KPATKA XAPAKTEPUCTHUKA HA IMMPOAYKTA

a/d /J\)_g 9Jf
l. UME HA JIEKAPCTBEHUA ITPOAYKT |

- 7N7%

il L ¥ .
Tendopr 80 mg/10 mg Tabnerku 1 6. K _ 2 J =Uh- LULD
Telfort 80 mg/10 mg tablets T

2. KAYECTBEH U KOJIMHMECTBEH CbCTAB

Tendopt 80 mg/10 mg TabneTku: Bcsika Tabnerka cpabpxa 80 mg renmucapran (telmisartan) u 10 mg
amnoaunuH (amlodipine) (kato amnoaunuHOBR Oe3uiar).

[lomMOLIIHM BeLIeCTBA C U3BECTEH €(DEKT:
Teadopt 80 mg/10 mg: Beaka rabnerka cvabppka 320,4 mg copouron.

3a MbJIHHUA CITUCHK HA MOMOIIHUTE BElLeCTBA BHXKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka

Tendopt 80 mg/10 mg: 6enu 10 KbATEHUKABH, MPOABJITOBATH, ABOHHO M3ITbKHAJIM TaONETKH C
pasmepu oT 18,5 x 8,5 mm u rpaBupan Hannuc "80" "10" or eaHara cTpaHa Ha TalJsieTkara.

4. K/IMHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHA

Tendopt e nokaszaH KaTo 3aMecTBalla Tepanus MPH Bb3PaCTHHU MALMEHTH C €CEHLIMAIHA XMIIEPTOHHUA,
Ha KOMTO KPbBHOTO HaJIsAIraHe € aJIeKBaTHO KOHTPOJUPAHO C KOMOWHALMATA TEJIMUCAPTaH U
aMJIOZIMIHH, NMPHJIAaraHu €IHOBPEMEHHO B CBHLIOTO J030BO HHBO.

4.2 J103MpOBKA H HAYHH HA NPHJIOKEHHE

gGEH POBKa

[TaumeHTHTE, NpHEMALIM aAMJIO/IMIIHH W TEJIMUCAPTAH KaTo OTAE/IHH TabJIETKH, MOraT J1a npuemar
Tabnetku Tendopt, chbAbpKALLM CHLIMTE J03H HA OTAEJHUTE KOMITIOHEHTH. [lauuenTure TpsabBa na
W3I10J13BaT KOHLIEHTPALMATA, CbOTBETCTBALLA HA MPEJULLIHOTO UM JIEYEHHE.

[IpenopbuBaHaTa n03a e eaHa Tabserka Teadopr AHEBHO.
MakcumasiHaTa nHeBHa j103a Teadopr e 80 mg/10 mg eauH nbT AHEBHO.

MakcumaliHaTa HEBHA J103a OT TeJimucapTaH € 80 mg U MakCMManHaTa JIHEBHA J103a OT aMJIOJIMITHH €
10 mg.

CneudaiHu nonyjauuu

Cmapuecka 6v3pacm T R
He ce Hanara npy nauMeHTH B HampeaHasa Bb3pacT KOpeKUMs Ha no3ara. [loBuiuasaH
TpsiOBa /1a ce M3BBbPLUBA C MMOBHIIEHO BHUMaHHE (BK. TOYKH 4.4 1 5.2). Manko e uHdo
MPUJIOKEHUETO MY TIPH MHOTO Bb3PaCTHH MALUEHTH.




bvbpeuno yapeaxcoane

He ce Hanara npoMsHa B JO3HPOBKATa NPH MaLIKEHTH C JIEKO 40 YMepeHo 6bpOpeuHo yBpexKaaHe.
CblUeCTBYBAIMAT ONUT MPH NMAUHMEHTH ¢ TEXKO 0b0peuHo yBpexkaHe WM Ha XeMOHAIH3a €
OrpaHHYEH,

[TpenopbuBa ce NOBHINEHO BHUMAHUE, KOraTo c¢ U3NoI3Ba TengopT NpU TAKWBA NMALMEHTH, ThH KaTO
aMJIOAAMIIMH M TEJIMKCAPTaH HE CE NHANMHU3UPAT (BXK. CHLLO TOYKa 4.4).

Yeproopobno yepesoane

[IpenoprpundTeHa AO3HPOBKA HE € YCTAHOBEHA MPH NALMEHTH C IEKO A0 YMEPEHO YEPHOAPOOHO
yBpexAaHe. 3a TeJIMUcapTaH JO3UpoBKaTa He TpAOBa Ja HajaBHInaBa 40 mg BeAHBHK JHEBHO {BXK.
Ttouka 4.4 TendopT e NPOTHBONOKA3aH NPH NALMEHTH ¢ TEKKO YEPHOAPOOHO yBpeKAaHe (BK. TOYKA
4.3, 4.4 u 5.2). I1lpu nauMeHTH ¢ J1€K0 40 YMEPEHO YepHOApoOHO yBpexxaaHe Tendopt Tpadea aa ce
Mpuiara ¢ NOBURIEHO BHHMAHHE.

I1eduampuuna nonyaayun
BesonacHocTTa M edrkacHocTTa Ha TeadopT npH AcLla Ha BL3pAcT noA 18 roaAuHH HE ¢a YCTAHOBEHH.

Hama HaJ1MYHH NaHHH.

HauuH Ha npunoxeHwe
Tendoprt moxe na ce npueMa che WAH Oe3 xpaHa. [Ipenoprusa ce Tendopr na 6ba€ npueMan ¢

TCYHOCT.

4.3 TIlpornBonmoxasaHud

- CBpPBLXYYBCTBHTEJHOCT KbM aKTHUBHHTE BELIECTBA, KbM AUXHAPONHPHINHOBHA NPOU3BOIHH HITH
KbM HIKOH OT NMOMOLLEHTE BellecTBa, H30poeHH B Touxa 6.1,

- BTopH K TpeTH TPUMeCTbp Ha OpeMeHHOCTTa (BXK. TOukH 4.4 1 4.6).

- HKrbUHM OOCTPYKTHUBHHU HApyLLIEHHUS.

- Texxko uepHOAPOOHO YBpEKAAHE.

- Texka XMNOTOHMA.

- [Liok (BKIIOUHTENHO KAPAHOTECHEH LI0K).

- OO6cTpyKUMA Ha H3XOAHHA TPAKT Ha JIABATa KaMepa (Harnp. BACOKOCTENEHHA A0PTHA CTEHO03a).

- XeMOoaHHAMHYHO HeCTaOWIHA ChPAEUYHA HEAOCTATBYHOCT ClIE] OCTbP MHOKapAEH HH(PApKT.

EanospemenHata ynotpeba Ha Tendopt ¢ anucKUpeH-ChbAbPKallU MPOAYKTH € MPOTHBONOKA3aHA MPH
NaLMeHTH Cbe 3axapeH anabet win 6u6peuno yepexaade (GFR <60 ml/min/1,73 m?) (x. Touku 4.2,
4.4,45u5.1).
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Teamucapran

bpemennocm

He Tpa6ea ga ce 3anoysa npxeM Ha aHruoTeHs3uH Il peuenropuu antaronuctu (AIIPA) no Bpeme Ha
OpeMmeHHoCT. [launeHTKHTE, KOUTO MIAHKUPAT OPEMEHHOCT, TpAOBa Aa NPEMHUHAT KbM AJTTEPHATHBHO
AHTHXUIMEPTEH3UBHO JIeUeHHe ¢ YCTAHOBEH Npodin Ha 6e3onacHOCT NMpH ynoTpeda no spemMe Ha
OpeMeHHOCT, OCBEH aKO Ce CYHTA, Y€ € OT 0COOEHa BKHOCT Ja c€ MPOALIKH JieyeHUeTo ¢ AlIPA.
AKO ¢ AnardHocTuuupana 6peMeHHOCT, neueHUETo ¢ AlIPA Tpabea He3abasHO na Obae
NPEeyCTAHOBEHO H aKO € NOAXOAALIO, Aa ce 3aNOMHE ATTEPHATHBHO JeueHue (BxK. TOUKH 4.3 U 4.6).

Yeproopobro yepeoicoane
He tpabsa na ce npuaara npu nalMeHTH ¢ X0N1ecTasa, ¢ HUIbYHH OOCTPYKTHEBHH Hapy
TEXKO YepHOAPOOHO yBpexaane (BxX. Touka 4.3), Tbi KaTo NMo-rojsMara 4act OT Tejl
CIIMMHHHMPA upe3 xkibukaTa. [Ipn Te3u nauMeHTH MOKe Aa ce OYakBa HAMAIEH YepH
Tenmucapran TpabBa aa ce npunara BHUIMATEIHO NPY NALUKMEHTH C JIEKH A0 YMEPEH

yepHoApoOHaTa QyHKLHA.




Penosacxynapna xunepmonus

Koraro naLmeHTH ¢be CTeHO3a Ha OB0pevHa apTepya WiH CTEHO3a Ha apTEPHATA KbM €IHHCTBEH
¢yHKLHOHHpaL] OLOpeEK ca TpeTHpaHH C IeKapCTBa, NOBIKABAIIM CHCTEMATAa PEHHH-AaHTHOTEH3HH-
aJIIOCTEPOH, CBILUECTBYBA MOBHLICH PUCK OT TEXKKA XHIOTOHUA U OBOpeUHa HENOCTaTHYHOCT.

bvbpeuno yepeacoane u 6vbpeven mpancnaanmayus

Korato ce H3mo/r3Ba TeNIMKBCapTal NPy NaLMEHTH ¢ HapylleHa OpbpeuHa GyHKUMA, ce npenopbyBa
NIEPHOAHMHO CJICACHE Ha KaJlug U CEPYMHOTO HUBO Ha KpeaTHHHHA. HaMa noctaThyHO AaHHH NO
OTHOLICHHE HA NMPHICKEHHETO HAa TEJIMHCAPTaH NPH NALMEHTH CbC CKOpowHa 0p0peuna
TpaHCIUVIaHTauMsa. TeIMHCapTaHBbT He ce AHATTH3MpA.

Bevmpecvooea xunosoremun

CuMnToMaTH4YHA XHIIOTOHUSA, OCODEHO cnea MbpBaTa 1034 TEIMHCApTaH MOXe Aa ce Hadnoaaea npu
NAalKHEHTH ¢ TEXBK HATPHER W/ MK obemeH AedUUMT NMpU MOLHA ANYPETHHHA Teparis, AHETAa C
OrpaHHYEHO NMPHEMaHe Ha COJl, AMapHUa WIH NOoBpbluaHe. TakHBa cbeTOAHHMA TpAOBa aa Obaar
KOPMTHpaHH NpEan NPUIOKEHHE Ha TenMucaptald. Hatpuesust w/unu obemeH aeduumr tpabpa na
Obe KOPHrHpaH ApeaH NPUIIOKEHHE Ha TEJIMMCAPTAaH.

Zleotino baokupane na cucmemama pexun-anzuomenzun-anoocmepon (PAAC)

Hma nanHH, ye eqHoBpeMeHHaTta yiiorpeba Ha ACE-uHxuburopH, aHruoreHsu Il peuenropHu
OJIOKepH WIH aNMCKUPEH NOBHILABA PUCKA OT XUIIOTOHHA, XHIIEpKATUEMHS, H HAMAJABaHE HA
O0brOpeuHaTa pyHkUMA (BKIIIOUMTENHO ocTpa O6u0pevHa HepocTaTeyHOCT). [lopaau ToBa He ce
npenopb4ea ABo#HO 6nokMpaHe Ha PAAC upe3s komOuHHpaHaTa ynotpeda Ha ACE-unxuburopn,
aHruoTeH3MR Il peuenrropHu 6s10kepH WM aTHCKHPEH (BHOKTE TOYKH 4.5 1 5.1).

AKoO ce NpeLeHH, Ye TepanysaTa ¢ aBoiHo OnokupaHe € abcomoTHo Heodxoanma, Toea TpabBa J1a ce
OCBILECTBABA CaMO oA HaOMIOAEHHETO HA CIICLHANIUCT K MPH Y4€CTO BHHMATEIHO MOHUTOPHPAHE Ha
ObOpeuHaTa GyHKUHA, CIEKTPOJHTHTE H KPBBHOTO HAJIATAHE.

ACE-unxuburops n anrnotensut Il peuerrropan 6nokepu He Tpabea ga ce U3Non3BaT €XHOBPEMEHHO
npH NauMeHTH ¢ AHabeTHa HedponaTHa.

