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2. KAYECTBEH H KOJHUECTBEH CbCTAB

Beska Tabnetka cbabpka 80 mg TenMucaprad (telmisartan) m 12,5 mg XHApOXIOpOTHAZHT
(hydrochlorothiazide).

ToMOINHY BEIMECTBA ¢ M3BECTHO JEHCTBHE: BCAKa TabneTka cpAbpxa 49,8 mg nakTosa MOHOXH/IpAT.

3a OEAHAA COHCHK Ha MOMOIMHHTE BEIeCTRa, BIKTE TOYKa 6.].

3. JEKAPCTBEHA ®OFPMA
Tabnerka.
Huamersp npubauzntenno 10,5 mm.

Kpernu aeycmoiiHy TalieTky, OUBeTeHN B 040 H pO30BO.

4. KJUHHYHHA JAHHHA
4.1 Tepan¢BTHYEE DOKA3AHHAS
JleueHne Ha eceHIAANHA XHOEPTOHHA.

KoMOuHupaHuaT nekapeTsen mpoaykT Tencon Ilmoc 80 mg/12,5 mg e ¢ duxcupanu fo3n (80 mg
TenMucaprad /12,5 mg XHAPOXIOpPOTHA3HZ) W € IIOKa3aH 3a NeyeHHe Ha BB3PACTHH, YHETO KPBBHO
HAQJIArale He € KOHTPOJIHPAHO aIeKBATHO CaMO ¢ Te/IMACAPTaH.

4.2 J03HpOBKA 1 HAMHE HA OPRIGKEHHE

EOSH@BK&

Bvapacmuu:

Tencon [Imoc 80 mg/12,5 mg ce mpHema OT NAaUMEHTH, 4YHETO KPBHBHO HAIAIGHE HE € aAEKBATHO
KOHTPOJIHPAHO TIPH MPHEM caMO Ha TelMHcapTaH. Ilpean [a ce fIpeMHHe KbM TO3H KOMOMHUpaH
neKapcTBEH MPOAYKT C PHKCHPAHW 1034 € HE0OXOIHMO MOOTACIHO id C& THTPHPAT A03H

MOHOTEPAIHATA KbM IpHEM Ha KOMOMHHpAHUA JIEKAPCTBEH NPOAYKT.



— Tencon [Imoc 80 mg/12,5 mg Moxe Aa ce MPHIOKH €IHH OBT AHEBHO NpH MAUHCHTH, YHETO
KPBBHO HATATAHE HE € KOHTPONHPAHO aIeKBATHO IPH CaMOCTOSTeNnHO NpanaraHe Ha 80 mg
TEAMHCAPTAH.

Cneyuannu nonynayuu:

Hayuenmu c 6vbpeuno yspescoare: TIpenophasa ce IEpHOAMYHO Npociefpane Ha Ox0peunnTe GyHKunH
(Bk. TouKa 4.4).

Hayuenmu ¢ weprodpobuc yepexcoane: TIpH NalUMeHTH ¢ Jeko IO CPEJHO 9epHoAPOGHO yBpekKAaBe
AO3HPOBKATA He TPAGEa Ja HagpHmasa 40 mg TeaMucapran/12,5 mg XHAPOXIOPOTHASH]I BEIHEXK AHEBHO.
Tencon Ilmoc He ¢ MOKazaH 3a jNedeHHe Ha MAIHEHTH ¢ TEKKW 9epHOAPoCHH HapymeHHs. Tuasmpure
Tps6Ba 1a Ce H3NON3EAT NPEAMNA3IHBO IPH IALMEHTH ¢ RapymenH depHoapoGau GyHkmun (RxK. TowKa 4.4).

Hayuenmy 8 cmapuecka svapacm: He € neobXoaAMO KOpHTHpade Ha JO34TA.

Meduampuuna nonynayus: He e ycranosena Ge3onacHOCTTa M eHUKAacHOCTTa Ha Tencon Ilmoc npn gena
¥ JOHOIUH Ha BB3pacT nof 18 roxaun. Hama HAMWYIHA JaHHH.

Hauns Ha HNPHITOXECHHES

Tabnetxute Tencon [moc ca NpeHAsHAYEHH 32 NEPOPANHO NPATOKEHHE BEAHBK AHEBHO H TpAOBa Aa ce
DPHEMAT € TEYHOCT, CBC Mt Be3 XpaHa.

TpennasHa MepkH, KOHTO TpaOea na GpaarT BleTH npenu paboTa WiH NPHNOKEHHE HA JCKAPCTREHWA
IPOAYKT,

Tencon [hnioc TpAGBa &a ce ChXpaHABA B 3aiieWaTaHHA GRHCTep, NOPaJH XATPOCKONWYHATE CBOHCTBA Ha
tabnerkute. TabneTxare TpaGBa fa ce H3BAKAAT OT BIHCTEPa HEMOCPEACTBEHO IPEAH ynoTpeba.

4.3 IIporHBONOKA3AHEN

—  CBpPBXYYBCTBUTENHOCT KBM JIEKAPCTBEHOTO BEINECTBO HIH KEM HAKOE OT NOMOIIHKTE BEIIECTBA,
w30poeHH B TOYKA 6.];

— CBpBXYYBCTEHTENHOCT KbM TNpPOHIBONHMTE HA cyndoHamumHATe cyOcTamumn (TBH KaTo
XHPOXJIOPOTHA3MA € CYNPOHAMHIHO NPOH3BOIHO);

— Bropo u Tpeto TpuMeceune Ha GpemenHocTTa (BX. ToukH 4.4 1 4.6);

— XonecTasa H OOCTPYKTHRHH HapyllIeHHs Ha KITBYHUTE THTHING,

— Texxko 9eprofpobHO yBpeXKTaHe;

— Texxo 666peuno yspexnane (kpeaTHHHHOB KIHPBHC < 30 ml/min);

— Pejppakropua xvmokxanueMus, XAneprAIIIHEMHUA,

EnmHoepemennaTta ynotpea Ha TeIMACAPTAH ¢ ATHCKHPEH-ChABPKALIY NPOAYKTH € IPOTHBOIIOKA3aHa IPH
TIAIHEHTH Che 3aXaped AHaber i Gu0peuno yspexzate (GFR < 60 ml/min/1,73 m2) (Bx. Touku 4.5 U
5.1).




