.,
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3a GeTOTOKCHUYHHS NOTEHLKHAN Ha KOMOHHALUKMATA TENMHUCAPTaH/XHAPOXJIOPOTHA3H/L BXK. TO4KA 4.6.

6. PAPMAIIEBTHYHHA JAHHH

6.1 CoHcbK HA NOMOIIIHHTE BellleCcTBA

Marue3nes creapat (E470b)

Kanues Xuapoxcua

MernyMHH

[loeuaoH

HatpHeB HULIECTEH ravKoaar (THN A)

MHuUKpOKpHCTATHA LeTy103a
Mauuton (E 421)

6.2 HeCbBMECTHMOCTH
He e nprHnoxumo.
6.3 Cpox Ha roasoct

Anymunuit/anyMuHui 6nuctepn 1 HDPE Oytumin:
2 rogHuBH

Amymunuii /TIBAX Tristar 6auctepu:
1'roguHa

6.4 CnenquanHH yCJIOBHS HAa ChXpaHeHHe

AnymuHui/anymuHui onuctepu 1 HDPE 6yTunku
To3u nekapcTBEH NPOAYKT HE U3UCKBA CIIELHANHH YCIOBHA 34 ChbXPaHEHHE.

Anymuunit /IIBAX Tristar Onuctepu:
ITa ce coxpanssa noa 30 ° C.

6.5 lanHH 32 ONaKOBKATA
AnymuHuii/anyMuHuii 6nucrepy 1 HDPE 6yTunky ¢ xamayka OT MOJIMETHACH € HUCKA TUTBTHOCT

(LDPE) u cymimten ¢ nbiHex oT cunHuner amokcua 3a HDPE 6ytunkure n amymunwnii /TIBJX Tristar
Onuctepu.

byrunku ot 7, 10, 14, 28, 30,50, 56, 84, 90,98, 100, 112, 126, 140, 154, 168, 182 u 196 tabneTku.
bnucrepmn ot 7, 10, 14, 28, 30,50, 56,84, 90,98, 100, 112, 126, 140, 154, 168, 182 u 196 TabneTku.

He BCHUKHM BHAOBE ONaKOBKH MOTAT Aa GbaaT ITyCHATH B npoaaxoda.
6.6 CnienHanHA npeana3HA MepKH NPH H3XBLPJgaEe H pabora

Hsama

7. MPUTEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBGA
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8. HOMEP(A) HA PASPEIIIEHHUETO 3A YIIOTPEBA

PerucTpaLioHeH HOMED: 20140082

9. IATA HA ITBPBO PAZPEHNIABAHE/MIOJHOBABAHE HA PAPEINIEHHUETO 3A
YIIOTPEBA :

JaTa Ha mbpBO paspeiuaBane: 27.03.2014
ITata Ha nocnegHo noaHoBgBaue: 01.10.2018

10. TATA HA AKTYAJIMZUPAHE HA TEKCTA

05/2026
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