KPATKA XAPAKTEPUCTHUKA HA INTPOAYKTA

1. UME HA JIEKAPCTBEHUA ITPOAYKT

Axtencap 80 mg TabyieTku
Actelsar 80 mg tablets

p A KAYECTBEH U KOJIMMECTBEH ChbCTAB
Bcesika taGnerka cvabpka 80 mg renmucapran (relmisartan).

3a MbJIHUSA CIMTHCHK HA MOMOIIHUTE BELIECTBA BHKTE TOYKaA 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka
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TaGnerkure ot 80 mg ca 6Genu, oBaaHH, ABOHHOU3ITBKHAIIM, ¢ O3HaueHHe |']1 oT eanara crpana.

4. KJIUHHUYHU JAHHHA

4.1 TepaneBTHYHH NOKA3AHHHA

XHIIEPTOHMUS

JleueHue Ha eCeHLMAJIHA XHUITEPTOHMS MPH BB3PACTHH.

[IpeBeHLMs Ha CbPACYHO-ChAOBH 3a009BaHUA

HamansiBaHe Ha CbpACHHO-CHAO0BATA 3a00J1€eBaEMOCT [IPH Bb3PAaCTHH C.

# U3ABEHO aTepOTPOMOOTHYHO CHPACUHO-CHA0BO 3abosisiBaHe (aHAMHE3a 3a HCXeMHUYHa 00J1ecT Ha
ChPLIETO, HHCYJIT WM NeprudepHO apTepHaiHo 3a00J9BaHe) UK
s 3axapeH aHabeT THn 2 ¢ 10Ka3aHO YBPEKIaHE Ha TapreTeH Oprat.

4.2 Jlo3HpoBKa H HAYMHH HA NPHJIOKEHHE

J103UpoOBKa
JleueHue Ha eceHUHaIHA XUIIEPTOHUA:

Ob6uuaiiaTa edekTrBHa 103a € 40 mg BeAHbXK AHEBHO. HAKOH. NaLIMEHTH ce NMOBJIUABAT
OslaronpUsaTHO NpM AHEBHA a03a oT 20 mg. B cayyauTe, KOrato He ce rnocTura rnpHuue/IHOTO
apTepHATHO HaJISraHe, /103aTa Ha TeJIMUCAPTaH MOJXKe /1a Ce€ MOBHLIK 10 MakcHmyMm 80 mg BeIHbK
nHeBHO. KaTo anrepHaruBa, TeIMUcapTaH MOKe /1a ce npujara B KOMOMHaLMA ¢ JHYPETHLIH OT
THA3UEH THI1 KAaTO XHJPOXJIOPOTHA3HK/L, 3@ KOHTO € JI0Ka3aHO, Y€ UMa a/IMTUBEH aHTUXHIIEPTEH3HBEH
edext ¢ Tenmucaprad. [Ipu pelnenue 3a noBuilaBaHe Ha 1o3ata, TpsAOBa 1a ce UMa MpeIBH, Ye
MaKCHMAJTHHUAT AHTUXHIIEPTEH3UBEH €(heKT OOMKHOBEHO ce AocTHra 4 10 8 ceAMHULIM ¢Jie/1 Ha4aJ10TO

Ha TepanusaTa (BXK. Touka 5.1).

CbpaeyHO-Ch10Ba NPOdHIaAKTHKA:

[TpenopbumTennara a03a € 80 mg BeaAHbK AHEBHO. He € U3BeCTHO 1ajiu NO-HUCKH J103H
TeJIMHCApTaH ca e(peKTUBHHM 3a HAMaJIiBaHE Ha CbPACYHO-ChA0BaTa 3a00/1€BAEMOCT. |
KoraTo ce npeanpueme jeyeHue ¢ TeJIMUCapTaH 3a HaMaJlsiBaHE Ha CbPACYHO-CHAOBATE ,,+ -
3a00J1eBaeMOCT Ce NMpernopbyBa BHUMATEJTHO MPOCieAsiBaHEe HA KPbBHOTO HaJIAraHe M ﬁmg R
HAJI0%KH MOJAXOAALILO a/1aNTUPAaHe Ha 03aTa Ha AaHTUXHUITIEPTEH3UBHUTE JIEKAPCTBEHH n’bqﬁ?’ijﬁ' jﬁ‘s’i@ =l
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CneuyanHy nomyaaluu:

bvbpeuno yepeacoane

[py NaLMeHTH ¢ Texkko OBOpeUuHo yBpexKaaHe WK Ha XEMOJHAIH3a ONUTBT € orpaHHyeH. [1pwn Te3n
MalHeHTH CE NPENnopbYBa MNO-HUCKA HauauHa 4o3a ot 20 mg (Bxk. Touka 4.4). He ce n3anckea
aJanTHPaHE Ha A03aTa MPH NauMeHTH cbe c1abo 10 yMepeHo u3paseHo 616peyHo yBpeKaaHe.

Heproopobro yepeacoane

TenMucapTaH € NPOTHBOIMIOKA3aH MPH MALUEHTH ¢ TEKKO YePHOAPOOHO yBpeKIaHe (BXK. TouKa 4.3).
[Ipy naupeHTH CBC CNabo N0 YMepeHO H3pa3eHo YepHOAPOOHO YBpeKIaHe AO3UPOBKATa He TpAOBa aa
Haasuasa 40 mg BeAHLXK AHEBHO (BXK. Touka 4.4).

Cmapuecka ev3pacm
He e HeoOXonnMoO apanTupaHe Ha J03aTa NpHU NalLUEeHTH B CTapYeCKa BB3PAacT.

ITeouampuuna nonynayus
BezonacHocTTa M eHKacHOCTTA Ha TEIMHUCAPTaH NPH Aela U IOHOIM oA 1 8-roaniiHa BL3pacT He ca
ycTaHOBeHH. HalMuHHTE NoHacToALEeM AaHHH ca ONTMCAHU B TOYKH 3.1 M 5.2, HO MpenopbKy 3a

AO3HPOBKATa HE MOTAT 14 CC HAIIPDABAT

HauuH Ha npHnoXxeHHe
Tabnerkure TenMUCApTaH Ca NpeAHA3HAUYEHH 32 €JHOKPATHA AHCBHA NMEepopaiHa ynorpeba v Tpabaa

ia ce MpyeMaT ¢ TEYHOCT, HE3ABUCUMO OT MPUEMA Ha XpaHa.

4.3 IlpoTABONOKA3ARHUA

- CBpBbXYYBCTBHTEHOCT KbM AKTHBHOTO BELUECTBO WJIH KbM HAKOE OT NOMOLIHHTE BELLECTBA
H30pOoeHH B TOuka 6.1

- Bropn ¥ TpeT TpuMeCTBP OT OpeMeHHOCTTa (BXK. TOUKHU 4.4 1 4.6)

- OOcTpyKTHBHH 3a009BaHNA Ha AKITBYHHUTE ITBTHILA

- Texko uepHoapoOHO yBpeXaaHe

EnnoBpemeHHaTa yncrrpeﬁa HA TEJIMHCAPTaH ¢ ANHCKHPEH-ChIbPKalllH MPOAYKTH € MPOTHBONOKA3AHA
NP NALHEHTH Cbe 3axapeH auaber win 6u6peuno yepexaane (GFR < 60 ml/min/1,73 m?) (Bx. TOYKH
4.5wmn3.1)

4.4 CnennaiHH npeaynpexkicHH H NpeANA3HA MEPKH npH ynorpeda

bpeMeHHOCT

[To BpeMe Ha OpeMEHHOCT He TpabBa fa ce 3anouBa NEYCHHE ¢ aHrHOTEH3MH 11 perenTopHu
aHTaroHUCTH. IlaliHeHTKHUTE, KOHTO IIaHKpaT OpeMeHHOCT TPAOBa Aa NPEMHUHAT KbM AJITEPHATHBHO
AHTUXHITEPTEH3HBHO JICYEHHUE C YCTAHOBEH Npodun Ha 6e30nacHOCT NpH ynorpeda no BpeMe Ha
OpeMEeHHOCT, OCBEH aKO CE CUHTA, Ye € OT 0COOEHA BaXHOCT Ja C€ MPOABL/KH TEPAITHATA C
anrnoteH3nH Il peuentopHu aHTaroHHcTH. [1pH ycTaHoBsBaHE Ha OPEMEHHOCT, JIEYEHHETO C
anruorensux I peuenToprK aHTaroHucTH TpaGBa na 6bae He3abaBHO NpeyCTaHOBEHO H aKO €
MOAXOAALLO, Aa C€ 3ano4He anTepHaTHUBHA Tepany (BX. To4kH 4.3 u 4.6).

YepHonpobHo yBpexaaHe:
AkTencap He TpabBa 21a ce npuara NpH NalMEHTH € XoylecTasa, ¢ OOCTPYKTHBHH HApYLIEHHS Ha

HUTHYHHTE MBTHLIA WIH TEKKO YepHOAPOOHO yBpexaane (Bxk. Touka 4,3), Thil KaTO TEIMUCAPTaH ce
eNMMHHHpa NPeAYMHO Ype3 #Tbykarta. [IpH TakiBa nanyMeHTH MOXe a ce 04aKsa peayuupaH

yepHOAPOOEH KIMPBHC Ha TeIMHCcapTaH. AkTencap Tpabsa a ce H3Mo3Ba camMo C MOBHLYE
BHHMAaHHE NPH NAaLMEHTH C JIEKO 10 YMEPEHO H3Pa3eHO YEPHOAPODHO yBpexaaHe.,

AT/H/0335/002-003/1A/028




PeHOBacKy/1apHa XHNIEPTOHHSA:
KoraTo naLideHTH ¢ ABYCTPaHHa CTEHO3a Ha ObOpeuHUTE apTEPHH HIH ChC CTEHO3a HAa aPTEPUATA KbM

enHHNMER QyHKUMOHMpall OBOpex ca JIEKYBaHH C JIEKAPCTBEHH MPOAYKTH, MOBJIUABAILK PEHUH-
aHIHOTEH3HH-AIIOCTEPOHOBATA CHCTEMA, ChLIECTBYBA MOBUILIEH PHCK OT MOABA Ha TE€XKKa XHIOTOHHUSA

n 6LOpeuHa HeJOCTATBYHOCT.

b16peuto yBpexnane v 6u0peyna TpaHCILIaHTALMA:
Koraro AkTencap ce npuiara Npy NauHeHTH ¢ HapylieHa 0s0peuHa QyHKUMA, Ce npenopbyBa

NEPHOAKYHO MOHUTOPHPAHE HA HHBATA HAa KANWA U CEPYMHOTO HHBO Ha KpeaTHHHHA. Hama ormMT no
OTHOLIEHHE H3MOM3BAHETO Ha AKTeNcCap NpH NALMEHTH, KOMTO HACKOPO ca npeTrspnenn 6s0peyna

TPaHCIUIAHTaLHA.