44 CpenHaiHA OpeynpekIeHHs H Npeua3Hl MePKH NpA ynorpeda
e Dbpemennocr

He Tps6Ba 1a ce 3anouBa NpHeM Ha AHTHOTeH3AH I1 peuenTopHA aHTATOHMCTH TIO BPEME HA OpeMeHHOCT.
IauweHTKHTE, KOMTO [UIaHApAT OpeMeHHOCT, Tpabba Ja NpeMHHAT KBM  ATTEPHATHBHO
aHTHXHMIIEPTEH3UBHO JIEYeHHE ¢ YCTaHOBeH Npodwa Ha GesomacHoctT mpd ymotpeba mo speMe Ha
GpeMeHHOCT, OCBEH aK0 Ce CUHTA, Y€ € 0T ocobena BAKHOCT Aa ce IPOXBDKH JEYCHUETo ¢ aHI HoTeH3HH I
PENENTOPHH AHTATOHHUCTH. AKO € OMarHOCTHIHpaHa OpEMEHHOCT, JCYEHHeTO ¢ AHTHOTCH3HH I
PEIIeNTOPHH AHTATOHKCTH TpiOBa He3aGapHO 1a GbAe NPEYCTAHOBEHO M ako € MOAXoAAMo fa Obne
3aMoYHATO ATTEPHATHBHO JedeHue (BK. ToukH 4.3 u 4.6).

e UYepnoapobuo yspexknane

Tencon Ilmoc He Tpafipa 1a ce Mpuaara npy NAUHEHTH C XOJNECTa3a, C XKITbYHH 0OCTPYKTHBHH HapYLICHHS
HIH TeXKa 9epHOnpo0HA HHCY(hHIHEHIHA (BXK. To4ka 4.3), Thi Karo mo-rondMara 4acT OT TeJMHCApTaH
ce eIMMHHEDA Ype3 xThukaTa. [IpH Te3d DAIHEHTH MOXE [a ce 04aKBa HaMajleH YEpHOAPOoOeH KIHPHHC
Ha TeIMHCapTaH.

Oceen ToBa, Tencon [Tmoc Tpabea na ce mpusara BHMMATENHO [PH MAKHCHTH ¢ HAPYIICHHA B
uepHOZpoOHaTa (GYHKUHA HIH HporpecHpaio YeproApodHo 3abonaBane, Thi KaTO B Te3H CyuaH MaKy
TIPOMEHH BHB BOJHO-CNEKTPONHTHHA Garanc MOTaT Ja NoBeaT 10 YepHoApobHa KoMa, HaMa kIHHHIHY
JAHHH 32 H3N0/13BaHeTo Ha Tecon Ilnkoc npH NANKEATH ¢ YepHOAPOOHH HAPYINCHHS.

¢ Pen¢BacKynapRa XHREPTORHS

Korato manmeHTH ¢hC CTEHO3a Ha ABeTe OHOPEYHH apTepHM HIH CTEHO3A HA apTepHATa KbM EMTHHHYCH
¢yaxkuHoHHpam 6HOpeK ca TPeTHPaHH C JIEK3pCTBa, NOBIHABAINH CHCTEMara PeHHH-AHTHOTEH3HH-
ANJOCTEPOH ChUIECTBYBA MOBUINEH PHCK OT T&KKA XHITOTOHHS ¥ OBOpeiHa HENOCTATBYHOCT.

¢ BnOpeuno yppewaane u Gu0pevuHa TPAaHCIIAHTANAH

Tencon Ilmoc He Tpabea na ce mpuiara NpH MALKEHTH C Texko GBOpeyHO yBpeknaHe (KpeaTHHHHOB
KipBHE < 30 ml/min) (Bk. Touka 4.3). Hama goctaThbyHO AAaHHH NO OTHOUIGHHE HA NMPUIOXKEHHETO Ha
Tencon Imoc 80 mg/12,5 mg npu nanuenTy, npeThpnens Hackope 660peyna TpancinanTanns. Hamue e
orpanuyen omuT ot ynorpebara Ha Tencon TLmoc NpH nauHeHTH ¢ JSKH A0 CPENHO TeXKu GhOpedHH
HapylIeHns], TOPaaH KOeTo C¢ NpernopbhbyBa NEPHOANYHO NpocieIaBaHe Ha HHBaTa HA KaJliH, KDeaTHHAH H
NMKOYHA KHCENMHA B cepyMa. [IpH manmeHTH ¢ HapymeHd OnOpeuHH QYHKIHH MoXe Ja ¢ MOABH
430TeMHA, CEBP3aHa ¢ THA3HIHUTE NUYPETHIH.

¢ BnTpechaoBa XHNOBOAEMHS

CHMITOMATAYHA XHIOTOHHES, OCOOEHO CiIe]] ITBPBATA 1033, MOXe /13 e HabIi0aaBa NPH TAHEHTH ¢ TEXBK
HAaTpHeB NepHUNT WM HamalieH 06eM Ha WHPKYIHpAIaTa KPBB IIPH MOLIHA JHYPETHYHA TEpamHs, THeTa
C OrpaHHY€HO IPAEMAHE Ha COJI, THAPHA iy nospsinane. Takuea cLCTOAHES TpAOBA Ma 6bJaT KOPHTHPAHA
Ipeds npunoxenne Ha Tencon Imoc.