Karo nocneauiia oT MHXMOMpaHeTO Ha PeHHH-aHTHOTEH3UH-ANAOCTEPOH CHCTEMATa , XHIIOTOHHA,
CHHKON, XMUNIEPKAJIMEMHS B TpOMeHH B ObOpeuHaTa PyHKIMA (BKIOUYUTENRHO OCTpa OuOpeuna
HeZOCTAaTBLYHOCT) ¢a ROKNAABAHM NPK NPEAPA3INONOKEHH NaLUMEHTH, 0cobeno, ako ¢e koMOuHHpaT
JIEKApCTBEHH NMPOAYKTH, KOUTO MOBJIUABAT Ta3H CUCTEMA. 3aTOBA NBOIHaTa O6JI0KaAa Ha peHMH-

AHFHOTEH3WH-AOCTEPOH cHcTeMaTa (HanpuMep upe3 MpuiaraHe Ha TEJIMUCApPTaH ¢ Apyrure daokepu
Ha peHHH-aHTHOTEH3WH-AIIOCTEPOH CHCTEMATAa) He ce Npernopb4Ba. BHUMaTenHO npocneasBaHe Ha

610peuHaTa QYHKLIHA € NPENOPBYHTEIIHO, KO CE€ CYMTA 38 HEOOXOAHMO €JHOBPEMEHHO TIPHIIOKEHHE.

Llpyeu cbcmosnus CoC CMuUMyAayuR Ha CUCMeMama PeHUR-an2uoMeH3UH-aI00CMEPOH

[Tpu nauMeHTH, YHHTO CHAOB TOHYC H OBbOpeyHa dyHKLUMA 3aBKCAT OCHOBHO OT AKTHBHOCTTA Ha
CHCTEMAaTa PEHHH-aHI'HOTEH3HH-AA0CTEPOH CHCTEMATA (HANPHMEP NALMEHTH C TEXKKa 3aCTOMHA
ChpAeYHA HEAOCTATBYHOCT MM noanexatno 60peyHo 3abonsapaHe, BIUTIOYMTENHO H CTEHO3a Ha
ObvOpeuHaTa apTepua), IEUECHHETO C JIEKAPCTBEHH NMPOAYKTH, KOMTO MOBJIMABAT Ta3H CHCTEMA KaTo
TeJIMHCAPTAaH, C€ CBLP3BA C OCTPa XHIIOTOHHA, XHIIEPA30TEMHA, OJIMTYPHS WIH PAIKO ocTpa 6bOpeuHa
HENOCTATHUHOCT (BX. TouKa 4.8).

ITvpeiren arndocmeponuzvm
[TaMeHTH ¢ MBPBHUYEH ANAOCTEPOHUIBM NO NMPUHLIMIT HAMa N3 PEarupaT Ha AHTHXUINEPTCH3WBHH

JIEKAPCTBEHH TMPOXYKTH, AeHcTBally Ype3 HHXHOHpaHe Ha peHUWH-aHTHOTeH3HH cucteMaTa. [lopann
TOBA, ynoTpedarta Ha TEIMHCAPTaH HE Ce NPenopbUBa.

Cmerno3a Ha aopmuama u Mumpanka Kiana, oocmpyxmugna xunepmpoguiuna xapouo
KakTo npu ApyruTe 8a30AWIATATOPH, CMCLHATHO BHHMAHHE € HEOOXOOMMO NPH mall
HJIH MHTpaJIH& CTEHO3a WK OOCTPYKTHBHE XHNEpTPOPHYHA KApAHOMHONATHA.




ITayuenmu ¢ ouabem, nexysanu ¢ UHCYAUR Wiu anmuouabemnu Aexapcmesa

[Tpy Te3u NauHeHTH MOXKe a HACTBITH XHNOTAHKEMHS NTPH JIeYeHHe C TeIMHCapTaH. 3aToBa, NIPU TE3H
nauueHTH TpAOBa Ja ce 0OMHUCIIH CHOTBETHO MPOCNENsBaHE HA KPBBHATA 3aXap M MOXE A4 CE HAIOXH
KOPHIMpaHe Ha 03aTa Ha HHCYJIMHA WIH aHTHAMa0EeTHHTE NIEKapCTBa, KOTaTo € MoKa3aHo.

Xunepxanuemun
YnorpebaTta Ha nekapcTBEHH NPOAYKTH, KOHTO [TOBIIHABAT PeHUH-aHMHOTEH3HH-AIA0CTEPOH
CHCTEMATAa MOXKE Ja JOBele A0 XUIIEpKaTIHEMHA.

XunepkanmeMuaTa Moxke 1a 6se ¢ dataneH U3xo NpH NaLMEHTH B HaNpeaAHana Bb3pacT, NMpH
naLHeHTH ¢ OLOpeUHa HEAOCTaTHUYHOCT, IPH NMALKEHTH ¢ MabeT, NPH NAlHEeHTH, JCKYBaHH
eAHOBPEMEHHO H C APYTH JeKapCTBEHH NPOAYKTH, KOHTO MOTAT Ja NMOBHIUIAT HUBATA HA KATUA W/HIH
NPH NMALHEHTH ¢ NPUIPYIKABALLM ChCTOAHHA.

[Ipenu na ce B3eMe pELICHHE 332 €AHOBPEMEHHO NPUNOXKEHHE HA JIEKAPCTBEHH NPOAYKTH, KOMTO
NOB/IHABAT PEHHH-AHTHOTEH3HH-ANAOCTEPOH CHCTEMATA, TPAOBa Aa Ce MPEUCHH ChOTHOLIEHHETO
[oJ13a/ pHCK.

OcHOBHHMTE PUCKOBH aKTOpH 3a B3HHKBAHE Ha XUNEPKANHEMHUS, KOUTO TpaOBa Aa ce B3eMaT NoA

BHMMaHHKE, Ca:

- 3axapen auaber, 6L6peuno yspexaane, pb3pacT (70 ronHu)

- KomOusaiua ¢ eAHH Win noseye JEKAPCTBEHH NMPOOYKTH, KOWTO MOBTHABAT PEHHH-
AHTHOTCH3UH-ALAOCTEPOH CHCTEMATA H/WIK KalHEeBH A00aBkH. JlekapCcTBEHH NPOOYKTH WIH
TepaNeBTUYHH IPYIH JIEKAPCTBA, KOUTO MOTaT [a NPEeAH3BUKAT XUMIEPKATHEMHS Ca: COJICBH
3aMECTHTEIIH, CbABPKALIM Kanuh, Kanui-cbXpansapaiy auypetuiid, ACE naxuburopu,
aHrMoTeH3uH 1l peuenTopHU aHTaroHUCTH, HECTEPOUAHH NMPOTHBOBLANANIUTE/IHH JIEKApCTBCHH
npoayktu (HCIHIBC, skmountenno cenextneHr COX -2 HHXHOHTODH), XE€NapHH,
MMYHOCYTIPECOPH (LMKJIOCTIOPHH WIH TAKPOIHMYC) H TPHMETOMPUM.

- HUHTepKypeHTHH CEONTHA H MO-CHELHANTHO ACXHAPATHPAHE, OCTPa ChpAECYHA ACKOMIICHCALMA,
MeTabONNTHA aukao3a, BioweHa On0peuHa PyHKLHA, BHe3anHo BlollasaHe Ha 60peydHOTO
CbCTOAHNE (Hanpumep HHGpEKUMO3HH 3a00n9BaHUA ), KIETbYHO TH3UpaHe (HanpuMep oCcTpa
HCXeMHA Ha kpaliHuka, pabaoMuonusa, odLIHpHA TpaBMa).

[Ipn pHcKkOBH NALHEHTH Ce MPEeNnOPbLYBa BHUMATE/THO CICACHE Ha CEpyMHHMR Kanu# (BXK. Touka 4.5).

Emnuvuecku paznuiun
KakTto e sabnioaapaHo npH HEXHOUTOPUTE Ha AHTHOTEH3HH KOHBEPTHPALUHA €H3HM, TEJIMUCAPTaH H

NPYTHTE aHrHoTeH3HH Il peLenTopHU aHTaroHUCTH ca OYEBHOHO MO-MANKO e(PEKTHBHH B
NOHWXABAHETO Ha KPBBHOTO HANSITAHE NPH XOpa OT YepHaTa paca, OTKOJIKOTO MPH APYTrHTE pacH,
BEPOATHO MOPAAH NMO-YECTOTO CPEILAHE B UepHATa NOMyallust Ha HHCKO PEHMHOBO HHBO C NPOABU Ha
XHNEPTOHHUA.

Humecmunanen anzuoeoem

3a HHTECTHHAJIEH AHTHOEAEM ce CHOOLAaBa NpH NaUMEeHTH, NEKYBAHHU ¢ aHrHOTEH34H Il peuenropHH
aHTaroHUCTH (BXK. Touka 4.8). Te3n nauueHTn UMaT KopeMHa Oonka, raneHe, MOBpPbIaHE U fHApUs.
CHMOTOMMTE OTILYMSABAT CJIE] NPEYCTAHOBABAHE HA aHTMOTEH3MH Il peuenTopHMTe aHTArOHHUCTH.
AKO ce IHarHOCTHLHPa HHTECTHHANIEH aHTHOEAEM, JICYEHHETO C TenMHUcapTaH TpsbBa aa ce
NpeyCTAHOBHU H Aa C€ 3aloy4yHe NoaXoaduo HabmoaeHUue A0 MBIHOTO OTUIYMABAHE HA CUMITTOMMTE.

Lpyeu

Kakro npu apyru aHTHXHNEPTEH3UBHH 8r€HTH, EKCLIECHBHATA PEAYKLIMA Ha KPBBHOTO HAJIAraHe npu
NalHEeHTH ¢ HCXEMHYHA KApAHOMATHA WIH HCXEMHYHO CHPACYHO-CHA0BO MOXE & A0BEE
MHOKApAECH UHPAPKT WIK HHCYT.

AMJIOOHNHH
besonacHocTTa M €PHKACHOCTTA HA aMNIOAUIKH NPH XHNEPTOHUYHA KpU3a He e Y




Iayuenmu cvc covpoeuna neoocmamvyrRocm

[laupeHRTHTE CBC ChpAECYHA HEAOCTATHUHOCT TpAOBa na ObaaT eKyBaHM ¢ BHHMaHHE. B AkIrocpoyHo
Iw1aLie00-KOHTPOJIHPAHO H3NHTBAHE MPH NALMEHTH C TeXKa ChpAeyHa HenocTarbyHOCT (NY HA xnac
111 u IV) crobaBaHaTa YyecToTa Ha 6enoapobeH OTok € Hmna no-BHCOKA B rpynara, JeKyBaHa C
aMJIOJAMITHH, OTKOJIKOTO B ruiauedo-rpynara (BXK. To4ka 5.1). baokepy Ha KalLMEBUTE KaHAIH,
BIUTIOYHTENHO aMJIOIMNUH, TPAOBa Ja ce U3MON3BAT C NOBUHLIEHO BHHMAHHE NPH NALIHEHTH CBC
3aCTOMHA Chp/ieuHa HEAOCTATHYHOCT, Thd KATO MOTaT Aa NOBULLIAT pUcCKa OT ObAelY ChpAEYHO-
ChJAOBH CHOHTHS H CMBPTHOCT.

Ilayuenmu ¢ napywena wepnoopobra Qynxyus
[TonyKHBOTBHT Ha aMNIOAMIHH € YABJDKEH, a CTOHHOCTHTE Ha AUC ca no-BHCOKH NpH NMaLHEHTH C

HapylleHa YepHOoApoOHa PyHKLMA; HE ca yCTAHOBEHH MPENOpPbKM 3a fAo3upaHe. CneaopartenHo,
aMJIOAHNHH TpabBa fa ce 3anoyHe ¢ Hal-HUCKAaTa 1034 U Ja ¢e NpOosBH BHUMaHHe, KaKTO B HAYAJIOTO
Ha JIeUeHHETO, TaKa H NPH NoBHIIaBaHe Ha ao3aTa. [Ipn nauneHTH ¢ TEXKa YepHOAPOOHA
HEJOCTaTBUYHOCT, MOXe /1a C€ HAJIOXKH 0aBHO TUTPHpAHE HA J03ATA H BHUMATEHO MOHUTOPHUpAHE.

Cmapuecka ev3pacm
[ToBMiIIaBaHE Ha 103aTa NPH NALMEHTH B cTapyecka Bu3pacT TpAOBa Aa c€ H3BBPLIBA C BHUMAHHE (BXK.

ToukH 4.2 u 5.2).

Ilayuenmu c 6wbpeuno yepexcoane
AMIOAMITHH MOXE Aa ¢€ W3NON3Ba NMPHY Te3U NARUEHTH B HOPMAJIHH A03H. [IpOMEHH B ruta3MeHMTE
KOHLIEHTpaLlM¥ Ha aMJIOJHMITHH He ¢a CBbP3aHH CbC CTENCHTa Ha OLOPEYHOTO yBpEeKAaHE, AMJIOAMITHH

HE €€ NHATH3HDAa.

IIpedynpeosicoenun 3a nomownume eetjecmesa
To3u nexapcTBeH NpOAYKT ChABP:kA copbuTon. [laliHeHTH ¢ paaKa HacleACTBEHA HEMTOHOCHMOCT KbM

¢pyxrosa (HFI) He TpsabBa na npuemar ToBa n1exapcTBo.

