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PasenToH 80 mg/5 mg TabneTku i ZpEweHUS

2. KAYECTBEH M KOJHYECTBEH CbCTAB

Besika TabneTka chabpika 80 mg TenmucapraH (telmisartan) u 5 mg ammuioaunuH (amlodipine) (moxn
dopmara Ha aMJIOJMIMHOB Ge3uar).

[omowiHO(¥) BelecTBo(a) ¢ H3BECTHO ASHCTBHE:
Bcesika Tabnerka chabpika 3,86 mg HATpHil.

3a MBJIHHA CMHUCHK Ha MOMOIIHHATE BEIIECTBA BIDKTE TOUKa 6.1.

3. JJEKAPCTBEHA ®OPMA
TabseTka

JIBOHHOM3ITbKHAIH, IPOABJITOBATH (14,7-15,3 mm x 7,0-7,6 mm), ABYCJIOiHH TabneTKH, Genu 00
rio4TH Genu OT eIHATA CTPaHa ¥ PO30BH OT APyrara, IOMyCTHMH Ca MAJIKH MeThHIA OT po30BaTa
cTpaHa.

4. KJWHWYHH JAHHHU
4.1 TepaneBTHYHH NMOKA3AHHA
JTeuenue Ha eceHUMAITHA XHMEPTOHUA NPH Bb3PaCTHH:

[lombJBalla Tepanus
PasenToH 80 mg/5 mg € Moka3aH NPH Bb3PAcTHH, YHETO KPbBHO HAJIATAHE HE ce MOB/NHsABA aeKBAaTHO

TIPH CaMOCTOATENHO JIeYEHHE C AMJIOAUITHH 40 mg /5 mg.

3aMecTHTEIHA TEpAn

[MauueHTHTe, KOUTO MPUEMAT TEIMHCApTaH U aMIOAUIHH 04 (opmara Ha OT/ACTHH TabneTku, MoraT
BMECTO TOBa Ja mpuemar TabneTkd PaBeHTOH, KOMTO CBHIOBPXKAT CHIIMTE KOMMNOHEHTH ChC CBIIUTE
JI03M.

4.2 Jlo3HpOBKA H HAYHH HA MPHJIOKEHHE

EO3HEQBK8

l'ipenopmmenua'ra 1033 Ha TO3H JIEKapCTBEH IPOAYKT € €1Ha TabneTKa Ha JeH.

MakcHManHaTa IpenopsYMTeNHa 1032 € eHa TabneTka 80 mg Tenmucapran/10 mg aMIOLHITHH Ha
nen. TO3H JIeKapCTBEH MPOLYKT € MOKa3aH 3a AbJIr0CPOHO JICHCHHE.

TIpyeMaHeTo Ha aMJIOJNIHH 3a€HO C rpeiindpyT Wik COK 0T rpeindpyT He Ce MpenopbUBa, Thil KaToO
MY HAKOM MALMEHTH e(eKThT Ha MOHWKABAHE HA KPBBHOTO HATAHE MOJKe 11a Ce
pe3y/TaT Ha MOBHIIABaHE HA GHOHATHYHOCTTA (k. Touka 4.5).




Honwneaq mepanus
PasentoH 80 mg/5 mg TabneTkn MOTAT Aa C& NPHNAraT OpH NALHEHTH, NPH KOHTO KPRBHOTO HA/IAraHE
He MOXE 12 Ce KOHTPOTHPA a/IeKBAaTHO caMo ¢ aMnoguiHy 40 mg /5 mg.

Ipenops4Ba ce OTAENHO THTPHPAHE Ha JO3NTE HA /IBATA KOMIIOHEHTA (T.€. aMIOJUIIHHE H
TeTMUCAPTAH) TIpeAH MPEMHUHABAHE KbM (PHKCHPAHATA NeKapCTBeHa koMGuHauus. KoraTo € YMEcTHO
0T KIHHHMYHA [MIEAHA TOYKE, MOXKE I3 ¢¢ 0OMHCIM TUPeKTHO NpeMHHABaHE OT MOHOTEPAIHA KbM
¢ukcHpaHara JeKapcTBeHa KOMOUHAUMA.

IayyenTyTe, npremamy 10 mg aMICAKITHH, IPH KOHTO BE3HAKBAT N033-34BHCHMH HEMXCIaHH
peaKiHH, KaTo eeM, MOTAT a TIPEMUHAT Ha Tepanud ¢ PasenTod 40 mg/5 mg BeAHEXK THEBHO,
HaMaIABANKM A03aTa AMIIOHHITHH, 63 Taka Ja ce HaMaldBa OUaKBAHHAT AHTHXMICPTEHIHBCH
OTTOBOP.

Jamecmumenna mepanusa

[TanpeHTHTe, KOWTO MPHEMAT TEJIMHCAPTaH H aMJIOTHITHE N0 HopMaTa Ha OTAeNHN TabIeTkH, MOTaT
BMECTO TOBA BEMHEX JHEBHO Na Npuemar Tabnerkd PapeHToH, ChABPKALIM CHIHTEC KOMIIOHCHTH, CBC
CBLIHTE A03H B eHA TableTKa.

Creyuaiiy nonyaayuy

Cmapuecra evapacm (> 63 years)

INpH NaiMeHTH B CTApYecKa Bh3PacT He & HeoOXOXMMO KOPHIHpaHe Ha fo3ara. Hma Manko
uH(OPMALKs 32 MPHIATAHETO TTPH MHOI'O Bh3PaCTHH TMALMEHTH.

T[Ipy NalMEHTH B CTAPYCCKA BB3PACT ce IPenopbuBaT 00UYAlHITE CXEMH HA IPIIAraHe Ha
aMITOZMITHE, HO NPV YBETMIABAHE HA A03aTa TpA6Ba [a ce MOAXMK A ¢ NOBHIIEHO BHHMAHHE (BXK.
Touka 4.4).

Bubpeuno yspescdane

OnuThT MpH NALAEHTH ¢ TEKKO GBOPETHO YBpeXK/AaHE WIH NPH Te3H Ha XEMOHATH3A € OTPaHHYCH.
[IpH Tasu rpyna TAUMEHTH Ce NPenopbuBa NPHEMAHETO Ha TENMUCAPTAH/aMITOJMITHH 112 CTaBa C
[TOBHINEHO BHHMAHKE, Thil KATO aMJIOAHIIHH H TEIMHCAPTAH HE Ce AWATH3MPAT (BXK. CBINO TOUka 4.4).
He ce H3HcKBa KOpATHPAHE Ha JO3UPOBKATA NpH NMALMEHTH C JIEKA 10 YMEPEHa CTElNeH Ha 6u0peuHo
YBpeRIAHE..

Yepnodpobro yapesicoane

PaBeHTOH € IPOTHBOIIOKA3AH IIpY MANMEHTH C TEXKO YepHOIPo6GHO yBpexknane (BX. ToUKa 4.3).

T1pH NALHEHTH ¢ NeKa 10 yMepeHa YepHOAPOSHO YBpexAaHe, TeIMUCApTa/aMnonuiy Tpabsa ia ce
TIpHIAra ¢ BHUMAHKE. 3 Te/MHCAPTAH, 103UpoBKaTa He Tpabea Aa nafeuiaea 40 mg BEAHBK THEBHO
(B%. Touka 4.4).

ITeduampuuna nonyrayus
Be30macHOCTTa M ePMKACHOCTTA HA TENMHCAPTAW/ aMJIOIMIWH HpH Aeua Mol 18-roaHIHa Bb3pacT He
ca ycTaHopeHH. HAMa HATHYHM JaHHH.

HauuH Ha npunoxeHUue

[TepopanHo DIpUIOKEHHE

PaBeHTOH MOXKE Ja Ce TIpHeMa Che WK §¢3 xpana. [Ipenopbupa ce IPUEMAHETO Ha PABEHTOH ¢ MAITKO
KOJIHYECTBO TEUHOCT.

4.3 IIpoTuBOROKA3aHHHA

KBM HAKOE¢ OT IIOMOLIHUTE BELIECTBA, H30POeHH B TO4Ka 6.1
- BTOpH  TPeTH TPUMECTBP OT HpeMeHHocTTa (BXK. TOUKH 4.4 1 4.6)
- A(rpunn 0OCTPYKTHBHY HAPYIIEHUA ¥ TEXKKO YePHOAPOOHO yBpEKAaHe




- Hlox (BRIIOYHTEIHO KapIWOTCHEH 1OK)
- OBCTPYKIHS Ha M3XOMALIHA TPAKT HA JIABATA KaMepa (Harp. BHCOKOCTENeHHA A0PTHA CTEHO3a)
XeMONMHAMHYEO HeCTaKIHA CHPASTHA HEJOCTATHYHOCT ClIEA OCTHP HHPApKT Ha MEOKapHa

CropreTBamaTa ynoTpeba Ha TeMMHCApPTaH/aMIOOMIMH ¢ AMCKHDEH-CHABPKALM [IPOMYKTH 2f:
NMPOTHBONOKA3aHa [PH MalerTy ¢ Tuaber umu 6u6peuro yspexaane (GFR < 60 ml/min/1,73 m®)

(B TouKH 4.5 M 5.1).
4.4 CrneuMalH{ NpeaynpesIcHHA K MPeAa3Hn MEPKH IPH ynoTpeda

BpemenHoct
ITo Bpeme Ha HpeMeHHOCT He TpAGBA 1A ce 3aroyea TCPAlli ¢ AHTHOTEH3HH 1l penenTopHu

aATaroHUCTH, QCBEH KOraTo HNROILIXABAHETO HA TEPaNkATa ¢ anrHoTeHsnd I peuenTopan
AHTArOHHCTH CE CMATA 32 HATOKMTENHO, TAIMEHTKUTE, ILTAHMpPALIH 13 3a0peMeHeAT, Tpabsa za
NPEMHHAT HA ATTEPHATHBHO AHTHXHMIICPTEHIUBHO JIEYEHHE, C YCTAHOBEH Mpodi Ha 6e30macHOCT NpH
ynorpeba 1o speme Ha OpeMeHHocT, Clel Anar HOCTHIMPaHe Ha GPEMEHHOCT, IeYEeHHeTo ¢
aHruorenzuH I penenTopHy aHTaroHUCTH TPsOB2 Na OBJle UpeyCTAHOBEHO He3abaBHO, H, 110
BB3MOKHOCT, A CE 3allOVHe ANTepHaTHBHA Tepanus (BK. Toukd 4.3 1 4.6).

YepuoapobHo yepexnaHe

TenMuicapTan ce eKCKpeTpa ModTH H3LAI0 Ype3 xbukara, [Tpu nmatuenTate ¢ 00CTPYKTHBHY
3ab0nABaHHA HA MUTBYKATA WM 9epHOAPOOHO YBPEKIAHE MOXKE d C€ 0YaKBa TIOHKEH KIUPBHC.
[MonyUMBOTHT Ha aMIOORMHH € YOBDKSH H croiiHocTHTe Ha AUC ca Mo-BHCOKM NPH NAITUEHTH C
HapyeHa 9epHOApotHa GyHKIMS, KaTo He ca YCTAHOBeHH MPeTopbkH 3a 1o3ara. [10 TasH NMPHIHHA
JIedeHHeTOo ¢ AMIOOUIIH TPAGEa A2 3aM04He ¢ 4032 B JONHHA Kpail Ha J030BUA UHTEPBAT M 1A C&
TIOAXOMAA ¢ IIOBHIIEHO BHAMAHHE KAKTO [IPY 3a[104BAHE HA JIEHEHHETO, TAKA H [IPY YBEMaBane Ha
nosata. ETo 3ailo npy Te3H NaueHTH TCIMUCAPTAH/aMIOMIIHH TpsOBa Aa ce ynoTpedasa c
NOBHUIEHO BHHMAHHE.

PeHoBackynapHa XMNCPTOHHA

Koraro naumenTs ¢ IBYCTpaHHA CTeHO3a Ha OLOPCUHHTE apTepyH KA CTEHO3a HA apTepHi Ha
€IHHCTBEH (PYHKUHOHKpALT OROpeK, ¢a IEKYBaHH ¢ IEKADCTBEHH IPOAYKTH, KOMTO 3aCATaT CHCTEMATA
pPeHHH-AHTHOTeH3MH-anaocTepoH (PAAC), ChlecTBY Ba TOBHILEH PHCK OT TEHKA XHIOTOHHA H
OBROpeUHO YBPEKIaHe.

B1bpeuno yvepesaane H TPAHCIUIAHTALIHA Ha GEOpeK

Koraro TenMHcapTaH/aMAOAIMH CE H3TI0/3Ba 3a IeYeHHE Ha IIALHEHTH ¢ HapyweHa 6n6pedna
GYHKLYS, CE TIPENIOPLUBA NEPHOANIHO MOHUTOPUPAHE Ha CepyMHHTE HMBA Ha KAIWH M KpeaTHHHH.
Hsma OMKT B IpUNaraHeTo Ha TeNMHCAPTAH/aMIOAUNHE NIPH NAHHEHTH CBC CKOPOINHA
TpaHcIIaHTauns Ha Oe0per. TeIMHcapTaH B aMNOJUITHH HE C& THAIM3HPAT,

BrTpechaopa xunoBoneMHs
TIpH NanMesTH, ¢ XAOBONEMHAS W/HIIH H3UePBaHE HA HATPHA, HATIPHMED NIOpalH HHTCH3HBHA

AUYPETHYHA TEPAIHA, HAMAIICH [IPHEM Ha COJIH MOPaiH AHETa, TUAPUA MK OBPBLIAHE. MOKE fid
BLIHMKHE CHMITTOMATHYHA XMIIOTOHMS, ocofieHo cnej MpHharaHe Ha MspBaTa 4034, Takkea
CHLCTOSHMA TPADRA Ja GLAAT NPeoJONeNy NpeIy NPIICKEHHETO Ha TeMMucapTad. B cnyuai Ha
XHMOTOHMSA BCNEACTBHE JISUCHHE C TEIMHUCAPTAH/aMIOAUITMH, NauUeHTHT TPAOBa 4a Obie nocTaseH B
JIETHATO MONMKEHHE M, 4K0 e HeoGX0IuMo, 1a My OB e IIPWIoKEHO HHTPABEHO3HO BNIHBAHE HA
du3ronorvdeH pasraop. Cnen cTabWIM3HPaHe HA KPBBHOTO HalAraHe, NTeYSHHETO MOXKE a Onae
IPOJBIIKEHO.