BbTpechaopa XHNOBOJEMHA:
[Ipu nauMeHTH ¢ XMNOBONEMHUSA WIH nedUUHT Ha eNEeKTPOJIUTH, HACTLNUAM BCISACTBUE HA MOLLIHA

AUYPETHYHA Teparmi, OTPAHHYEH TIPHEM Ha COJI C XpaHaTa, AWapus WM NOBPbLILAHE, MOXKE Ja ¢
pa3BHE CHMITTOMATHUYHA XUTIOTOHHA, NpeAMMHO Cliell MPH1araHe Ha mbpBara Ao3a Akrencap. Tezu
ChCTOAHHA TpA6GBa Aa ObAAT KOPHrHpaHH NpEead NMPUNOKEHUETO Ha AkTencap. HatpueBHaT aepuuur
W/HUNK XHNoBoJieMuATa TpAOBa aa OBAaT KOpUrHpaHd NpeaH Aa ce NPUNOXKU AKTecap.

Ipo#ino 610kMpaHe HA PEHUH-AHTMOTEH3HH—-aNA0CTEpOHOBaTa cucTtemMa (PAAC):

HMma nanHH, ue egHoBpeMeHHaTa ynorpedba Ha ACE unxuburops, anrnorensud ll-peuentopHu
Onokepy WIH aJIACKMPEH NOBHUIIARA PHCKA OT XHNOTOHHA, XHIIEepKaJIHEMHs H HaMaNsBaHe Ha
ObOpeuHaTa QyHKiMs (BKIKYHTETHO ocTpa OBb0peuHa HenocTaTbyHocT). [lopanH ToBa He ce
npenopnusa ABoiHO OiokupaHe Ha PAAC vpes komOnuHupanara ynotpeda Ha ACE nHxuGuropn,
aHruoteH3mH Il-penenropHy OnokepH WM aAnTHCKHUpeEH (BX. ToukH 4.5 u 5.1).

AKO ce npeueHH, Ye TepanniaTa ¢ 4BoitHo Onokupasne € abconoTHo HeoOxoauMa, ToBa TpabBa aa
CTaBa camMo noj Hab/IOACHHETO HA CNELHANTHCT H MPH YECTO BHUMATETHO MOHHTOPHPAHE Ha
OnOpeynaTa QyHKLUHA, €JIEKTPOJIUTUTE U KPBBHOTO HaJlAraHe.

ACE nuxuburopu 1 aHrHoTeH3uH II-peuentopHu 6nokepH He TpadBa na ce UANON3BAT €AHOBPEMEHHO
NpH nauHeHTH ¢ AHabeTHA HepponaTus,

HE!I‘H CHCTOAHHUA CBHC CTHMYIAIIWA HA PEHHH-AHITHOTCH3IHH-AJLIOCTCPOHOBATA CHCTEMA.

[Tpn nauHeHTH, YHUTO CBAOB TOHYC M 6 BOpeUHa PyHKUHA ca 3aBHCHMH NpeAHMHO OT aKTUBHOCTTA HA
PEHHH-aHTHOTEH3MH-ANIOCTEPOHOBATA CHCTEMa (HATIp. TTALMEHTH ¢ TeXKa 3aCTOoHHA ChpAeUHA
HeJOCTATHYHOCT WiH noanexamo 6u6peuno 3abonaBane, BKIIOYHTENIHO CTeH03a Ha OBOpeyna
apTepMi), IEYEHHETO C JIEKAPCTBEHHW NPOAYKTH, KOHTO NOBJHABAT Ta3H CUCTEMA KaTO TEIIMHCApTaH,
ce CBbP3Ba C MOABATA HA OCTPAa XMINOTOHHA, XMIEPA30TEMHS, OJIMTYPHS HIH B PEAKH CITy4aH ¢ OCTpa
OBLOpeuHa HenOCTATHYHOCT (BXK. TOUKA 4.8).

[IspBHYEH ANAOCTEPOHHIBM:

[TauHeHTH C MBPBHYEH aANAOCTEPOHU3IEM OOUKHOBEHO HE C€ MOBJIMABAT OT TEPanHs ¢
AHTUXHMINEPTEH3IUBHH JIEKAPCTBEHH NPOLYKTH, KOUTO ACHCTBAT upe3 HHXUOUpaHe HA peHUH-
aHrMoTeH3uHoBaTta cucTema. [fopagu Tosa ynorpefara Ha TEIMHCAPTAH HE C€ MPENOPHYBA.

HMHTeCTHRANEH AHTHOEIEM
3a HHTECTHHAICH AHTHOEIEM Ce chOOLIABa NPH NMALMEHTH, JCKYBAHM ¢ AaHTHOTEH3KH 1l peuenrropHy

aHTaroHUCTH (BK. Touka 4.8). Te3u nauueHTH MMaT KopeMHa 00J1Ka, raficHe, NOBPLILAHE K AHAPKA.
CvMATOMHMTE OTLIYMABAT CNef NMpeycTaHOBABAHE HA AaHMMOTEH3HH Il peuenTopHUTE aHTArOHUCTH.
AKO ¢e IMArHOCTHLIMPa HHTECTUHANEH 8HTHOEIEM, JICHEHHETO ¢ TeIMHcapTaH TpabBa aa ce
NPeyCTAHOBH H Aa C& 3anoyHe noaxoasio HadnwaeHue a0 MbJHOTO OTIIYMABAHE HA CHMITITOMMTE.

Kakro 1 npu ApyruTe Ba30AMNATAaTOPH, CIICUKATTHO BHUMAaHKE € HEOOXOAMMO MNpH Na
CTpajaT OT CTEHO3a Ha a0pTHAaTa WM MHUTpAJIHATA K1ana, Wik OOCTPYKTHBHA XHNE
KapAHOMHOTIATHA.
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MMaimenry ¢ anaber, JeKYBaHU C HHCYJIMH WIH 8HTHAUA0ETHU NeKAPCTBEHH NPOAYKTH
IpH Te3H MaLHeHTH MOXE /1a HACTBITH XHNOMNHKEMHS TPH JICYEHHE ¢ TenMucapTad. ETo 3awo, npu

Te3W nauMeHT Ty TpAOBa Aa ce npeanpueMe MoAXOAAIIO MPOCAeasBaHe Ha KPbBHATA 3aXap W MOXeE 1a
ce HAJIOKM KOPHIMpaHe Ha JI03aTa Ha MHCY/IMHA WK aHTHAHa0eTHHTE NIeKapCcTBa, KOraTo € noKasaHo.

XUNepKaiHeMHA:
VnorpebaTa Ha JIeKapCTBEHH MPOAYKTH, KOUTO TTOBIHABAT PEHHH-AHTHOTCH3HH-aNJ0CTEPOHOBATA

CHCTEMA MOXE A MPEAH3BHKA XHINICPKAJTUCMHA.

[IpH NaLMEHTH B CTAPYECKa Bb3PacCT, NalMeHTH ¢ 6b0pevHa He0CTaTBYHOCT, TakKBa C AHadeT,
NalMEHTHU JIEKYBaHH €JHOBPEMEHHO C APYTH JIEKAPCTBEHH NMPOAYKTH, KOHUTO MOTaT Aa NoBHLIAT
HUBAaTa HA KATMA WHIH NPH NaLMeHTH ¢ HHTEPKYPEHTHH 3a00JitBaHH, XHITEPKATHEMHATA MOXKE Aa

Obae ¢ paTaicH H3XOa.

Ipenu na ce npeanpueMe eXHOBPEMEHHOTO NPHJIOKEHHE HA JIEKAPCTBEHH NPOXYKTH, KOHTO
MOBJIMABAT PEHHH-AHTHOTEH3HH-A1IHOCTEPOHOBATA CHCTEMA, TPAOBa a Ce NPELEHH CHOTHOLICHHETO
Nno3a/pUck.

OCHOBHHTE PHCKOBH (PAKTOPH 32 BH3HUKBAHE HA XHNEPKAJIHEMHS, KOUTO Tps0Ba Ja ce B3eMar noa

BHHMAaHHE ca:

- 3axapeHx Anabet, 6LOpeuHo yBpexxkaaHe, Bu3pacT (> 70 roaMHH)

- KoM6uHalHs ¢ €AMH WK noBeye APYTH JICKaPpCTBEHHU NPOAYKTH, KOHTO MOBJIMABAT PCHHH-
AHTUOTEH3UH-AIIOCTEPOHOBATA CUCTEMA U/WIH KaTHEBH A00aBKkHK. JlekapcTBeHH MPOLYKTH HIN
TepaneBTHYHH IPYIH IeKapcTBa, KOUTO MOTAT J1a MPOBOKHPAT NOABATA HA XHIIEPKATHEMHUS Ca
KaNHi-CHABPKALLMY 3aMEeCTHTENHN HA COJITA, KAIMH-CHXPaHABAIUH JHYPETHIH,
ACE-uHxubuTOpH, aHruoTeH3HH Il peuenTopHH aHTaroHHCTH, HECTEPOHAHH
MPOTHBOBB3NANMTENHH JiekapcTBeHU cpeacTsa (HCTIBC, BkmounTento cenexrustin COX-2
MHXHOHTOPH), XeNapHH, HMYHOCYTIPECOPH (LHKJIOCTNIOPHH WIH TaKpOJHMYC) H TPHMETOIIPHM.

- MHTepkypeHTHN ChOMTHS U NO-CIIELMaNHO AEXHAPATHPaHe, OCTpa ChpACYHA AeKOMINIEHCALNA,
mMeTaGonMTHA auKAo3a, BloaBaHe Ha 6b0peunara GyHKIHKA, BHE3AMHO BIOIABAHE HA
CBHCTOSHHETO HA OBOpeTe (Ranp. HH(PEKUHO3HK 3abonaBaHHA), KIETHYHO JIM3UPAHE (Harp.
OCTpa HCXEMHA Ha KpakHHK, pabaoMHonn3a, oOuIMpHa TpaBMa).

[pu pucKOBH MALKEHTH Ce NpEnopbUYBa C€ BHUMATE/IHO MOHHTOPUpAHE Ha CEPYMHHs KAJIUH (BIXK.

Touka 4.5).

ETHuyecky pa3nHyns
KakTo e Habm0naBaHo NpH HHXHOUTOPUTE Ha AHMMOTEH3UH-KOHBEPTHPALLHA €H3HM, TEJIMHCApPTaH H

APYTMTE aHMHOTEH3UH 1] pelenTopHH aHTATOHHCTH OYEBHAHO UMAT 110-C/1a00 AaHTUXHNEPTEH3UBHO
AeiiCTBHE NpH NALMEHTH OT YEpHATA paca, B CpaBHEHHE C APYTrHTE pacH, BEPOATHO NMopaau no-
BHCOKATA YECTOTA HA CBCTOAHHSA ¢ HHCKO HHBO HA PEHUH NPH NONMyJauuaTa YEPHOKOXKH MallHeHTH C
XUIIEPTOHHA.

AE! I'H.