¢ Jlpoiino GJIOKHpaHe HA PeHHH-RHMHOTEH3HH-AAA0CTepoHOBATA cHeTeMa (PAAC)

Hma nannn, ve egpoBpeMeHHaTa ynotpeba Ha ACE uuxuGHTopH, anrvoren3us ll-penenrops
HIIH JTACKAPEH TIOBHILABA PHCKA OT XHUIIOTOHHS, XHIIEPKATHEMHs B HaMansBane Ha 6% P
(swnoamTeNHO OcTpa 6B6petHa HemocTarbuHocT). [Topagy ToOBa He ce mpenophuBa ABHHEN




PAAC upes komOunupanara ynorpe6a na ACE mnxuGuropn, anrnorenssn II-penentopHu GoKepH HIH
aAMACKMpPEH (3. Toukd 4.5 ¥ 5.1).

AKO ce TpeleHH, Y€ TepanuaTa ¢ JBoiHO Gnokkpade e aGcomorHo HeoOxoauma, Toa Tpabsa Ja cTaBa
cam0 nofl HaGIONEHHETO Ha CIENHANHCT M MPH YeCcTO BHMMATENHO MOHATOpHpaHe Ha GnOpednara
$YHKIMA, SNEKTPONHTHTE H KPLBHOTO HANATAHE.

— ACE uHXHOWMTOpH H aHTHOTeH3HH Il-peuienTopHH Gnokeps He TpabBa Aa ce H3nON3BAT
CIHOBPEMEHHO NPH NaUHeHTH ¢ JuabeTna HedponaTHA.

. ,[[pyrn Ch{TOAHHSA CHC CTHMYIANHA HA CHCTEMATA peHAH-aHFE0TEH3HAE-AJI00CTEPOH

ITpu nanueHT:, YHHTO BacKynapeH ToHyc H ObOpeuHa (yHKIMA 3aBHCAT OCHOBHO OT AKTHBHOCTTA HA
CHCTEMAara DPEeHHH-aHMHOTEH3HUH-AIAOCTEPOH (HaNMpHMep MAllHEHTH ¢ TeXKa 3acToliHa ChpAevHa
HEAOCTATHYHOCT MM MOANekanio 6s0pedno sabondBame, BKTIOMHTENHO H CTeHo3a Ha OnOpedHata
apTepus), JEYEHHETO C JeKapCTBeHH MPOAYKTY, KOWTO MOBIMABAT Ta3H CHCTEMa IPEIH3BHKBA OCTpa
XHIOTOHHA, XHIEPA30TEMHN, ONHTYpPHS KIIH PAIKO ocTpa Gu6peuna HeAOCTATHHHOCT (BX. TOUKA 4.8).

. HBPBH‘IEH AJA0CTECPOHHIEM

TlameHTH ¢ TBPBHYEH aJJOCTEPOHAZLM O TPHHLUKI HAMAa Ja pearupaT HA aHTHAANCPTCH3MBHM
NEKAPCTBEHH MPOIYKTH, AeHCTBAIM Ype3 MHXHOMUMA HA CHCTEMaTa peHHH-aHMHOTeH3HH. [lopanu ToBa,
ynorpebata na Tencon [Imoc He ce npenopbusa.

o Cremosa Ba A0pTHATZ M MBTPANHA Kiana, oOCTPYKTHBHA XHNEPTPOdHTHA
KAPAHOMHONATASA

KakTo mp# ApyTHTe Ba200MIATATODH, CIICNHANHO BHUMAHUE & HeoOXOMMOC OPH NaUHeHTH, CTpanaliH OT
a0pTHA HJIH MATPATHA CTEHO3a WIH 00CTPYKTHBHA XHIepTpodHHHA KapAHOMAONATHA.

¢ MeTaboNATHE B eRIOKPAHEH ¢deKTH

JleueHHETO ¢ THA3AAM MOXE 13 HApylUd IJIOKO3HHA TOJEpaHC, TOpajH ToBa Ipy MAamHEHTH ¢ nuabert,
TEKYRaHH C HHCYIHH HJIH aHTHAHAGETHH NeKapcTBEeHH NPOAYKTH H TEpanHs ¢ TEIMHCAPTAH, MOXE Ja
HACTBITH XMIOTHKeMHA. 3aTOBa, OpH TE3K MALMEHTH TPAOBa Aa ce 0OMHCIIA CHOTBETHO NPOCIEAIBaHE HA
KpBBHATA 3axap M MOXKE [a C& HalOKH KOPHTHpAHe HA J03aTa HAa MHCYJIHHA MIIH aHTHIUabeTHHTE
JIEKAPCTBa, KOTaTo ¢ nokasaHo. [lo BpeMe Ha TepanBATa ¢ THA3HIE MOXKE JIa ¢ MPOABH JATCHTEH 3aXapeH
mmaber.

JleueHHeTO ¢ THASHIHHA JHYPETHLH C& CBBP3Ba ¢ NOBHINABAHE HA HABATA HA XOECTEPON H TPHIIHLIECPHAH.
Bce mak, npu no3a 12,5 mg thasuaen ZuypeTHK, Te3H edekTH ca MAHAMAIHA HaM munceat. [Ipn Hakon
MALMEHTH HA THA3HHA TEPAITHA MOXKe Ja ce pa3BHe XANepypHKeMHs WIH pa3srbpHaTa mojarpa.

s  Eaexrponauten ancGananc

KakTo npH BCHYKH NalHEHTH HAa JUYPETHUHA TepanHs ¢ HeoOXOJHMO Ha ONpeAeiieHH HHTEPBATHA 14 ce
NPOBEKAA IEPHOAHYHO NPOCTCAABAHE HAa HUBATA HA €IEKTPOIUTHTE B CepyMa. THasHANTE, BKIIOUMTEIHO
XHAPOXTOPOTHA3H/A, MOTaT Ja JoBedaT A0 BOJHO-6IEKTPORHTEH AuCOIaHC  (BKIOYHTENHO
XHIOKANHEMHA, XHIOHATPHEMHA W XUIOXIOpeMHYHa aikanos3a). HadanHuTe npH3HalM 3a BOIHO-
eNeKTPOJHTeH JuchanaHc ca: cyXoTa B yCTaTa, Kakia, acTeHHds, ChHHBOCT, 3aMaiiBaHg
Gonka B MyCKyJHTe HIH MYCKYJHHM KPamIid, MycKynHa ¢naGocT, XUNOTOHKSA, ONH
CTOMAIHO-YPEBHH CMYIIEHHA KATO TraJicHe WIH MoBpbinane (Bx. Touka 4.8).