JBoitno G10KNpane Ha peHVH-aHTHOTCHIHH-a/I0CTEPOHORAT aCHCTEMA {PAAC)




nBoiino Gnoxupare Ha PAAC upes koMGuEHpanata ynotpeba na ACE nHxu6uTOpH, anrdotenskH II-
peuenTopHy G10KepH W alNHcKKHpeH (Bk. Touku 4.5 1 5.1).

AKO ce MpEleHH, Y€ TepalHATa ¢ ABOHHO GokHpane e abcomoTHO HeoGXomiMa, ToBa TpAOBa Aa
CTaBa caMo MoJ HabMIOASHHETO Ha CIeNMANMCT H NPH YECTO BHUMATEIHO MOHMTOPHPaHe Ha
6p0peuHara (pyHKUNA, ENSKTPOJUTHTE H XPBBHOTO HaNATaHe.

ACE vnxHGMTOpH H aHrHoTensuH 1[-penenTopyH GnokepH He TpAOBA a Ce H3MOI3BaT EXHOBPEMEHHO
IIpH MauMeHTH ¢ AnabetHa HedyponaTd.

EQ!FH CBhCTOSHHA CHC CTHMYIald Ha CHCTEMATA PEHHH-aHTHOTeH3HH-aATOCTCPOH

ITpy NAUMEHTHTE, YMUTO CHOOB TOHYC W OBOpedna iyHKIHA ca B 3aBHCHMOCT Haii-Bede OT AeHHOCTTa
HA PEHHH-aHIMOTEH3HH-ANIOCTEPOHRATA CHoTeMa (HaNp. NAUMEHTH ¢ TEKKA KOHIeCTUBHA ChpASIHa
HEMOCTATLYHOCT HIIH OCHOBHO 656pedHo 3abon1pane, BIIIOIHTENHO CTEHO3a Ha OBOpeyHITe
apTepHi}, TeYEHHETO C JIEKAPCTBEHH NPONYKTH, MOBIHABAIIY Ta3H CHCTEMA, ¢e CRBpP3Ba ¢ 0CTpa
XHIIOTOHHA, XATIEPa30TEMHUA, OIIHTYPHA, MM PAIKO ¢ TEXKO GBOpedHo yBpexaaHe (Bxk. To4Ka 4.8).

[TepBHYEH ANIOCTEPOHHIBM

TlalHeHTHTe ¢ TBPBHYEH ATAOCTEPOHUIEM B 00IOHA CIyYall He ce NIORMHABAT OT
AHTHXHICPTEH3HBHHATE JICKAPCTBEHH NPOAYKTH, NEHCTRAIIH Upe3 HHXAOHpane Ha peHHH-
aHTHOTEH3HHOBaTA cucTeMa. [lopanu Tosa, ynotpebara Ha TeTMHCAPTaH HE ¢e Ipenoph1Ba.

CTeH03a HA A0PTHATA W MHTPAIHATA KIaMa, oGcTpYKTHBHA XHNIepTpoGMiHA KapAHOMAONATHA
KaKTo npH IpyruTe CHAOPa3ITHPSBALL CPECTBE, CIELHATHO BHUMAHHE Ce 00pbIIA HA [IALMEHTHTE,
CTpAlALIM OT CTeHO3a Ha 30PTHATA M MUTPATHATA KIana, HH 00CTPYKTHBHA XHNEPTPOPHIHA
KapAUOMHOTIATHA.

Hecrabunna CTCHOKAPIHA OCTED HH@&QKT Ha MHOKapaa

HsAMa JaHHY B MOIKPENa Ha yIoTpeGaTa Ha TEMMUCAPTAH/aMIONMIHE B CTyvail Ha HecTabunHa
CTEHOKAPIUA H 11O BPEME Ha WIH A0 Kpas Ha MEPBHS Mecel( Cllel NPETEPRAH HHQApKT Ha MHOKapaa.

[TanueHTH Cbe ChHpJeTHA HENOCTATEYHOCT
B enHO ABACOCPOUHO, MAANEH0-KOHTPONUPAHO H3NWTBAHE HE AMIOAMIHH [IPH TAHEHTH C TCKKA

chpaeyna Henocrarkunoct (krac I 1 [V mo NYHA) cpobiieHaTa yecToTa Ha Genoapobel OTOK € Mo-
BHICOKA B IPYHaTa Ha J€YEHHe ¢ AMIOANITHH, OTKOJKOTO B rpynaTta Ha nuanebo (Bik. ToUKa 5.1).1To
TA3H OPWYHHA [IpY TAUHEHTHTE ChC ChPMEYNa HEOCTATEMHOCT JIe9eHHeTo TpsHBa 13 ce MPHIAra ¢
MOBHLIEHO BHHMAHHE.

BiiokepH Ha KANIHEBHTE KaHATTH, BKIIOYHTEIHO aMIOMMITIH, TPA0Ba 12 C& NPHUNAraT ¢ IOBHIIEHO
BHUMAHHE NPH MALHEEHTH Che 3aCTONMA ChPAEYHA HEIOCTATEYHOCT. THil KaT0 MOJKe 18 YBE/IHIaT
PHCKA OT 6BIEIH CHPASYHO~CHA0BA CHOHTHE H CMBPTHOCT,

TaupenTH ¢ AuabeT, JEKYBAHE ¢ HHCYIUH WIH TPOTHEONHAGETHH checTBa

TIpu AeueHHe C TENMHCAPTAH, APH TE3H MALMEHTH MOJKE J1a Bb3HHKHE XHUIIOTIMKEMHs. 3aT0Ba TIPH
Te3U MALHMERTH € HeoOX0OHMo Aa ce 06CHAN CROTBETHO NMPOCNeIBaHe Ha HUBOTO Ha NIHOK03a B
KPBBTA M MOKe 3 & HATTOKM KOPHTHPAHE Ha [03aTa WHCYJIMH WK aHTHANAGETHO CPENCTBO, KOraTo €
MOKA33HO.,

XuneprantueMuisn
Ymorpebara Ha JieKapcTBeHH NPOTYKTH, KOWTO NOBIHABAT PEHHH-aHTHOTCH3NH-ANI0CTCPOHHATA

CHCTEMA, MOYKE 1A TIPHYHHH XHMEpKATeMHA. X UNepKaneMHATa MOKe 13 MPHYHHY CMBPT IPH
[ALHCHTH B CTAPYECKA Bb3PAcT, NAUMCHTH ¢ HEOPETHO yBpexaane, NAIMEHTH ¢ AHADET, NALMEHTH HA
CBITHTCTRAILIA TEPAINHA C IEKapCTBEHH MPOIYKTH, KOWTO MOraT Aa AOBHINAT KOHLEHTPAUHATA Ha
KaJTHi, I/WIH TIPH TTALHSHTH ¢ JPYTH CBIIGTCTBALIH CHCTOAHHA

NOJI3a/pUCK.




OCHOBHHTE PHCKOBH aKTOPY 33 BL3HHKBANE HA XHNePKATHeMHs, KOHTO TPAGEA Ija C& B3EMAT MO

BHHMaHHE ¢a

- 3axapeH nuaber, 650peuno yBpemaaHe, pp3pacT (>70 rondHE)

- KOMOVHAIHA ¢ eIHH WIH NOBEYE NeKapCTBSHH NPOAYKTH, KOMTO IIOBJTHABAT CHCTEMATa PEHHH-
AHTHOTEH3HH-ANIOCTEPOH H/HITH ChABPKALLY KATHA XpaHHTEIHA Ko0apKH. JlekapeTeeHuTE
OPOAYKTH WIH TEPANEBTHYHUTE [PYTH, KOMTO MOTAT 1 [IpeIH3MBHKAT XHISPKANEMHEA Ca
3aMECTUTENH HA COJITA, ChIBPKAIUN KATH, KATHi-ChXpanasallly AvypeTHiH, ACE
HHXHOHTOPH, aHrHOTeN3KH [ pellenTopHr aHTArOHICTH, HECTEPOHIHHE IPOTHBOBLINATHTETHH
cpenctsa (HCIIBC, BrmrountenHo cenekTuprkre COX-2-nHXHOUTODH), XETIapHH,
HMYHOCYNpecopH (LHKIOCTIOPHH HIH TAKPOIHMYC) H TPUMETOMPUM.

- CBIIETCTRAIH CHOMTHS, B YaCTHOCT AeXHAPATALHS, OCTPa CHPASUHA JEKOMICHCALTHA,
MeTad0oIHTHE AWA034, BlIolaBaHe Ha OROpeuHaTa (yYHKLES, BHE3AMKO BIOWABAHE Ha
CBCTOAHHETO Ha 6bOpelTe (Hanp. HH(EKIHOIHH 3a00NaBaHNA), KICTEYHA K32 (Hanp. ocTpa
HCXeMud Ha KpaliHHK, pabnoMHOITH3a, TONAMa TPaBMa).

HeOﬁxO)lHMO € J1a € pOBLX/Ia BHHMATSIIHO MOHHTOPHPAHE Ha CEpyMHHTE HHBA Ha KallHA TPH TE3H
[AUMEHTH (BX. Touka 4.5).

[TanueHTH B CTapYecka BHIPACT
[pu yBenuvapaye Ha 0O3aTA HA AMJTOAMITHH OpH TALIHEHTH B cTApyecKa BE3pacT Tpadsa na ce
MIOMX0 A ¢ IOBHILIEHO BAAMaHHE (B, Touka 4.2 1 5.2).

Harpnii
ToBa NeKapcTBO CHELPKA MO-Manke ot 1 mmol Hatpmii (23 mg) 3a TabneTka, T.e. MPaKTHYSCKY He
CBOBPAKE BATPHIA.

Hpyru

Kakro (ipH BCEKH aHTHXHITCPTCH3HBEH JCKAPCTBEH POAYKT, [IPSKOMEPHOTO NIOHIDKEHHE Ha KPBBHOTO
HANAraHE MPH NAIHEHTH ¢ HCXEMHYHA KapAHOMHONATHA HITH HCXEMHYHO ChPASYHOCHIOBO
3abongBafHe MOKE 1a AOBEE 10 MHQAPKT HA MHOKAPIa HITH HHCYIIT..

4,5 BzaumoneitcrBHe ¢ ApYrH JeKapcTBeHy NPOIYKTH ¥ APYrH OpMHE HA B3aHMOICHCTBHE

He ca YCTAaHOBCHH B3aHMOIeicTBHA MEXOY ABATA KOMIIOHCHTA Ha TalH d)HKCHpaHa KOMGHHaIIPI}I o
BPEME HA KITHHAYHHUTEC W3NHMTBaHKA.

BzaumonelicTeiA, CEBP3aHK ¢ KOMOMHALMATA
He ca mpoeexgaHu DpoyYBaHHA 3a JEKapCTBEHHTE B3aMMOAEHCTBHA.

a ce g3eme npedgud npu coirpmemeaa ynompeda

Jpyau GHmuxXunepmen3uHI 1eKapCmeent RPoOyKmu
[ToHWKABAMAT KPBBHOTO HanArase e(eKT Ha TeIMHCAPTAH/aAMIOIHITHHE MOXe fa ObJe 3aCHyIeH npH
CBHITBTCTBALIA YNOTPE6a Ha APYTH AHTHXUINEPTEH3MBHH JEKapPCTBEHHN MPOTYKTH.

ﬂekapcmeeuu npot)yxmu € ROMEHYUAR 30 NOHUNCABANE HA KPBEHOMO HAAACAHE

C ornen Ha QapMakoNOTHIHUTE UM CEOHCTBA, MOXKE Ja Ce 0UaKBa, Ye CIERHHTE JIEKAPCTBEHH
MPOLYKTH MOTAT A 3aCH/IAT XMIOTOHHYHHTE ed)eKTH Ha BCHUKH AHTHXHIEPTEH3HBHH CPEACTRA,
BKJIKOUHTETHO TO3M JACKAPCTBEH IpOayKT, Hanp. faknodeH, aMH(OCTHH, HEBPOJEIITHIIM HIH
aHTHOenpecadTH. ChHILO TaKa, OPTOCTATHYHATA XHNOTOHHA MOXKe Ja OBAe 3aCH/IeHa H OT alIKoXoJl.

Kopmurocmepoudu (3a cucmemno npuroicenue)
HamansBaHne Ha AHTHXUIIEPTEH3IUBHNA eekrT.

BaapMmoneHcTBHA, CREP3AHE ¢ TENIMHECAPTAH

He ce npenopuvusga CHRbLMCMEANQ Mepania




Kanudi-coxpanagatyu Ouypemuyu wid CbObPICAtyH KATUH XPAHUMETHY dobasku

AnrroTenziH 11 pellelTOpPHHTE AHTArOHHCTH, KAKBBTO € TEIMHCAPTaH, HAMAJIARAT 3aryGara Ha Kanuif,
MPHIMABHKAHA OT AHypeTHIMTe. Kanuii-chXpaHapalulykTe My PETHLIN KaTo CIHPOHONAKTOH,
eMUIEPEHOH, TPUAMTEPEH, HIli AMUJIOPH, ChABPKALINTE KaTiil XpaHHTENHH 100aBKH, WIH
CHLALPKALINTE KANKif 3aMECTHTENH Ha CONTA, MOraT 1a NOBEJAT [0 3HAUMTENHO NOBHIICHHE Ha
CEpYMHHs KaJTuii. AKO e NI0Ka3aHa ChIBTCTRAlA yNoTpeba, Nopajii A0KYMEHTHPAHA XHIIOKAIMEMH, ©
HEOBXOAMMO JIEKAPCTBEHUTE MPOAYKTH Aa OBJaT H3NON3BAHH C NOBHIIEHO BHUMAHNE, H C [TOCTOAHHO
MOHHTOPHP&HE Ha CEPYMHUTE KOHIEHTPALMH Ha KAJUA..