KakTto ¥ npy Apyrd aHTUXHUNEPTEHIUBHH CPEACTBA, 3HAYHTETHOTO NOHKKABAHE HA aPTEPHATTHOTO
HAIAraHe NP NaUHEHTH ¢ HCXEMHYHA KAPAKONATHA WIH HCXEMHYHO ChPACYHO-CBAOBO 3a00M4BaHe,

MOJKE 1a AOBEAE A0 MHOKApAEH HH(PAPKT HIK MOZBYECH HHCYIT.
[loMOLIHH BEIUECTBA:
Hampuiu

To3H nekapcTBeH MPOAYKT ChABLPXkKa no-Manko o1 1 mmol Hatpwii (23 mg) Ha TabneTka,
Ce Kaxke, ue NPaKTHYECKH HE ChIAbpiKa HaTPHH.

AT/H/0335/002-003/1A/028




4.5 BiaumozelicTBHe ¢ APYI'H J¢KAPCTBEeHA NPOAYKTH H ApYrH GOpMR HA B3aHMOAeHCTBHE

JUrokcHH

[Tpn eAHOBPEMEHHO NPHIOKEHHE HA TEIMMCAPTaH ¢ AHTOKCHH ce Habmoaasa CpeaHo MOBHINABAHE Ha
MaKCHMaJIHATa TU1a3MeHa KOHLIEHTpaLHs Ha AUrokcuH ¢ 49% wu Ha Hall-HHCKaTa KOHLUEHTpauus ¢ 20%.
B HauyaJoTO HA JIEYEHHETO, [TPH KOPUrHPaHe Ha 103aTa M NPH NPEKpaTABaHE HA TEPaNHATa C
TEIMHCAPTAH KOHLEHTpaLUMHTE Ha AWrOKCHH TpAOBa 1a ce MOHMTOPHPAT, 3a Jia C€ NObpkKAT B
PaMKHTE Ha TeparneBTHYHHS AHAMA30H.

KakTo u pyruTe 1eKapCTBEHH NPOAYKTH, KOHUTO INOBIHABAT peHHH-aHTHOTEH3HH-ANI0CTePOHOBATA
cHCTEeMa, TeIMUCAapTaH MOXe Jia MPOBOKHPa NMOABaTa Ha XMNEpKajneMHs (BX. Touka 4.4). Tozu puck
MOXKeE Aa Ce MOBHIIK NMPH KOMOHHHPAHO JICYCHHE C APYTH JICKAPCTBEHH NPOAYKTH, KOHTO CBHILO MOrar
Aa NpeAv3BHKAT XHNepKaaueMHus (Kankli-ChbAbpXKalllH 3aMECTHTENIH HA CONTA, KaNIMA-ChbXPaHABally
anypetvuH, ACE-uHxuburopu, aHrioredsuH Il penenTopHH aHTArOHHUCTH, HECTEPOHAHH
nporusosbinanutensu cpeactsa (HCIIBC, sxmounrento cenektueaid COX-2 nHxHOUTODH),
XenapHuH, MMYHOCYNPECOPH ( LIMKJIOCIIOPHH WIH TAKPOJIHMYC) H TPHMETOMPHM.

BB3HHKBAHETO HA XMIIEPKATTHEMHSA 3aBHCH OT CBBP3AHMTE ¢ TOBA PHCKOBH QakTOpH. PHUCKSLT ce
MOBULIABA NIPH f10-TOPE NMOCOMEHUTE TEPANEBTHYHH KOMOUHAUKHU. PUCKDT € 0COOEHO BHCOK NpH
KOMOUHALMA ¢ KANTHH-CbXPaHABAIIM JHYPETHLUHK M NPH KOMOMHHpaHE ¢ KaJtHi-ChAbPXKALIH
saMecTHTeNH Ha conta. Hanpumep npu kombunausa ¢ ACE-nuxuburopu unun HCIIBC puckbT e no-
MaTBK, IPH YCJIOBHE, Y€ CTPHKTHO CE CIa3BaT NpEAnasHHTE MEPKH Npy ynorpeda.

Eonospemenno npunoocenue ne ce npenopvyea

Kanuii-cexpaHaBallyi AMYPETHLIM WK KanWeBH J0OaBKH:
AHruorensuH Il peuenTopHUTEe aHTArOHKUCTH, KAKBBTO € TEJIMHCAPTaH, HAMANABAT NpeAU3BYMKaHaTa

OT AHWypeTHLM 3aryba Ha kanui. Kanui-cbhXpaHABaIHTE AHYPETHLH KATO CITIMPOHOIAKTOH,
€IUIEPCHOH, TPHAMTEPEH WIH aMWIOPH, KaJTMCBHTE A00ABKH WK KaIHH-ChABPXKAIIH 3aMECTHTENH Ha
COJITA, MOTaT Aa JOBEAAT A0 3HAYMTENHO NMOBHILABAHE HA CEPYMHHA KalHK. AKO €NHOBPEMEHHOTO HM
NPHICKEHHE € MOKA3aHO NOPAAH YCTAHOBEHA XUNOKAIHEMHA, TO TPAOBa Na C€ H3BBPIIBA C NOBHILIEHO
BHHMaHHE U NPH MOHHUTOPHPAHE HA CEPYMHHA KaJTHH.

JINTHHA;

[Ipy eAHOBpEMEHHO NPWIOKEHHE HA TUTHH ¢ MHXHOHTOPH HA AHIHOTCH3HH-KOHBEPTHPALLHA €H3HM H
aHrHoTeH3KBH 1] pelenTOpHH AHTArOHMCTH, BKIIFOYHTEIIHO TEJIMHCAPTAH, Ca HabmonasaHn obpaTUMO
NOBHUIABAHE HA CEPYMHHTE KOHLIEHTPALIMH Ha JIMTHH H NPOSBH Ha TOKCHYHOCT. AKO Ta3H
koMOHHaLKs € A0Ka3aHO HeoOX0auMa, ce NPpenopbYBa BHUMATENHO MOHHTOPHPAHE Ha CEPYMHHTE
HHBA Ha JIHTHA.

Eounoepemenrnomo npuiosicenue u3uCKkea NOBUUICHO BHUMARUE NPU

HecTeponaHH NpOTHBOBB3NAIHTEIHH CPEACTRA
HCIIBC (T.e. aueTHACATHIIHIOBA KHCENHHA B MPOTHBOBL3NANUTENHM 1034, COX-2 HHXHOUTOPH H
HecenektuBHyY HCIIBC) MoraT 1a HaMansT aHTHXHIIEPTEH3HBHHA €(eKT Ha aHTHOTEH3UH 1]
pPeUENTOPHHUTE aHTArOHUCTH.

[Ipn HAKOM NaLMEHTH C KOMITpoMeTHpaHa OpOpeuHa dyHKUMA (Hanp. JeXUApaTHPaHH NallMeHTH WK
nallHEHTH B CTApYECKa BbL3PacCT ¢ HapyllueHa O60peuna GyHKLUHA), EAHOBPEMEHHOTO NPHICKEHHE Ha
aHrHoTeH3uH 11 pelenTopHN aHTArOHUCTH H IEKAPCTBEHH NPOAYKTH, KOHTO MHXHOHpaT
LMKJIOOKCHIeHasaTa, MOXe Aa AOBe/E 0 QCMBJIHHTENHO BiollaBaHe Ha ObOpeuHara GyHKLMs,
BKJTIOYMTEHO € BE3MOXKHA NoABa Ha ocTpa Ob0peyHa HeOCTaTBHHOCT, KOATO OOHKHOBEHO
obpaTHMa. [Topaay Ta3zu npHunHa, komOUHaLuATa TpabBa na ce npunara ¢ MOBHLIEHO
0coOEHO NpH NalUMeHTH B cTap4ecka Bb3pacT. [TauueHTure TpsbBa na 6bAaT anexsartH
U aa 6bae npocheasBaHa 610peutaTa UM GYHKLMA B HAYATOTO HA kKOMOMHHpaHaTa
epHOAHYHO Cea TOBA.
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B eano npoyuBaHe, eAHOBpeMeHHaTa ynoTrpefa Ha TEIMUCAPTaH ¥ paMUINPUN € AoBena 10 2,5-KpaTHO
nokausaHe Ha AUC.24 U Cpnax H2 paMHIIPHA ¥ paMHUNIpHIAT. KNHHHYHATA 3HAYHMOCT Ha TOBA

HaONiOAeHHE HE € H3BECTHA.

Jduypernuy (THa3HIHN WIH OPHUMKOBH AHYPETHLIN)
[IpepmecTnalilo Ie4EHHE C BUHCOKH JO3H AMYPETHLM, KaTo ¢yposemua (OpMMKOB AHYPETHK) H

XHIAPOXJIOPOTHA3K/ (TUA3MACH AUYPETUK) MOXKE a JOBEAE N0 XHINOBOJIEMHS H PHCK OT BE3HHKBaHE
Ha XMINOTOHKUA MPH 3aNnO4YBaHe Ha JICUEHHE C TEJIMHCApTaH.

Tpabea 0a ce 83eme nOO BHUMAHUE NPU EOHOBPEMEHHO NPWIONICEHUE

JIpyru aHTHXUIEPTEHIUBHH IEKAPCTBEHH NMPOAYKTH:
XHNOTEH3HBHHAT e(peKT Ha TeIMHCAPTAH MOXE Ja ¢e MOBUILK Npu KOMOMHHpaHaTa ynoTpeda ¢ apyru

AHTUXHINCPTCH3HBHH NNCKAPDCTBCHH IMTPOAYKTH.

JlaHHH OT KTMHHYHK NPOYYBaHHUA MOKA3BAT, Y€ ABOHHOTO ONOKHpaHe Ha
PEHHH-AHTHOTEH3HH-anAocTepoHoBaTa cucremMa (PAAC) upes komOuHMpaHaTa ynorpeda Ha

ACE nHxubvropu, aHrnorensuH Il-penentopHn O10KEpH WK alTMCKHUPEH CE CBBP3Ba C NO-BHCOKA
YEeCTOTA Ha HEXKENaHKU ChOMTHSA, KATO HanpHMeEp XHIIOTOHHA, XHINIEPKATHEMHSA H HaAMaJIABaHe Ha

ObOpeuHaTa PyHKUMS (BKIIOUKTENIHO OCTpa ObOpeyHa HeQOCTaThYHOCT), B CPAaBHEHHE C ynoTpebara
CaMo Ha efIHO cpeAcTBO, AcicTrawo BupXy PAAC (Bxk. Touku 4.3, 4.4 4 5.1).

Bb3 ocHOBa Ha (hapMaKoJIOrHYHHUTE UM CBOHCTBa, 6M MOrJI0 na ce 04aKBa, e CICARUTE JIEKAPCTBEHU
MNPOAYKTH MOTaT /1a NOTEHIMPAT XUNOTEH3IUBHHTE €(PEKTH Ha BCUYKH @HTUXHINIEPTEH3HBHH JIEKapCTRa,
BKJIIOMHTEITHO TeAMHcapTaH: GaxnodeH, aMUOCTHH.

OcBeH TOBa, aIKOXOIbT, OapOHTYpPATHTE, HAPKOTULIMTE WIH aHTUACIIPECAHTHTE MOTAT 1A 3aCHIIAT
OPTOCTATHYHATA XHIOTOHHA.

KoprHkocTeponau (CHCTEMHO NPUAOIKEHHE ):
HamanaeaHe Ha aHTUXUBNEPTCH3HBHNS €(EKT.