AJWTHBHUAT eQEKT OT €AHOBPEMEHHOTO NPHICKCHHUE HA MPOAYKTH ChABPXKALLK cCOpOUTON (MIH
(GpPYKTO3a) H NPHEMDBT Ha copOUTON (Wi (pYyKTO3a) C XpaHaTa TpsOBa 21a Ce B3eMeE B NPEIABHA.

ChaAbpxaHHeTO Ha COPOMTON B JIEKAPCTBEHH NPOAYKTH 3a [EPOPATHO MTPUIIOKEHHE MOXKE J1a TOBTUSE
OHOHANMYHOCTTA HA APYTH JIEKAPCTBEHH NPOAYKTH 32 NepopaiHO NMPUIOKEHHE TTPH eAHOBpEeMEHHATA
UM ynotpebda.

To3n nekapcTBeH NPOOYKT ChAbPXKa no-Manko or 1 mmol Harpuii (23 mg) B Tabnerka, Taka ue Ha
NpPaKTHKA € ,,0e3 HaTpHii®.

4.5 BianmoaelicTBHS ¢ APYrH JIEKAPCTBEHH NPOIYKTH H ApYrd GOpMH HA BIAHMOJeHCTBHE

Crbp3adu ¢ TeIMHCApPTaH

IIMrokcHH

[Tpyn enHoBpeMeHHa ynoTpeba Ha Te/IMHCApPTaH ¢ JUIOKCHH ¢€ HaDoaaBa yMEPEHO NOBYILABAHE HA
nukoBaTa (49%) u Ha HaH-HHckaTa (20%) nnasMeHa KOHUeHTauHMs Ha JUrokcHH. [1pu 3anousane,
KOpPUTrHpaHe Ha 103aTa WIH CTIHpaHe Ha JIEeYeHHETO ¢ TelIMUcapTaH, TpabBa aa ce HabmoaaBaT HKBATA
Ha JUTrOKCHH, 3a Ja C€ NOAABLPKAT B TepaneBTHYHHA MHTEPBAJ.

KakTo H apyrure nekapcTBeHH NMpOAYKTH, KOKTO NOBJIHABAT PEHHH-AaHTHOTEH3HH-aN10CTePOH
CHCTEMATa, TEJIMHCAPTAH MOXKE [1a MPEAM3BHKA XvnepKaaueMHs (BX. Touka 4.4). Tosu puck Moxe a




B1L,3HHKBaHETO HA XHIEPKATHEMHUR 3aBUCH OT CBBP3aHHTE C TOBA PHCKOBH QAKTOPH. PUCKBT ce
NOBUINABA NPH NO-rope nocoyeHure neuedbHu koMmOnHanuu. PucksT € 0cobeHO BUCOK NpH
KOMOHHALMA ¢ KaNKWH-ChXpaHABALIW AHYPETHLN H KOraTo c€ KOMOMHHpa CBC COJIEBH 3aMECTHTEIH,
chabpkalny kanvii. Hanpumep npu kombnnanmma ¢ ACE nHxunburopy wnu HCTIBC pucksT € no-
MATBK, TIPH YCJIOBHE, e CTPHKTHO CE CMAa3BaT NpEAna3sHATe MEPKU npu ynorpeda.

Eonospemennomo npunodcenue ne ce npenopviea

Kanuii-coxpanasauiu ouypemuyy uau xaiuesu 000asKu

AHrvoreH3uH !l peLenTopHH aHTAarOHKCTH, KATO TEAMHUCAPTAH HamansBar 3arybara Ha kanuit. Kanuit-
ChXpaHABAIMTE AHMYPETHLIM KAaTO CIMPOHONIAKTOH, EIUIEPEHOH, TPHAMTEPEH HIIH aMHJIOPHA,
KaTHEeBUTE JOOABKH WIH COJIEBUTE 3aMECTUTENH, ChAbPKALIH KATMH MOTAT Aa 0OBEJAT A0 3HAYUMO
MOBHLIABAHE HA CEPYMHHA KAHH. AKO €IHOBPEMEHHOTO MPUIOKEHUE € NMoKa3aHO nopanu
YCTAHOBEHA XHIIOKATHEMHS, TO TPAOBa 1a c¢ M3BLPLIBA C NOBULICHO BHUMaHHE H TpAOBa yecTo aa ce
CNCAH CEPYMHHS KanuH.

JTumuii

[1o BpemMe Ha €AHOBPEMEHHO NPHNOXKEHHE HA JIUTHHA C HHXHOUTOPH HA AHTHMOTEH3UH KOHBEPTHPALLHS
€H3MM H ¢ aHrHoTeHsuH Il peuenTopHu aHTArOHUCTH, BKIIIOYKTENTHO TeJIMHCapTaH, ca HabnogapaHH
oOpaTHMO MOBHLICHHUE HA CEPYMHMTE JIMTHEBH KOHLEHTPALMH H NPOABH HA TOKCHYHOCT. AKO Ta3H
KOMOHKHALIMS € HeoOX0AHMa, Ce NPENnOPbYBA BHUMATENIHO CIIEACHE HA CEPYMHUTE HHBA HA JIMTHA,

Fonospemennomo npunodicenue u3UCKea NOSUWIEHO SHUMAHUE

Hecmepoudnu npomueosvinaiumennu cpedcmseaq

HCIIBC (1.e. aueTWwicaluUMIOBa KUCEIHHA B MPOTHBOBB3NAIHUTENHH A03H, COX -2 HHXHOHTOPH H
HecenekTHBHK HCITBC) morar 1a HaManaT aHTHXHINEPTEH3NBHUA €(GeKT Ha aHTHOTEH3HH 1]
pelenTOPHHTE aHTArOHKCTH. [IpH HAKOM NalMEHTH ¢ HapylleHa ObOpeyuHa GyHkuMa (HanpuMep
AeXHApaTHPaHH NALUMEHTH WIH NEUHEHTH B HaNpeaHana Bb3pacT ¢ HapyllieHa ObOpeuHa QyHKIUA)
€IHOBPEMEHHOTO [MPHUITOKEHHE HAa aHTHOTCH3HH 1] peLienTOpHH aHTArOHHCTH H NIEKAPCTBEHH
NMPOAYKTH, KONTO HHXKOMpAT LIMKJI0-OKCHIeHa3aTa MOXKE 1a 10BEAE A0 NMO-HATATHIWHO RIOIIABAHE HA
O6B0pevHaTa GpyHKLMA, BKIOUHTENHO € Bb3MOXKHa ocTpa 6b0peuna HeroCcTaTh9HOCT, KOSTO
obuKkHOoBeHO € oOpatuma. ITo Tasu npuuMHa, koMOBHaUMATa TPAOBa Aa ObAe nNpwiarala ¢ NOBUIUEHO
BHHMaHHe, 0coOeHO NpH nmauueHTH B HanpeaHana pu3pacT. [lanueHture Tpabra na ObaaT aneKkBaTHO
XHIApATHpPaHH U 1a Obae npociieasBaHa OLOpeyHaTa KM (PYHKHMA B HAYAIOTO HA KOMOHHHPAHOTO
JICYEHHE U MEPHOAUYHO ClIe] TOBA.

Pamunpui

B eaHo npoyupaHe €AHOBPEMEHHOTO MPUIAraHe Ha TENMHUCAPTaH M pAMUNPHI € JOBENO J0
noBvuiapaHe Ha AUC0-24 y Cnax Ha paMUIIpHa ¥ paMunpunar 10 2,5 nbte. KnHHUYHATA 3HAYHMOCT
Ha ToBa HabmoaeHHe He € H3BeCTHA.

Huypemuyu (muazudru unu 6pumxosu ouypenmuyu)

[IpenuiecTpaina Tepannus ¢ BACOKH JO3W AWYPETHLM KaTo ¢ypoieMu (BpHMKOB NUYPETHK) U
XHJPOXTIOPOTHA3HA (THA3MACH IMYPETHK) MOXKE J1a AoBele A0 obeMeH nepUuMT U PUCK OT
Bb3HMKBAHE HA XHIIOTOHHSA MPH 3a[I0YBAHE Ha JICYCHHE ¢ TCJIMUCAPTAH.

Tpabea ca ce 83eme nOO BHUMAHUE NPU EOHOBPEMEHHO RPUROICEHUE

Llpyeu anmuxunepmen3usnu 1exapcmeeHy npooyKkmu
XHUNOTEH3NBHUAT €(EKT Ha TeAMUCcapTaH MOXe 1a ce NOBULIK MTPH €AHOBPEMEHHOTO NPWIOKEHUE.C

APYTH aHTHXHUIICPTCHINBHH JICKAPCTBEHH [NPOIYKTH.

JaHHM OT KIHHKUYHM NPOYHBAHKMA NOKA3BAaT, ue¢ ABOHHATa OOKaa HA PEHUH-AHTHOTE 7/ PEEIAYN
asLaoctepoH-cucremara (PAAC) upes kombuHMpaHo H3non3saHe Ha ACE-uuxubuto ﬁqmm
Il peuenTopHu 610KepU UNH ANKUCKUPEH € CBBP3aHO C NO-BHCOKA YECTOTa Ha HeXena




HEeJOCTaThYHOCT), B CPABHEHHE ¢ MU3MOJI3BAHETO HA €AUH areHT nosnuasaul PAAC (Bx. ToukH 4.3, 4.4
H5.1).

B1b3 ocHOBA Ha (papMaKONOrHYHHTE HM CBOKMCTBA € Bb3MOXKHO JIEKAPCTBEHUTE NPOLYKTH DaknodeH,
aMH(OCTHH MOTaT a MOBUILIAT XUMOTEH3UBHHA €(PEKT Ha BCHYKHM AHTHXMNEPTCH3UBHH CPE/ICTBA,
BKJHOYHTENHO TeMMucapTaH. Chllo Taka, OpTOCTaTHYHA XHITOTOHHA MOKE Ja CE BJIOWIH OT alKOoXo1,
OapbuTypaT, HAPKOTHYHH BELIECTBA WIH aHTHACTIPECAHTH.

Kopmuxocmepoudu (cucmemno npunodxcenue)
HamanssaHe Ha aHTHXHIIEPTEH3UBHHUA €QEKT.

B3auMoeHCTBUS CBBP3AHHU ¢ aMIOAUNUH

Epexmu na opyzu aexapcmeenu npooyKmu 8opxy amiaoounin

CYP3A44 unxubumopu

EnHOBpeMEHHOTO NPUIOKEHHE Ha AMJIOHNHUH CBC CHIHH WIH YMepeHH CYP3 A4 uuxunbuTOopH
(NnpoTeasHn HHXHOUTOPH, a301HH NPOTHBOILOHYHH CPEACTBA, MAKPOJIHAH KATO EPUTPOMHLIMH HIIH
KNapHTPOMHKLIMH, BepanaMul HJIH AWITHA3EM) MOXKE a8 AOBEE 10 3HaUHMMO YBE/IHYaBaHe Ha
eKCMO3HLIMATA Ha aMNOAWNHH. KIKHHYHATE 3HaYMMOCT Ha Te3H (apMaKOKHHETHUYHH BapHALIMK MOXKE
Ia € Mo-H3pa3cHa NPH MALUSCHTHUTE B cTapuecka Bp3pact. [IpenopryBa ce BHUMATEIHO KIHHHYHO
MPOCIEeAIBaHE U MOXE JIa C€ HANOXKM KOPEKLIMA Ha fo3aTa.

CYP3A4 unoyxmopu
[Ipu eaHOBpEeMEHHO NPUIOKEHHE HA U3BECTHH HHAYKTOPK HAa CYP3 A4 nnasMeHara KOHUCHTpALUKUA Ha

aMJIOAHITHH MOXC N1a BaApHpa. l'Iopa,nH TOB& KPbBHOTO HAJIATaHC Tpnﬁna Aa CE€ MNMpoCJiI€aABa H [a CC
oOMHCIH aganTHpaHeE Ha No3aTa Kakro rno BpemMe, Taka H CJi€d COHOBPEMEHCH ITPHCM, 0CcODEHO CBbC

cunHH CYP3 A4 ynaykropn (Hanp. pudaMnULUMH, )KBIT KAHTAPHOH).

I petinghpym u cox om epeungpym
He ce npenopbuBa ynotpeba Ha aMIOAMIHH C rpedindpyT WK COK OT rpedindpyT, T KaTo npH

HAKOHM nalMeHTH OHOHANTHYHOCTTAa MOXKE Ja CE NOBHIIM H Ja JOBEAE OO 3aCH/IBAHE Ha
AHTHXHMIIEPTEH3HBHHTE €QIEKTH.

aHmpoaens (ugysun):
[Tpn xMBOTHH ca HabMIOAAaBAHH JIETANTHO KAMEPHO MBXIACHE H ChPAEYHO-CBAOR KONANC, CBBP3aHH C
XHIepKaJTHeMHS ciell MPWIOXKEHHE Ha BepanaMil W HHTpaBeHO3€¢H aaHTpoieH. [lopaau puck ot
XUIEPKAIHEMHS, CE MTPENOPHUBA Aa c€ H30SrBa € JHOBPEMEHHOTO NMPWIOKEHHUE C AHTANOHHCTH Ha
KAJILHEBHTE KAHAIH KaTO AMJIOAMIHH MPH NALMEHTH, NPEAPA3ON0KEHH KbM MAJIUTHEHA
XMIEPTEPMHA U NPH ORNIaAABaHE Ha MAJIUTHEHA XHINIEPTEPMHUA.