Jumuii

CboGIIABAHM ca cIy4aH Ha oGpaTHMH NOBHLIEHNSA B CEPYMHHTE KOHLCHTPAIKH Ha JIATHA X
TOKCHYHOCT, PH €AHOBPEMEHHO NPIIIOKEHHE Ha NATHHA 1 UHXHOUTOpH Ha AHTHOTEH3HH
KOHBEPTHPAIIHA EH3UM, KAKTO M C aHTHOTEH3HH I pelieriTOpHH aHTarOHHUCTH, BRIHOUHTENHO
TenAMucapTaH. AKo KOMOMHIpaRaTa ynoTpeba ce oKaxe HeoOXOIHMa, € PENOPBYHTENICH BHUIMATEICH
MOHHUTOPHHT Ha CEPYMHHTE HHBA HA MHTHA.

JIpyau aumuxunepmensuenu nekapemeent npooyKkiny, OeliCeayli Ha PEHuH ~QHEUOMEHIUR
anoocmeponosama cucmema (PAAC)

JlaHHKM OT KIMHATHY TIPOYYBaHHA TIOKA3BaT, Ye ARoitHoTo GoKMpaHe Ha CUCTEMATa peHUH -
anrvoTensun angoctepor (PAAC) upes kombunnpanara ynotpeba Ha ACE HHXKOUTODH,
aHrHoTeH3ME [I-perenTopHu 6oKepy WIH ANHCKHPEH Ce CBBP3BA C [10-BUCOKE HECTOTA HA HEXEIAHH
cHOUTHA, KATO HAIPYMED XHITOTOHHA, XUIIepKaTHeMH i HaMallABaHe Ha O6peyHarta GyHKIHA
(BKJFOUMTENHO TexKKo OBOpeyHo yBpesknaHe), B CpaBHEHHE C ynoTpe6aTa caMo Ha IHO CPeIcCTBo,
meticTeamo Bepxy PAAC (Bx. Touku 4.3, 4.4 1 5.1).

Cenvmcmeauja vrzompeﬁa, WIUCKBAWA HOBUUIEHO BHUMAHUE

HecmepouOuu npomugosb3nanumentu cpedcmea

HCIIBC (T.e. aleTHACANHIIIIOBA KHCENHHA B POTHBOBE3NAIMTENIHH O3H, COX-2-naxubuTOpH, U
neceexTunEH HCIIBC) MOraT ia HAMAJIAT aHTHXUIIEPTCH3MBHNA e(EKT HA AHTHOTEH3HH I
PELCITOPHUTE AHTATOHUCTH.

TIpM HAKOM TIALMEHTH € HapyLuena GB0pedna GyRKIMA (Hanp. TAUEHTH ¢ ACXHAPATaliii WIH
TMAUMEHTH B CTApUEcKa BR3PACT ¢ HAPYIIeHa Gp0peyHa ¢y HKUMT), CAHOBPEMEHHOTO IPHIArane Ha
aHruoTen3kH [ penenTopH aHTANOHHUCTH | JIEKAPCTBEHH CPEACTRA, KOHTO HHXHOHPAT LHKIO-
OKCHI€HazaTa, MOJKe JIa HMa KATO pe3y/TTaT r0-HaTATHIIHO BIOMIABAHE Ha Gp6peunara QyHKIMS,
BKTIOYHTENTHO BB3MOKHO TEKKO GBOPEUHO yBpesxaaHe, KoeTo 0GHKHOBEHO ¢ 0OPATHMO. 3atopa,
kxoMOuHanuATa TpaOBa fa Obae NpHaraHa ¢ ROBUILEHO BHUMAHHE, 0cof0eHO NPH MALHEHTH B
crapuecka BE3pact. [TanuenTyTe TpAGSA Ja GBIAT aNCKBATHO XMAPATHPAHH, KATO MO BHHMAHHE
TpAGBa fa ce BIeMe H MpocneassaHeTo Ha Grpeunata QyHKIHA e/ 3al01BAHE Ha CBHITETCTBAINATA
TEpANHs ¥ NEPHOLKTHO CHeN TOBd.

Pamunpun

B eHO M3NWTBAHE, €IHOBPEMEHHOTO NPHJIAraHe Ha TE/IMUCAPTAH H PAMHNDHI € NOBEIIO 10 2,5
kpatHo noruieHHe B AUCQ-24 1 Cmax Ha paMHOpK/I ¥ paMHUMPUIIAT. KnuHiyHaTa 3HAYAMOCT Ha
TOBa HAOMIOAEHHE € HEHIBECTHA

Ila ce 63eme noQ sruMeHle nPU CLRBMCIgUA yrompeba

Huzoxeun
KOraTo TeIMHCAPTAH ¢ NPHIAra JHOBDEMEHHO ¢ IUTOKCHH ce HAO/If0/1aBa NOBUIIABAHE HA

Me[/aHaTa Ha [IMKeBaTa (49 %) | Hal-HUCKATa Ia3MeHa KOHUCHTPALHA (20 %) ma gurokcud. Korato
Ce 3aMoYBa, KOPHTHpa C¢ 103aTa HITH ¢e NpeKpardBa TeIMHCapTaH, TpaGEa Aa ce Hab
Ha JHTOKCHH, 38 Ja Ce TIOATBKAT B TEPANeBTHYHUA HHTEpRA.

BiauMoacHCTBNS, CBEP3aHH ¢ aMIIQAHITHAH (



Cbnbmcmsag;a gnomgeﬁa, UIUCKBAWAQ NOGUILEHO HUMAaNK e

Huxubumopu na CYP344

CrrpreTBamara ynorpefa Ha aMIOAHIHHE ChC CHITHA WK yMepeHH CYP3 A4 uHxubuTopH (IpoTeasHn
HHXH6HTOpH, d30JIOBH AHTHMHKOTHIH, MaKpOIHIH KATO CPUTPOMHIIMH HIAH KIADHTPOMHLHH,
BEpamaMHuT HITH JlHJ'ITHaBeM) MOXE fa [IPEAKX3BUKA 3HEAYHTENHO YREIHYABAHE HA CKCIO3IHLHATA HA
AMITOOHITHH, KOETO Ja JOBEAC A0 YBEIHUCH PHCK OT XUIIOTOHHA. KnuauuHata TpaHCIALUHEA Ha TE3H
(IJapMaKOKHHeT HYIHH BapHallHH MOXKE 02 € NI0-H3Pa3cHa IIPH NalfHCHTHTS B CTAPYCCKA BE3PACT. Tosa
MOYKe A HANOXKH KIHHHYHO MPOCTEABAHE U KOPHTHPAHE Ha JO3aTA.

Huoyxmopu na CYP344

IIpu epHOBPEMEHNO IPHNOKEHAE HA H3BECTHU MHAYKTOpH Ha CYP3A4 miasMeHaTa KOHUEHTPALMS Ha
aMITOMIIBH MOXe A3 Bapupa. [Topaan Toba KpHBHOTO Hangrane Tpabsa na ce Habnwaaega u Ia ce
0OMMCIIY aNanTHPAHE HA HO34TA KAKTO 110 BPEME, TAKa M CJIEA ChITBTCTBALL [IPHEM, 0COGEHO Ha CIUTHH
CYP3A4 uunyKTOpH (Hanp. pH(aMIUIIHK, % EIT KAHTAPHOH).

Hanmpoaen (undhysua)

[Ipn sKHBOTHH, CIIEN IPHIOKCHIIE HA BEPATIAMIUT U HHTPABEHO3EH JAHTPOJIEH, ca HaGIoaaBaHu
NeTanHa KaMepHa GUOPHNALAA I ChPASTHO-CHIOB KONAIIC BbB BPb3K4a ¢ XHIepKanuemud. [lopann
PHCK 0T XHICPKAIHCMUA € TIPETTOPEYHTERHC A8 ¢ H30HIBa SIHOBPEMEHROTO NPIIOKEHNE HA
OJIOKEPH Ha KATIMEBHTE KAHAIH, KATO aMJTOARNHH, TIPH [IALIHEHTH, CKAOHHH KbM 310KaYeCTBEHA
XHUIIEPTEPMHA, KAKTC H [IPH OBAAAIBAHETO Ha JOKAYECTECHA XUTIEPTEPMHSL.

I petinghpym v cox om zpeiingpym

IIpunosxenneTo Ha PaBeHToH ¢ TpelindpyT wiv Cok OT rpeHIPpyT HE ¢ MPENOpbYBa, Thif KaTo NpH
HAKOU TAIMEHTH OMOHATMYHOCTTA MOXKE Ja Ce YBEIH'YH, KOSTo Ja JOBeAe KO YBEeNHYaBaHe Ha
ehCKTUTE HA TOHIDKABAHE HA KPBBHOTO HaJIATAHE.

La ce a3eme RO srumenue RPU CUHDMCIREauQ ynompeéa

Taxporumyc

Hima pHCK OT yBenuYeHHe Ha HUBATa HA TAKPOJIOMYC B KPBBTA [P €AHOBPEMEHHO IPHIONKEHHE C
aMJIOJUITHH, BBIPEKH 4¢ (HapMaKOKHHETHIHHAT MEXaHHIEM Ha TOBA B3aUMOEHCTBHE HE € HATBIHO
H3iCHEH. 32 1a ce u30erHe TOKCHYHOCT Ha TAKPOITUMYC, B CITy4ail Ha € THOBPEMEHHO MPHIIOKECHHE HA
aMJTOIHUIIMH (PH [ALHEHT, TeKyBaH ¢ TAKPOIHMYC, € HeoOX0IHMO MOHHTOPHPaHE Ha HHBATA Ha
TAKPOITMMYC B KPBBTA M CLOTBETHO KOPHI'MPaHE Ha J03aTa TAKPOIMMYC IIPH HEOOXOXUMOCT.

Hurxaocnopun

He ca npoBesk1aHH POy BaHHAS 32 B3aUMOAeHCTBHS MEK/LY WHKIOCIOPUH H AMITOIOMNMH TIPH 3{PaBH
ROGPOBONUM H APYTH TIOMYNALHH, ¢ H3KMIOYEHHE HA NauneHTATe ¢ GuGpeuna TPauCTanTaus, NpH
KOHUTO € Hab/MrIaBaHo MPOMIHATA HA HAl-HHCKATA KOHIEHTPANMS Ha [IHKIOCTIOPHH A Ce TOBHILABA
(cpenmno 0-40%). Cnenpa ga ce MMa NpeBU MOHHTOPHPAHE HA HHBATA HA LIMKJIOCTIOPKH NpPH
nalpeHTuTe ¢ 6p6peyHa TPAHCILIAHTALNS, TEKYBAHH C AMIIOAMITHH, KAKTO H CHOTBETHO HAMALABAHE
Ha 703aTa EHKNOCIIOPHH TIpH HeoOXOMHMOoCT,

Huxubumopu na npuyeanus 3a panamiyux exnsusm npu Gozatinuyy (imTOR)

MTOR RHXHOHTOPH KAaTO CHPONUMYC, TEMCHPOTHMYC 1 eBepoimmyc ca CYP3A cyGetpara.
Amnopunus e cnab CYP3A umxuburop. [Ipu csnerereanig npuwioskenue Ha mTOR uaxuburopy,
AMJTOJMITHH MOKE 3 YBeAH4H excno3uunata Ha mTOR unxuburopure.

Cumgacmamun
EnHoBpeMeHHOTO MHOrOKPaTHO MpuiIokeHue Ha 10 mg aMnogunvy ¥ 80 mg cHMBAcT,
YBCIMYCHHE HA HMBATA HAa CHMBACTATHH a0 77 %, B CpaBHCHHUE CHC CHMBACTATHH,
CaMOCTOATENHO. 3aT0BA, MPH MALHEHTH, TPUEMAILA aMIIOAMITHH, ¢ HeoOX0aNMO
cuMBacTarid 10 20 mg gHeBHO.




4.6 @epTHaHTET, PEMEHHOCT H KBpPMEHE

bpemMeHHocT
Hanu4HE ca OrpaHHYeHH JaHHK OTHOCHO yrioTpefaTa Ha TeNMHCAPTAH/AMIONUITHH NPH OpeMEHHH

sexd. He ca H3IBBEPLIBEHH U3ITHTBAHHA C TCJIMHC&pTaH/ AMIOJMNUH 33 pENpOaYKTHBHATA TOKCHTHOCT
IpH XXHBOTHH,

Teamucapman

He ce npenopsusa ynotpebata Ha anrnoTeHsuH 1l peuenTopHu aHTArOHHCTH 110 BPEME Ha TBPBHA
TPUMECTEp OT GpeMeHHOCTTa (B. To4Ka 4.4), Yiorpebara Ha aHrHOTeH3HH 11 peueniTopH
AHTATOHUCTH ¢ TPOTHBOMOKA3aHA T10 BPEME Ha BTOPHS ¥ TPETHA TPHMECTHP 0T GPEMEHHOCTTa (Bx.
Touka 4.3 ¥ Touka 4.4).

[IpoyYBaHKATA ¢ TEIMMCAPTAH NPH KUBOTHH Ca MOKA3ANH HATHYKE HA PETIPOAYKTHBHA TOKCHIHOCT
{8:xK. Toura 5.3).

ENuneMHONOTMYHHUTE JAHHA 38 PUCKA OT TEPATONEHHOCT ciell excnosuiiug Ha ACE HHXHGHTOPH Mpes
IThPBHA TPUMECTBP Ha OpeMeHHOCTTa He ca yOenutenny. Bee mak, HE MOXE 11a Ce H3KITIOH
[IOBHLICHKE HA pHCKa. JIOKATO IUIICBAT FAHHH OT KOHTPOIMPAHO SITHAEMHOIOTHYHO H3CISABAHE 32
PHCKa OT JHCTBHETO HA aHTHOTeH3HH Il pelenTopHy aHTATOHHCTH, 33 TO3M KIIaC JICKAPCTBEHH
NPOOYKTH TAKHBA PACKOBE BHHATH Moxe Za uyMa, OcBeH KOorato NpOIb/DKHTEIHOTO NEICHHE C
aHruoTeH3uH 11 peuenTOpPHH aHTArOHKCTH O CHHTA 33 HATIOXKHTEIHO, NIAUMEHTKATE, KOWTO ITaHHpaT
na 3a0peMeneaT TpAGBa 12 [IPeMHHAT HA ANTEPHATHBHO aHTUXHNICPTOHUYHO JIEYCHHE, KOCTO € ©
J0Ka3aHa Ge3omacHoCT 3a GpemennH. KoraTo ce ycTaHOBH OPEMEHHOCT, JIEUEHHETO ¢ AHIHOTCHIHH I
pPeLIeNTOPHH aHTArOHHCTH TpsaGBa Aa GbAe NpeyCcTaHOBEHO HE3a6aBHO H, aKO € BB3MOKHO, Aa Ce
3aMoYHe ANTEPHATHHO TeICHHE.