4.6 @epTHIATET, DPEMEHHOCT B KhpMEHE ,

bpeMeHHOCT:
YnorpebaTta Ha AHFHOTEH3UH I PEHENTOPHU AHTArOHHUCTH HE CE TIPEIOPbYBa Mpe3 MbPBHA TPHMECTHP

Ha OpemeHHocTTa (BK. Touka 4.4). Ynorpebara Ha aHrMOTeH3UH | peuenTopHH aHTArOHHUCTH €

NPOTHBONOKA3AHA NO BpEME Ha BTOPHSA M TPETHA TPHMECTbP HA OPEMEHHOCTTA (BXK. TOUKH 4.3 H 4.4).

L

Hsama aocrathuHO RaHHH 3a ynorpebara Ha TenMucaprad npu OpeMeHEH xeHu. [IpoyyuBanusTa npu
>KHBOTHH Ca IMOKAa3aJIM PENpOAyKTHBHA TOKCHYHOCT (BX. TOUYKa 5.3).

EnuaeMHonorHuHUTE JaHHK 32 PUCKA OT TEPATOreHHOCT ¢nea excno3vuus Ha ACE naxuburopu npes
MEPBHA TPUMECTBD Ha OPEMEHHOCTTA He ¢a yOeAMTENHH; Bee nak ¢nabo NoBULIABAHE HA PHUCKA He
MOXKE Ja ¢e M3KTIOUH. ThH KaTo He ChIIECCTBYBAT KOHTPOIMPAHH €NTHACMHOIOTHYHH JaHHH 38 PUCKA C
AHFHOTEH3HUH 1l penenTOpHH AaHTArOHHCTH, MOXE A CE NPHEME, Y€ 3a TO3H KN1aC IEKAPCTBA PUCKET €
noaoden. IlauneHTKHTE TLIAHApPAIKH OpeMEHHOCT TPAOBa Ja NpeMHHAT HA ATTEpHATHBHA
AHTHMXKINEPTEH3NBHA TEPanHs ¢ yCTAHOBEH NMpodHa Ha 0€30MacHOCT No BpeME Ha OpeMEHHOCT, OCBEH,
aKoO MPOIbKABALIOTO IEYeHUE ¢ AHFTHOTeH3UH 1l peuenTopHH aHTaAarOHKUCTH HE Ce CYHTA 3a
H3KJIIOUHTETHO HEOOXOIMMO.
[1pu ycraHOBABaHE Ha OPEMEHHOCT, IEYCHHUETO C AHTHOTEH3HH ] peillenTOpHU AHTArOHHCTH Tpnﬁna
He3a0aBHO Aa C€ MPEYCTAHOBH U aKO € MOAXOAALLO Aa Obae 3an0o4HaTO AITEPHATUBHO ST ﬂﬂ&-‘w
/,

435‘

YCTaHOBEHO €, 4¢ eKCro3uuuaTa Ha aHrHOTeH3UH 11 pelieNnTOpPHH AHTArOHUCTH TPk
TPUMMECTHP OT OPEMEHHOCTTA NpEAN3BHKBA PETOTOKCHYHOCT MPH Xopa (NOHUXK ={

GyHKUMS, OTUrOXHAPaMHHOH, PETAPAALIMSA HA YepenHaTa OCH(HKALIUR) U HEOHZ X
(6p0peuHa HeZAOCTATBEYHOCT, XHIOTOHMUS, XHNIEPKATUEeMHA ) (BXK. Touka 5.3).

AT/H/0335/002-003/1A/028




[pH excrio3HUHMs HA aHTHOTEH3HH 1] peLienTopHY aHTarOHHUCTH Mpe3 BTOpHA TPHMECTLP Ha
6peMEHHOCTTA Ce IPenopbYBa YATPa3BYKOBO H3C/IeBaHe Ha ObOpeuHaTa QpyHKIHA H Yepena.
HopopoaeHnTe, UHUTO MaHKH ca MPHEMAJTM aHTHOTEH3HH I peuenTopHH aHTAroHUCTH, TpAOBa 1a
OBbAaT BHUMATENHO HAOMIONABaHH 3a HATHYHE HAa XUIMOTOHHA (BXK. TOUKH 4.3 1 4.4).

KnpmeHe

Toii KaTo HAMa aHHH OTHOCHO ynoTpedaTa Ha TEAMUCAPTAH NO BpeMe Ha KbpMeHe, ynotpedara Ha
TeIMUCAPTAH He Ce MPEnopLUBa, a ce NPEANOYHTAT ATTCPHATHBHY JICYEHHA ¢ N0-A00pe ycTaHOBEH
npodn Ha 6€30NaCHOCT MO BpEME Ha KbpMEHE, 0COOEHO NPH HOBOPOACHH MIIH HEACHOCEHH fiena.

DepPTUIUTET:
B npeaxnHMHUYHH NPOYYBAHHA He ca HaOmoaBaHu edeKTH Ha TeIMHCApTaH BbpXY deprunurera Ha
MBXKKH H KEHCKH HHAWBH]IH. |

4.7 EdexkTH BBpXY cnocofHoCcTTa 3a modHpane H padora ¢ MAMANR

Koraro ce wodupa unu pabotu ¢ MalwnHu TpaOBa Aa ce MMa NMpeABUA, Y€ KOraTo ce NpoBexaa
AHTHXHNEPTEH3WBHA TEpanus, KaTo Ta3u ¢ TeIMHCApTaH, MOHAKOra MOTraT Aa e 1O4BAT 3aMasHOCT H

CBHJIHBOCT.
4.8 HexenaH JeKapcTBeHH PeaKNAH
Peziome na npoghura na bezongcrocm

CepHo3sHUTE HEXENaHH JIEKAPCTBEHH PEaKLIMK ¢a aHAQWNAKTHYHH PeakLiMK H aHTHOEAEM, KOHUTO
Morar ja ce Habmopaeat paako (=1/10 000 no <1/1 000) u octpa 6BOpeuHa HEJOCTATHLUYHOCT.

OO611aTa 4ecToTa HA HEeXKENAHWTE JICKAPCTBEHH PeakliHK, NOKIaABaHH NpH ynoTpeda Ha TENMHUCAPTaH,
OOHKHOBEHO € cpaBHHMa ¢ ruauebo (41,4 % cnpamo 43,9 %) npu nauueHTH, N€EKyBaHH 3a
XHIMEPTOHHA B TUiaLe00-KOHTpoNupain npoyyuBaiud. HecTtoTaTa Ha HEXEIAHHTE PCAKLIHH HE €
J0303aBHCHMA H He NMOKA3Ba KOpeiallug ¢ NMona, Bb3pacTTa iU pacara Ha naudeHTHTe. [IpopursT Ha
0e30MacHOCT Ha TEJIMHCAPTaH NPH NaLMEeHTH, JIEKYBAHH 34 HAMAJIABAHE HA CHPACYHOCHAOBATA
3a6071€BAEMOCT, € CXOJIEH ¢ TO3H, HAGMIOaBaH TIPH NMALKEHTH ¢ XHIEPTOHMA.

H30poeHnTe NO-10Jy HEXEIAHH PEaKLIHK OTPa3sBaT Pe3yJATATUTE OT KOHTPOJIMPAHH KIKHHYHH
NPOY4BaHHKA MPH NALKMEHTH, JIEKYBAHH 32 XUITEPTOHKA H OT NOCTMapPKETHHIOBH CboOLIeHHA. B3eTH ca
NoJ BHHMAHHE M CEPHO3HH HeXKEeNaHH NIEKAPCTBCHH PEaKLMH H HEXKENaHH peakLliHH, KOHTO ca A0BE/H
10 NPEKPATABAHE Ha JICYCHHUETO, 3a KOETO ce chobLuaBa B TPH ALATOCPOYHH KIIHHHYHH NPOYYBAHKA,
BKIIO4BaLIK 21 642 naldeHTH, IEKYBaHH ¢ TEJIMHCAPTaH 38 HAMANABAHE HA ChPACYHO-CHAOBATA

3a00JIeRaeMOCT 3a NEPHOA A0 IECT N'OJAHHH.
Peziome na nexceranume ACKAPCMEBERU PEAKHUU 8 mabauver @GPMHPH

HexxenaHuTe peaki[MH ca KaTerOpu3MpaHH Cropes YecToTaTa, KaTo ce H3MOJ3Ba cneaHaTa
Knacuukauua: MHoro 4ectH (> 1/10), uectu (= 1/100 go < 1/10), Hewectu (> 1/1 000 zo < 1/100),
peaku (= 1/10 000 mgo < 1/1 000), mHOTO peaku (< 1/10 000). |
[Ipu BCAKO rpynHpaHe NO YECTOTA, HEXKEIAHHUTE JICKAPCTBEHH PeakLUHH ca H30poeHH B HU3XO0AAW pel
No OTHOLLEHHE HA TEXKECTTA.

Hndexuun u uHpecTauyy
HeuecTy: HMudexums Ha NHKOYHKTE ITbTUMIA, BKJTHOUYUTE/THO
LIMCTHT,HH(MEKLIHH Ha FTOPHUTE AUXATEIHH ITHTHILA, 4

¢apHHTUT H CHHY3HT
Penxw: Cencuc, BTIOUHTENHO ¢ (aTaleH W3xon

Hapyuienus Ha KpbBTa H 1MMQHATA CHCTEMA
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HeuecTn: AHeMHA
Penku: EosuHodpunun, TpoMOoLMTONEHHUS

HapylueHus Ha HMyHHaTa CHCTEMA
Peaku: AHadunakTHYHa peakius, CBPbXYYBCTBUTEITHOCT

HapyuieHus Ha meTabosi3iMa H XpaHEHETO
HeuecTH: XunepKanHeMus
Penaxu: XunornukeM#s (NMpy nauUeHTH ¢ anaber)

HcHXHWUHH HapYyLUEHHA
HeuecTH: HHcoMHMA, penpecus
Peaxu: TpeBoxkHOCT

Hapymenns Ha HepBHaTa CHCTEMA
Heuecty: - CuHKON, 3aMagHOCT
Penxu: | CBHAMBOCT

HapyuieHns Ha ouHTe
Penku: HapyilueHo 3peHHe

Hapylwenus Ha yxoTo 1 nabupuHTa
Heuectn: Bepturo

ChpacyHH HapyLUeHHA
Heuectu: bpagvkapaus
Penku: Taxukapaus

CbnoBU HapYLUCHHUS
HeuecTH: XHNOTORMS , OPTOCTATHYHA XHIIOTOHHA

PecnupaTOpHH, rPbAHH H MEAHACTHHAITHH HApYLICHHA
Heuect: - JlucrHed, KamMua

MHOro peaKkH: UnrepcTuuyanya 6enoapodHa Gonect

CToMalLIHO-YPEBHH HapYILEHHS

HeuecTn: Bonka B obnacTra Ha KopeMa, AMapus, JUCTIENCHA, (phaTyIeBUMA,
NMOBpbLUAHE
Penxu: Cyx0Ta B ycTaTa, CTOMALICH AUCKOMQOPT, AUCTEY3HS