- XunoxkaaHeMHs

Benpeku 4e, mpu ymorpebaTa HAa THa3HAHH JHMYDETHIH MOXe Ja Ce pa3BAe XHIIOKAIHCMHA,
EIHOBPEMEHHOTO TleYeHHE ¢ TeJIMUCapTaH Moke Ja peAynupa NpeAM3BHKAHATA OT AHYPCTHIMTE
XHMIOKATTHEMHS. PUCKBT OT pasBUTHE HA XHTIOKATHEMHS € [0-TOJAM PH NalHSHTH ¢ YepHOIpobHa N1po3a,
TpH NaNHEHTH CBbC 3aCHNEHA AWype3a, NIPH MAlMEHTH, KOHTO IOEMAT HEaNeKBaTHO KOJHYECTBO
€JIeKTPONHTH Npe3 YCTaTa W IPM TALMeHTH, KOUTO €AHOBPEMEHHO CE NIEKYBAT ¢ KOPTHKOCTEPOHIH HITH
ajpeHokoptHKoTponeH XopmoH (ACTH) (Bxk. Touka 4.5).

- XunepranueMus

B IPOTHBOMONOKHMS CITy4ail MOXe Ja ¢ce CTHTHE [0 XHIepKATHEMHS, Ab/DKalla e Ha aHTaroHH3Ma Ha
TenmucapTan (xomnorent Ha Tencon [lmoc) kem anrmorensuH I (AT1) penentopute. Maxap 4e, nocera
He e oT0eNA3aH0 HaIKHYHe Ha KIHHHYHO 3HAYMMA XHTEPKAIHEMusA 10 BpeMe Ha nedenne ¢ Tencon ITmoc,
PHCKOBHTE (DAKTOpH 3a pa3sBUTHETO # BKIousaT OB0pedHa HENOCTATHYHOCT W/HIR ChpASYHA
HEZOCTATEIHOCT M 3aXapeH AHaber. Kanuii-chxpanspamure AMYpETHIH, KalHeBHTe I00aBKH HIM
3aMECTHTENINTE HA CONTA, ChIbPXAINH Kanuii Tpabea na 6bjaT BHMMaTeNHo PRANAaraHy no BpeMe Ha
nedenne ¢ Teacon Inroc (k. Touka 4.5).

- XurionaTpHeMua H XHITOXTOPEMHTHA ATKAT03a

Hama panmm, ye Tencon Tlmoc Moxe fa pemyukpa MM NPeROTBPATH MpeNH3BHKAHATA OT JHYPETHIH
XHNORATpHEMHA. XJIOPHHAT Ae(HIHT OOHKHOBEHO € JIEK H He Halara A0ITbIHATEIHO JeUeHHe.

- XunepkanipmeMus

TuasupuTe MoTaT Aa HAMAJIAT UITLYBAHETO HA Kammuii ¢ ypuHara H Ja AOBENAT A0 NPEXOJHH H JIEKH
YBEIIMYEHHA HA CEPYMHHA KaILHH [OpH JHICA Ha YCTAHOBEHH HapynIeHHS B KallHeBHA MeTaGONMIbM.
3HaUHTEIHATA XHIICPKAMIHEMHAS MOKE [a € NOKA3aTelicTBO 3a CKPHT XHIIepapaTHpeonau3EM. Ilpeny na
ce MpoBene MicleaBae Ha napaTHpouIHATe GYHKIHY TpAOBA fa ce NPeKpaTH NpHeMa Ha THA3HIH.

- XHnoMarHesHeMHAs

THazuaUTe YBETHYABAT OTASIAHETO HA MATHESMIf © YPHHATA, KOETO MOXKE JIa NOBEAE /0 XUIIOMAarHe3HEMHS
{Bx. TOuKa 4.5).

¢ Jlakro3a MOHOXHIpAT

TosH nexkapcTBeH NPOAYKT ChABPXKA JTAKTO3a MOHOXHAPAT. [TailHeHTHTE ¢ PAKO CPSIMAHHTE HacleACTBeHa
HEINOHOCHMOCT KBM (PPYKTO3a W/HIHN C HaCcle[CcTBeHa HEMOHCCUMOCT KbM ranakrosa, Lapp-nakrasen
JAehUIHT HIH IIOK030-TaNakTo3Ha ManabcopOuns He TpabBa Aa MpHeMaT TOBa JIeKapeTBO.

¢ ETaaucckn pazauuns

Kakxro e Halmonarano npu apyrute anryoTersud I penenTopHH aHTATOHHCTH, TEJIMUCAPTAR € OYCBHIHO
NO-MajKo efeKTHBeH B IOHHKABAHETO Ha KPBBHOTO HANIATAHE NPH X0pa OT 4epHaTa paca, OTKOIKOTO PH
IPYTHUTE pacH, BEPOATHO NOPaNH MO-4ECTOTO CpellaHe B YSpHATA MONy/IAallHg Ha HUCKO PEHHMHOBO HHBO C
OPOABH HA XMIICPTOHAA.

s Jpyran




KakTo npu Apyr# aHTHXHISPTEHIMBHH arcHTH, eKCIeCHBHATA PeyKIlHA Ha KPBBHOTO HAaLAlaHe IPH
NAIHEHTH C HCXEMHYHA KAPAHONATHA WIH UCXEMHYHO KapHo-BacKynapHo 3abolssane MoXe Ja KoBejle
0 MEOKApJeH HHQApKT WK HHCYAT.