HM3BECTHO €, e eKCMO3MIMATA Ha aHrHOTeH3KH 1l penenTopHy aHTarOHHCTH 110 BpeMe Ha BTOPHA !
TpeTHs TPMMECTPH, HEIYIWPa GEeTOTOKCHIHOCT (TOHHKeHa OBOpeTHa GbyHELIHMA, HAMATIABAHE HA
AMHHOTHYHATA TEYHOCT, 3a0aBane 0CHUKALMATA Ha YEPENa) H HEOHATAHA TOKCHIHOCT (GBOpeHO
YBpEX/IaHe, XHIOTOHK:, XHIepKanHeMus) (B, ToUKa 3.3).

TIpH eXCTIO3HIMA HA AHMHOTeH3¥H II pelIeNTOPHHK AHTArOHKUCTH 1O BPEME HA BTOPHA TPHMECTED HA
OpeMeHHOCTTa, CE IPEeNOPLYBa H3BbPIIBAHE Ha YITPaiByKOB PErIC Ha 6u6pednara pykuua 1
Hyeperna.

KnpmaueTara, YHHTO Maiike ca PUEMANTH aHTHOTCH3HH [T peLienTopHY aHTaroHUCTH TpaGra Aa Gpaar
HaO/IIOIABaHH 32 TI0SBa HA XMAOTOHMS (BIKTE ToaKH 4.3 1 4.4).

Amnoounun

Be30macHoCTTa HA AMMOTHIIMH (10 BpeMe Ha GPeMEHHOCT [IPH XO0pa BCE OLIE HE € YCTaHCBEHA, B
Ipoy4BaHKs [Py KHBOTHH ¢ HabnronasaHa penpoAyKTHBHA TOKCHYHOCT [IPH BHCOKH J03H (BXK. TOHUKA
3.3).

Kspmene
AMITOIHITHA C€ eKCKPEeTHPa B khpmara. YacTTa oT o3ara Ha MaifkaTa, NofyyeHa OT KbpMalueTo, €

IRYHCAEHA ¢ WHTEPKBAPTHIeH quanasol 3-7 %, ¢ MakcuMyM 15 %, EQEKTHT Ha aMIOIHIAH BBPXY
KBpMadeTaTa € HCH3IBCCTEH.

Ilopaau ToBa, Y€ HE € HANMYHA HIPOPMALKS OTHOCHO YNIOTpeGaTa Ha TENMHCAPTAH 110 BPEME Ha
KbPMeHe, ynoTpeGaTa Ha TEIMHCApTaH/aMIOIMITHE He Ce IIPEN0pbUBa; HEOOXONUMO € [a Ce NPHCTHIH
KBbM ANTCPHATHBHO JICUSHHE ¢ JOKazaHa 0e30MmacHoCT o BpEMe HA KbPMEHE, ocoDeHo KoraTo ce
KBPMH HOBOPOACHO HITH HEfloHOCeHo Oebe.

DeprunuTeT
He ca Hannuuu JAaHHH 0T KOHTpOJ'IHpaHPI KIUHHYHHA W3NUTBAHUA C (bHKCHpaHaTa

HJIH ¢ BCEKH OT KOMIIOHCHTHTE IIOOTAEAHO.




He ca IpoBeskaHi OTACIHE H3THTBAHWA 34 PeNpPOIyKTHBHA TOKCHIHOCT ¢ KOMOHHAIHATA
TEMMUCAPTAH~-AMIIOTATHH.

B NpeIXTUHMYHH H3IATBAHMA He ca HaGoNaBaHK Bh3AeHCTBIS HA TEIMUCAPTaH BbPXY Qepruiaurera
MIPH MBXKH H KEHCKH XKHBOTHH.

TIpH HAKOM TIALHEHTH, NIEKYBaHHU ¢ GlI0KepU HA KATLHEBHTE KaHAM, ce chobIaBa 3a 0bpaTumMy
HHOXMMUYHH IIPOMEHH B TIABATA HA CiepMaTo30HANTe. KIMHUYHITE AAHHH 33 NOTEHUMANHHSA edeKT
Ha AMITOJIMITHH BEPXY (EPTHIHTETA 4 HCAOCTATHYHU. B eiHO NpoyuBaHe IPH NIBX0BE Ca
YCTAaHOBEHH HEXENAHH eekTH BLPXY (PepTHIHTETA IPH MEXKHTE (BK. TOUKa 5.3)

4.7 EdexTn supxy cnocodHocTTa 32 miodupaHe H paboTa ¢ MAIHHA

To3H NeKkapcTBeH NPOAYKT MOBIHABA B YMEPEeHa CTerleH cnocobHOCTTa 3a modnpane | pabota ¢
mamund. [TamuenTyre TpadBa na ObaaT HHQOpMHpaHH, Y€ N0 BpeMe Ha JIUSHHETO MOXKE 13 ¢
HaBII0aBAT HEXKENAHN PEaKLIMH, KATO CHHKOI, CHHIMBOCT, 3aMAiiBaHe IWIH CBETOBBPTEK (BXK. TOUKa
4.8). 3aT0Ba ¢¢ NPEMophYBa NOBUIIEHO BHUMAHHE N0 BPeMe Ha luodupane H pabota ¢ MawuHu. [Ipu
T0ABA HA TE3W HEKEAAHH PEaKLHH, € HeoOXO0IMMO [a Ce H30SIBAT [IOTEHIHAIKO ONACHH AeHHOCTH
Karo mogdHpase ¥ pabora ¢ MalIMHH.

4.8 Hemxenann JexapcTBEHH PEAKLHH

O600menme Ha npoduya Ha Ge3onacHocT

Haii-uecTHTE HeXenaHu NEKApCTBEHH PeakiliH BKIIOYBAT 3aMasHOCT 1 nepud)epeH oToK. B penxy
CNy4aM MOMKE J1a BE3HMKHE ¥ CEPHO3CH CHHKon (To-Manko oT | ciyvaii Ha 1 000 MALAEHTH).

C’bO6lJ.IEHP[Te OO MOMEHTA HCXC/IAHH peakury, OTHACAIIH ¢C 10 HHEKOH OT KOMTIOHEHTHTE
(TENMHCApPTaH WIH aMIOAMIIEH), MOTAT [a OBAAT NOTEHUHATHH HEXeNaHH Peakiyy H Ha PaBeHToH,
JOPH 4KOQ HE Ca HaGHIO,lIELBaHH B KIHHHYHH NpOoy4YBalHg WIH [0 BPEME Ha NOCTMAPKETHHIOBHA
nepuos.

TabanueH By HA HEOKETAHWTE NEKAPCTEBEHH PEakUUH
Be30nacHOCTTa M MOHOCHMOCTTA HA PaBeHTOH ca OLCHECHH B 5 KOHTPOITHPAHH KIMHHHYHH H3MHTBAHHA

¢ Han 3 500 nanmenT, Hax 2 500 OT KOHTO ¢a IpHEMATH TEAMKCAPTAH B KOMOHUHAINS € AMIOAHTIHH. .

Heskenannre peakiMy ¢a ONpeNe/leHH Cropel Y6CTOTaTa Ha Bb3HHKEAHE, ChIIAcHO CIEaHaTa
kaacHpUKarua: MHOTO decTH (>1/10); wectn (=1/100 no <1/10}); nevectn (=1/1 000 no <1/ 100); penku
(=1/10 000 a0 <1/1 000); MHOTO penku (<1/10 000), ¢ HeM3BECTHA YecTOTA (OT HANHYHHMTE NAHHH HE
Moske fla Oblie HAlpaBeHa OLEHKA).

B5B BCsIKA IPyTIa, HEKETaHUTE PeaklMK ¢a NpeACTaBeHH B HU3XOIAM pejl 0 OTHOMIEHHE Ha TAXHATA
CepHOZHOCT.

Cucremo- PaBeHTOH TeamucapTaH AMI0aNNHA
opraHeH

KJac

Hudreraqun u urndecmayuu

Heuectn HHQEKIHH HA TOPHHTE

JHXaTeHH MBTHIIA, BKIT.
(apHHTHT ¥ CHHY3HT,
WHEKUAY Ha THKOTHHTE
ITBTHIIA, BKJI. LIHCTHT

Penxu LIUCTUT CEICHC, BKIIIOYHTENHO C /—s N
JeTaneH H3X0,E[1 A s s
7 =

Hapymenun na kpvema u IuMprama cucmema
Hewectn | | anemus

Nt e
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Penxu TPOMOOUMTOIIEHHS,
e03HHOMHIHA
MHoro JIEBKOLUTOTCHMH,
peaKH TpOMOOLKTOTIEHHS
Hapyuwienun Ha UMyRRAMA CHCMENQ
Penkn CBPBXYYBCTBHTEN- HOCT,
aHa(hUNAKTHYHA
peaxuus
Maroroe CBPBXYyBCTBHTEIHOCT
pPEAKH
Hapywenun na Memabonuzma u xpanesemo
HevecTH XHIEPKATHEMHS
Penixn XUIOTTIHKEMHA (pH
[alHeHTH ¢ AHadeT)
MHoro XUMIEPTIUKEMHS
peaKu
Heuxuuni napyuienus
Heuectn IpOMsHA HA HACTPOEHUETO
Penxm Iernpecus, ofsprasocT
6e3moKoHCTRO,
Ge3chHHe
Hapywieuun ya Heperama cucmema
Yectn 3aMassoCT
Hevectu CHLHITHBOCT,
MHTPEHa,
riasoGonie,
NapecTe3ns
Penxu CHBKOII,
neprdepHa
HEBpOIIATHA,
KHIIECTE3N,
JHCTEY3HA, TpEMOp
Muoro ekCTpalHpaMHAeH CHHAPOM
penkH XMIIePTOHMA
3pumennn napyrienun
Yectn 3PHTENHH CMYLICHUA
(BRAFOYMTEITHO SHILTONHA)
Hevectn HapyLIeHHe HA 3peHHETO
Penku IPHTENHK CMYileHHs
Hapywietua na yxomo 4 1abupunma
HevectH CBETOBBPTEXK | THHHTYC
Hapyuienua na copuemo
HeuectH OpanHKapamui,
[AJIIHTALHH
Penxu TaxHKapana
Meuoro HH{ApKT Ha MHOKApAa,
peaxn ApHTMHA, KAMEPHA

Taxukapnyd, NPeACEPAHO
MERACHE

Coiosu Hapyiienua

Heuectn XHOOTOHNA,
OpPTOCTATHYHA
XHUITOTOHUA,
3ayepBABaHe Ha
JIHUETO




Mmuoro
peaKH

BacKYJIHT

Pecrupamopnu, 2pvOHU 4 MEOUACTMUHARRY HAPYIMEHUA

Hevectn KallTHLa JHCITHEA [THCITHES, DHHAT
Mmnoro HMHTEPCTHLHATIHA
PEAKH 6en0;[p?61{a
Bonect
CHoMaunO-9peeHI HAPY WeHUR
Yectu IIPOMAHA B PHTBMa Ha
H3xoxgane (BKIIOUHTEIHO
JHAPKA ¥ 3aneK)

Hewectu abroMHHaIHa GoKa, tmaTynenuua MPOMAHA B PHTHEMa HA

IHAPHA, nedexanyn

raaeHe
Penkn MOBPELIAHE, CTOMAIIEH JHCKOMPOPT

CHHTHMBATHA

XHNEPTpodm,

IHCTIETICHA, CYX0TAa B

ycraTa
MHoro NaHKpeaTHT, FACTPHT
penxH
Xenamobuauapnu HapyuieRUA
Penxu HapylleHa YepHOIpobHa

(hyKIHs, qegﬂonpoﬁﬂn
HapymeHUs

MHoro
pCAKH

XEMIATHT, HBITEHHULE,
HOBHLIEHH HHBA Ha
4epHONpOOHMTE EH3UMH
(ocoGeHo NpH XOJECTasa)

Hapywenun na koncama u ROOKONCHAMG MoKan

Heuectn NPYPHUTYC XHIIEPXHOPO3a a10menya, nypypa,
JEeTATMEHTALAA Ha KOXaTa,
XHIEPXHAPO3a
Penku €K3€Ma, epHTeMa, aHTHOeaeM (¢ NeTaneH
obpuB H3X0M), IeKapcTBeH
06pHB, TOKCH'MEH KOMECH
O0OpPHB, YPTHKapUs
Muoro AHrHOEIEM, EPUTEMA
penxn MynTH{HOpPME, YPTHKAPHA,
ekcONTHATHEEH JEPMATHT,
cHHApoM Ha Stevens-
Johnson,
(OTOUYBCTBHTENHOCT
C TOKCHYHA CTIHAEPMAIHA
HEH3BECTHA HEKPONH3a
YeCToTa
Hapyuieius Hg MYCKpIHO-CKEAEMAUMA CUCIMEMA i CheduHUMEARAMA PIDKAR
Yeetn MOXYBAHE Ha Te3CHUTE
Hevectn apTpaNrHa, MyCKYJIHH

clia3MH (KpaMId B
KpaKara), MHaJITHs

Penxn Gonka B repha, GONKH
B KpaliHHmTe (Gonku
B KpaKara)

Bonka B CYXOXHINE
(nomoOHW HA TEHAHHUT
CHMIITOMH)




Hapywenun na &vlpeiitime 4 NUKOUHUmME HEMUHQ
Heuectu 6u0peuHo yBpexKIane, HApYLIEHUE HA YPHHHPAHETO,
BKJIFQUHTENHO OCTpa q9eCTQ YpHHHpaHe
Gr0petna
HEMOCTATHYHOCT
Penxu HOQLUHO YPHHUPAHE
Huapywienua na av3npou3zso0umennama cucmema 4 2epoamsa
Heuectn epPeKTHIHA THHEKOMACTHA
JTHCHYHKUUS
00w HapyuieHUR U edherkmit RA MACMORO HA NPUAOICERNUE
YecTn neprdepen exeMm
Heuecru acTeHus, rpeaHa Bonka
00K, YMOP3, EAEM
Penxu HEpa3NonoKeHHE rpUIonoacdHe
3abonABane
Hacredganun
Heuectn MOBHILIEHH HWEA Ha [IOBHINEHH HHEA Ha MMOBUINEHO TENECHO TErIo,
4epHOApoOHHTE KpEaTHHMH B KPBBTa MOHHXEHO TEJISCHO TETTO
CH3UMH
Peaxu yBelHYeHa MOBHILECHH HMBA Ha
KOHUCHTpALHA Ha kpeatur dpocdorunasa B
MHKOYHA KHCENHHA KPBET3, TOHKEHH HHBA
B KPBBTA Ha XeMOornoGuH

L, Hesxenanara peakiua Moxe 1a Obfie oTkpuTa CITy4aliHO WK [1a € BE3HAKHANA B Pe3yNTaT Ha

€H3BECTEH 0 MOMEHTA MEXaHUIBM

: B nopeyeTo cny4yau NaTONOTWYHA YepHOAPeOHa (YHKIHA/ MepHOAPOOHH HAPYIICHHS, YCTAHOBCHH
TpH [OCTMAPKETHHIOBHS OTMT ¢ TE/IMHCAPTaH, Bb3HHKHAIH TIPH ATNIOHCKY [TALMeHTH. Te3n
JjeeNaHH JIEKAPCTEEHH PEAKIIHY € TO-BEPOSTHO J1a BE3HUKHAT NPH AMOHCKY MALMEHTH.