XenaroOGunmapHH HapyLUEHHS

Penkn: AGHOpMHa 4epHoapoOHa dyHKUHA/UepHOAPOGHO HapylueHHe
HapymeHus Ha Ko)xara H NoAKOXKHATA ThKaH

HeuecTy: [1pyputyc, xunepxuaposa, cOpHuB

Peaku: AHruoeaeM (CulIO U C (aTaICH U3XOA), €K3eMa, epUTEMa,

ypTHKapHs, JIeKapcTBeH 00pUB, TOKCHHEH KOXKEH OOpHB
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HapyueHus Ha MyCKYJIHO-CKEJIETHaTa CHCTEMAa U CbEAWHHUTE/THATA ThKaH |
HeuecTn: bBonka B repba (Harnp. diuHac), MyCKYJIHH CMa3MH, MHaIIs
Penku: Aptpanrus, 6onka B kpafiHuLuTe, O0NKH B CYXOXKIWIHSTA

(TeHAUHHTONOAOOHU CHMITTOMM)

Hapywenus Ha 6p0peuuTe 1 NHKOYHHTE TBTHILA
HeuecTh: brOpeuHO yBpexaaHe, BKIUYHTEIHO ocTpa Ob0peuna
HEROCTATHYHOCT

OO1mM HapylweHHUs U €deKTH Ha MACTOTO Ha NPUIOKEHHE

Heuectu: Bonka B repaure, acteHus (cnabocr)
Penku: ["punonoaobHo 3abonssaxe
HUacnenpanns
HeuecTw: [ToBniueHH CTOHHOCTH Ha KPEaTHHHH B KPBBTA
Penku: [Tonmxen xemMornodbHH, NOBHIIABAHE HA NMHKOYHATA KHCENHHA B

KpbLBTa, IOBHILABAHE Ha YCPHOAPOOHUTE €H3IUMHU, MTOBHILIECHA
kpeaTHH ¢pocoKmnHaza B KPbBTA

* 33 JOIMBJIHUTENHO OMIHCAHHE, MOJIS BHXKTE NOATOUKA ,,Onucaniue Ha u3dpanu Hexceaanu peakyuu’’
Onucanue Ha u3bpanu HedXCeranu rexapcmeen peaxKyuu

Cencuc
B npoyusanetro PROFESS e nabnionaBana nosuilieHa 4€CTOTa Ha Bb3HHKBAHE HA CENICHC NpPH

ynoTpebarTa Ha TeIMHCapTaH B cpaBHeHHe ¢ mauebo. CHOUTHETO MOXKE Na € CITy4aHHO MK 1A €
CRBP3aHO C MEXAHW3BM, HEMO3HAT 332 MOMEHTa (BXK. Chil(O TOYKa 5.1).

XHIIOTOHHA
Ta3n HexenaHa JJeKkapCTBEHa peakiina € cLoDIIeHa KaTo YecTa NPy NAUMEHTH ¢ KOHTPOJIHpaHH
CTOHHOCTH Ha apTEPHATTHOTO HAJIAraHe, KOWTO €a JIEKYBaHH C TEJIMHCApPTAaH 33 HAMAIABAHE Ha

ChpPACUHO-CHAOBATA 3a00N€Ba€MOCT, B JOMTBIIHEHHE KbM CTAHAAPTHUTE FPHXKH.

AOHOPMHA YEPHO Ha ¢GVHKLHA/ MEPHO HO HapylLIeHHe

[ToBeuero cayyan Ha abHopMHa YepHOApoOHa QyHKUMS/YepHOAPOOHO HapYLIEHKE OT NMOCT-
MAPKETHHIOBHA OMHT ¢ TEJIMUCApTaH ca HabJoJaBaHH MPH ANOHCKH nauueHTH. C no-ronama
BEPOATHOCT TE€3H HEXENaHU peakLM ce MTOABABAT MPH AMOHCKH NAaLHEHTH.

HUurepcTuuanna 6enoapobna bonect
Cnayuan Ha MHTepcTHLHANHa Senoapobna bonect ca JOKJIAABAHH OT MOCT-MAPKETHHIOBHA OIHT, BHB
BpB3Ka ¢ IpHeMa Ha TenMucapTal. [IpuiunHHO-cieACTBCHHA Bpb3Ka 00aue He € yCTaHOBEHA.

C1o0lLeHH ca ¢JTyuad Ha HHTECTHHAJICH aHruoeaem cneq ynorpedba Ha anrnoreHsuH 11 peuenropHH
aAHTaroHUCTH (BX. TOuKa 4.4).

CroOlaBaHe Ha MOAO3UPAHH HEXKENZHU PEaKLMH
Cpo0maBaHeTo Ha NOAO3HPAHH HEXKEeJIaHH peaKkLMH Clle]l paspeluaBaHe 3a ynorpeda Ha JIEKapCTBEHUA

NPOAYKT € BaxXHO. TOoBa NO3BONABA Aa NPOABKK HaOMOAECHHETO H2 CHOTHOLIEHHETO MO/34/PUCK 32
neKapcTBeHHa npoaykT. OT MeIMIIMHCKHTE CMELMANINCTH Ce H3WCKBa Aa ChoDILaBaT BCsKa

MOAO3MPAHA HeXellaHa peakuys 4ype3 M3ambiHuTeNHa areHUna no iekapersara, yi. ,Jlamsas ['pyes”
Ne 8, 1303 Cocus, Ten.: 02 8903417, yebcaiit: www.bda.bg. "'"

4.9 Ilpexoaupane

JIaHHHTe 3a npeao3upaHe NpH Xopa ca OrpaHHUYCHH.
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CumnroMi: Hali-u3aBeHuTE NPOSABH HAa NPEAO3UpaHE ¢ TCAMUCAPTAH Ca XUIOTOHHA H TaXHKapaHA,;
OCBEH TOB& ChlO ce ChoOLIara 3a OpanHkapaua, 3aMasgHOCT, TIOBHIIABAHE HA CEPYMHHUS KPCATUHHH H
octpa 0bp0peuHa HelOCTaTbYHOCT.

Jleuenue: TeamucapTan He Ce OTCTpaHABa upe3 xemoananusa. [lauMeHTsT Tpadaa na o6bAe
BHHMAaTEIHO HabJIoAaBaH H [a ce npuiara CUMITTOMaTHYHA H NoJabpXkalia Tepanui. Jleuenuero
32aBHCH OT BPEMETO, KOETO € H3IMHHAJIO OT MOrIBbIIAHETO U TEXKECTTa Ha CHMNTOMHTE. BB3mMokHHUTE
MEPKH BKJIIOUYBAT NPEAM3BUKBAHE HA NOBPbIUAHE W/WIH CTOMALIHA NPOMHBKA. [1pH nevyenHero Ha
MpeA03UPaHETO MOXKE Ja € OT 10/13a ynotpedaTa Ha akTHBEH BbieH. HeobxoauMo e yecto
NpocneAsBaHe Ha CEPYMHUTE €ACKTPOJIMTH H KpeaTHHMH. [IpH nossa Ha XHNOTOHHA, NALHEHTHT
TpAOBa Aa 6bae MOCTABEH B JIETHATIO 1O rpb0 nonoxkeHue U 6pp30 Aa ce npuiIoKaT 00EMHH U CONleBH

3aMCCTHTCIIH.

5, ®APMAKOJIOTHYHH CBOHCTBA

5.1 DapmMakoagHHAMHYHH CBOHCTBA

dapmMakoTepaneBTH4Ha rpyna: AHruoTeH3uH Il anraronunct, ATC xoa: CO9CAO7.

MexaHu3bsM Ha BEHCTBHE:. |
TenMucapTaH € aKTHBEH NPH NEPOPANTHO NIPIWIOKEHHE U crietuduueH auruoredsuH 11 peuenropen

aHTaroHHcT (THn AT1). To# u3mecTBa ¢ MHOTO BUCOK apUHHUTET AHTHOTEH3HH 1] OT HEroBOTO MACTO
Ha cBbp3BaHe ¢ AT] peuenropeH nogrun, KOKTO € OTTOBOPEH 3a U3BECTHUTE AEMCTBHA HA
aurvorensu I1. TenMucapran He 0OKa3Ba HUKAKBO YaCTHYHO aroHMCTHYHO AeicTBUHE cnpaMo AT
peuerrropa. TenmucapTaH ce cBbp3Ba ceniekTUBHO ¢ AT1 peuenropa. Cesp3BaneTo € TpalHo. Tol He
npuTeXapa apUHUTET KbM JPYTHTE peLenTopH, BKnounTeHo AT2 u apyru no-caado
xapakrepusupaHi AT-peuenropu. OyHKLUMOHANIHATA POJIA HA TE3HW PELIENTTOPH HE € H3IBECTHA, HHTO
eDeKTHTE OT TAXHOTO CBPBXCTHMYAUPAHE OT aHrHOTeH3HH Il, YuHTO HHBA ce NOBHLIABAT OT
TEJIMUCAPTAH.

[InasMeHHTE HHBA Ha aNJOCTEPOH Ce MOHUMKABAT OT TSIMUCapTaH. TenMucapTad He HHXHOHpa
YOBEILKHSA MJ1a3MeH PEHHH, HUTO 6N10KKHpa HOHHKTE KaHanu. TenMucapran He MHXHOHUpa
aAHrHOTEH3UH-KOHBEPTHPALUHSA €H3UM (KiHKHa3a 1), eH3UMBT, KOHTO cblIO pasrpakia OpagMKHHHUHA.
[Topaan ToBa, He Ce O4YaKBa Ja MOTEHUMpa OpaiHKUHHH-MEAHHPAHHTE HeXXeNaHH NIeKapCTBEHH

peaKLHH.

[Tpu xopa, Ao3ara oT 80 mg TeNMHUCAPTAH NOYTH HAITKIIHO HHXHOUpA NPEAU3BHKAHOTO OT
aHrdoreHsuH Il noxiLaBaHe Ha KpbBHOTO HaiAraHe. UHXHOUTOPHHUAT edekT ce moaampka B
npoab/keHHe Ha Hax 24 yaca, KaTo Bce oie Moxke Aa Onae ycTanoseH 10 48 yaca.

KinHHM4YHA ehHKACHOCT U 0€30MacHOCT:

JIeHeHHe HA eCeHUHATHA XUIICPTOHUS |
Cnepn npunaraHe Ha ITbPBaTa 1033 TEJIMMUCAPTAH AHTHXHUIIEPTEH3HBHHUAT eQeKT HACTHLIIBA MOCTENEHHO

B NPOAB/DKEHHE Ha 3 yaca. MaKCHMAaJTHOTO NMOHWKEHKE Ha KPbBHOTO HanAraHe 0OMKHOBEHO ce
nocTura 4 10 8 ceaAMHULM clliel HAYaJIOTO Ha JICYCHUETO K ce NOANBpKA NPH NPOALIKHTENHA TEPAIHA.