¢ Obmm

IIpH narmMeHTH cbe Wil Ge3 apaMiEe3a 3a Aleprus Bl OPoHXHAlIHA acTMa MOXe Jia ce HabMo1aBaT peakiiy
Ha CBPBXTYBCTBHTEHOCT KBM XHAPOXJIOPOTHA3H, HO Ca IT0-BepOATHH NpH NalHEHTH ¢ TakaBa aHaMHE32.
Hma cpobmerns 3a ofocTpAHEe WIH aKTHBHpaHe Ha CHCTeMeH JIYIyC E€PHTEMATO3YC HpH MAalWeHTH,
AeKYBaRH ¢ THASHAHH AHYPETHUH, BHOYHTEMHO XyuApoxaopornasny Mma ceolmenns 3a peakuud Ha
¢oTOUYBCTBHTENIHOCT NpH ynmoTpebaTa Ha THasHAHM nWypernud (sxk. Touka 4.8). Ilpenopbusa ce
NpeKpaTABaHe HA TEPaNHsTa, aKO Ce TIOSBH peaKuys Ha (hOTOUYBCTBHTETHOCT B IEPHO/A HA JledeHne. AKo
¢e CunTa 33 HeoOX0AMMO OTHOBO BKIIOYBAHE HA IUYPETHK, CE NPEnopbYBa Npena3BaHe Ha 30HHTe, KOUTO
Ce M3/IaraT Ha CIVBbHIE WM Ha M3KycTBeHH UVA irpun.

e Kxncoraeacrso n 3AKPHTOLTBJAHA NIAYKOMA

XugpoxnopoTHasua e cyndoraMug, koiTo MOXe Na NMpHYMHH HAMOCHHKpardvHa peakilud, Bojela 1o
OCTPO TPEXOAHO KBCOIIEACTEO H OCTPA 32KPHTOBIBIHA FiaykoMa. CAMITOMHTE BKIIOYBAT B HA4aI0TO
OCTPO NMOHMXeHHEe Ha 3PHTeNHATA OCTPOTA HIH O4Ha Gonka, B OOHKHOBEHO Ce MOABABAT B DAMKHTE Ha
YacoBe [0 CEAMHIM OT Ha9AlIOTO Ha JlevenneTo. HenekysanaTta, ocTpa, 3aKpHTOBIBITHA MNIAYKOMA MOKE A3
AoBeRe no Tpaiina 3aryba Ha 3penne. [ILperyHOTO NeveHHe €, 1A CE CIIpe IPHEMA Ha XHAPOXTOPOTHAZUL,
KOJIKOTO € BE3MOXHO To-cKopo. HappeMeHHO JieyeHHe WIH XHPYPrHdHa HHTEPBCHIMA MOXKE [id CE HAJIOKH
Aa ce oOMHCIMAT, aKO BHTPEOYHOTO HAllaraHe 0CTaBa HEKOHTponHpaHO. PHCkoBHTE (pakTOpH 22 pasBHBaHe
Ha OCTpa 3aKPHTOBIBIHA INAYKOMa MOXKE 12 BKIIOYBAT aHAMHE3A 34 aNepras KbM CyAGOHAMUAH HIH
TIEHHULMTHHH,

¢ HeMenanomen pak Ba KOxKaTa

B nBe endleMMONOrHYHH NMpOYYBAHHA, OCHOBABAIK ce€ HA JATCKWA HAUHOHANEH PaKOB PETHCTRP, ©
HaOonaBaH NOBHINEH PHCK OT HEMeNaHOMeH pak Ha koxara {(HMPK) [6azannokneTsyeH KapLHHOM
(BKK} u ckpamosroxnersuen kapuuroM (CKK)] npu mapacteama excno3unys Ha KyMYJaTHBHA 7032
xuppoxnoporrasin (XXT3). ®otoceHcuOunmzupammure edexTh Ha XXT3 morar aa aelcTBar Kato
BEPOATEH MEXAHH3IEM 34 pasBuTHe Ha HMPEK.

IMauwenrnte, npuemamu XXT3, Tpa6sa na 6saar HEGOpMHApanH 32 pHcka 0T HMPK u cpBeTBaHH peOBHO
Aa [TPOBSPABAT KOXKATA CH 33 HOBH JIS3HH H He3a6aBHO Ja ChO0MAaBaT NpH No2Ba Ha NOAO3PHTEIHH KOKHH
ne3nn, Ha naumeHTHTe TpsOBa Jja ce NPemoOpBYAT BB3MOMKHH NPEBAHTHBHE MEpPKH, KATO OTPaHHYEHO
H3llaraHe Ha CIIHHYEBA CBETIMHA H YATPaBHOJIETOBH JIbYH, a B CIIyyal Ha eKCIO3HIMS, IIOAXOAINA 3aI0HTa,
3a A3 ce CBEJe A0 MUHHMYM PHCKBT OT PaK Ha Koxata. [Jo03pHTENHATE KOXHH Ae3HH Tpabsa na Obpar
NOIIOKEHH Ha He3abaBHO H3CNeABaHEe, HOTEHUHATHO BIIOYBALO XHCTOJOTHYHH H3CIEIBAHHA Ha
6uoncuunn MaTepramH. [Tpepasraexaane Ha ynotpeGara na XXT3 moxe Aa ce HaNOKH H NPH NALHEHTH,
KOHTO ca umanu npegxones HMPK (Bx. cbmo Touka 4.8).