: OT MOCTMApPKETHHIOBHA OKT ¢ TEMMHCAPTaH HMa ChoOIIeHH CITy1aH Ha HHTepCTHIHANHE
Genoapobau GonecTd (Hai-4eCcTO KHTEPCTHLMATHA K e03HHO(DWIHA THEBMOHHA)

CrobLigpaHe Ha MOIO3HPANH HeXeJaHH DeaKiiii

CrobinaBaseTo HA NONO3UPAHH HEXENAHN PEaKIIMH CIIC/ PaspeiliaBaHe 3a yrioTpeba Ha JICKAPCTBEHU
IPOAYKT € BaXKHO. TOBA M03BOABA A2 NPOIBMKHK HA0IIONEHHETO Ha ChOTHOLICHHETO MOM38/PHCK 38
NeKAPCTBEHHS NPOAYKT. OT MEAKUMHCKHTE CIIELMATHCTH C& H3MCKBA Jla Cho01aBsaT BCsKa
TIOZI03HpaHA HeKEIaHa peaKiiia 4pes

HameaHMTENHA ATSHIHA TI0 JIEKAPCTBATa

vIL ,.JJamsH I'pyes” Ne §

1303 Codua

Ten.: +35 928903417

yebcaiiT: www.bda.bg

4.9 TIlpenosnpane

CHMIITOMHK
TIpH3HALIMTE 1 CUMNTOMHTE 3a IPeAC3HPAHE ce 04aKBa Ja Ce MpoABAT Moj dopmara Ha 3aCHIeHH
¢papmakonornunH edextr. Hall-1BHNTe NpoABIEHMA HA MPeNO3HpaHe ¢ TSAMHECAPTaH Ce& OYAKBa Jia
BBAAT XUIOTOHHA | TAXMKapAMs; MMa CHOGILEeHHA H 3a Opanukapnds, 3aMasHOCT, NOBHIICHHE HA
HHBATA Ha CEPYMHHS KPEaTHHHH, TEXKO OBOpeuHo YBpeKIaHe.

HekapnuoreHen GenonpobeH 0TOK ce ¢hoflnaBa pAjKo KATO IOCHEIHLA OT NPENo3HpaHe ¢
AMITOAMTIHH, KOWTO MOXe Jia C& TIPOSABH ¢he 3a0apeHO Hawano Ha edexra (24-48 yaca cent
TIOTTLIIAHE) H 2 M3UCKBA H3KYCTBEHA BEHTHIALMA. PAHHHTE peaHiMAlMOHHA MEPKH (BKIIIO,

yckopasamy GaKTopH.



[MpenosupaneTo ¢ aMIOMITHH MOXKE 1a UMa KaTo pe3yNTaT TELpIE BHCOKa NeprdepHa
Ba30[MIATALMA, KaKTO H pedrrexcra Taxnkapaus. ChobIuaBa ce ChILO 3a U3ABEHA U BEPOATHO
NPOLBLAAKHTETHA CHCTEMHA XUIIOTEH3M, KOATO /13 IPEMUHE B MIOK, BKIHYHTENHO [IOK, 3aBbPINBALLl
CLC CMEPT.

JleueHHe

IMaugeHTsT TPAdEa 13 Oble BHHMATENHO HalIIF0/1aBaH, a JIeueHHeTo TpAOBA 1a ¢ CHMOTOMAaTHYHO H
nognepkamne, Cxemara 3a Jie4eHHe 3aBHCH OT BPEMETO OT MOMEHTA Ha TOTITBINAHE, KaKTO H OT
TEXECTTA Ha CUMIITOMHTE. [IpeanaranKTe Mepky BKAIOYBAT MPENH3BHKBAHE HA NOBPLIAHE H/HIH
JaBaK HA CTOMaxa. B ciiydam na mpeaosupaHe, KakTo Ha TENMHCAPTAH, TAKA M HA AMIOJMNKH, KaTo
CPEACTBO MOKE J1a C€ H3MIOMN3Ba H AKTHBEH BEIISH.

Husara Ha CepyMHWTE EIEKTPOIKWTH K KpeaTHHUHA TpaOBa Ja 6uaat n3mepsaHn yecto. [Tpu Hannane
Ha XHNOTCH3MA, NAIMEHTHT TPAGBA Ja C& NOCTABH JIETHAI 110 TPBO M ¢ MOBJMrHaTH KPaiHUIM, KaTo
uecTo My OpJe npriaraHo 6pp3o BIHBaHE Ha CONTH H 00eMo3aMecTrHTeIH. TpadBa fa ce 2anoqHe
TOAXEPAKALIO JiedeHHE. FIHTpaBeHO3HO BIMBaHE HA KATUHEB ITIOKOHAT MoXe na Oble €QEeKTHBHO 3a
npeogonAsane Ha edekTa Ha GIOKHpaHe HA KAILMCBUTE KaHaMH. B HAKOH ClTydan MOXKe JIa € OT Momsa
Ja ce HanpaBU NPOMHBKA Ha croMaxa. [IpH sapaBu 1oOpoBOALM NPHIOKEHHETO Ha AKTHBEH BBITIEH
IO 2 4aca ciIell NnpuiIokKeHHe Ha 10 mg aMIo wITHH [TOKAa3BA HAMAIABAHE HAa CKOPOCTTA Ha abcopOLHs
HA AMITOANIEH. TeIMHCAPTaH U AMIIOTHIHHE He MOraT Ja CE OTCTPAHAT Ypes3 IIpHaraHe Ha
XeMOIHANK3A.

5. ®APMAKOJIOIHYHH CBOHCTBA
5.1 dapmakoaHHaAMH4YHH cBoiicTBa

(dapMakoTepaneBTHYHA IPyNa; Cpencrsa, AciicTRAlIN HA PEHHH-AHTHOTEHIHHOBATA CHCTEMA,
GroxepH Ha anrdotensu I peuenropn (ARBs), 6okepH Ha KanumnesnTe kananu; ATC kox:
C0O9DB04.

TenMucapran/aMno UNKH CHYETABA ABE AHTHXUIICPTCH3HRHH ChCTABKY ¢ AOMBJIBAILM C& MEXAHH3IMH
Ha fefiCTBHE 32 KOHTPOIHPAHE HA KPBBHOTO HANATAHE TIPH TALIMEHTH ¢ CCEHLHATHA XUMEPTeHIHA:
aHTHOTEH3HH H peLleITOPEH aHTaroHACT, TEMMHCAPTAH, H AHXHAPOTHPHAHHOE OIOKep Ha KaTIHeBHTE
KaHalH, aMIIOTHITHH.

KoM0HHaIMsTa OT TE3W BEIECTBA HMA AAWTHBCH AHTHXHIIEPTCH3MBEH edekT, MORMKABAL KPEBHOTO
HANIATAHE B [10-TONAMA CTENEeH, OTKONKOTO BCEKH KOMMOHEHT MTOSHHHHYHO,

[puemanero Ha TENMHCAPTAH/AMIIOAUITNH BEAHEXK AHEBHO eieKTHBHO ¥ TPaHHO NIOHIXABA KPEBHOTO
HaNATaHe 3a uenma 24-44CoB epHoy Ha AeiicTBHe Ha JeKapcTBeHATa A034.

TenMucapran
TenMucapTan e akTHBEH NpH MepopaneH NpueM H ¢ crenudnycH anrnoTedsus I peuentopen

anraroHucT (Tun AT1). TenMucapTaH n3MecTsa ¢ MHOTO TOIIAM a(pHHETET aHrRoTeH3HH I oT
cneundUYHATE My MECTA 3a CBbP3BaHE KbM peuenTopa oT ¢y6Tun AT], KoiTo € 0TTOBOPEH 3a
AeficTRHETO HA aHTHOTeH3HH II. TenmMucapTad He MOKa3Ba HUKAKBA AKTHBHOCT Ha IaplUHaneH
aroHdcTHa AT - pelienTopa. TenMucapTal ce CEBP3Ba CENeKTHBHO KbM AT] — penenropa, karo
CBBP3BAHETO

¢ TpaiiHo. TenMucapTaH He OKa3pa AQMHUTET KbM JIPYTH PElENTOPH, BLIoUUTeNnHe AT?2 H apyru
no-

cnabo npoyqenn AT- penenrropn. QyHKIHOHAIIHATA PO Ha TE3H PEUENTOPH € HeH3BECTHA, KaKTo H
e(eKTHT Ha BB3MOXKHATA HM CBPLXCTHMYNAIHA OT aHIHOTeH3uH [, YHHTO HHBA ce IOBHIIABAT OT
TeaMucapTad. TelIMHCapTaH HAMAINBA NA3MEHHTE KOHLEHTPAlHH Ka alfocTepol. TenMucapTad He
HHXMOHPA YOBSIIKHAT IUIA3MEH PEHHH H He 6I0KHpa HOHHHUTe Kanand. TeIMucapTaH He HHXHO

O4YaKBa 3aCHIBaHE Ha ONOCPeACTBAHNTE OT 6pa,]IP[KHHHH HEXEIaHH NCKAPCTBCHH pe

Ilpy yoBeka, mo3a ot 80 mg TenMECapTaH NOYTH H3LAN0 NIOTHCKE NIPSIU3BHKAHOTO 0T,



NOBUIIEHHE HAa KPBBHOTO HanmsArane, EQexTsT Ha moTHcKaHe Npoabkasa 24 4aca € HIMEPHM 10
48 yaca,

Crnen mepBaTa 1033 TENMHCAPTAH, AHTHXUNEPTeH3MBHATA AaKTHBHOCT MABHO 3aII04BA 1A ¢€ IPoABIBa
cren okono 3 yaca. MakCHMaTHOTO TTOHHEHHE HA KPHBHOTO HAsraHe ce OCTHra B 001N Cydvaii
3a 4 1o 8 ceAMHIM CIleX 3aMOYBAHETO HA JICYEHHETO, ¥ CE MONMABPKA [0 BPEME Ha Liei epHo Ha
JICUEHHE.

AHTHXHNEPTEH3UBHAAT eeKT Ce NOAAbPHKA B TeMeHHe Ha 24 yaca cnej] IpHeMaHe 1 BKII0YBa
NOCHENHHTE 4 Yaca IpeH cAeABaIlaTa 1034, KOeTo Ce YCTAHOBARA 9pe3 H3MepBaHe Ha KPbBHOTO
HanAraHe B aMOy;1aTOpHH yenosus. ToBa ce NOTBBP#/ABA OT CHOTHOLIEHAATA HA [THKOBETE, KOHTO ¢a
uaeHTHYHy Hax 80 % cien mpueMane Ha fosu ot 40 H 80 mg TemMEcapTaH B 1aneGo-KOHTPOTHPAHH
KNHHHYHY H3MUTBAHHA. Y cTaHOBABA ce 3a0enesumMa TeHIeHUMA KbM 3aBHCHMOCT Ha J03aTa OT
BPEMETO 34 Bb3CTAHOBABAHE HA HAYATHOTO CHCTOIMYHO KPBBHO HANSraHe .B TO3H cMHCB TaHHHTE
OTHOCHO JTHACTOIIMYHOTO KPBEBHO HANATAHE ¢A NPOTHBOPEIHBH.

Ipu natHeHTH ¢ XKUNEPTOHNA, TEIMUCAPTAH peAyLUHpa CHCTOIMYHOTO H JHACTONHMHHOTO KPEBHO
HaJsTane, De3 Ja 3acara 4ecToTaTa Ha chpledneHe. [IpHHOCHT Ha AYHPETHYHHA M HATPHYPCTHIHHA
edeKT Ha JeKapCTBEHMA IPOIYKT KbM HeTOBATA XUMOTEH3HBHA aKTHBHOCT € B [IPOLIEC Ha
YCTZHOBABaHE, AHTHXUNIEPTEH3HBHATA e(PHKACHOCT Ha TEJIMUCAPTAH € CPAaBHHMA C Ta3K Ha
BELECTBATa OT JAPYTH KAaCc0oBe RHTHXHUIIEPTEH3IHBEY JIEKAPCTBEHH NPOXYKTH (KOETO € I0Ka3aHo B
KIHHEYHA M3IHTBAHHA, KBACTO ¢QeKTHBHOCTTA Ha TENMHCAPTAH ¢ CPABHEHA ¢ TA3H HA aMJIOIHITHH,
aTEHOII0, eHANANPHIL, XHAPOXNOPTHAINE, K JTH3HHONPU),

HPH BHE3AITHO NMPEKRCBAHS HA JICUSHHETO C TSIMHCAPTaH, B PAMKHUTE Ha HAKQIKO IHH KPBBHOTO
HanAraHe NoCTENeHHO C€ BH3CTAHOBABA 10 MEPBOHAYATHUTE [TAPAMETPH OTIPENH 3aMQYBaHETO Ha
JIEYCHUECTO, KATO HE € 10Ka3aHO Bb300HOBABAHE HA XHUIEPTCH3UATA.