Cnea npHeMaHe Ha N03aTa aHTUXHNEPTEH3UBHHAT €EKT NEPCUCTHPa NOBEYe OT 24 vaca, KaTo
BKJHIOYBA H NOCHEAHUTE 4 yaca NMpeaM ClIeBalioTO NPUIoKEHHE, KAKTO NOoKa3BaT aMOynaTOpHHTE
M3MEPBAHHA HAa KPBBHOTO Hanaraxe. Tosa € NOTBLPAEHO W OT CLOTHOLUEHHETO MHHHMAJTHH KbM
MaKCHMMAJIHH KOHLIEHTpAaLlMH, koeTo € noctogsHHO Han 80 % cnen npueM Ha go3M oT 40 u 80 m
TEAMHCAPTAH NpH 1auedo KOHTPOIIUPaHU KIHHHUYHH U3NMHTBaHHA.

Hanuue e oueBHIHA TEHACHLMSA 38 BPb3Ka MEXKAY A03aTa U BPEMETO Ha BL3CTAHOBABA
CHCTONHO KpbBHO Handrane (SBP). B Tora oTHomeHue, NaHHHTE 3a THACTONHOTO K
(DBP) ca HenocTosHHH.

AT/H/0335/002-003/1A/028
10



[Ipu nauMeHTH C XHNEPTOHHA, TEJIMHCAPTaH PEAYLIHMPA H CHCTOJIHOTO H AHACTONHOTO KPBBHO
HansraHe 6e3 na NOB/IMABA MyJCOBaTa 4ecToTa. HamuuMeTo Ha JUYpEeTHUEH Y HATPUYPETHYECH edekT
Ha JIEKAPCTBEHHS NPOLYKT, KOUTO €BEHTYAIIHO JONPHHACHT 38 XHNOTEH3UBHOTO ACHCTBHE Ha
JIEKAPCTBEHHA MPOAYKT, BCE OLLE HE € NOKA3aHO. AHTHXHIIEPTEeH3UBHATA ePMKACHOCT Ha TeJIMMCApTaH
€ CPaBHHMA C Ta3H Ha MPOJAYKTH, NPEACTABUTENU HA APYTHU KIACOBE AHTUXUNEPTEHIUBHH
NIeKapCTBEHH NMPOAYKTH (YCTAHOBEHA NPH KIIWHHYHH M3MUTBAHUA, CPABHABALIH TEJIMHUCAPTAH C
aMJIOMIIHH, aTEHONO/, CHAIANPHI, XHAPOXIOPOTHAZK U TM3UHONIPUN).

IIpy BHE3aMHO NPEKHCBAHE HA JICYCHHUETO ¢ TEIMUCAPTaH, KPbBHOTO HaNSraHe NOCTENECHHO CE BpbLIA
10 CTOMHOCTHTE NPEAH JICYSHHETO 3a NMEPHOA OT HAKOJIKO JHH, 6€3 AaHHH 3a pedayHI XHIEPTOHHA.

CaydadTe Ha CyXa KallMla ¢a 3HAYHTENHO NO-MANKO NPH NAaLMEHTH, JEKYBAHH ¢ TEIMHCApTaH,
OTKOJIKOTO NPH TAKMBA, HA KOHTO Ca JABAHY MHXMOMTOPH HA AHTHOTEH3WH KOHBEPTHPALLHA €H3HM B
KNMMHHYHY MPOYYBaHHA, IHPEKTHO CPAaBHABALIH ABETE AHTHXHNEPTEH3HBHH JICUCHHA.

[IpeBeHLHA Ha ChPACHHO-CbAOBH 3abonasaHus
B npoyusaneto ONTARGET (ONgoing Telmisartan Alone and in Comblnatmn with Ramipril

Global Endpoint Trial) (Texywo riiobanHo npoyupase 3a KpaHHH TOMKH Ha TEJIMHCAPTaH,
'CAaMOCTOATEJIHO M B KOMOMHALMA ¢ paMHIIPHIT) ¢€ CpaBHABAT €PEKTUTE OT JIEYEHHE C TEJIMHCAPTAH,
pPaMHNpPHUI H ¢ KOMOHHALIMA OT TEIMHCApTaH H PAMHIPHI BLPXY ChPAEYHO-CHAOBHTE NOKA3aTENH Ha
- 25 620 naiiMeHTH Ha BB3PACT 55 roaAKHU M NoBeYe, ¢ aHaMHe3a 3a KCXxeMHYHa DoNecT Ha CHPLETO,
HMHCYJIT, IpeXoaHa ucxeMHu4Ha araka (TI1A), nepudepHa aprepuannHa Sonect wid 3axapeH auaber
THN 2, IPUAPYKEHH ¢ AOKA3ATEACTEA 33 TEPMHHAIIHO OPraHHO YBpEKIaaHe (Hamnp. peTHHONaTH,
JIEBOKaMepHa XHNepTpodua , MaKpo- HIIH MHKpoaIOYMHHYPHA ), KOETO CE cpella NP NOnylaLms ¢
PUCK OT BL3HMKBaHE Ha CHPACYHO-CHAOBH HHIIMACHTH.

[lauMeHTHTE Ca paHAOMH3HPAHH KbM €1HA OT CIEAHUTE TPH IPyny Ha neuenue: ¢ 80 mg TeJIMHUCapTaH
(n= 8 542), 10 mg pamunpun (n = 8 576), wiu ¢ xoMOuHauua ot 80 mg reamucaprad wmoc 10 mg
pamMunpun (n = 8 502) u ca HabnroaaBaHH CbhC CPEIHO BPEME Ha NIpocieasBaHe oT 4,5 roamHu,

Tenmucapran nokazea nofodeH Ha paMuNpuil ePeKT NpH HaMalsaBaHE HA MbPBHYHATA CHCTABHA
KpaliHa TOYKa OT CbpAEYHO-ChIOBa CMBPT, HedaTaieH HHpApKT Ha MHOKapaa, HedaTaleH MO3bU€eH
MHCYJIT WIH XOCNHTAIN3ALMA NOpaaH KOHMECTHBHA ChpAEYHA HEAOCTATHLYHOCT. HecToTaTa Ha
MLpBMYHATA KpalHa TOUKA € CX0AHa B rpynuTe Ha Teamucaprad (16,7 %) n pamunpnn (16,5 %).
KoeduuneHTsT Ha pHCK 32 TeaMucaprad cnpsmo pamunpun e 1,01 (97,5 % JIH 0,93 — 1,10, p (non-
inferiority) = 0,0019 npu rpanuua 1,13). [IpoUeHTHT Ha Ciy4YauTe Ha CMBPTHOCT MO Pa3/IHYHH
NpHYHHH € ChoTBeTHO 11,6 % 1 11,8 % cpea nauneHTHTE, NEXYBaHH ¢ TENIMHCAPTAH U PAMHITIPHIL.

YcTaHOBEHO €, Ye e(DEKTUBHOCTTA Ha TEIMUCAPTAH € CXOHA C Ta3W HA PAMHIIPHJI MPH NMPEeABAPUTENHO
onpeae/icHaTa BTOPHYHA KpaHHa TO4Ka OT ChPASYHO-CbAOBA CMBPT, HedaTalleH HHPAPKT Ha
MHOKapaa H HedataneH uucysar [0,99 (97,5 % iU 0,90 — 1,08), p (non-inferiority) = 0,0004],
MbPBHYHATA KpaiiHa Touka B pedepenrHoTo npoyuBane HOPE (The Heart Qutcomes Prevention
Evaluation Study), koeTo npoyuBa edexra Ha paMHNpPHA CNPIMO IUTauedo.

[Tpoyusanero TRANSCEND panaomuznpa naument Ha 80 mg reamMucaptan (n = 2 954) unu
ranebo (n = 2 972) ¢ HenoHocuMocT KbM ACE HHXHMOHTOPH, CHC CXOAHH KPUTEPHH 33 BKJIKOYBAHE
KaTo Te3H Ha npoyusaHeTo ONTARGET, , kato n ABere ce npuaaraTt B AONBLIHEHHE KbM
CTaHAapTHOTO NeveHHe. CpefHaTa MPOABIKHTEHOCT Ha TIpoceasBaHeTo € 4 romvny u 8 Mecena. He
€ YCTAHOBEHA CTATHCTHYECKH 3HAUMMA Pa3NMKa B HECTOTATA Ha MbPBHYHATA CHCTABHA Kpaﬁua TOYKA
(CHpAEYHO-CBAOBA CMBPT, HedaraieH HHPApKT Ha MHOKApAa, HedaTaneH MO3IBYEH HHCY
XOCMHMTAIN3AaLMA N0 NOBOJ KOHI€CTHBHA ChpAc4YHA HEAOCTAThYHOCT) [15,7 % B rpynar
TeaMucapral ¥ 17,0 % B rpynara na mnauebo ¢ koeguuueHT Ha puck 0,92 (95 % ,Il]d '/ .
p = 0,22)). ima naHHM 32 noa3aTa OT TEIMHCApPTaH B CPABHEHME C IUTauebo npy Aper Ao
OmnpejeNleHaTa BTOPHYHA ChCTaBHA KpaiHa TOYKa OT ChPAEYHO-CHAOBA CMBPT, Heda { BH 1 'k,
MHOKapaa v HegatancH Mo3bueH uHeynt [0,87 (95 % 1N 0,76 — 1,00, p = 0,048)], H M NI Thet - 0
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[oM3a NO OTHOLIEHHE HAa ChPACYHO-ChI0OBaTa CMBPTHOCT (KoeduuueHT Ha puck 1,03, 95 % U 0,85 -
1,24).

JIBe roneMu paHIOMH3KpaHH KOHTponupaHu npoyusaHds — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyiuo rnobanxo uanureaHe 3a
KpaitHH TOYKH HA TEJIMHCAPTAH, CAMOCTOATENHO H B komOunalisa ¢ pamunpuwit) ¥ VA NEPHRON-D
(KnuHuuHO NpoyuBaHe CBBP3aHO ¢ pa3BHTHE HA HegponaTus npH AHAbeT, MPOBEAEHO

oT MHHHCTEPCTBO MO BBIPOCHTE Ha BeTepaHHTE) — Mpoyusat ynorpedara Ha kombuHauuaTa ot ACE
MHXHOMTOP M aHrHoTeHsuH ll-peuerrropeH Ookep.

ONTARGET e npoyuBaHe, NpOBEACHO MPHU NALMEHTH ¢ aHaMHE3a 38 CHPACYHO-CHAOBA HNH
MO3BYHOCBHAOBA OosiecT, uny 3axapeH AuabeT TUN 2, NPHAPYXKEHH ¢ JaHHH 3a YBpeKJaHe Ha
edexropnu opravi. VA NEPHRON-D e npoyusane npH nauKeHTH ChC 3axapeH auaber THn 2 U
nuaberHa HedponaTus.

Te3n npoyuBaHKs He MOKa3BaT 3HAYHM GnaronpHaTeH edexT BrpXy ObOpeyHHTe H/HIH ChPAECYHO-
CbAOBUTE MNOCNEINLIA M CMBPTHOCT, KATO CHLICBPEMEHHO ca HabmoJapaHH NOBHLIIEH PHCK OT
XHIEpKANTKHEMHUs, OCTPO yBpeKaaHe Ha 6bOpeunTe WK XHNOTOHHA B CPABHEHHE C MOHOTEPAIHATA.
KaTo ce Hmart npeaBia cXoAHHTE UM PapMaKkoJIHHAMHYHH CBOMCTBA, TE3H PE3YJITATH Ca NPUIOKHMH
u 3a Apyrd ACE HHXHOUTOpH K aHrHoTeH3uH ll-peuentopHH 6a0KepH.