Edhexmu na amnoounun evpxy opy2u sexapcmseru npooyxmu

EdexrTe 8BpPXY NOHH)KABaHE HA apTePHANHOTO HaNATaHE Ha aMJIOIMITHH CE HAC/IareaT KbM
MOHMXKABALIMTE KPBEBHOTO HAIAraHe e()eKTH Ha JPYrd JEKAPCTREHH CPEACTBA ¢ AHTUXMUIIEPTEHIUBHH
CBOHCTBA.

Taxpoaumyc
HMmMa onacHOCT OT NOBULIABAHE HA KPHBHUTE HUBA HA TAKPOJIUMYC, KOraTo ¢€ Nnpujiara ¢JHOBPpEMEHHO
C aMNIOIHUNTHH. 3a Aa ce H3berHe TOKCHYHOCT Ha TAKPONIUMYC, MPUIOKEHHETO HAa aMJIOAMIIMH NMPH

NalHEeHTH, JIEKYBAHH ¢ TAKPOJIMMYC U3HCKBA KOHTPOJI HA KPbBHUTE HUBA Ha TAKPOJTHUMYC H KOpEKLHA
Ha 103aTa Ha TAKPOJIMMYC, KOraTo € noaxoaslio. S




Panamuyur (mTOR) unxubumopu

MTOR HWHXHOMTOPH KATO CHPOIMMYC, TEMCHPONMMYC H eBeponHmyc ca cyberparu Ha CYP3A.
AmnoaunuH e cnad CYP3A unxubGurop. Ilpu eaHoBpemenna ynorpeba ¢ mTOR uuxuburopn,
aMJIOJIMITHH MOXe Na yBenHuud HanaraHeTo Ha mTOR uuxubuTopu.

Huxnaochopun

He ca npoBexaaHn NMpOy4BaHHMA 34 JICKAPCTBCHU B3AaUMOACHCTBHMA MEXAY LIMKIOCTIOPHH H
aMJIOIMITHH MPH 3ApaBH A0OPOBOJILH WM APYTH NOMYJIallMK, C H3KIIOUEHHE Ha NauHeHTH ¢ 610peyuHa
TpaucryanTauus. [Ipn HabmoaaBanyuTe NauMeHTH KOHUEeHTpauuKaTa sapupa (cpeaso ot 0% no 40%)
Ha UHKIOCHOpHH. TpaOBa 1a ce NnpoBeXXAa MOHMTOPHHI HA HHBATA HA LMKJIOCIIOPHH NPHU NALUMEHTH C
OBOpeyHa TpaHCIUIAHTALMA, Ha aMJIOZIWTIHH, U A03aTa Ha UMKJIocnopHH TpsabBa na 6bae HamaneHa,
KOraTo € HeoDXoauMo,

Cumeacmamun:

EaHoBpeMEHHHUAT NpUEM Ha MHOrOKpaTHH 4034 Ha 10 mg amnoaunui ¢ 80 mg cHMBaCTaTHH
MOBUILIABA €KCITO3ULIMATA HA CUMBACTATHH CbC 77% B cpaBHEHUE ChC CHMBACTATHH MOHOTEPAITHA.
[Ipyu naupeHTH, NpUeMallli aMIOAUIIMH, MpeAeHaTa 403a CHMBACTaTHH € 20 mg AHEBHO.

[Tpy KTHHHYHH H3MKUTBAHHUA 38 B3aHMOJCHCTBUSA aMJIOJAMITHH HE NOBIMABA (PAPMAKOKHHETHKATA Ha
aTOpBACTaTHH, AMTOKCHH WIH Bap(apuH.

4.6 DepTHAHTET, GPeMEHHOCT H KbPMEHE

bpeMeHHOCT

Tendopt He ce NpenopbUBa O BpeMe Ha MbPBHA TPUMECTBP H € NIPOTHBONOKA3aH MO BpeMe Ha
BTOPHA, U TPETHA TPHMECTHEP OT OPEMEHHOCTTA.

Tendopr e NpoTHBOMOKA3aH MO BPEME HA BTOPHA H TPETHA TPHUMECTEP OT OpeMEHHOCTTa NOpaay
CHALPHKABHHETO HA TEJIMHCAPTaH.

lTeamucapran
He ce npenopwuba ynotpebara AIIPA npe3 nbpBHa TpUMeCTHp Ha OpeMeHHOCTTa (BXK. TouKa 4.4).

Ynorpebara Ha AIIPA e npoTuBonokasaHa 1pe3 BTOPUA H TPETUA TPUMECTHP Ha OpeMeHHOCTTA (BXK.
TOYKH 4.3 n 4.4).

HaMma nocTaTe4Ho AaHHHM 33 ynoTpebaTa Ha TeNMHUCapTaH NpH OpeMeHHU keHH. EXcnepuMeHTaNnHuTE
NPOYYBAHUA NPH XKHBOTHH MOKA3BaT PENPOAYKTHBHA TOKCHYHOCT (BXK. TOoukKa 5.3).

EnuaeMHOROrHSHHTE JaHHH 38 PHCKA OT TEPATOr€BHOCT ciea ekcno3uuna Ha ACE unxuburopu npes
MbPBHSA TPHMECTLP Ha OpeMeHHOCTTa He ca yoeauTtenHu. Bee nak, He MOXe aa ce H3Kmoud cnabo
noBUIaBaHe Ha pUcKa. JlokaTo HAMa KOHTPOJIHpaHH ENMHACMHONIOrHYHY JaHHH 3a pHCKa TpPH
ynotpeba Ha AlIPA, cxoaHH pHCKOBE MOraT Aa CBLUECTBYBAT H NIPH TO3H KJIAC JICKApCTBA.
[TaureHTKHUTE, KOMTO NIaHHpPAT OpeMeHHOCT, TpAOBa fa MPpEeMHHAT KbM alTEpPHATHBHO
AHTHXHIIEPTEH3IHBHO JieYeHHe ¢ ycTaHoBeH npodun Ha 6e3onacHoCT NpH ynoTtpeda no Bpeme Ha
OpeMeHRHOCT, OCBEH aKo ce CUMTA, Y€ € OT 0cobeHa BAXXHOCT Ja ce MPOABDKH edeHHETO ¢ AIIPA.
AKO ¢ aarHoctTuuupaHa OpeMeHHocT, neyeHueto ¢ AIIPA tpabsa neszabaBHo na 6bae
NpeyCTAHOBEHO H KO € NOAXOAALIO Ja ObAe 3aMOYHATO ATEPHATHRHO JieUeHHeE.

YCTaHOBEHO €, Y€ ekcro3vuusTa Ha AIIPA npes BTOpHA H TPETHS TPUMECTBP HA OPEMEHHOCTTA NpH
Xopa npeanssukBa GeroTokCHYHOCT (BoineHa 60peyHa pyHKUMA, ONHIOXHAPAMHHOH, 3a0aBeHa
yepenHa OCH(UKALHUA) U HCOHATAIHA TOKCHIHOCT (OBOpeyHa HeIOCTaTEYHOCT, XHIIOTOHHA U
XHMepKaTHEMuA) (BXK. TOYKa 5.3).

[Ipenopbuea ce yaTpa3ByKoR H3cjaeaBaHe Ha ObOpeunTe M yepena, ako HaCTbIH €KCIl
AIIPA nipe3 BTopus TpuMecTbp Ha OpEMEHHOCTTA H CJIE] TOBA.

HoBopoaeHuTe, yniiTo Maiiky ca npuemani AIIPA, tpabBa na 6baaT BHUMATENHO
XHNOTOHHUA (BXK. TOYKH 4.3 1 4.4).




Amaoounun

Be3onacHOCTTa Ha aMJIORHITHH NO BpeMe Ha OPEMEHHOCT NPH XOpa HE € YCTAHOBEHA.

B npoyuBaHHs NpH )KMBOTHH, NIPH BUCOKH J03H € HAdMoAaBaHa pENMPOTYKTHBHA TOKCHYHOCT

(Bk. TOUKA 5.3).

[Tpunoxenne no BpeMe Ha GpeMEHHOCT ce NPENopbYBa CaMO KOraTo HaMa O€3011acHa alITEpHATHBA H
korato 6onectra cama no cebe CH HOCH MO-TOJIAM PUCK 3a MaikaTa H Iioja.

KbpMeHe

AMIIONMITHH ce eKCKpeTHpa B KbpMaTa npd xopa. Yactra ot nosarta Ha Maiikara, NOMyueHa OT
KbPMAaUeTo, € H3YHCIIEHA ¢ HHTEPKBAapTWIeH Auana3oH 3 — 7%, ¢ makcumym 15%. EdexrsT Ha
aMJIOAMITHH BBpPXY KbpMaueTaTa € HeusBecTeH. Hama nanuu orHocHO ynotpedara Ha Tendgopr B
nepHoia Ha kepMeHe. CnenoBatento, Tendopt He ce NpenopbuBa, a € NPeaNnounTaT ATTEPHATHBHH
NeueHns ¢ no-aoope ycraHoBeH npodun Ha 6e30nacHoCT B fepHoAa Ha KbpMeHE, 0cobeHO npH
KbpMeHe Ha HOBOPOAEHO WIH MPeXACBPEMEHHO POACHO JIETE.

DepTnnteT

Teamucapman
B npeaxiHHAYHYA NPOYYBaHHA He ca HaGMoAaBaHH €(PEKTH Ha TENMMCAPTaH BbPXY PEPTHIMTETa Ha
MBKKH H KEHCKH HHIAMBHIHN.

Amaoounun

[Ipn HAKOM MALMEHTH, JEKYBaHH C OJIOKEPH Ha KaNUHEBHTE KaHAIHY, ca ChODINEHH 00paTUMH
6MOXMMHUHM NMPOMEHY B TJIABMYKATA Ha ciepMaTo3onanTe. KiiMHWUHATE NaHHH Ca HEOCTATBYHH N0
OTHOLIIEHHE Ha MOTEHUMATHUA e(ekT Ha aMJIOAUNHH BBpPXY deprunuTeTa. [IpH enqHo npoyuBaHe npu
IUIbXOBE €4 YCTAHOBEHH HEXeJIaHH €)eKTH BBPXY MBXKKHUS PEepTIIMTET (BXK. TOUKA J.3).

4.7 Biaungase BLPXY cnocobHOCTTA 38 WoPgHpaHe H paboTa ¢ MAINHAH

Tendgopt yMepeHO NOBAMABA CIOCOOHOCTTA 38 IoQHpaHe H padoTta ¢ MawKHH. [Ipy nauneHTH
npHeMalm Teadopr cee 3aMatiBane, mMasodbonue, yMopa WM rajeHe Moxe Ja ce HapylilH
criocoOHOCTTA MM 3a peakis. ETo 3awo npenopbypa ce NOBULISHO BHHMAaHHKE 1IpH IWogHpaHe U
paboTa ¢ MallIMHH. AKO NPH NALMEHTHTE C¢ NMPORBIBAT TE3H HEXEaHU peakliiu, Te TpaOBa na
U30rpaT NOTEHLHA/IHK PHCKOBH CHTYaLIMH KaTo WogHpaHe Win padora ¢ MalliuHH.

4.8 HexenaHn JeKApCTBEAH PeAKIHA

HexenaHure peakiiii, cboOl1aBaHy 3a BCAKA OT OTACITHHUTE CHCTARKH (aMJIOJMITKH WITH
TEeIMHCAPTAaH) MOraT a ObaaT ROTCHUKATHU HeXeNlaHH peakiivu npu Tendopr.

HexxenaHu JiekapCcTBEHH PeakiudH CBbP3aHH C TeIMHCApPTaH

Obobwenue na npoguna na bezonacsocm
Cepro3HHTE HEXENaHH NIeKapCTBEHHW peaklHK BKIKOYBAT AHAQWIAKTUYHH PEaKLIMM U AHTHOCIEM,
KOKTO MOXe a HacTbnAT paaxo (>1/10 000 xo <1/1 000) u ocTpa 61L6peyHa HEZOCTATHLYHOCT.