YecroTaTa Ha CcyXa KalllTHLA € SHAYMTEIIHO MMO-HHCKAE NPH NMaleHTITE, ICKYBaHH ¢ TEIMHCAPTaH,
OTKOJIKOTO NPH TE3H, KOHTO Ca NCKYBaHH ¢ HHXHGPITOPPI Ha AHI'MOTEH3HH-KOHBSPTHPAMHTE CHIHMH,
KOCTO € YCTAHOBABA B KIIHHHYHH H3[IHTBAHHA, JHPEKTHO CpaBHABAIIM ABATa THIA
AHTHXHHEPTCHIHBHO JICYCHHE.

JiBe roneMy paHZOMM3HpaHH KOHTpoJmpauM npoyusadus -~ ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - rexymo rioGan=Ho H3THTBAHE 33
KpPaiiHH TOUKH HA TENIMHCAPTAH, CAMOCTOATENHO M B KoMOHRauua ¢ pamunpwi) 1 VA NEPHRON-D
(Komuuaae TpoydBaHe CBBP3aHO ¢ pasBuTHe Ha Hedpomatva IpH AHabeT, NPOBEAESHO OT
MHHHCTEPCTBO IO BBIPOCHTE HA BETEPAHHWTE) — IPOYYBAT ymoTpebara Ha xombGuHaumaTa oT ACE
HHXHOHTOP U aHTHOTeH3HH II-peuenTopen Hnoxep.

ONTARGET e mnpoyueaHe, OPOBEISHO NpH NAUMEHTH ¢ aHaMHE3a 3a CHPACYHO-CHACBA HIH
MOIBYHOCHAO0BA BOECT, HITH 38XapeH ZHabet THN 2, PHADYKeHH C JaHHH 33 YBpexaHe Ha eQeKTOPHK
oprand. VA NEPHRON-D e npoyuBaHe Mpm MalMeHTH C¢ 3axapeH Auaber tum 2 M nuaberha
He(ponaTs.

Tesu npoyusanus He moka3aT 3Ha4EM GnarompusTeH edekT BepXY OLOpeYHHTe WHIHM CBPACTHO-
CBIIOBHTE MOCIIEIHUH M CMBPTHOCT, KATO CBUICBPEMEHHO Ca HaOIrONaBaHH NOBHINEH PHUCK
OTXHNEPKATMEMHSA, OCTPO YBPExKAaHe Ha GrOperiMTe WHIH XMIOTOHHA B CPABHEHHE C
MoHoTepamuaTa.Kato ce AMaT npeasHa cxooHATe UM QapMAKOIHHAMHYHH CBOKCTBA, TE3H pe3yNTaTu
ca MpHACKUMA | 3a Ipyrd ACE HHXuGHTOpH 1 aHTHOTEH3uH [I-pererTopHid GIoKepH.

ACE vuuxu6uTopH U anruoTensut [I-petienTopau 6nokepy cregoBareliHO He TpAOBa Ja CE H3MON3BAT
€JHOBPEMEHHO NPH NauHeHTtH ¢ AHabeTHa HedpoTaTHiL.

ALTITUDE (KnuHi4no IpoydBaHe NPOBEAEHO ¢ ATHCKHPEH [IPH NALHEHTH ChC 3aXapeH auader

THN 2 ¢ M3MON3BAHE HA ChPAEYHO-CHAOBH 1 GbOpedHH 3260/ 11BaHMA KATO KPAHHH TOUKH) € .
npoy4BaHe, NpeIHa3HaTeHOo Ja H3CAEABA MOJ3aTa OT J00ABAHETO HA ANMCKHPEH KEM CT WQO ﬂg&
Tepanus ¢ ACE uHxututop unu aHruoteHsns [l-peuenropen 6aokep MpH NALHEHTH
anaber Tin 2 ¥ xpoHnyHo GuGpeuno 3a6onapane, CHPOEIHO-CHIO0BO 3200/MABaAHE HIT
[Tpoy«uBaHeTO € NPEKPaTeHO MPekAEBPEMEHHO TTOpaJH NOBHLIEH PUCK OT Hebnaro




nocaenuy. KakTo chpaeaHO-ChAOBATA CMB[T, TaKa H HHCYNTDHT ca [10-1€CTH B TPYNATA Ha
AITHCKHPEH, OTKOIKOTC B rpynara Ha rUIaueﬁo, a NpeacT ABJIIABALLIMTE HHTEPEC HeXeTaHHu cer0HTHA H
CEPHO3HH HEXeNaHH CHOHTHA (XHnepKaueMHs, XHIOTOHNS K 6s6peyna TucyRKIAA) ce ChoOmaBaT
110-9€CTO B FPYIaTa Ha ATHCKUPEH, OTKONKOTO B Ipynara Ha Iwiaue6o.

AMJIOHITHH
AMIIOIUITVH € HHXHOHTOP Ha HH(IYKCa Ha KANLHEBHTe HOHH OT JMKHAPHIAPHANHOBATA TPYIa

(60Kep Ha GABHHTE KAHANK WM aHTATOHHCT HA KAILMEBHTE HOHK) 1 uHxu6upa TpaHcMeMOpaHHHA
MHAQITYKC Ha KAJILMEBH HOHH B [JIaJKUTe MYCKYIIH Ha CbPLETO H KPHLBOHOCHHTE CBIOBE, MexanusMpT
Ha aHTHXWUIEPTEH3HBHOTO ASiCTBAE Ha aMIOIMNHH € OCHOBAHO Ha THPEKTEH e()eKT Ha OTIyCKAaHE Ha
[JIAJKATE MyCKYJIHM HAa KPHBOHOCHHTE CBIOBE, KOCTO BOMIH 0 HaMalIABaHe Ha nepH)epHATa CHAOBA
PE3HCTEHTHOCT H, CHOTBETHO, HA KPHBHOTO HAJIATaHe. EKCTIePHMEHTAIHUTE JTAHHH [I0KA3BaT, 1€
AMIIOLMATIHH C& CBBP3BA ¢ NHXMAPONHPUINHOBH H HE-IUXHAPOIMPHAHHOBH I0KYCH HA CBbP3BAHE.
AMJIOHITHH € C OTHOCUTESTHO CHOBO-CENEKTHBCH eEKT, C IO-TOMAM eheKT BEPXY
MIaIKOMYCKYIHUTE KIETKH HA ChIOBETE, OTKOIIKOTO BBPXY KICTKHTE HA CHPASTHUA MYCKy/l

TIpH NAMEHTH ¢ XHIEPTEH3HA, PUEMAHETO BEANBK THEBHO OCHIypABa KIIMHITSHO 3HATHMO
NOHMKEHHAE Ha KPEBHOTO HAUTATAHE B NETHATO H H3NPABEHO NONOXKEHKE, B IPONBPKCHAS HA IEITHA
24-yacos nepuon,. [Topanu 62aBHOTO 3a04BAHE Ha AEHCTBHETO, OCTPATA XHIIOTOHHA HE € HacT OT
edexTa HA IpUEMaHe HA aMIOIMIIHH.

[Py NAUMEHTH C XUIIEPTEH3Ms M HOpMarHa 6OpeuHa QyHKINA, NICKAPCTBEHATE 03N AMIOAMITHH HMA
KaTo pe3y/NTaT HAMaIABaHE Ha PE3UCTEHTHOCTTA Ha CBA0BETE Ha GpOpelnTe H yBeNMIeHHe Ha HUBOTO
Ha rIoMepyIiHa GUITPALHEA, KaKTO H edekTHBEH OTTOK Ha GBOpedHaTa IIasMa, Ge3 poMsHA Ha
¢wrTpauronHaTa GpakiuMsa HIH NPOTEHHY PHA.

AMJIOQHITME He C€ aCOIHHPa ¢ HHKAKBH HEXKCIaHH MET: afonUTHH peaKLUHH WIH MpOMEHH B
IUIA3MEHHTE NHIMHAN K © ITOAX0AAM] 38 ynorpe6a 0T NAaLHCHTH C acTMa, )maﬁer M nozarpa.

Ynorpe6a Mpy NAUHEHTH CbC ChPAEIHA HELOCTATRYHOCT

Ba3HpaHKTe HA XeMOAWHAMHYHH MPOY4BAHKA H IPOABH XOHTPONHpaHH KIHHKTHH H3NHTBAHHA NIpH
MAUMEHTH Che chpaeuna HepocTaThuHoeT o1 NYHA knac [I-IV ca noxasand, 4 aMIOIHIIHH HE €
[0BeA A0 KIMHHIHO BIOMIABANE, KAKTO € YCTAHOBEHO OT JOTIYCTHMHUTE OTK/IOHEHNA Ha pe3yITaTHTE,
M3TNACKAHOTO KOJIHYSCTBO KP'LE OT f4BaTa CBpPACYHA KaMepa H KNTHHHYHATA CHMIITOMATOJIOr U

Tnate6o-kouTponupano npoyusate (PRAISE) mpennastadeHo 3a 13CICABAHE HA NALMEHTH CHC
chpredna HenocTarbutoct of NYHA Class T1I-1V, KOHTO NPUEMAT AUTOKCHH, NHYpeTHUH n ACE
MHXUGHUTOPH, € NOKA3aNo0, Ye aMIO|IHH He NOBEHKA 10 NOBHILABAHE HA PHCKA OT CMBPTHOCT HILH
KOMOMHHPAHHM CMBPTHOCT H 3a00/1€BAeMOCT ChC ChPAEHHA HEAOCTATHYHOCT

IIpu npociensABaIme, KLIreCPOUHO, Ianebo KOHTPONHPaHO H3MTHTBAHC (PRAISE-2) Ha aMJIOHITHH
TIPH NAUKEHTH CBC ChPASUHA HelocTarkuHocT 0T NYHA 1 u IV, 6&3 KNHHUYHHM CHMITTOMH HJH C
HAaX0IKH, TIPEAIIONaranli 0CHOBHO HCXEMHTHO 3a00NBane, KOMTO IIPHEMAT MOCTOANHA nosd ACE
HHXHOHTOPH, [HTHTAIHC, ¥ JHYPETHIY, € YCTAHOBECHO Y€ aMAQAHIINH HAMA edexT npy obmara
CMBDPTHOCT, BCECTBHE HA ChPACYHO-CBA0BH MpobnemH. B Chinata romynand, aMIORUITHE ¢C
CBBP3BA ¢ MOBHIIEH 6poii chobiIeH s 3a GenompobeH eeM.

TemMucapTan/ AMIOINITAY
B 8-CeMHYHO, MHOTOLEHTPOBO, PAHIOMHA3HPAHO, ABOMHOCIAIND, MALE0-KOHTPOIIPAHO, ¢
TiapaneJIHu TpyTH GakTopHAIHO NpoytBaHe B 1461 NAUWEHTH ¢ NEKA 10 TEKKA XUNOTEH3HA
(yepemHEeHO AMACTONMYHO KPBbBHO Haldrane oT =95 no <1 19 mm Hg), nedeHueTo ¢ BCAKa OTIENHA
103083 KOMGHHAIMA TeIMHICcApTAH/AMTONUITAN ¥Ma 38 Pe3yITaT 3HAYHTETHO NO-BHCOKO PeNyLUpatic
Ha IHACTOJIMYHOTO ¥ CHCTONMYHOTO KPHBHO HANAraHe M MIO-BHCOKY HUBA Ha KOHTPOI, B CD e
CBC CHOTBETHHTE MOHOTEPAITHH. ~
TenMucapTAH/aMJIOMAIIHH IOKA3B2a A030BOCBBP3aHH NOHIKCHHA HA CHCTONIMYHOTO,
L
=

KPBEHO HA/raHe B paMKuTe Ha 00XBaTA Ha neveGHara n03a ot - 21.8/ - 16.5 mm %
22.1/ - 18.2 mm Hg (80 mg/5 mg), - 24.7/ - 20.2 mm Hg (40 mg/10 mg) n - 26.4/ e
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mg/10 mg). [ToHmwKeHHETO HA AMACTONMYHOTO KPBBHO HanAraHe <90 mm Hg e oT4eTeHo npu 71 6%,
74.8 %, 82.1 %, 85.3 % 0T NaLHEHTHTe, pecneKTHBHO. CTOHHOCTHTE ¢4 KOPHIHPAHH 33 HA%Al0TO Ha
NeMEeHNETO W CTPAHATA HA TPOBEXkKIAHES

TonAMa YacT OT AHTHXMIEPTEH3MBHUA edeKT ¢ MOCTHra B PaMKHTE Ha 2 CEIMHULIMA CNIE/ 3aII0YBAHE Ha
nevenreTo. B moarpyna ot 1050 mamuenTH ¢ yMepena fo Texka xuneprensusa (DBP >100 mm Hg),
32.7 — 51.8 % ca noBIHABAT B 33JI0BOIHTENHA CTEMEH TIPH MOHOTSPAMHA KaKTe 0T TENMUCAPTAH Taka
¥ 0T amNonunuE. HabmonasaHuTe CpeiHi IPOMEHH B CHCTOIMTHOTO/ IHACTOMMYHOTO KPEBHO
HAJIATAHE ¢ KOMOHHHWPAHO JICUEHHE C aMIIoIMIHH 5 mg (-22.2/-17.2 mm Hg, ¢ 40 mg/5 mg; -22.5/-
19.1 mm Hg, ¢ 80 mg/5 mg) ca cpaBRAME MK NO-BUCOKH OT TE3H, HAOMOAABARH ¢ aMI0AHMEH 10 mg
(-21.0/-17.6 mm Hg) ¥ ca CBBP3aHH ChC 3HAUMTENHO NO-HHCKY HKBa Ha eftema (1.4 % ¢ 40 mg/5 mg;
0.5 % ¢ 80 mg/5 mg; 17.6 % ¢ amnoaunuH 10 mg).