ACE nnxuburopy H aHrHoteH3uH ll-penentopHu 610Kkepu creaoBaTesIHO He TpAOBA na ce U3N0N3BaT
e JHOBpEMEHHO NPH NalMeHTH ¢ AuabetHa HedponaThs.

ALTITUDE (KnvHHYHO Npoy4YBaHe NpoBeNeHO ¢ AIUCKUPEH NMPHU NalMEeHTH CBC 3axapeH AuabeT Tin
2 ¢ H3NOA3BaHE Ha CHPACUHO-CHAOBK M OBOpeuHH 3abonspadna kaTo KpailHH TOYKH) € NMpOYUBaHe,
peAHa3HaueHo 1a M3CNE1Ba NoM3aTa oT A06aBIHETO HAa ATHCKUPEH KbM cTaHAapTHa Tepanus ¢ ACE
HMHXHOHTOP WIIH aHrHOTEH3HH II-peuentopeH 6n0Kkep NpH MaLMEHTH ChC 3aXapeH Anaber THN 2 U
XpOHHYHO OBOpeuHo 3abonssaHe, CbpAEYHO-CBHAOBO 3aboJsBaHe MW K aBeTe. IlpoyuBaHero e
MPEKPaTEHO NPEKAEBPEMEHHO NOPAAY fIOBUILEH PHCK OT HeGnaronpHATHH nocaeanun. Kakro
ChPACYHO-CHAOBATA CMBPT, TAKA U UHCYJITHT Ca NO-YECTH B rpynarta Ha allMCKHPEH, OTKOIKOTO B
rpynara Ha nnaueto, a NpeCTaRIABALUKTE HHTEPEC HEXENAHH CHLOHTHSA U CEPHO3HH HEXKENAHH
chOUTHA (XHNEepKaTHEeMHs, XHNOTOHUA ¥ 610peuHa AuchyHKLMA) ce crOOIABAT NO-4YECTO B rpynara
Ha aJITMCKHPEH, OTKOJIKOTO B rpyrnaTa Ha rauedo.

[Mo-panxo ce cpobilaBa 3a KallUIHLa B AHFHOEAEM NPH NAaLHEHTH, NIEKyBaHH ¢ TEJIMMCAPTaH,
OTKOJIKOTO MPH MALMEHTH, JIEKYBaHH C PAMHITPHA, JOKATO NPU NALMEHTH, JIEKYBaHH C TEJIMHCAPTaH
ce chobIaBsa no-4ecTo 3a XHNOTOHHA.

KoMOHHHpaHeTO Ha TEIMBCAPTAH C PAMHNPWI HE YBEITHYaBa N0J13aTa CNPAMO PAMUNPHN WIH
TEIMHCAPTaH caMocToATeNHO. ChpAevHO-ChA0BATa CMBPTHOCT U CMBPTHOCTTA M0 BCAKA NPHYHHA,
KaTO YHCIIEHO H3paKeHHe, ca MO-BUCOKH TMPH K3NoN3BaHe Ha KoMOuHalHATa. OCBEH TOBa, B rpynarTa
Ha KOMOMHHPAaHO JIEYSHHE KMa 3HAYMTENTHO MO-BUCOKA YECTOTA HA XHNEPKaTHEMuUs, Ob0peyHa
HEOCTATBYHOCT, XHIOTOHUA H CHHKON. [Topaau Tazu npuYHHa, eAHOBPEMEHHATA YNIOTpeba Ha
TeIMHCAPTaH W PaMUIIPUA HE Ce MPenopbyBa MPH Ta3H NOMynaLya. -

B npoyusaneTo “[1poduiakTHueH pexxuM 3a epeKTHBHO Npeana3paHe OT NOBTOPEH MOIBLYEH HHCYNT
("Prevention Regimen For Effectively avoiding Second Strokes"” (PRoFESS)) npu naiesT Ha

50 roaMHH WIH NO-BB3PACTHH, KOHTO HACKOPO €a MOJYYWIH MO3BbYEH HHCYIIT, ce 3abensa3sa
MOBHIIEHA YECTOTA HA BE3HUKBAHE HAa CEMICHC MPH TEJIMHCApTaH B cpaBHeHHe ¢ rauedo, 0,70 %
cnpamo 0,49 % [RR 1,43 (95 % noseputeneH unrepsan 1,00 - 2,06)]; yecTorara Ha Bb3HHKBAHE Ha
cencuc ¢ gatanaeH U3X0J € NOBUILIEHA NPH NALUECHTHTE, Npuemawy reamucaptad (0,33 %) cnpamo
nauneHTHTe Ha rauedo (0,16 %) [RR 2,07 (95 % nosepurenen unrepsan 1,14 — 3,76)].
HabnionasaHara NOBHLLIEHA YeCTOTa Ha Bh3HHKBaHE Ha CENCHUC, CBbP3aHa ¢ ynorpebara Ha
TEJIMMCAPTaH, MOXKE J1a € CllyvaiiHa Haxo/lKa WITH Ja € CBbP3aHa C MEXaHH3IBM, KOHTO € Hen
MOMEHTA. | |

[TeararpruHa MOIMyJaanHs
BesonacHOCTTa H €()EKTHBHOCTTA HA TEIMHUCApPTaH MpU Aela H IOHOWK Ha BB3pacT Mo

Ca YCTaHOBCHH.
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XunoreH3uBHUTE €EKTH Ha ABE A03H TEIMHCAPTaH ca OLEHEHH NPH 76 NaLHEHTH C XHIEPTOHMUS,
fIpEIMMHO C HAJITHOPMEHO TEFJIO Ha B13pacT oT 6 no <18 roaunn (teaecHo Tersio > 20 kg n < 120 kg,
cpeaHo 74,6 kg) cnen npuem Ha 1 mg/kg (n = 29 nekysanu) win 2 mg/kg (n = 31 nexyBanm)
TEJIMHCAPTaH 3a MEPUOA HA NIeUyeHHue OT YCTHPH CEAMHLK. [1pH BKIIOYBAHE B NPOY4BaHETO
NalHeHTHTE HE Ca W3C/IeIBaHH 32 HATHYHE Ha BTOpH4HaA XuneproHusa. [Ipy HAKOU OT H3CneABaHHUTE
NalMEeHTH H3MOJ3BAHNUTE JO3M Ca MO-BHCOKH OT TE3H, NPEMOPBLYBAHH 33 JIEHEHHETO HAa XHNEPTOHHA B
NONyNalMsATa HA Bb3PAcTHHU M JOCTHUraT AHEBHa 1032 CpaBHUMA Cbe 160 mg, KoATO ce H3NUTBA NPH
Bb3pacTHH. Clieal ananTHpaHe Ha edekTHTe CNpSMO BB3PacTOBaTa rpyna CPeAHHTE IIPOMEHH Ha
CUCTOJMMHOTO KpbBHO HansraHe (SBP) B cpaBHeHHe ¢ H3XOAHHTE CTOHHOCTH (IIbPBHYHA LIEN) Ca -
14,5 (1,7) mm Hg 3a rpynara, npuemana 2 mg/kg Tenmucapran; -9.7 (1.7) mm Hg 3a rpynara Ha
neyeHue ¢ renmucaprad 1 mg/kg n - 6.0 (2.4) B nauedo rpynara. AnantTHpaHUTe NPOMEHH Ha
JHACTOHYHOTO KpbBHO HansaraHe (DBP), B cpaBHEHHE C H3XOAHHUTE CTOHHOCTH €a CHOTBETHO -

8,4 (1,5 mm Hg, -4,5 (1,6) mmHg u -3,5 (2,1) mmHg. IIpomenuTe ca no3zozasucumH. Jlannure 3a
6e30MacHOCT OT TOBa MPOYYBaHe NPH MALMEHTU Ha BB3pacT oT 6 no <18 roanHu KaTo uano ca
noAOGHHM Ha TE3H, HAOMONABAHH NPH BB3PACTHU. bezonacHocTTa cne Npoab/KHTENHO JIEUEHHE C
TeJIMHCAPTAH MPH ACLA H FOHOLUH HE € OLIEHABAHA.

- YpeaudeHue Ha Opos Ha e03MHO(MIINTE, 38 KOETO ce ChoOLIaBa NpH TasH NOMyauHa MauHEHTH HE €
HabMonaBaHO NpY BB3pacTHH. KNMHUUHOTO 3HaYeHHE M 3HAYHMOCTTA Ha T€3H JaHHH Ca HEW3BECTHH.
Te3n KIMHHYHH JaHHHW HE MO3BONABAT [a CE€ HANPaBH 3aKJII0YEHHE OTHOCHO ePHKACHOCTTA U
6e30nNacHOCTTA Ha TEJIMHMCAPTaH MPH NeAHaTpUUHATA NOMyNalHs ¢ XHNEPTOHHUS.

5.2 @PapMaKOKHHETHYHH CBOHCTBA

AOcopOiins
A6copOumaTa Ha TeamMUcapTaH e 6bp3a, BbNpekH ye abcopOdHpaHOTO KONHUECTBO Bapupa. CpeaHara
abcomoTHa OHOHATMYHOCT 3a TeJIMHCapTaH € okoJo 50 %.

Korato TeJIMHCapTaH ce MpHeMa ¢ XpaHa, peAYKLUHATA Ha IUIOLITa NOA KPHBATa Ha Njia3MeHa
koHueHTpauus-speMe (AUC0-00) Ha TeMHKcapTaH Bapupa oT okono 6 % (103a ot 40 mg) 1o oxono
19 % (no3a ot 160 mg). Tpu uaca cieq NpUIOKEHHE TWIA3MEHHTE KOHLIEHTPALMH ¢a NOAOOHH,
He3aBUCHMO JATH TEIMHUCAPTAH Ce MMpHeMa Ha rMaaAHo HIH C XpaHa.,

JIuneliHOCT/HEeJIHHERHOCT
Mankoro HamaneHue Ha AUC He ce ouaxsa aa JOBeae 1o OTciabBaHe Ha TepaneBTHYHATA

e(HKACHOCT.

He cuutecTByBa isHeiiHa B3aMMOBPB3Ka MENULY A03aTa H TU1a3MEHUTE KOHLEHTpaLWH. Cmax M B 1o-
masika crerieH AUC ce NOBHILABAT HEMPOMOPLHOHAIHO TIPH A03HM Haa 40 mg.

PaznpeneneHue
TenMucapTaH ce CBbP3Ba B rojisiMa CTeNeH ¢ IUIa3MEHHTE NPOTEHHH (> 99,5 %), npeAUMHO ¢

anbymnna 1 anda-1 kucenans rnukonporenH. CpeaHHAT obeM Ha pasnpeaeneture (Vdss) npu
AOCTHraHe Ha CTALIHOHAPHO ChCTOAHME € npubnusurenHo 500 1.