YecTOoTaTa Ha HEXKENAHH JICKAPCTBEHH peakLiHi, ChOoOLIABAHH fIpH ynoTpebaTa Ha TENMHCapTaH,
0OUKHOBEHO € cpaBHMMA ¢ rutanebo (41,4% cnpamo 43,9%) npu mnauebo-KOHTPOJHPAHH NPOYUBAHUA
NpH NALKEHTH, JIEKYBaHH 38 XUnepToHHa. CilyyauTe Ha MPOSBEHH HEKEJTAHMU IEKapPCTBEHH peakLivM
He ca CBbP3aHH C J03aTa U HE NMOKA3BAT 3aBUCMMOCT OT M0J1a, Bb3PacTTa WIH pacaTta Ha NMalHeHTHTE.
[TpodumsT Ba 6€30NacCHOCT HAa TEJIMHCAPTAH NPH NALMUEHTH, IEKYBAHHU 33 HAMAIABAHE HA - =
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[IpeacraBeHUTE MO-J00Y HEXKENaHH JICKAPCTBCHH PEaKLWK, OTPAa3sBaT pe3yJiiTa crb




AOKJIaZIBaHH MPH NPOAL/DKUTENIHH KIHHHYHH NpOYYBaHHs, BKIOYBAIH 21 642 nauneHTa, 1eKyBaHH C

TeJIMUCAPTaH 33 HaMaliaBaHe Ha ChPASYHOCHAOBATa 3ab01eBaeMOCT 3a NEPHOA A0 6 rOAUHM.

Obobyenue na HeNCeNanume NeKApCMBenu peaxyuu 6 mabauven gopmam

Hexenauure NeKapCcTBEHH peakliMM ¢a KATErOpU3HPaHHU CIOPEA YECTOTATa, KAaTo € M3I0NI3BaHa
crieanaTa knacudukalpsa: MHoro dectH (=1/10), yectu (=1/100 o <1/10), newectu (>1/1 000 no
<1/100), peaku (=1/10 000 no <1/1 000), muoro peaku (<1/10 000), c HeussecTHa yecToTa (OT
HaJIHYHHTE JaHHH He MOXe Ja 6bae HanpaBeHa OLECHKA).

[TpH BcAXO rpyNHpaRe B 3aBUCHMOCT OT YECTOTaTa , HEXKEIAHHTE JIEKAPCTBEHH PEakUXH ce H3dpossar
B HU3XOJALL Pl MO OTHOLLIEHHE Ha TEXECTTa.

CHcTeMo-0pranen Kiac YecTora | HexkenaHu JeKapcTBEHH peaKIHH
Heuectn | UHdekuus BHa ypHHAPHHS TPAKT, BKIIKOYUTETHO
Undexunn v HHGecTaLUK: LIHCTHT,
HH(}eKLMA Ha FOPHHA pecrTUpaTOpPEH TPAakKT,
BKJIIOYHTENHO QAPHHTHT U CHHYHT
Peaku Cencuc, BKIOYHTENHO ¢ daTanes u3xoan'
HapylieHus Ha KpbBTa H Heuectu | AHemus
nuM@HaTa cHCTeMa
¢ Penku Eo3urodunns, tpoMbonMToneHus
Hapylue¢HHA Ha HMyHHaTa Peaku AHadunakTHYHa peakLUHs, CBPbXYYBCTBUTEITHOCT.
CUCTEMA
Hapymienuns ra metabonusma u | Hedect | Xunepkanuemus
XPaHEHETO
P MHoro XHUnorauKeMus (npy nauMeHTH, 6oaHM oT auaber)
peaKH
IIcHXHYHH HapYILEHHS Heuectn | bescwuHe, aenpecus
Penkn besnoxoiicTrO
Hapyiliennsa Ha HEpBHaTa Heuectn | CuHkon
CHCTEMA
Penku CBbHIHBOCT
HapyiueHus Ha ouMTe Penxu 3pUTEAHH CMYLIEHHS, BKITIOYHTENHO 3aMbIIEHO
BHOKIAHE
HapylueHHA Ha yXOTO H Heuectu | Bepturo
nabupuHTa
CopaeyHu HapylUIeHHS Heuectn | bpanmkapaus
Penxu Taxukapaus
Cba0BH HAPYLIEHHS Heuectn | XHNOTOHHA?, OPTOCTATHYHA XHMOTOHHA
PecnnpaTopHH, rpbJIHH H Heuectu | JucniHes, kauuidua
MEIHACTHHAIIHK HAPYILIEHHA
MHoro HutepcTHunanta 6enoapobHa Gonect?
PCAKH
CroMamHo-upeBHH HapyiieHHa | Heuectn | A6gomunanna 6onka, nuapus, AUCNENCHs,
&naTyNeHUHA, NOBPbLUAHE
Peaxu Cyxo0Ta B yCTaTa, CTOMAIIEH AHCKOMGOPT, AUCIEY3Hs
Xenaro-OwinapHH Hapywieuus | Peaku AOHOpMHa YyepHOIpOOHA (PYyHKLHA/UEp
HapyieHue’
Hapyuwienns Ha KoxaTa Heuectn | Ilpypuryc, xunepxunposa, oopns //
NOAKOXHATA ThKaH
Peaku AHruoeaeM (CbLUO H ¢ daTalicH U3

€PUTEMA, YPTHKAPHA, JIEKADCTBEH
KOXEH OOpHB
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HapymieHust Ha MyCKYJTHO- Heuectn | bonka B repba (Hanp. HIIHac), MyCKYJIHH CTIIa3MH

CKeJlleTHaTa CHCTEMA H MHAIrus,

CheAMHHTE/IHATA ThKaH Penxu Aptpanrnd, 6onka 8 kpalHHK, GOIKH B CYXOXKWIHATA
(TEeHAHHUTONOAOOHH CHMITTOMH)

HapyueHus Ha 6p0peunTe U Heuectn | bpOpeuHo yBpexaane, BKIIOYMTENHO ocTpa OB0OpeyuHa

MUKOYHUTE MHTHLIA HEJOCTATbYHOCT

OOmM HapyLUCHHUA H Heuecty | Boaka B rpuanus xow, acreHus (chaboct)

HApPYLIEHUA Ha MACTOTO Ha

NpHITOMKEHHE Penku ["'punonoaobuo 3abonasane

Hscnenpanus Heuectn | [loBHuICH KpeaTHHHH B KPBLBTa

PenkH [ToHmxkeH xeMOornobuH, NOBMIIICHA MUKOYHA KHCEIIMHA

B KPbBTa, NOBHLIEHH YePHOAPOOHH €H3HMH, NOBHLICHA
KpeaTHH ¢ocoKHHa3a B KPBBTA

.2.3.4: 33 OMBJAHMTENHO OTMIMCAHHE, MOJA, BIKTE NMOATOYKA ,, Onucanue Ha usbpanu nexceranu
peaxkyuu”.

Onucanue Ha u3bpanu HeXCenanu 1eKapCmeeHu peaxkyuu

Cencuc

B npoyusanero PROFESS e Habnionapana nosuiueHa 4ecTora Ha Bb3HHKBAHE Ha CEFICHC MNpH
TeIMHCApTaH B CpaBHEHHE ¢ Iu1auebo. ChOUTHETO MOXKE 14 € OTKPUTO CITYYaHHO WIH J1a € CBBP3aHO ¢
MEXaHM3bM, KOHTO HE € NM03HAT 3a MOMEHTA (BX. CbLLO TO4YKa J3.1).

Xunomonus

Ta3u HexxenaHa nexapcTBeHa peakilia € CbOOIIEeHa KaTo YecTa NpH NaUuHEHTH ¢ KOHTPOJIUPaHO
KPLBHO HANATAHE, NCKYBAHH ¢ TEJIMUCAPTAH 3a HAMAIBaHE Ha ChPACYHOCHAOBATA 3a00N€BaEMOCT
NpH NPOBEACHO CTAHOAPTHO JICYEHHE.

Abropmua yeproopobra gyHxyus / 4epHoOpoOHO HapYyieHue

[ToBeyeTo ciryvan Ha abHOpMHA YepHOAPOOHA QYHKUMA/ 4epHOAPOOHO HApYLUIEHHE OT NOCT-
MAPKETHHIOBHSA OMMT C TEJIMHCAPTAH HACTBIIBAT MPU NALMEHTH OT ATIOHCKH NpoH3xoa. [1pu naumueHTH
OT AMOHCKH MPOU3XOA ChIIECTBYBA MO-TOMAMa BEPOATHOCT 32 Pa3BUTHE Ha Te€3N HEXKeNlaHH peakilHu.

Humepcmuyuanua berodpobra bonrecm
Cayuan Ha nHTepcTHUManHA fenoapobHa Gonect ca AOKNAABaHU OT MOCT-MAPKEeTUHIOBHA OIUT, BbB
BpB3Ka ¢ MpHeMa Ha TenMucaptal. [IpHysHHHO-CIIEACTBEHA BpBb3Ka 00aue He € YCTAHOBEHA.

Humecmunanen anzuoeoem
CrobuieHn ca ciTydyad Ha HHTECTHHANER aHruoeaemM cnel yrnorpedba Ha aHrHoTeH3HH |l peuenTopHH
AHTATOHHCTH (BK. TOUKa 4.4).

Hexenauy neKapcTBEHH peakiiMH CBBP3aHH C AMJIOAHITHH

Obobwenue na npogura va bezonacrocm

Haji-uecTo ¢chodlilaBaHHTE HEXENAHUTE NEKAPCTBEHH peakLMH NO BpeMe Ha JieueHHe C aMJIOAUNHH ca
COMHOJIEHTHOCT, 3aMafgHOCT, rnasobonue, NANKTALBH, 3auepBiBale, KopeMHa 00/Ka, raaeHe, OTOLM
Ha NIE3eHHTEe, OTOK H YMODA.

YecToTaTa Ha HEXENAHUTE PEAKIINY CE ONMPEALIA, Upe3 HIMON3BAHE HA C/IeAHATa KOHBEHLINA:
Muoro yectu (21/10); yectn (21/100 mo <1/10); neuecru (= 1/1 000 ao < 1/100); peaxu (= 1/10 000

Obae HanpascHAa OLICHKA).
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CnegHHTE HEXENAHH JIEKAPCTBEHH PEaKLMH ca OWIH ChoOLIAaBaHH MO BPEME HA JICYEHHE ©

aMJTIOAMIHH:
CacTeMO-0pranen Kjac YecToTa Hexes1aHH JieKApPCTBEHH
| peaKkIHH
HapylueHus Ha KpBpBTa H MHoro peaxH JIeBKOLIMTOMNEHHM A,
nuMdHaTa CUCTEMA TpOMOOLIMTOIIEHHUS
Hapyiuerus Ha UMyHHaTa cucTéeMa | MHOro peaku ANEPrUYHH peakLHU
Hapyienys Ha Mmerabonusma U MHoro peaxH XUNepranKkeMus
 XpaREHETO _
[lcuxuyHU BapyLIEHNS HeuecTn bescbuue, IPOMEHH B
HACTPOCHHETO ( BKITIOYHTEITHO
TPEBOXKHOCT), fefpecHs
Penxu ObBpKaHoCT
Hapywenus Ha HepBHaTa cucTeMa | Hectn COMHOJIEHTHOCT , 3aMasHOCT,
rnasobonve (ocobeHo B
Ha4aJIOTO HA JICYEHHETO)
HeuectH TpeMop, aucreysmusa, CHHKOTI,
XMMOECTEIUA, TIapeCcTe3Us
MHoro peakn Xunepronns, nepugepHa

HEBPOINATHA

C HeMu3BeCTHA

ExcrpanupaMdaHHU HapyIICHUS

| yecToTa
HapyuieHus Ha ouMTe Yectn 3pUTENHHU HAPYLICHHSA
(BKJIIOUHTENHO AHUIVIONHA)
Hapyuienns Ha yxoto ¥ nabupunra | Heuectn TuauTyC
CobpaedHH HapyLUEeHHA YectH [Tannuraumun
Heuectn ApPHTMHA (BKJTIOYHTETHO
OGpanukapans kKamepHa
TaXMKAPAUA B NPEeACHPAHO
MDbXKICHE)
| MHoro peaxH MuokapaeH nadapkT
CbaoBH HapylICHHS HectH 3auepBaBaHe
HevecTH XHMOTOHUA
MHoro peakH Backyaur
PecnupaTopHu, rpbaHH H YecTH Jncnues
MEIHACTHHAIHH HapylLLeHHs HeuectH Kauutiua, puBAT
CToMalIHO-4YpPEBHU HAPYLLICHHSA YecTH AbnoMHHanHa 0oJka, rageHe
AHCNENCHA, NPOMAHA B
obuualiHaTa NEPUCTANTHKA HA
yepeaTta {BKIIOUYUTETHO JUapus
H 3aneK)
HeuecTH IloBphlIaHE, CYXOTa B YCTaTa
MHoro peaku [TaHkpeaTHT, racTpHT,