AMBYIaTOpHO ABTOMATHYHO H3MEpBaHe Ha KPBBHOTO HansraHe (ABPM), H3BBPIICHO IPH IPYNa OF
562 MalLFeHTH € NOTELEPAMIO PesyATaTHTe HAGMOJABaHH [TPH IOHKABAHHATA HA CHCTONHYHOTO H
JHACTOIHYHOTO KPBEBHO HA/lSMaHE B KIMHWYHH YCJIO0BHA, Mo BPpEME Ha LE/THA 24-yacoB MepHoa Ha
JIO3HpaHe.

B apyro MHOIOLIEHTPOBO, PAHAOMH3VPAHO, IBOHKOCIIALO, AKTHBHO KOHTPONHDAHO, MMApAIEIHO
CPYTIORO Npoy4eaHe, Ha obmo 1097 nanueHTH ¢ 1eKa A0 TEKKA XUNEPTCH3HA, KONTO He ¢4 aICKBATHO
KOHTPOJTPAHH C aMJIOJMITMH 5 Mg, € Mpuiaral TEIMECAPTAR/aMIOIHTHH (40 mg/5 mg win 80 mg/5
mg) HiIH caMo aMnogundH (5 mg unu 10 mg). Caen 8 ceaqMULM Ha JieUyeHUe, pe3yITaThT OT BCAKA OT
KOMOHHALMHTE CTATHCTHYECKH € 3HAYHTENHO no-eEeKTHBHA OT MOHOTEpaIiATa C AMIOIHIHH, KOETO
e M3Pa3fBa B ITOHIKEHO CUCTONHYHO M AMACTONMYHO KPBBHO Ransrane ( -13.6/ -9.4 mm Hg, -15.0/ -
10.6 mm Hg cwe croTBeTHO 40 mg/S mg, 80 mg/S mg cripamo -6.2/ -5.7 mm Hg, -11.1/-8.0 mm Hg ¢
amnomunuH S mg u 10 mg. YcTaHOBEHH ¢a M NI0-BHCOKH KOHTPOIHH ARACTONHYIHH HalAraHui, B
CpaBHEHMe ChC CHOTBETHHTE PEXUMH Ha MOHoTepanua (56.7 %, 63.8 % ¢ 40 mg/5 mg u 80 mg/5 mg
crpsmo 42 %, 56.7 % ¢ amogEnHE 5 mg u 10 mg). [TpoueHTHTe 3a 10482 HA eieMa ca BT
3HAUMTEITHO NO-HUCKH ¢ 40 mg/5 mg 1 80 mg/5 mg B cpaHeHHe ¢ amojunuA 10 mg (4.4 % copaMo
24.9 %, pecneKTHBHO).

B Apyro MHOFOLIEHTPOBO, PAHAOMH3HPAHO, IBOHHOCHANO, AKTHBHO KOHTPOIMPAHO, NapaeiHo-
rpynoBo npoyupase, Ha 00mo 947 NaupeHTH ¢ NeKa J0 TeXKa XUIIEPTeH3HA, KOMTO HE ¢a algKBaTHO
KOHTPOMHpAHH ¢ aMIOIMNKWH 10 mg, e mpunaraH TelMHCapTan/aMnogunus (40 mg/10 mg wiu 80
mg/10 mg) unu camo amnozunud {10 mg). Crex 8 ceIMHIM Ha NeUenHe, BCAKO OT KOMOMHHpaHHTe
JIEYeHHA CTATHCTHYECKH € 3HAYHTEIHO M0-eQeKTHBHO 0T MOHOTEpANHATa ¢ aMIOAHITHH NMPH
HAMAISABAHETO HA AMACTONWYHOTO H CHCTOIMYHOTO KPbBHO Hansraue (- 11,1/-9,2 mm Hg, - 11,3/ -
93mmHgc

40 mg/10 mg, 80 mg/10 mg cnpamo - 7.4/ - 6.5 mm Hg ¢ amnoaumun 10 mg) 1 € yCTaHOBEHA [O-
BHCOKA CTENeH HA HOPMATM3HpaHe Ha AHACTOAHYHOTO KPBBHO HATATAHE B CPABHEHHE C
MoHoTepanuaTa (63.7 %, 66.5 % ¢ 40 mg/10 mg, 80 mg/10 mg cnpamo 51,1 % ¢ aMAORUIHH 10 mg.)

B [BE OTEOPEHH NPOIBIKHTENHH NOC/IEAOBATEHH POy 4BAHAA POBEICHH 32 IEPHOZ OT Haz 6
mecena, edexTst Ha TenMucapTaw/aMJIORHIIAE € IPOABILKHI Ja Tpae H CC 3aBbPIIBAHE Ha
H3MUTBaHeTo. OCBEH TOBA, ¢ YCTAHOBEHO, Ye NPH HAKOH MalHESHTH, KOHTO He Ce IIOBNMABAT B
JOCTAThYHA CTENECH OT TenMucapTar/aMnoauniH 40 mg/10 mg, e HamMLe TONBIHATENHO NOHKCHAS
Ha KPEBHOTO HAATaHe, CAeM NOBHIIABAHE HA JICKAPCTBEHATA 1032 Upe3 THTPHPAHE [0
Tenmucapran/amnoaunue 80 mg/10 mg.

OBILATa $€CTOTA HA HEKENIAHH PEAKuMu C TETMHCAPTAH/aMIIOAUITHH B [IpOrpaMara 38 KITHHHIHO
H3IHTBAHE e OHNIa MOHHKERa TIpy caMo 12.7 % oT nalMeHTHTe Ha JIeHeHHE, TIPH KOHUTO ¢a HalHie
HeKeNaHH peakuuy. Hali-uecTHTe HexenaHu peakluy ca 6uin nepudepHa efieMa H 3aM STABR
Touka 4.8). CroOIeHUTE HeXeTaHHUTe peaKkLiii ChBIANAT ¢ OYAKBAHHTE PEAKLHY OT DA el Ha
fe30NacHOCT Ha KOMIIOHEHTHTE TeAMUcapTal H aminoauuH. He ca Habnionasanu Ho )
CEpHO3HH HeXeaaHH peakiui. CBbp3aHuiTe ¢ eneMa peakiuu (epudepHa exema, r
eleMa W eeMa) Ca 0YaKBAHO TO-HHCKH MpH MAllHEeHTHTE, KOHTO IPHEMAT TETMHCap




B CPaBHEHHE C TE3H, KOKTO ITONMy4aBat amioanrwH 10 mg. BeB akTopuanHo H3NUTBAKE [IPOLICHTHTE
c eneM ca 1,3% c¢ TenMucapran/amnonunud 40 mg/5 mg u 80 mg/5 mg, 8.8 % ¢
TenMucapTar/aMnoganun 40 mg/10 mg u 80 mg/10 mg, u 18,4% ¢ ammogumun 10 mg. TIpu
NalHEeHTHTE, HENORNHABAIH Ce OT aMJIOAMIIHH 5 mg HuBaTa Ha enema ca 4.4 % 3a 40 mg/5 mg u 80
mg/5 mg ¥ 24.9 % 3a 10 mg,.

AHTHXHIEPTCH3HBHIAT e)eKT HA TEJMHCAPTAH/AMITOIMAHH € eIHAKER, HE3ABHCHMO OT BB3PacT H
TION, M € €IHAKEB TIPH MAUWEHTH CBC HITH Ge3 auaber.

TenMucapTan/aMIIONHUNKH HE € IPOYYeH NpH IPyIa MALKEHTH, OCBEH Ta3H C XUNEPTeH3HA.
TenMucapTan € H3NUTaH B paMKHUTe Ha FOIAMO H3MHTBAHE HA W3X0A OT JieueHHeTo npu 25 620
TIALHEHTH ¢ BUCOK PHCK OT ChpIEIHO-ChaoBo 3abongsane (ONTARGET).

AMJIOJMITHH € W3ITHTBAH MPH [TAIHEHTH ¢ XPOHHYHA CTA0KITHA AHrMHA, BA30CTIACTHYHA AHTHHA, H
T4KHBA ¢ AHTHOTpadcKH JOKYMEHTHPaHO 3a00/1gBaHe HA KOPOHAPHATA apTEPHAL.

[MeauaTpriHa NoNyaalya

Esporiefickata areHuus no JIeKapcTBaTa oCBOOOXKIABA OT 33BKEHMETO 3a MNpeJocTaBAHE HA
PE3YNTATHTE OT MPOYYBAHHUATA C TENIMUCAPTAH/aMITQIHMHHE 2 BRB BCHYKH MOATPYNY HA NEAUATPHYHATA
TOIYNALMA NPH XHIEPTeH3UA. (BX. ToUka 4.2 3a nHdOpMAaIIg 0THOCHO YoTpe6a B NenHaTpHITa).

5.2 @®apMaKoKHHeTH'HH CBOHCTBA

PapMaKOKHHECTHEA HA (PHKCHpaHaTa 1030Ba KOMOHHALIHA

[TpoLEHTET ¥ CTenmeHTa Ha abcopOIIHA Ha TEMMHCAPTaH/aMJIOTIMITHH ¢a eKBHBAIEHTHH Ha
GHOHATHYHOCTTA Ha TENMUCAPTAH H aMIOLHINH, IPHIAraHH KaTo OTAENHH TabIeTKH.

AbcopbuniaTa Ha TenMHcapTaH e 6bp3a, BEOpekH 3¢ abcopGHpanoTo KoMUMecTBO BapHpa. Cpennara
abcomoTHa OHOHATMYHOCT 33 TeIMHC2PTaH e okoio 50 %. KoraTo TenMmucapTan ce IpHeMa ¢ XpaHa,
HAMANABAHETO HA IUIOLITA NOJ KPUBATA Ha CHOTHOLIEHHETO IUTA3MEHA KOHLEHTPALHA-BpEMe
(AUCQ-c0) Bapupa ot npubmusurenHo 6 % (n03a ot 40 mg) no npubmazurento 19 % (noza ot 160
mg). Jlo 3 4aca cnen npHeM, Iia3MeHATe KOHIEHTPALMH Ca [10100HH, He3aBHCHMO JalH TeJMHCApTaH
Ce MpHEMA CBC WK Ge3 xpanHa.

Cren nepopaliHO [IPHIOKEHHE Ha TeKAPCTBEHNTE KO3M, aMIooumnH ce abcopbrpa xobpe, ©
MaKCHMANHA KOHLIEHTPALMA B KPBETA Mexy 6-12 yaca cnea npxemane. YcTaHOBEHATA a0COMIOTHA
OMoHATAUHOCT ¢ Meskay 64 n 80 %. BMOHAMYHOCTTA Ha aMJIOAMITHH HE Ce MORIHABA OT NPHEMAHETO
Ha XpaHa.

Pasnpenenenue
TenmucapTaH ¢¢ CBEP3Ba BB BHCOKA CTeTeH C IIA3MeHITe IpoTerHy (>99.5 %), OCHOBHO anbyMHH H

anda-1 kucenuTe raukonporentd. CPeOHUAT CTalHOHAPEH IpuBKHIeH 06eM Ha pasnpenenenye (Vdss)
e mpubnminrento 500 auTpa.

OO6eMBT Ha paslpeeneHHe Ha aMIOIUNUH & rpHGmmsuTento 21 Vkg. Hu aumpo npoyYBaHuATa
TIOKA3BaT, e NPUGIM3HTENHO 97.5 % OT LIHPKYINPAIEAT AMJIOIHTHH € CEBP3aH ¢ IUIa3MEHNTe
MPOTEHHU NPH NAIHEHTHTE ¢ XMOSPTOHMA

BuoTpancdopmanma
TenmucapTal ce MeTaboN3Mpa Upe3 KOHIOTalHs KbM MIOKYPOHU/A HA OCHOBHOTO CchenuHenne, He e
Haﬁnmnanaﬂa (bapMaKonomr{Ha AKTHBHOCT HpH KQHIOTATA.

AMIIOAHIIHA e MeTabommsupa H3KIoYrHTeHo (NpubmisHTeaHo 90 %) OT YepHHs P00 A0 HEAKTHBHH
MeTaboIHTH

TenMHCcapTaH Ce XxapaKTepH3upa ¢ JByeKCIOHEHIHAIHA KUHETHKA Ha pasrpaxaaHe, C 1
MOMY’KMBOT Ha eleMeHepaHe oT >20 yaca. MaKcHMallHaTa TnasMeHa KOHLeHTpanmA (

MaJIKa CTeIeH, INOIITA NOJ| KpHBaTa “InasMeHa KoHUeHTpatHa-speMe” (AUC), ce no




HEMPONOPIMOHATHO HA Ao3ata. Hama IOKA3aTencTee 34 KIBHHYHO3HAYAMO HaTpyITBaHe Ha
TEIMHCAPTaH, [IPUET B NIpelIOPEUMTEHATA no3a. [Ina3MeHUTe KOHLICHTpALIHH Ca TT0-BUCOKH TIPH
JeHHTe, OTKONKOTO NMPH MBXeTe, 063 1a € Hamnue 3HAURTENHO IOBIHABAHE HA C(PHKACHOCTTA.

Cnen nepopaiHo (M HHTpaBeHO3HO) NPHIOKEHHE, TEMMHCAPTaH ce OTOeNA IOYTH H3IANo ¢ dereca,
OCHOBHO B HeTIpoMeHeH Bun. KyMynaTuBrara exckpelms 4pes ypunara ¢ <1 % ot xosara. OOmusT
mnasMeH KmupbHE (Cliot) e Bucok (mpubmusurenso 1 000 ml/min) B cpaBHEHHE ¢ TO3H OT

qepHonpobHus KpbBeH Tok (okomo | 500 ml/min).