BuoTpaHcdopmalms
TenMHcapTaH ce MeTaGONH3HPa YPe3 KOHIOTaLHUs 40 MIFOKYPOHHI Ha H3XONHOTO BELIECTBO. 3a
KOHIOTATa He € Ouna ycTaHOBEHa MeTabOIMTHA AKTHBHOCT.

EnuMuHupane
TenmucapTtaH ce xapakrepusupa ¢ OUEKCMOHEHLINANHA PapMAKOKHHETHKA Ha pa3najiaHe ¢
TEpPMHHAIECH eTUMHRHALMOHEH NoAYKHBOT > 20 yaca. MakcuManHaTa ryasmeHa KOHUEHTPH!
H B I0-MaJIKa CTeNeH IUIOWTa Mo KPHBATa M1a3MeHa KoHLeHTpauna-epeme (AUC), ce j@' ABaT
HEMIPONIOPLIMOHANTHO Ha 103aTa. HAMa JaHHM 3a KIHHMYHO 3HAYHMO KyMYJIHpaHe Ha TeffMACAIAE

NPHET B NPenopbUBaHHTE 103H. [L1a3MeHHUTE KOHLIEHTPALKMH Ca MO-BHCOKH MPH KECHU, P
MbKe, €3 TOBa 1a € CBBbP3aHO C BJIMAHHE BbPXY €(PHKACHOCTTA.

+*
II
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Cnen nepopanHo (H HHTPABEHO3HO) NMPHJIOKEHHE TEMHCAPTAH C€ EKCKPETHPA MOYTH M3LAO C
dexanuuTe, rNaBHO KaTO HEMPOMEHEHO cheauHeHue. KyMylaTHBHATa €KCKPELIMs Ype3 ypHHATA €

< 1 % ot aosara. O6wuaT mwasmeHd knupbHe (Cltot) e Bucok (npubauzurenno 1 000 ml/min) cpaBHeH
¢ YepHOAPOOHNA KpbBeH notok (okono 1 500 ml/min).

t

Cneyuaimu nonyiaayuy

ITleapaTpH4Ha Nomynanuyg:

(dapMakOKMHETUKATa Ha JBE 103H TEJAMMCAPTaH € OLCHEHA KATO BTOPHYHA LEJT MPH NALMEHTH C
xuneprodnsa (n = 57) Ha Bb3pacT oT 6 A0 <18 roauHH crea npHeM Ha TeaMHcapTaH B fo3d 1 mg/kg
win 2 mg/kg 3a nepruoA Ha JieueHHe OT YeTUPH CeAMULIH. PAPpMAKOKHHETHYHHTE LIENH Ca 1a ce
OTIpEAC/IH BPEMETO 38 AOCTHIaHE HA PAaBHOBECHO CHCTOSHHUE HA TEJIMHCApTaH MPH R€La U IOHOIUH U
H3C/leiBAHE Ha Pa3IMyKA, CBbP3aHH C Bb3pacTTa. BLNpeky ue npoy4yBaHeTo € TBBPAE MAJKO, 32
JAOCTOBEPHA OLleHKa Ha (papMaKOKHHETHKATa fPH JeUa Ha Bb3pacT Noj 12 roaMHH, pe3yaTaTHTE KaTo
L0 CHLOTBETCTBAT HA T€3H, YCTAHOBEHM NPH Bb3PAaCTHH W NOTBLPKAABAT HETHHEHHOCTTA Ha
TeMHCAPTaH, 0c00eHO 38 Cryax. |

Ilon:
Ha6mopasany ca CBbP3aHM ¢ MOJ1a PA3/IKKH B [UTA3MEHUTE KOHLIEHTPALIUY, KaTo Cmax n AUC ca
Ounn npUOIU3NTENHO 3- U 2-TbTH NMO-BUCOKH CHOTBETHO IPH JKEHH B CPABHEHHUE C MbXKe.

Crapyecka BB3pacT:
dapMaKOKHHETHKATA Ha TEJIMMCAPTaH He Ce pa3nivyvaBa fipH NalHEHTH B CTApYECKa BH3PacT H TE3H,

no-maaau ot 65 roaHiuHa Bu3pacr.

b1OpeuHo yBpexxaaHe:

I[Ipy nalMeHTH C JIEKO 10 YMEPEHO H TexkKo OB0OpeuHo yBpexaaHe ce Habmonasa yABOABaHE Ha
wasMeHHTe KoHileHTpaurH. O6aue, NpH NaLUMEHTH ¢ OLOpeyHa HEAOCTATEUHOCT, NOAJIOKEHH Ha
nuany3a ca HabmaBaHH NO-HMUCKH TU1a3MEHH KOHLIEHTpaLUMU. TeIMHCapTaH C¢ CBbP3Ba B ronsaMa
CTerneH ¢ IUIa3sMeHHTe NPOTEHHH MNPH NalMeHTH ¢ OpOpeyYHa HeAOCTATBYHOCT M HE MOXe Aa Obae
OTCTpaHeH 4pe3 Avanusa. ENHMHHEALHOHHUAT NOMY>KHBOT HE C€ NMPOMEHS NMPH NaLHEHTH ¢ ObOpeyHN

YBPEKIAHHA.

YepHoapoOHo yBpekKaaHe:
dapMaKOKHHETHHHH U3NMHTBAHHA NPH NALHUEHTH C YEPHOAPOOHH YBPEKIaHHA NOKA3BaT NOBHILLIABAHE
Ha abcomoTtHaTa 6noHanHuHOCT 10 0Koo 100 %. ENMMHHALMOHHHUAT MONYXKHBOT IPH MAaLHEHTH C

4YepHOAPOOHH YBPEKAAHHUA HE € TIPOMEHEH.

5.3 [IlpeakamHAYHH JaHHH 33 Ge3onacHocT

[Ipu npeAKIHHHYHUTE NPOYUBAHKSA 3a 6€30MNacHOCT, JO3HTE BOAEIIN A0 €KCMO3HLMA, CPABHHMA C
KIHHHYHHMA TepaneBTHUYEH AKHana3oH, MpeAH3BHKBAT HAMANABAHE HA NapaMETPHUTE HA YCPBECHHTE
KPbBHH K/1€TKH (EPUTPOLIMTH, XeMOrNOOHH, XeMaTOKPHT), MPOMEHH B OBOpeyHaTa XeMOAWHAMHKA
(MOBHILEHO HHUBO Ha YPER W KPEATHHUH B KPbBTa), KAKTO U NOBULIEH KallWH B cepyMa Ha
HOPMOTEH3HBHH KUBOTHH. [IpH KyueTa ca HabmiogaBaHH AunaTauHa Ha OuOpeuHuTe TYOYnH 1
aTpodma. OcBeH TOBa, NPH IUTBXOBE M KyUeTa € 0TOEIA3aHO YBPEKAaHe Ha CTOMALIIHATA JIMraBHLIA
(epo3uK, 13BHM WM Bb3nanekue). Tean papMakonOrHyHO MEZUHPEHH HEXKEIAHH €(PEeKTH, HIBECTHH OT
NPeAKTHHHYHUTE M3MUTBAHUSA KaKTO 38 HHXHOHTOPHTE Ha aHTHOTEH3HH KOHBEPTHPALLIWS €H3UM, TaKa
M 33 aHrKoTeH3HH 11 peLleNTOpHHUTE AHTAaroHUCTH ce NMpeAOTBPaTABAT Ype3 NEPOPanHo A0daBAHE Ha
¢H3HONOrHYeH pasTBop. |

[Ipu nBaTa BUAA XKHUBOTHK ca HADNIOJaBAHU MTOBHIIICHA AKTHBHOCT Ha IUTa3MEHHA PEHUH
xunepTpodHs/XHNeprIa3Ha Ha Gr6peunuTe toKcTaroMepyaHu knetku. Tesn npoMmeHpAgt ca
CBLUO H €deKT Ha Knaca Ha HHXHOHTOpUTE HAa AaHI'MOTEH3HH KOHBEPTHPALLIKA €H3HM H a3 WL o i

aHrHOTeH3HH Il peLlenTOpHK aHTarOHKUCTH, H3rNEXKAa HAMAT KJIIHHUYHA 3HAYHMOCT.

&)
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HsMa SBHM J0OKa3aTencTBa 3a TepaToreHeH edekT, obaue, IpH TOKCHYHH J03H HA TCIMHCAPTAH Ce
HabGmoasa ePeKT BbPXY MOCTHATATHOTO pa3sBUTHE Ha MOTOMCTBOTO, KATO MO-HHCKO TEIECHO TErNO U

3a0aBeHO OTBApAHE Ha OUMTe.

Hsama naHHH 3a MyTareHHa W ChOTBETHA KNacTOreHHA aKTHBHOCT JIDH M3NHTBAHUA In vitro U HAMA
A0KA3aTeJICTBa 33 KAPLMHOIE€HHOCT NPH ILTbXOBE H MHLIKH.

6. PAPMALEBTHYHH JAHHHA
6.1 ChnHcEK HA NIOMOIHHTE BENIECTBA
Marhe3ues creapar

Kpockapmenosa HaTpy#

Mauuton (E421)

[Mosuaon (K-29/32)

KanneB xMApPOKCHI

6.2 HecrBMeCTEMOCTH
Henpuioxxumo

6.3 Cpok Ha rogaocT

3 roAuHK

6.4 CpenHaaHM YCNHOBHS HA ChXPaHEHHE

AnyMuHuH/AnyMHHHM#A banctepn:
Ila ce ¢hXpaHsABaT B OPHrHHAIHATA OIAKOBKa, 3a A3 ¢¢ MPeANnasaT OT CBETIHHA.

Onakoska 3a tabnerku or HDPE ¢ kanauka ot LDPE:
OnakoBKkaTa 3a TabneTkH aa 6bae TbTHO 3aTBOPEHA, 3a Ja ce Mpeanasy oT cBeT/HHa.

6.5 lanuH 332 ONAKOBKATA

AnyMuHHI/ Anymunuit 6nuctepn: 14, 28, 30, 56, 84, 90, 98, 100 Tabnetkn
Onakogrka 3a tabnerky ot HDPE ¢ kanauka ot LDPE u cywuren: 30, 250 rabnerku

He scruxy BHAOBE oNakoBKW MoraT Aa 6bAaT IMyCHaTH Ha nasapa.
6.6 CnenHajHH HPeANA3HH MEPKH NPH HIXBLPJsAHE

Hama cneudanHHi H3UCKBAHNA,

7. TNPUATEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Teva B.V.
Swensweg 3
2031 GA Haarlem

Huaepnannvs
8. HOMEP HA PAZPEIIIEHHUETO 3A YIIOTPEBA

Per. Ne 20110400
AT/H/0335/002-003/1A/028
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9. JATA HA TBPBO PAZPEIIABAHE/TNIOJHOBABAHE HA PASPELHIEHHETO 3A
YIIOTPEBA

JlaTa Ha mepBo paszpewraBane: 30. 06. 2011 r.
JlaTa Ha nocaenHo noaHoBasaHe: 11.11.2016 .

10. JATA HA AKTYAJIMZUPAHE HA TEKCTA

29.04.2026
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