XHIICpILia3nud Ha BCHLUHTC

XenaTo-OWIHapHH HapYLICHUS

MHoro peaxu

XenaTHT, XKbITEHHLA,

eH3uMu®*
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HapywieHus Ha koxata H Hevectu AJsoneums, Iypnypa, NpoMAHA B
NOAKOXKHAaTa ThKaH l{BETa Ha KOXaTa,
XHNEepXUAPO3a, NPYPHTYC,
ofpuB, eK3aHTEM, ypPTHKapUs
MHoro peaku AHrHoeaeM, epuremMa
My THOPME, eKCPOTHATHBEH
IEpPMAaTHT, CHHIPOM Ha Stevens-
Johnson, oTok Ha Quincke,
$OTOUYBCTBUTEITHOCT
C Heun3recTHA ToxcuuHa enmaepManHa
YeCTOTa HEKPOJIH3a
HapyuieHHs Ha MYCKYJIHO- Yecru OTOK Ha rne3eHa, MyCKyJIHH
CKEJIETHATA CHCTEME H Kpamnu
CheIMHUTEITHATA ThKAaH HeuecTn Aprpanrus, Myanrug, bonka s
_ rbpoa
Hapyioenna Ha 6n6penunre u HeuectH Hapywero ypHHHpaHe, HOLIHO
NHKOYHHTE THTHLLA YPHHHpaHE, YBEIIHUEHA YeCcToTa
Ha YpHHHpaHe
Hapyuenus na HeuectH MMNOTEHTHOCT, THHEKOMACTHSA
BL3IPH3BOAUTE/IHATA CHCTEMA U
rbpaara
Ob1H HapyuIeHHUS ¥ HApYILCHUA MHoro yectH OToK
Ha MACTOTO HA NPUIOKEHHE YecTH YMopa, acTeHHs
HeuectH ['pvana Gonka, 6onka,
HEPa3Noa0XKEHHE
Hicnensanus Heuectn YBENH4YaraHe Ha TEACCHOTO
TETNIO, HAMAJISBAHE HA TEJIECHOTO
TErJI0

* . Hali-4ecTO CBBP3aHO C XONecTas3a

CrobuiaBaHe Ha NOAO3HPAHH HEXEJIAHH peaKUHH
CrobuiaBaHeTo Ha NOAO3HPAHH HEXKENaHH pPeaKiHH ciie] pa3dpellaBaHe 3a ynorpeba Ha nexapcTBEHNH

NPOAYKT € BaxXHO. TOBa MO3B0J1ABA 1a NPOIB/DKH HAOMOACHUETO HA CBOTHOLICHUETO NOJ13a/PUCK 34
JIEKapPCTBEHHA MPOAYKT. OT MEAMLMHCKHTE CIELIMANIUCTH CE U3HCKBA Aa chobLIaBaT BCAKa

nojao3upaHa HexXenaHa peakuHs ype3 MsmenuuTeina areHUMs o Jekapcrsara ya. ,,JdaMsH ['pyes” Ne
8, 1303 Codnsa, Ten.: +35 928903417, yebealit: www.bda.bg.

4.9 Ilpenosupane

CuMnToMH
Hsama onut ¢ npeaosupanle Ha Tendopr.

HanuuHuTe naHHKW Npeanoarar, 4e 3HaYHTETHOTO npeao3dpaHe 61 MOrno Aa AoBeae A0 TEXKa
nepudepHa Ba3oJuIaTauMa H BE3MOKHO 10 peduiekcHa Taxukapaua. Cro0LaBaHo € 3a u3pa3cHa,
BEPOATHO MPOABHKHTEIHA CHCTEMHA XHITOTOHHSA A0 LHOK, BK/IIOYHTEAHO € QATaIeH U3XO0A.

HexapnunoreseH 6enoapobeH oTok ce cbodLaBa paaKko KaTo NocaAcauua oT Npeao3upaHe ¢
aMJIOMITHH, KOWTO MO3KE J1a ce€ NpOoABH Cb¢ 3a0aBeHo Havano Ha edexra (24-48 yaca cnen
NOrnbLUIAHE) U Ja H3HCKBA U3KYCTBEHA BeHTWiauHA. PAHHHTE peaHUMaLHOHHH MEPKH

yCKopsBalH $HakTopi.

Haii-apkyTe NpoABK HA NPEAO3UPAHE C TEIMHCAPTAH Ca XUIIOTOHHUA H TAXHKAp
Chilo OpaauKapans, 3aMasHOCT, NOBHIIABAHE HA CEPYMHHS KPEATHHHH H OCTpa
HeAOCTATBYHOCT.
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YnpasneHue

IauueHTsT TpAGBa Aa 6bae BHUMATENHO HabNIOAaBaH K Je4eHueTo TpabBa aa Obe CHMITTOMAaTHYHO
1 noaabpkamo. ORnaasraHeTo 3aBUCH OT BPEMETO Ha MIPHEMAHE Ha NMPOAYKTA H TEXKECTTa Ha
cuMIroMuTe. IIpenopbYHTENHUTE MEPKHM BKIOUBAT MPEAH3BHKBAHE HAa NOBPLILAHE W/WIH CTOMAllHA
npoMyBka. [IpunaraneTo Ha aKTHBEH BBbIUICH MOXKE Ja JOMPHHECE MPH JICYEHHE HA MPEAO3IUPAHETO.

Heobx0auMO € 4ecTo npocieAsBaHe Ha CCPyMHMTE EJIEKTPOJIUTH M KpeaTHHHH. [1pH nosisa Ha
XUNOTOHUA, MAHHEHTEHT TpAOBa na 6bAe NOCTaBEH B JIErHANO NMOJOXKEHHE Mo rpsd U 6Bp30 Aa ce
NPHJIOKAT COJIEBU K 00EMHH 3aMECTHUTEIH.

[Tpu ycnosue, ye HAMa NPOTHBONOKA3aHHA, 38 Bb3CTAHOBABAHE HAa CHAOBHA TOHYC U KPLBHOTO
HaNisraHe, MOXE J1a Ce NMPHIOXKH Ba3OKOHCTPUKTOP. MHTpaBEeHO3¢H KA/ILIMEB MMIOKOHAT MOXE 44 € OT
noJi3a 3a npeoaoaserane Ha edexra Ha O/10KaAa Ha KAILUHMECBUTE KAHAMM,

M aeere aMJIOAMNHH H TCJIMHACApPTAaH € MaJlKO BCPOATHO Aa Obae OTCTPAHCH 4pC3 XEMOJHalIA3A.

S. PAPMAKOJOI'NMYHHU JAHHH
5.1 ®apMaKOAHHAMHAYHH CBO#icTBAa

dapmakoTepaneBTHYHa Irpyna: aKkTHBHH BELLECTBA, AeHCTBALI{M Ha peHUH-AaHTHOTEH3HHOBATA
cucteMa, aHruTeHnsHH Il peuenropuu 6nokepu (ARBs) n 6nokepu Ha xanunepuTe kaHani, ATC kon:
C0SDB04

TendopT chucTaBa ABE AHTUXUMEPTEHIUBHH CHCTABKH C AOMTBJBALL CE MEXaHH3IBM 33 KOHTPOJIHpaHe
Ha KPbBHOTO HANATAHE NPH NAalMEHTH ¢ €CeHIIHATHA XHTIEPTOHHSA: aMJIOAHITHH NPHHAILIEXKH KbM KJ1ac
KaJUHEBH AHTANOHHCTH, a TEJIMHCAPTAH KbM KJ1aca aHTAaroHUCTH Ha aHrHoTeH3uH Il. Kombunaumara
Ha Te3H ChCTABKH MMa aIUTHBEH AHTHXHUIIEPTEH3NBEH €(EKT, KATO MOHHXKABAa KPLBHOTO HaNATaHe B
MO-rOJIAMa CTEMEH, OTKOJIIKOTO BCEKH OT KOMIOHEHTUTE CAMOCTOATENHO.

Teamucaprad

Mexanuzem na Oeucmeue

TenMuicapTaH € NepopaTHO aKTHUBEH H cneuudprueH aHruoreHsuH 1l pelenTopeH aHTaroHMCT (Tyn
ATI). Toi n3MecTBa ¢ MHOTO BUCOK aQMHHUTET aHTHOTEH3HKH I OT HEroBOTO MACTO Ha CBBpP3BAaHE B
ATI peuerrTopHUs NOATHII, KOHTO € OTTOBOPEH 32 K3BECTHUTE ACHCTBUS Ha aHTHOTEH3HH ll.
TenMucapran HAMa AOPH K MACTHYHA arOHUCTHYHA aKTUBHOCT cnipaMo AT1 peuentopa. TenmucaptaH
ce cRBp3Ba celleKTHBHO ¢ AT1 peuentopa. Cabp3BAHETO € NPOABLILKUTENHO. TeMHCapTaH He NoKa3Ba
a()HHATET KbM APYTH PELENTOPH, BKIIOYHTENHO AT2 ¥ Apyru no-cnabo xapakrepusupanu AT-
pelienTopH. GyYHKUHOHANIHATA POJIA Ha TE3H PELENTOPH HE € U3BECTHA, HE € H3BECTEH H edeKTa Ha
TAXHATA Bb3MOXKHA CBPBLXCTHMY1ALUHMA OT aHTHOTEH3HMH 1, YHiATO HHMBA Ca NOBHILEHH OT TCIMHUCAPTAH.
Huparta Ha razMeHHUs alJoCTEPOH Ca NOHHXXEHH OT TENMHCAPTaH. TeIMHCapTaH He HHXHOUpa
YOBCLIKHA MNia3MEH PeHHH H He 0JIoKHpa HOHHMTE KaHaIH. TeJIMHCAPTAH HE HHXHWOHpa aHFHOTECH3WH
KOHBEpPTHpALLHA eH3uM (KHHHHa3a 1), eH3uMBT, KOHTO Chlo pasrpaxaa OpaaukunuHa. [lopaan ToBa
He Ce OUYaKBa Ja MOTCHUHPa OpaauKHHHH-MCOHKPAHHTE HEXKENAHH NEKAPCTBEHK PEeaKLMHu,

[Tpu xopa ao3ara oT 80 mg TenMHcapTaH NOYTH H3LAI0 HHXUOUpa NPpeaU3BUKAHOTO 0T AHTHOTEH3UH
I1 nosuiaBaHe Ha KPbBHOTO HansdraHe. MHXubHTopHUAT edext ce noaabpxa Haa 24 yaca, KaTo Bce
oie Moxke Aa Obae ycraHoBeH 10 48 vaca.

Knunuuna egpuxacrnocm u bezonacnocm
Cnea npunaraHe Ha ITbpBaTa A03a TeAMHcapTaH ce Habmoaapa MOCTENEeHHO NosBa H
AHTHXHNEPTEH3UBHA AKTUBHOCT B PAMKHTE Ha 3 yaca. MakcHManHaTa peayKuus Ha

NOAABPKA Upe3 NPOALDKUTE/IHA TEPATTHA.
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Cnen npueMaHe Ha 03aTa AHTHXHNEPTEHIMBHUAT eEeKT NEPCHCTHPA NoBede oT 24 yaca, KaTo
BKJIIOYBA W TIOC/IEIHHUTE 4 qaca npeaH CAeABalioTO NPUIIOKEHHE, KAKTO NOKa3BaT aMOyIaTOPHHTE
M3MEpPBaHHA Ha KPbBHOTO HansraHe. ToBa € NOTBBLPJCHO H OT CHOTHOIIEHHETO MUHHMAJIHH KBbM
MaKCHMAJIHH KOHIIEHTpaUHH, koeTo € noctosHHo Haa 80% cnen npueM Ha no3u ot 40 u 80 mg
TEJIMHCApPTaH fpH aneto KOHTPONHPaHH KIMHUYHH npoyusanus. Hanuue € oueBHHa TEHACHUNA 32
Bpb3ka MEXAY A03aTa H BPpEMETO Ha Bb3CTAHOBABAHETO Ha 06a3a1HOTO CUCTONHO KPBBHO HANAraHe
(SBP). B ToBa OTHOLI€HHE AAHHHUTE 32 JUACTONHO KpBBHO Hanarane (DBP) ca HenocTosHHH.

[Ip1 mauMeHTH ¢ XHIEPTOHHUA TEIMHCAPTaH peayuMpa H CHCTONHOTO H IHACTONIHOTO KPBBHO
Hanaraxe, 6e3 Ja NOBMMABA YECTOTA Ha myJsica. Hanuunero Ha AMypeTHUEH U HATPUYPETHYEH edekT,
KOHTO [a AOTIPHHECE 33 XHITOTEH3IWBHATA aKTHBHOCT HAa JICKAPCTBEHHA NPOAYKT, BCE OLUE HE €
NOKAa3aHO. AHTHXHIIEPTER3KBHATA C(PHUKACHOCT HA TEJIMHCAPTaH € CPAaBHMMA C Ta3H HA NPOAYKTH,
MpeACTaBUTENH Ha APYTH KJIaCcOBE AHTHXHINCPTEH3HBHH 1IEKAPCTBEHH NPOXYKTH (YCTAHOBEHA MPH
KIHHHYHY H3THTBAHMA, CPaBHABALIH TEJIMHCAPTAH ¢ aMNOAHNHH, aTEHOJ0, EHANATIPHI,
XHUAPOXNOPOTHA3HA H NHIHHONPW ).