4.5 BzaumoneiicTBue ¢ APYyTH NeKAPCTBeHE HPOXYKTH H APYTH GOPMHE HA B3aHMOelicTRHE

JIuTnii




Mo BpeMe Ha €NHOBPEMEHHO MPHICKEHHE HA JHTHH ¢ HHXHMOHTOPH HA AHTHOTEH3MH KOHBEPTHPALIMA
en3uM ca Habmojgasann oOpaTumy NOBHIICHAS HA CEPYMHHTE IHTHEBHM KOHNECHTPAOHH H MPOABH HA
ToxcHYHOCT. ChOBLIaBaHH ca PelIKH CliyuaH | ¢ anTHOTeH3uH II penenTopHA aHTArORHCTH (BKIKOHHTENHO
Tencon Imoc). EanospementoTo npinarade na nutaii i Tencon IImoc He ce Npenopbusa (BX. TOYKA
4.4). Axo TasH KOMOHHAIHA € OT CHINECTBEHO 3HAUCHHE, ce [IpellopbyiBa BHAMATENHO NPOCIEIIBAHE Ha
CepyMHHTE IHTHERH HHBA [I0 BpeMe HA eHOBPEMEHHO MPHIOKEHHE,

JIeKkapCTRCHN MPOAYKTH, KOHTO BOAAT A0 3ary0a Ha Kanuii W XHIOKATHEMHS (HAOpP. APYTH KalHypeTHYHH
NMYypeTHL, NakcaTuBH, kopruxocTepouad, ACTH, amdorepanun, kapbeHokconoH, neHuuuwnHH G

Hatpuii, CATHOHIORA KHCENAHHA H IPON3BOAHUTE H).

AKO Te3H BemlecTBa TpAdsa Ja Ce NpPHEMAT CAHOBpPEMEHHO ¢ KOMOHHAUMATAa TeNMHCApTaH —
XHAPOXIOPOTHA3HS, ¢ NPENOPEYBA NPOCTeiBaHe HA KATUeBHTe HHBA B Mnasmara. TesH NekapCTBEHH
IPOAYKTH MOXE 1A IOTEHIHPAT eeKTHTE HA XHAPOXJIOPOTHA3H/ BEPXY CEPYMHHA Kamai (Bx. Touka 4.4).

JleKkapcTBEHN NPOOYKTH, KOMTO MOBHINABAT KATHEBHTE HHBA WIK HHAYIHpaT xunepKandemus (sanp. ACE

HHXHOHTOpH, KaNHW-ChXpaHABAINM AHYPETHIIH, KATHERH A00ABKH, COMECBH 3AMECTHTENM, ChABPXKANIH
KaJIuii, UMKIOCHOPHH WIH APYIH JEKapCTBEHH MPOLYKTH KaTO XenapHH HATpHIA)

AKO Te3n JeKapCTBeHH TNpOAYKTH ca NpeAnMcany 3a ymoTpeba eIHOBpeMEHRO ¢ KoMOMHamuATa
TEAMHCAPTAH — XHAPOXIOPOTHA3H, NpeNopbiBa Ce MOBHTODHPAHE HA KANMEBATE IasMeHH HuBa. Bbs
OCHOBA Ha ONHTa ¢ H3MOA3BAHETO HA JPYTH JIEKApPCTEEHH NPOAYKTH, HaMansBamu AeHCTBHETO Ha
cHCTeMaTa pPeHMH-aHTHOTEeH3WH-ANIOCTEPOH, CBHIBTICTBANIOTC NPUIOKEHHE HA TOPSCIIOMEHATHTE
JTeKapCTBeHNA NMPORYKTH MOXe J2 A0BeAe J0 NOBHIIABAHE HA CEPYMHHs KayiMi W [0 Ta3H [PHYHHA HE CE
npenopbusa (Bx. Touka 4.4).

JICI(ap_CTBCHH NPOAYETH, KOHTO C¢ NOBIHABAT OT HADYIICHHA B CEPYMHHA KanHH

TpenopbuBa ce NEPUOAKYHO NPOCISAABAHE HA HHBATa Ha cepyMuns kanuit u EKI" koraro Tencon Ilmoc
Ce npHiara €aMHOBPEMEHHO C JIeKapCTBeHH NIPOXYKTH, KOMTO C¢ MOBIHABAT OT IPOMCHH B CEPYMHMA Kaltui
(HaupHMep OWTHTATHCOBH IJIHKO3MAH, AHTHAPHTMAYHH) H CAEAHUTE JEKapCcTBGHH NPOAYKTH,
npenn3BHKBaiA torsades de pointes (BKIOYBAINH HAKOH AHTHAPHTMUYHH), KATO XHUIOKAIHEMHATA €
npeapasnojarais dpakTop 3a torsades de pointes:

- knac [a aHTHAPHTMHYEEA (HAIp. XHHHAKH, XATPOXHHHANH, HH30MHPaMAL);

xnac II1 anTeapETMEYHE (Hanp. aMEOAPOH, COTANON, A0(eTHIN, HOYTHIUL),

- HAKOH aHTHICHXOTHIM (HAIlp. THOPHIA3HH, XJIOPOPOMA3HH, IEBOMEIIPOMA3HH, TPHNYOTIepasHH,
LHAMEMAsHH, CYINHPHA, CYJTONPHI, AMACY/IIPUA, THANPHT, THMO3H, XaNONepHION, APOIEPHAON),

- ApyTH: (Hamp. Genpuann, uuzanpug, tadeMaHinl, epuTpoMuaLEH IV, xanodaHTpHH, MH30IACTHH,
NeHTaMHAHH, crapdiokcanuy, Tephenagus, BuakaMuH [V).

QPH‘HTBJIHCOBH TIHKO3HAH

l‘[pennsnmcaﬂa'ra OT THA3HIW XHIOKATHCMUA HIIH XUIIOMAarHe3HEMMT ﬁﬂaFOHpHﬂTCTBa BBIHHKBAHCTO Ha
NpPeIU3BHKAHA OT JJUTHTAIKC apHTMHA (BX. Touka 4.4).

HEI‘OKCHH

[pu eaHospeMeHHa ynmoTpefa Ha TEAMHCAPTaH C JYIOKCHH cé HaGMORaBa yMepeHo
makoBata (49%) u Ha Hali-uuckarta (20%) muasMeHa KOHUEHTAUHS HA JHTOKCHH.




KOpHTHpaHe Ha [03aTa HJIH CIHPAaHe Ha JEYeHHeTO ¢ TeMHCApTaH, TpAGRa Jja ce HabloaBaT HUBATA Ha
AHrOXCHH, 32 Ja Ce IOIIbPKAT B TEPANeBTHHHA HHTEPBAIL.