EnMMUHApPAHETO Ha aMIIOJHAKH TIpes IuaiMara e A8yJazoBo, ¢ TepMHUHAIEH NIONYKHBOT Ha
endMuHKpane npuGaxsuTento 30 no 50 yaca, mpu eMHOKpAaTHA AHEBHA 1033, CTAUHOHAPHH IIA3MEHH
HHBA C¢ TOCTUTAT CIE NPOALIBKHTENHO NpwioxkeHye 32 7-8 quu. 10 % ot aMionummH 1 60 % ot
MeTabONHMTHTE HA AMIOIUITMHA C€ OTAETAT B YPUHATA

Jluueiinocr/HenuHefHoCT

He ce ogakpa crradoro nonmkaeane Ha AUC 3a TenMHCAPTaH, Ja NOHMAH TePANeETAYHATA My
erkacHoct. HaMa nuHeiiHa 3aBHCHMOCT My A03HUTE H IUTa3MeHuTe Huba. [1pn no3u Aag 40 mg
Cmax U, B To-Manka ctenel, AUC ce moBMLasar HEMPOTOPLHAOHATHO,

AMIIOIUITHH MIOXA3Ba NHHeitHa dapMaKOKHHeTHKA.

CreLyanHy nonyIauia

Ilepvarpryna momynanus (pe3pact monl8 ronguum)

Hsma panHu 3a (bapMaKOKHHETHKaTa TpH NENHATPHYHATA NMONYIalks.,

Ion
HabmonasaHH ca pa3nykH B ILIa3MEHHTE KOHLEHTPALMH HA TEIMHCAPTaH, ¢ 3- ¥ 2- KpaTHo [o-
BHCOKH Cmax ¥ AUC, CbOTBETHO, IPH XEHH, B CPABHEHHE C MBIKE.

Cmapyeckagbapacm

DapMaxOKHHETHKATA HA TEAMHCAPTAH HE €& pasnHyaBa IPH MIaJH MAUMEHTH U NAUHEHTH B
cTap4ecka BB3PACT.

BpeMeTo 3a JOCTHTaHE Ha IIMKOBWTE IU1A3MEHH KOHLIEHTPALMH aMJIOHITHH € [10400HO NIPH HHIHBHAN
B CTApYECKa BE3PACT M MIIANK HHAUBUAY. [IpH malHeHTUTE B cTApUecKa Bh3PacT, KIIHPBHCET HA
aMNOQMITHH HAMAJIABA, KOETO HMa 3a pe3yirar yeensdasane Ha AUC ¥ eTHMHAHaIMOHHHA NOIY KHBOT.

Ewfpeyno vepencoane

[Ipr naukenTy C Nexa, 4o YMepeHa H TeXKa cTeneH Ha 6p0pevHo yBpexKaaHe, ce Hadmoaasa
yABOsBaHE HA IUIA3MEHHTE KOHLECHTPALMH Ha TenMucapTaH. Bee mak, mpy nauuentH ¢ 650peuHo
yBpexfaHe, MOMNOXKEHH Ha THa/H3a, ce HAGMIOAABAT NO-HHCKH ILTa3MEHH KOHUeHTpaLmrHd, [lpn
nanuenTuTe ¢ GhOpeuno yBpexaaHe, TeTMECAPTAH € BhB BUCOKA CTEMEH CBLP3aH ¢ IIa3MeHHTe
NPOTEHHH U HE MOXE J1a Oblie OTCTPaHEH upes auann3a. ITonyxuBOTET HA EMMMHHHPAHE He CC
TIPOMEHS MPH ManHeHTHTe ¢ GROpevHo YBpexkaaHe, PapMaKkOKHHETHKATA HA AMJIOJTHITHH HE Ce
MIOBJIKABA 3HAYHTEITHO OT CHCTOSHUETO HA GLOpEevHD yBPEkKIAHE,

Yeprodpobro yepesicoarne

(PapMarOKHHETVMHHTE NPOYYBAHHA NPH NAHEHTH ¢ YCPHOAPOOHO YBP&XIaHe IOKA3BAT yBETHIaBaHe
Ha abcomoTHaTa SHOHANHYAOCT Ha TelNMucapTal A0 GrHzo 100 %. IMomyXHBOTHT Ha €XHMHAHMpAHE Ha
TEIMHCApPTaH He C& MPOMEHd [IPH NAUHCHTHTE ¢ YBPSKIaHe HA yepHHUA Apob. IlarmeHTHTE ©
YepHOAPOGHO YEPEKIAHE ca C MOHIDKEH KIMPHHC HA aMIOAMIIHH, KOSTO HMA 33 pe3y ITar
ysenuuapade Ha AUC ¢ mpubmmsntenno 40-60 %.

53 IlpenkJHHHYHH JTAHHH 32 Ge30NMACHOCT

TBH KaTo HEKTHHHYHHTE Ipod I Ha TOKCHYHOCT Ha TeIMKUCapTaH H aMIONHIIHH He
NPUIOKDHBAT, HE C& O4AKBA 3aCHIIBAHE HA TOXCHIHOCTTA 33 KOMOMHAUMATA OT [BETE.




CTAHOBHINE C€ MMOTRBPKAABA OT NPOYYBAHe 33 CyOXPOHUYHA TOKCHHHOCT (13 -ceaMHYHO) TIpH
ILTBXOBE, NPH KOETO ca TECTBAHU A030BM HuBa ot 3.2/0.8, 10/2.5 n 40/10 mg/kg
TENIMHCAPTaH/AMIOTHITHH,

HpelIKHHHH‘lHHTe AaHHH 3a IBaTa KOMIICHCHTA Ca [TOCOYUEHH ITO-A0JIY.

Tenmucapran
I1p¥ NpeIKIHHHYHHTE H3TIHTBAHUA 38 OE30IACHOCT, IO3HTE, ONpeelIaliH eKCIIO3UIMA, CPaBHHMA ¢

Ta3H B KIHHHYHHA TepaleBTHYeH o0XBaT Ha JeKapCTBOTO, IPESAN3BHKBAT HAMAICHH IapaMeTPH Ha
YEPBEHNTE KPBBHH KIETKH (€PUTPOLIMTH, XEMOLTIOOHH, XeMaTOKPHT), H3MeHeHud B Op0peunaTa
XEMOJMHAMHKS (MOBHILEHH KPBBHE HHBA Ha YpeiHNA A30T, H KPeaTHHUH), KAKTO H NOBULICHH HHBA
H& KaIMH B CépyMa [pH *KHBOTHH ¢ HOPMAHO KPBRHO Hamarase. [1p Kydera, ce Habmoaasar
JUITaTalHA ¥ aTpodus Ha Op0pedriTe TyOynu. [IpH Ky4eTa H IUIBX0BE, ChINO TaKa, ¢ OTINTA H
YBPEK/AHE HA CTOMALIHATA JIMCABHIA (Ep0o3Kd, YNLEpaiH Wik Bh3NaneHne). Te3n dapMakoIorHuHo-
MEAHHPAHH HOXEIAHH eQexTH, W3BECTHH OT NPeAKIHHWIHATE H3NUTBAHKHA C HHXUOHTODH Ha
AHTHOTEH3HH-KOHBEPTHPAILHA €H3UM i anruoTeH3HH [T pelenTopEs aHTATOHHCTH, C& TIPEAOTBPATABAT
4pe3 opaiHO IPHIOKEHHE Ha CONeBH pa3TBop, M mpH npaTa BHAa XKHBOTHH, ce HabnolaBar v
NOBHIEHA aKTHBHOCT HA IUTa3MEHMA PeHHH H XHIIePTOdUA/XUNepIUIasysa Ha Gr0peHuTe
IOKCTATIOMEPYITHH KNETKH. Te34 NPOMedH, KakTo U Kiac-cneud@uunng edexr Ha AHXHOHTOPH HA
AHTHOTEH3HH-KOHBEPTHPAIHA SH3UM H ADYTH aHrHoTen3HH I peuenTopHy aHTArOHUCTH, W3IIIeKa
HAMAT KIHHAYHA 3HAYHMOCT.

He e #abnio/apaHo J0Ka3aTeNCTBO 38 TepaToreHeH e(QeKT, BbIIPEKH He TENMUCAPTAH B TOKCHYHH 103K
oxa3Ba edeKT BHPXY MOCTHATAIHOTO Pa3BHTHE HA MOTOMCTBOTO, KATO TIO-HUCKO TENIECHO TETI0 X
KBCHO IPOLJIeKIaHe.

Hsma noxaszarencrso 3a MyTareHeH ebekT HITH KNacTOTeHHA AKTUBHOCT 110 BPEME Ha iR Vilro
NpPOYYBaHHA, KAKTO H AOKA3ATENCTRA 32 KAPLIMHOTEHHOCT TIPH IUTHXOBE H MHILKH.

AMIOTHIINH
Penpodyxmuena moxcuduocm

PenpoaykTusRHTE NPOY4BaHHA NPH ITFX0BE W MHUILKH I10Ka3BaT 3aKECHANO POKIAHE, YIABIIKEHO
paxaaHe H HaMaJleHa IPEKHBAEMOCT Ha MAIKITE TIPH JO3H NPHOIN3IHTENHO 50 TETH MO-BHCOKH OT
MaKCHMAIHaTA NPENoPBYHTENHA JI03a P Xopa Ha Oazara Ha mg/kg.

Hapvwenue na pepmunumema

He e ycraHoBeH edekT BBPXY epTHIHTETA HA WIBXOBE, Ha KOHTO € NPHIOKEH NepOPATIHO
AMIIOOHITHHOB ManeaT (Ha MBXKKH 34 64 IHK U HA XEHCKH 3a 14 THH npexy TndToCBaHE) NPH J03H I0
10 mg amnogumis/kg/nex (okono 8 meTH* MaxcHManHaTa APENOPHYHTENHA K03a IPK Xopa 10 mg/aeH
Ha Gasara Ha mg/m® ). B Apyro npoyybaxe 1pH NIEXOBE, B KOETO HAa MBXKKH ILTEXOBE € IPHIATaH
AMITOJMITHHOB Ge3WTaT B Ipoabmkenne Ha 30 auu npn 1038, CpaBHHMA C Ao3aTa IpH xopa Ha fasara
Ha mg/kg, ca yCTAHOBEHH NOHIKEHH IAA3MEHH HUBA Ha HONHKYIOCTHMYIHpAlL XOPMOH H
TECTOCTEPOH, KAKTO H HAMA/EHa IIETHOCT Ha CIIEPMAaTa M HaMaleH GPOH 3penH criepMaTHIM M KIIETKH
Ha Cepronu.

KGHM€D02€H€3CI. MymdceHe3q

IInexoBe H MHOIKH, Ha KOWUTO € NpHAIaral aMIOOHIIHH ¢ XPaHaTa B NPOOETKCHHE HA JBE TOAUHH, B
KOHIIEHTPALIHH, H3YUC/IeHH Taka, Ye Ja OCHIypABaT AHEBHH HO30BH HEBa 0,5, 1,25 u 2,5 mg/kg/neH,
HE MOKA3BAT NaHHHM 32 kaHueporensocT, Hail-sxcokara a03a (3a MHIOKH 110/100Ha Ha, a 33 ILTHX0BE
IBOHHO NO-BHCOKA* OT MAKCHMATHATA NPENOPLYHTENHA KIHHAYHA H032 0T 10 mg Ha Gasara Ha
mg/m? ) e Guna GAM3Ka I0 MAKCHMANTHATa TIOHOCHMA 034 33 MHIIKH, HO HE M 33 IDTBXOBE.
MpoyuBanuaTa 3a MyTareHHOCT He MOK23BAT CBBP3aHH C IEKapeTBOTO ¢eKTH HHTO Ha M'eHHO, HHTO
‘Ha XpOMO30MHO HHBO.

*basupada Ha MauMeHT ¢ TenecHo termo 50 kg

6. PAPMAINEBTHYHH JAHHH




6.1 CnuebK HA MOMOLIHHTE BEUIECTBA

HatpreB xuapokcun

Meraymux

Mosupon (K-25)

eneseH okcui, uepser (E172)

MaHHTON

MuKpOKpHCTAHA 1IE1YTI03a

KpocnoBunoH

MarHesues creapar

TpexenaTHHU3MPARO HULIECTE

[apeBHiHO HHLIECTS

KonoupeH Ge3BoeH CHNTALHEB JTHOKCHI

6.2 HeceBMECTHMOCTH

HenpuioxuMo

6.3 Cpok Ha rogaoct

2 roguHH.

6.4 ChoenHajanu ycJaoBHA HA CbXpaxeHHe

Jla ce cpXpaHaBa B OPUTMHANHATA OIIAKOBKA 34 Ja ce NPESANa3t OT CBETIHHA.
To3K MPOIYKT HE H3WCKBA CIELMAIHH YCI0BHA Ha ChXPaHEHHE,

6.5 BuaH cbappikanHe Ha ONAKOBKATA

KaproHeHa kyTus chabpxaiia 14, 28, 30, 56, 90, 98 TabneTkH B Aluminum/OPA/Aluminum/PVC
GnucTepH.

He BCHYKY BHIOBE OIAKOBKH MOTAT ka GbAat [MycHaTH B nponaxba.

6.6 Cnennanvi MNpeana3s’HA MEPKH NPH HIXBBLPJSHE

BCeKH HeH3IOM3BaH JIeKapCTREH MPOLYKT MM OTHAXkUeH MaTepHal TpAGBa Jia ce HIXBBPAA CBrIacHo
MECTHHTS H3HCKBaHMA,

7. TIPETEXATEJ HA PAJPEHIEHHUETO 3A YIIOTPEBA

Zaklady Farmaceutyczne POLPHARMA S.A.

ul. Pelplifiska 19, 83-200 Starogard Gdanski, ITonua

8. HOMEP HA PA3SPEILEHHETO 3A YIIOTPEBA

Per. Ne 20190261

9. JIATA HA I'HPBOTO PASPEIIABAHEMIOAHOBABAHE HA PA3PE
YIIOTPEBA

Hara na mepBO paspemasane: 13.11.2019



10. JATA HA AKTYAJIH3UPAHE HA TEKCTA