[IpH BHE3aNHO NMpPEeKbCBaHe Ha JIEYUEHHETO ¢ TENMHCAPTAH KPBBHOTO HAJAraHe NOCTENeHHOo Ce Bpblla
10 CTOHHOCTHTE NpENH NIEUEHHETO, 3a NEPHO OT HAKONAKO AHHU Oe3 naHHM 3a pebayH] XUnepToHUUEH
edeKT.

CayuauTe Ha CyXa KalUTHIIA ca 3HAYHTEJIHO NO-MAJIKO MPH TNalHeHTH, TPETUPAHH C TEJIMUCAPTAaH,
OTKOJIKOTO MPH TAKHBA, HA KOHTO ¢a JaBaHH MHXUOHTOPH Ha aHMMOTEH3WH KOHBEPTUpALLUA €HIUM B
KIHHUYHH NPOYYBaHHUA, IUPEKTHO CPABHABALLH IBETE AaHTHXUNECPTCHIUBHH JICUCHHA.

JIBe roneMu paHaoMusupaHu kourponupanu npoy4ysadus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyuio rnobanso uanursaue 3a
KpalfiHH TOUKH Ha T€JIMHCAPTaH, CAMOCTOATENHO U B KoMOuHauus ¢ paMunipui) H VA NEPHRON-D
(KsinHu4HO npoyyvBaHe CBbP3aHO C Pa3BHTHE Ha HeponaTHA Npy AHadeT, NpoBeacHo OT
MHHHCTEPCTBO N0 BENPOCHTE HA BETEPAHHTE) — MIPOYUBAT ynorpedara Ha komMOHHaumusaTa ot ACE
HHXMOMTOP H aHTHOTEH3UH ll-peuenTopeH Onokep.

ONTARGET e npoy4saHe, NpoBeJ€HO NpPH MALMEHTH C aHAMHE3a 3a ChPACYHO-CHI0Ba UITH
MO3BYHOCHAOBA OONECT, WM 3axapeH AuabeT THI 2, MPUAPYAKEHH C JaHHH 34 YBPEKIAHE Ha
edexropHu opraHi. VA NEPHRON-D e npoyuBase MpH NalHeHTH CbC 3axapeH aAxnadeT tdn 2 u
auaberHa HedponaTus.

Te3u npoyuBaHHs HE NMOKA3BAT 3HA4YUM OnaronpHaTeH edexkt BbpXy OLOpeuyHHTe H/HWIK ChpaeUHO-
CBIOBHTE MOCACAHIIH H CMBPTHOCT, KATO ChIIEBPEMEHHO ca HabMoJaBaHy NOBHILEH PUCK OT
XHIEepKaNHeMHs, OCTPO YBpeKAaHe Ha 6b0pelUTe HW/HIH XHIIOTOHHUS B CPaBHEHHE C MOHOTEPAIMATA.
KaTto ce uMaT npeaBuA CXOAHUTE UM (PapMaKOZHHAMMYHM CBOMCTBA, T€3U PE3Y.ITATH Ca MIPHIOKUMHU
v 3a Apyrn ACE unxuburopn n anruoreHsus Il-peuenropru 610kepH.

ACE uHxubutopH ¥ aHruoreH3uH Il-peuenropaH O10kepH cieJoBaTeNHO He TpAOBa Aa ce H3NomBar
¢ JHOBPEMEHHO MNpPH MMALHEHTH ¢ AHa0eTHa HePpOonaTH,

ALTITUDE (KnHHu4HO nNpoy4BaHe MPOBEACHO ¢ ATHCKHUPEH TIPH NaLMeHTH CbC 3aXapeH aAuadeT Tun
2 ¢ M3MOJI3BaHEe Ha CBPACYHO-CLAOBH H O1HOpeyHH 3adonsBaHMs KaTo KpaiHU TOUKH ) € NPOYyYBaHE,
npeaAHa3Ha4yeHo 1a U3CleABa noi3ara oT NoOaBAHETO HA ANNCKHPEH KbM cTaHnapTHa Teparnusa ¢ ACE
MHXUOHTOP MM aHTHOTEH3HH 11-peuenropen 6:10kep NpH NaLMEHTH CBC 3axapeH Auaber Tun 2 U
XpoHu4Ho 6u0peuHo 3abongaBane, CbpAEYHO-CBAOBO 3a00ongBaHe WiH U aAseTe. [IpoyysaneTo €
NPEKPaTeHo NPpeXAeBpeMEHHO Nopaau MOBHUIEH PUCK OT HeONnaronpuaTHu nocneauum. Kakro
ChPAEYHO-CHAOBATA CMBPT, TAKA MU HHCYJITHT €A MO-HECTH B rpyilaTa Ha aIuCKHPEH, 3
rpynarta Ha maauebo, a npeacTariABaLLMTE HHTEPEC HEXETAHH CHbOUTHA U CEPHO3HH
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AMIOAHNHH
AMJIOAHNHH ¢ HHXHOUTOP Ha HHPNYKCAa Ha KanllMeBHTE HOHH OT AMXHAPONHPHIHHOBATE Irpyria
(6nokep Ha OaBHMTE KAaHA/IW WIH aHTarOHHCT HAa KANLMEBHA HOH) M MOTHCKa TPaHCMEeMOpaHHOTO

HaBJIM3aHe Ha KallMeBH HOHH B KJIETKHTE Ha CbpICYHATA U CHAOBATA IN1aAKa MYCKYJATypa.

MeXaHHu3MBbT Ha aHTUXHNEPTEH3UBHOTO ACHCTBHE HA aMJIOAHITHH €€ AB/DKH HA AMPEKTEH peslakcHpalll
e(deKT BbpPXY ChAOBATA IajKka MyCKyJaTypa. TOYHHAT MEXaHH3IBM, IO KOWTO aMJIOJHNHUH 00ieKYaBa
CTEHOKAPAHATA, HEC € HAMBJIHO U3ACHEH, HO AMJIOZHUITHH peayLHpa HCXEMHATA 110 ABa HAYHMHA!

1) AMIOAHNIHE NPeAU3BHKBA JXNATALIMA HA MepH(EPHUTE apTEPHOM U TaKa peAyLUHpa oOoTo
nepudepHo CHIPOTHRIIEHHE (CNell HATOBAPBAHETO), CPELy KOETO chpueTo paboTH. ThH kato
ChpAcYHaTa YECTOTa OCTaBa cTabwiHa, ToBa OTOpEMEHABaHe Ha ChPLUETO HaMalsBa eHepruiHaTa

KOHCYMaLHA W KHCJIOPOLHHUTE HYXJH Ha MHOKapA.

2) MexaHH3MBT Ha ASHCTBHE HA AMJIOAMITHH BEPOATHO BKJIIOYBA AWJIaTAUMA HA KOPOHAPHH apTEPHH H
apTEPHONH, KAKTO B HOPMAJIHHATE TaKa H B HCXEMHUHHTE 30HH. Ta3Hn QUIaTauHd NOBHIIABA
AOCTaBKAaTa Ha KUCJIOPO NPH NAalMEHTH ¢ KOPOHAPEH apTEPHAJICH CNa3bm (aHruHa Ha Prinzmetal
WJIM BapHaHT CTEHOKapus).

[Ipy naLKeHTH ¢ XHNEPTOHHA €IHOKPATHOTO AHEBHO NO3HPaHE OCHIypABa KITHHHYHO 3HAYHMO
MOHIDKEHHE HA KPBbBHOTO HAJIATAHE KAKTO B JIETHAJIO0, TAKa H B U3NPABEHO MONOXKEHHE, 3a MHTEPBAN OT
24-yaca. Ilopaau 6aBHOTO HauaNo Ha JEUCTBHE, OCTPATa XUIIOTOHUSA HE € XapaKkTepHa 3a
NPWIOKEHHETO HA aMIOAUITHH.

[Tpy nauUeHTH ¢ AaHrUHA, BEAHBXK NHEBHO NMPUIOKEHHETO HA aMJIOAMITHH YBEIH4YaBa OOLIOTO BpeMe
Ha TPEHHPOBKA [0 NOSABATA Ha CTEHOKApAHA M BpeMeTo Ao Aenpecks Ha | mm ST u Hamanssa
YeCcTOTATa Ha aTdKa Ha CTEHOKApAHA H KOHCyMaLluaTa Ha TabieTka ravuepun TpHHHTpAT.
AMITOOHUNIMH HE BOAH A0 HHKAaKBH MeTabOJIMTHH HEXKEIAHH PEaKLIMH WK NMPOMEHH B ITa3MEHUTE
NHNHAW K € NOAXO0AA1 3a JieueHHe Ha NALMEHTH ¢ acTMa, AHader 1 noaarpa.

5.2 DapMaKkOKHHETHYHH CBOHCTBA

Teamucaprad

Abcopbyus

AGcopOLMaTa Ha TEIMUCApTaH e 6BbP3a, HE3ABUCUMO, ue abcopOHpPaHOTO KONUYECTBO BapUpa.
Cpennara abconioTHa OHOHANMYHOCT Ha TesiIMHcapTaH € okono 50%. Koraro Tenmucapral ce npuema
C XpaHa, pegyKuMATa Ha obnacTra noa KpHBara fUiasMeHa koHueHTpauus-speme (AUCO-0) Ha
TeJIMHCApTaH BapHpa oT okono 6% (40 mg po3a) ao okono 19% (160 mg no3a). Tpu uaca cnen
NPWIOKEHHE TUIa3MEHHTE KOHLICHTPALMHK ca NOACOHH NpKU NpHEMaHe Ha TEJIMHCAPTAH Ha IJIafHO WIIH

C XpaHa.

Paznpeodenenue
TenMucapTaH ce CEbP3Ba B roJIAIMa CTENEH ¢ TUIa3MEHHUTE MPOTEHHH (>99,5%), rnaBHO ¢ aOyMHH H

anda-1 kucen rmokonporerH. CpeAHUAT NPUBUAEH 00eM Ha pasfpeencHHue NpH JOCTUraHe Ha
craipoHapHo csctosHHe (Vdss) e oxono 500 1.

buompancgopmayun
Tenmucaprad ce MetaGonuaupa upe3 CBbP3BaHE Ha OCHOBHOTO BELIECTBO C MIOKYpoHHA. He €
HabnonaBaHa (hapMakonorHuHa akTHBHOCT Ha KOHIOTATHUTE.

Enumunupane
TenmucapraH ce xapakrepusupa ¢ OMeKCrnoHeHHanHa orciabsaila GapMaKoKHH
CTHMHHALHOHEH NMOTYXHUBOT >2() yaca. MakcuManHara fuia3sMeHa KOHLEHTpaLys
creneH obnacTra rnoa KpUBaTta ruiasMeHa KoHueHrpauus-speme (AUC) ce nosuil
HENPONOPIHOHANTHO Ha A03aTa. HAMAa NaHHH 3a KIIMHUYECKU 3HAYMMa aKyMyNa
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npUeT B NpenopbuBaHuTe A034. [LnazmMeHnTe KOHLIEHTPALIMH €a NMO-BUCOKH [IPH XKEHH, OTKOJIKOTO NPH
MBXe, 0e3 ToBa Ja € CBBP3aHO C BIIHAHHE BbPXY €(PHKACHOCTTA.

Juneiinocm/nenunetinocm

He ce ouaxna cnabara peanykuns Ha AUC na npHYMHH peOyKLHS B TEPANesTUYHATa €¢(PHKACHOCT.
Hama nuHeifHa 3aBUCHMOCT MEXIY A03NTE H IU1A3MECHUTE HUBA. Crax M B N0-Masika creneH AUC ce
MOBHILIABAT HEMPONOPLMOHANIHO NPH A034 HaA 40 mg.

Cnen nepopanHo (M HHTPaBeHO3HO) TPWIOKEHHE TEJIMUCAPTaH CE€ eKCKPETHPA NOYTH H3UIO C
(exanuuTe, rNaBHO KaTO HEMPOMEHEHO chbeanHeHKe. KyMynaTHBHaTa ypHHapHa eKcKpeuns € <1% ot
posata. ToranuusaTt mnasMen KIHpbHC (Clyy) e Brcok (okono 1 000 mi/min), cpaBHeH ¢ yepHOApOOHUSA
KpbBeH noTok (okono 1 500 ml/min).