AHTHXHICPTEHIHBHH Jie CHH 11 H
TeamucapraH MoXe A3 IOBHIOA XHIOTEH3HBHAA edekT Ha JPYTH aHTHXUISPTEHIHBHH CPEICTRA,

JIaHHA OT KIHHWYHH TPOYYBAHHA [I0Ka3BaT, 49e JABOHHOTO OJIOKHpaHe Ha DPEHHH-aHTHOTEH3MH-
angocreponosara cucrema (PAAC) upes komOunmpanara ynorpeba Ha ACE mHXHOHTODH, aHTHOTEH3HH
II-penienTopHE 6NOKepH MAH ATHCKHpEH cé CBHP3BA C MO-BHCOKA 9ECTOTA Ha HexKeJlaHH ChOHMTHs, Karo
HanpuMep XMIOTOHMA, XHIEpPKATHEMHS ¥ Hamangpare Ha ObOpevHaTa QyHKUHS (BKIIOYHTENHO OCTpa
650peyHa HEMOCTATHYHOCT), B CPABHEHHE ¢ YNIOTpebaTa camo HA eARO CPEACTBO, AelicTBamo Bbpxy PAAC
(Bx%. Touku 4.3, 4.4 1 5.1).

IpotHBoauabeTHN NeKaPCTEEHH NPOIVKTH (TIEPOPATHH H HHCYIIHH)

Moske [a ce HAIOXH KOPHTHpaHe Ha JO3HTE Ha MPOTHBOAHAGETHHTE IEKapCTBEHH MPOMYKTH (BX. TOYKA
4.4).

MetdopMmusr

TpabBa na ce H3NOA3BA Npenna3INBe MOPATM PHCK OT JIAKTaTHA ALMI033, HHOYLMpaHa OT Bb3MOXHA
¢dyuxuHoHaNHA OROpETHa HEOCTATEYHOCT, CEBP3aHa ¢ XHAPOXIOPOTHASHA.

KoJjecTHpaMHH H K0JIECTHIIOIOBH CMOJIH

TIpH HanW9HE Ha AHHOAHO-0OMEHHH CMOJIH, abcopOuHaTa Ha XHAPOXJIOPOTHASHA Ce HapylnaBa.

HOCTemHgHH HIPOTHBOBLINANHTEAHY JICKAPCTBEHH CPEICTBA

HCIIBC (T.e. aleTHICANMIM/IOBA KHCEAHWHA B MPOTHROBBL3MalMTeNHH Hozh, COX-2 umExubuTOpH M
nHecenekTusEM HCIIBC) Mmorar ga HaMmanaAT OUYpeTHYHHMs, HATPHYPETHYHHA H AHTHXHICPTEH3HBHHA
edeKT Ha THA3HAHHTE JHYPETHLM, W aHTHXAOEPTEeH3HBHHA eekT Ha anrHoTeHsum I penenmropHHTe
AHTATOHMCTH.

IIpy HAKOM MALMEHTH ¢ HapymeHa 6n0pevHa GyRKIMA (Halp. JeXHUAPATHPAHH NALMEHTH HWIH TalMeHTH B
CTapYeCKa BB3pacT ¢ HapyieHa Ga0peyna QyHKUMA) ¢qHOBPEMEHHOTO IPHAGKECHHES HA AaHTHOTEH3HH 11
PeUeNTOpHA AHTATOHHCTH M JIEKAPCTBEHHW NPOHYKTH, KOHTO MHXHOMpaT ITHKIOOKCHICHA3aTa MOXeE N
JoBelle 10 NO-HaTaThIIHO BiOmIaBane HAa OpOpevHara QyHKIHA, BKIIOYMTENHO € BBL3MOKHA OCTpa
OB0pedHa HENOCTATEHHOCT, KOATO OGHKHOBEHO € o6paTuma. Ilo Tasw npHunna, koMOunanuaTa TpsOea fa
6bae NMpurarana ¢ NOBHILEHO BHHMaHKe, 0cOGEHO MpHM NANMEHTH B cTapuecka Bh3pacT. [lanpentnte
TpAGBa na 6bAaT aAEKBATHO XHPATHPanH H Ja Gbae mpocienseana GrOpeynara uM QyHKIMS B HAYATOTO
Ha KOMOHHHPaHOTO NeveHAe ¥ NEPHOANYHO Clex TOBA.

B ezHO npoy4BaHe eHOBPEMEHHOTO NMPANATANE HA TEIIMHCAPTAH H PAMHAINIPHN € AOBENO 0 NOKaYpaHe Ha
AUCo24 M Crnax Ha paMHOPHTT M pAMHOPANAT 40 2,5 mbTH. KHHYHATA 3HATUMOCT Ha TOBA HabNOACHHE
HE € H3BeCTHA.

IIpecopan aMHHY (Haflp. HOpajJpeHaIIHH)

EdexTsT Ha npecopHATE aMHHH MO3XKe Jia & HamMalH.

'HepenonapusHpainyu MAOPEIAKCAHTH (HANp. TYOOKYPApHH)




Xw:[poxnopomaalm MOXeE a TOTCHIIHpa quCKTa Ha HeJlenoAApH3HpALIHTEe MHOPEIAKCAHTH.

JlexapcTBeHH NPONVKTH M3NON3BAHM 33 JICUeHHE HA nofarpa (Hanp. npoOeHHIHA, cyI(QHHNMPazoH H
N0y PHHOI)

Moxe A2 Ce HAIOXHU KODMTMpaHe Ha JJO34TA HA YPHKORYPHUIHHTE IEKAapCTBEHM NpPOAYKTH, Thi karo
XHIPOXIOPOTHAZHA MOXKE A yBEIH4H CepyMHRTe HHBA H2 NHMKOYHATA KHCennHa. Moxe la ce HaNoXH
MOBMIIZRAHE HA JIO3HTE HA MPOOSHHIMA WIH CYTQHHIApPa3oH. EAHOBPEMEHHOTO NPHEMaHe HA THASHIH
MO¥e Zia IOBUIIH YECTOTATA HA PEAKUMHATE HA CRPBXYYBCTBHTETHOCT KbM &NOIYyPHHOI.