Cneyuannu nonyaayuu

Iion
HabGniopnasanu ca NOJIOBY Pa3NiHYHA B IUIa3MEHATE KOHUEHTpAUHK. Cmax H AUC cboTBeTHO 0KONO 3 U
2 ILTH MO-BHCOKHU NPH )KEHUTE, CPABHEHH C TE3H NPH MBKETE,

Cmapuecka gb3pacm
(dapMakOKHHETHKATa Ha TEJIMHCAPTAH HE Ce paliuvaBa MeXAy NaLHEeHTH B CTapYeCKa Bb3pacT H TE3H

no-Mnanu or 65 roauHM.

bvbpeunu yepexcoanun
[IpH nalMeHTH ¢ JIeKU B0 YMEPEHH H TeKKH YBpekaaHus Ha 6p0peuHaTa dyukums ce nabmonasa

yABOABAHE Ha MJIasMeHHTe KoRUeHTpaund. Habmonasar ce no-HUCKH IU1a3MEHH KOHLIEHTPALIMH fIpH
naLKEHTH ¢ OBOpeYHa HeAOCTATBYHOCT, NOAN0XKEHH Ha Auanu3a. [1pu 6onHH ¢ 6ubpeuna
HEAOCTATBYHOCT TEIMHCAPTAH C€ CBLP3BA B roIAMa CTEMNEH C IUIa3MEHHTE NMPOTEHHH W HE MOXKE Ja
6bae oTneneH npu guanuia. [lpn naunenTy ¢ 0BOpeUHH yBpeKIaHHA eTHMHHAUHOHHHAT NOJYXHBOT
HE € POMEHEH.

Yeproopobru yepedcoanus

®apMaKOKHHETHYHHTE MPOYUBAHHA MPH MALMEHTH C YEPHOAPOOHH YBpPEKIAHHSA M10OKa3BaT
NoBHILABaHE Ha abcomoTHaTa 6noHanuuHocT a0 okoo 100%. Ilpu naupneHTH ¢ yepHOAPOOHH
YBPEIKAAHUA eIMMHHALMOHRHEHAT NOTYXKHMBOT HE € NNPOMEHEH.

AMIOAUINHH

Abcopbyus/pasnpedenenue

Cien nepopajiHO NPUIOKEHHE Ha TEpaNleBTHYHH A03K, aMAOHUITHH ce pe3opOupa nobpe, kato
MaKCHMAaJIHMTE U1a3MEHH KOHLIEHTPALIMH Ce JOCTHUraT MexXay 6 - 12 yaca cnea npunokeHue.
AGconioTHaTta GnoHanuuMHOCT € MexXay 64 1 80%. O6eMbT Ha pasnpeaencHle € NpUOININTENHO
21 Ukg. JlaHHWTE OT in vifro Npoy4BaHHA MOKA3BAaT, Ye NpHobnu3uTeaHo 97.5% or uMpKyaupaus
aMJIOZIHITHH € CBBP3aH ¢ IU1a3MEHUTE NPOTEHHH.

BHOHANHYHOCTTa HAa aMJIOQUITHH HE CE BIIKAE OT IPHEMa Ha XpaHa.
buompancgopmayus/enumunupane

KpaliHMAT nnazMen nomyXKHUBoT € okono 335 - 50 uaca H ce NOCTHra MpH €JHOKPATHO JHEBHO
MpUIoKeHHe. AMJIOMIHUH ce MeTaboNH3Upa B 3HAYHUTENIHA CTENEH B YEPHHUA APOO 10 HCAKTHBHH

MeTabonuTHTeE.
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Dapmaxoxunemuka npu cneyuainy nonyaayuy

Yeproopobno napyuienue
HanuyHH ca MHOrO orpaHvueHH JaHHH 3a MPWIOKSCHHETO Ha aMIIOAUITHH TIPH MALHEHTH C

yepHOAPOoOHO HapyuieHue. IlaLmeHTHTe ¢ YepHOAPOOHA HEAOCTATHYHOCT HMAT NOHKWKEH KIHPBHC Ha
aMJIOJHMINKH, BOAELL A0 MO-ABJTHI NOTYKHBOT M NoBHILIAaBaHe cTOMHocTUTE HA AUC ¢ npubnnadtenHo

40-60%.

Cmapuecka eb3pacm

BpeMeTo 3a JOCTHraHe HA MAKCHMAJIHHU IL1a3MEHH KOHUEHTPALHMH € CXOAHO 1IPH HHAWBHIH B
CTApPY€CKa Bb3PacT H no-myiaay wHAUBKAK. [Ipy nauueHTHTE B cCTapyecKa BL3pACT, KIUPBHCHT Ha
aMJIOJMITHH € ¢ TEHACHLUA KbM HAMANIABAaHE, KOATO BOAH A0 yBenHuasaHe Ha AUC H Ha
eJIMMHHALIHOHHHA noaykuBoT. HapacteaneTro na AUC K Ha eTHMHHAUHOHHHUA MONYXXHBOT [IpH
NalLHEHTH ChC 3aCTOHA ChpAeUHa HEAOCTATRYHOCT € OMIO COpel O4aKBaHOTO 3a CHOTBETHATA
BbL3pacToOBa rpyna.

5.3 [IpeAKIRNHAYRH JaHHH 34 DezonacunocT

TenMuca aMJIOAHITIHH

HexknMHHYHUTE NpOYUYBaHUA 3a 6€30NacHOCT, MPOBEASCHH ¢ KOMOMHALMATA TE/IMHCAPTaH / aMJIOAMINHH
ca OrpaHHYeHH OO NPOyYBaHE HAa 13-CeAMHUYHO TOKCHUYHOCT ITPH MHOTOKPAaTHO MpHIaraHe epopasnHo
npH rureXxose. HaMa HOBH NposiBu H& TOKCHMHOCT WIH J00aBKa HexenaHH epeKTH ca Hab o aaBaHH.

TenmMucapTaH
ITpy npeAKTMHHYBH NPOYyYBaHUA 3a 6€30NaCHOCT, 103U, CPaBHUMH C T€3H B KJIIMHHYHHA

TEPANICBTHYCH AHUAINA30H, Ca NPEeIU3BHKAIH HAMAJIABAHE HA MMApaMETPHTE HA YCPBECHHUTE KPLBHHU
KJIETKH (€PUTPOLMTH, XeMOTTI00MH, XeMaTOKPHT ), NPOMEHHU B Or0OpeuHaTa xeMoAHHAMHKA (MMOBHLIEHO
HHBO HA ypes B KPBBTA U KPCaTHUHHH), KAKTO M NOBHLICH KAIHH B cepyMa Ha HOPMOTEH3UBHH
XHBOTHH. [1pH Kyderta ca Habnoaasanu 6n6peyHa TyOynapHa aunarauys 1 atpodusd. Ilpu nibxose H
Kydera € oTOeNnA3a4Ho ChUIO YBPEXKAaHE HA CTOMALIIHATA MYK03a {€pOo3Hd, S3BH WIH Bb3naleHue). Te3u
¢apMakonorHuHO MeIHHPaHH HEXKEJIAHH JIEKAPCTBEHH PEAKIIMM, H3IBECTHH OT MPEAKIHHHUYHHUTE
NPOy4YBaHus ¢ HHXHOUTOPH Ha AaHTHOTEH3HH KOHBEPTHPALLKSA €H3UM W aHTHOTCH3UH Il aHTaroHUCTH,
ca NpeJOoTBPATECHH Mpe3 nepopanHo aodapsHe Ha QUIHOIOTHUYEH Pa3TROP.

IIpy nBaTa BHAA XKMBOTHH ca HabNtoAaBaHW NOBHILEHA aKTUBHOCT Ha [U1a3MEHHS PEHHH H
XUNIEpTpodHA/ XHNEPILIa3HA HA KOKCTATTIOMEPYJTHUTE KIETKH. Te3H NPOMEeHH, KOHTO €a ChLUO H e(eKT
Ha HHXHOWTOpHTE HA AHFHOTEH3HH KOHBEPTHPALLHA €H3HM W Ha APYrH aHruoreH3uH ! peuentopHu
AHTArOHMCTH, HAMAT KIHHHYHA 3HAYHMOCT.

HsaMa scHH 10KAa3aTesCTBa 3a TEPATOreHEH €(eKT, BhINPEKH TOBA MPU TOKCHYHHM J030BH HUBA HA
TEJIMUCApTaH ¢ HabnoaaraH eeKT BbPXY NOCTHATATHOTO Pa3sBUTHE HA MOTOMCTBOTO KaTO fIO-HHCKO
TENECHO TerNo, 3aKbCHABALLO OTBAPAHE HA OUYMTE.

Hsma naHHuW 3a MyTareHHa 4 ChOTBETHA KIIaCTOICHHA aKTHBHOCT NPH H3NWTBAHHA in Vitro W 3a
KapUHHONCHHOCT IPH IUTBXOBE U MHLUKH.

AMJIOIUNHH

Penpooyxmuena moxcuunocm

PenponyKkTHBHH Npoy4BaHHA NpH IUTHXOBE U MHULIKH NOKa3BaT 3aKbCHABARE HA JaTaTa Ha paxaaHe,
YARDKEHa NPOAL/DKHTEIHOCT Ha paXkKaHeTO H HaMalleHa KH3HeCTTOCOOHOCT Ha NOTOMCTBOTO NpH

H34YHcneHHd Ha 6a3a mg/kg.

Hapywenua eve pepmunumema

Hsma edext BbpXy (pepTHIHTETA HA LUTbXOBE, TPETHPAHH C aMITOIHITHH (MBXKKH - (4 Jﬂﬂ‘l H H{¢HCI_(H -_{ 57 ’

14 nHu npeaH oriokAake) B Ao3u ao 10 mg/kg/neﬂ (8 mbTH®* MO-BHCOKH OT MaKCHMthaT& SRR

npenopbLUMTENiHA 3a Xopa Ao3a oT 10 mg/m?, u3uncneHa Ha 6aza mg/m?). B apyro ane I'lpH el S
.lr e s r' "
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ITHXOBE, MPH KOSTO MBXKKH TUTHXOBE Ca TPETHPaHH ¢ aMIo AMIHH Oe3nnat 30 aHH, ¢ 1033 cpaBHHMA C
J03aTa npu Xopa, n3uucneHa Ha 6a3a mg/kg, ca ycTaHOBEHH NTOHIKEHH TU123MEHH
GOJHKYIOCTHMYJIHPALL XOPMOH U TECTOCTEPOH, KAKTO H NOHKHXEHH NITLTHOCT HAa criepMaTa U Opoi Ha
3peNIK COEPMATHIHN H CEPTOITHEBHTE KJIETKH.

Kapyunoeenesza, Mmymazenesa

HaMma JaHHH 32 KApLMHOTEHHOCT NPH TUTEXOBE U MULIKU, TPETHPAHH JB€ FOAHHHK C aMJIOJHITHH B
RYETaTa B KOHLEHTPALHH, H3UUCIIEHH A3 OCHIYPAT JHEBHH A030BH HUBa oT 0,5, 1,25 u 2,5 mg/kg/neH.
Hait-BucokaTa no3a (NP1 MHIIKH - O/IU3Ka J10, a IPH IUTbXOBE — JiBa MbTU* MO-BHCOKA OT
MaKCHMATHATA NPENOPBbUHTEHE KIHHHYHA A03a oT 10 mg, usuucneHa 3a mg/m?) e 6una 6nuska no
MaKCHMAaJIHO JOIMyCTUMAaTa K033 34 MHILKH, HO HE H 3a TUTHXORE,

[TpoyusaHus 3a MyTAr€HHOCT HE NMOKA3BAT JIEKapCTBEHO-00yCI0BEHH €EKTH HHTO HAa TEHHO, HUTO Ha
XPOMO30OMHO HHMBO.

* UsuncneHa 3a naumenTH ¢ Terno S0 kg

6. APMAIIEBTHYHH JAHHH
6.1 CupnEcbK Ha IOMOINHHTE BEeIECTBA

Copburon (E420)

Hatpues xuapokcun
[ToBnaon 25
MuUKpOKpHCTAIHA HENYN03a

Kanuues xuaporeudocdar nuxuapar
MernmymuH

MarnesueB creapar

6.2 HecrBMECTHMOCTH

Henpuwnoxumo.

6.3 Cpox na rognocr

2 rOgUHH

6.4 Cuoennaanu yCAOBHE HR CLXPAHECHHE
Ha ce cexpanaga noa 25 °C B opyrMHajgHaTa ONaKoBK4, 3a Ja ce NpeAna3d OT CBEeT/IHHA.
6.5 laHHH 32 ONIAKOBKATA
OPA/AVPVC/Al 6naucrepH, KapTOHEHA KYTHA.
OnakoekH oT: 14, 28, 30, 56, 90, 98 TabneTkn

He BcHukK BHOOBE ONMAaKOBKH MOraT Aa ObAaT IyCHATH B Npojaxoa.

6.6 CpnenmanHn npeana3HH MepKH NPH A3XBBLPJIRHE

CBHOTBCTCTBHEC C MCCTHHTEC H3HCKBaHHA.
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7. THPHTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

Zentiva k.s.
U kabelovny 130, Dolni Mé&cholupy

102 37, Prague 10
Yewka penyObnuka

8. HOMEPA HA PAZPEIIIEHHUATA 3A YIIOTPEBA

Per. Ne 20150395

9. JIATA HA ITHbPBO PA3PEIIABAHE/ IOAHOBABAHE HA PAZPENIEHHETO 3A
YTIOTPEBA

IlaTa Ha mepBO pa3pewasane: 17.11.2015 1.
IlaTa Ha nocnenHo noaHossaeane: 16.4.2021 r.

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

16.12.2024 r.
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