Kanmess comi

TuaspaHuTe JHYPETHIIM MOXKE A IOBHINAT CEPYMHHUTE HIBA HA KAJIUMi, KOSTO ¢e ABIIKH HA [IOHHXKeHaTa
My eKckpels. Ako Tpsbpa fa ce NPEANHIAT KanuueBH A0GaBKH, © HEODXOMHMO fa ¢€ MMPOCICAABAT
CEepyMHIITE HHBA HA KAIIHA H CEOTBETHO g C¢ KODHTHpa J03aTa.

Beta-GroKepH M AHAZOKCHA

THazuaUTe MOXKE Ja MOBHIIAT XHIEPrIHKeMUIHHTE eekTH Ha OeTa-OlokeprTe H NHA3OKCHAA.

AHTHXONHHEDIUIHHTE TEKAPCTREHH TMpPOAVKTH (Hanmp. aTponHH, OHNEpHIECH) MOXe [na TOBHINAT
OMOHATMYHOCTTA HA THAIMIAHUTE AMYPETHIM 4Ype3 NOHMKABaHE HA CTOMAINHO-YPEBHHA MOTHIHTET M

9eCTOTATa Ha H3MPa3BaHe Ha CTOMAxA.

AMAHTHIHH

TrasuaATe MOKE N2 yBEIMUAT PACKa OT HemellaHH eQekTH, IPHIHHCHY OT AMAHTHIHH.

[ furoTOKCHYHH JeKapCTBEHH MPONYKTH (Hanp. LuK1ohochaMHua, METOTpEKCaT)

TrasuanTe MOXKE A3 HaMaIaAT GBOpPEUHATA eKCKPENHs Ha UHTOTOKCHYHHTE JIGKapCTBEHH NPOAYKTH H Jia
TIOTEeHIHPAT MHEJOCYNPECHPALIHS UM e(eKT.

BE3 ocHOBa Ha (apMaKOIIOrHYHATE MM CBOMCTBA € BB3MOKHO JIa CE 09aKBa, Y€ CICIHHTE JNeKapCTBEHH
OpoayKTH MOTAT [a NOBHINAT XHIOTCHIHBHHA €QEKT HAa BCHIKM 3HTHXMIEPTEH3HBHYW CPENCTBA,
BKIIOYHTENHO TenMHucapTaH: Gakioder, amudocTHH. CpINo Taka, OPTOCTATHYHATA XHIOTOHHA MOXKE 14
Oble 3aCHlIeHa OT ankoxon, 6apbHTYpaTH, HAPKOTHHHH BElECTBA HIH aHTHACIPECAHTH.

4.6 @epTHARTET, GPeMEHHOCT H KhpMeHe

BpemMennoct

He ce mpenopbuBa ynorpebaTa Ha aHTHOTEH3HH II pellenTOpHHE aHTATOHHCTH IPE3 TbPBHA TPUMECTHD
Ha OpeMeHHOCTTA (BXX. Touka 4.4). VnoTpeGata Ha aATHOTeH3HH Il penenTOpHHM AHTArOHHCTH €
OTHBONOKA3AHA MPE3 BTOPHA U TPETHs TPHMeCTHD Ra GpeMeHHOCTTa (BK. ToukH 4.3 1 4.4).

Hama mocrathuHo JamAm 3a ynotpebara Ha Tencon [Tmoc mpu 6pemeHHH xeHH. ExcnepaMenTtanunte
TMPOYYBAHHA NIPH XKHBOTHH TOKA3BAT PENPONYKTHBHA TOKCHYHOCT (BiK. TOUKa 5.3).

EnupeMHONOTIIAATE NaHHK 33 pHCKA OT TepaToreHHocT chen ekcnosumus Ha ACE u




anrHoTeH3dH [l penenTOpHA aHTArOHHCTH, CXONHM PHCKOBE MOTAar JA CBINECTBYBAT H IIPH TO3H Kllac
mexapctpa. IlalMeHTKHTe, KOHTO TiaHApAaT OpeMeHHOCT, Tp20Ba 1a NPEMHHAT KBM AITEPHATHBHO
aHTHXHMIIEPTEH3UBHO JICYeHHEe C YCTaHOBeH npodmn Ha GesomacHoCT mpu ynoTpefa mo BpeMe Ha
GpPEMEHHOCT, OCBEH aKO CE CIHT4, 9€ € OT 0c00eHa BAXHOCT Aa C& NPONBIDKH JIeUeHHETo ¢ AuruoTeHzaH 11
PELIENTOPHY AHTATOHMCTH. AKO € JMarHOCTHIMpaHa OpeMeHHOCT, JedeHHeTo ¢ aHruoTensu Il
PELIENTOpPHY aHTAOHMCTH TPA6Ba HesaGaBHO Ja GbAe MpeycTaHOBEHO H ako € HOAXOnAmIo Ja Oble
3aM10UHATO aNTepPHATHRHO JISYSHHE.

VYCTaHOBEHO €, Y€ eKCINOIHLIMATA Ha aHrHoTeH3HH Il peilenTOpHH aHTArOHMCTH IIpe3 BTOPHA ¥ TPETHA
TpUMECTHD Ha OpeMeHHOCTTAa NpeH3BHKBa (PETOTOKCHYHOCT IPH Xopa (NoHmKkeHa OB0pedHa (GyHKIuA,
ONMrOXHApaMHMOH, 3afaBeHa dwepemHa ocudHMxauua) u HeoHaTanmHa TokcuuHocT (GnOpeuna
HeIOoCTATHIHGCT, XAMOTORHA, Xanepkanaesita) (Bx. Touka 5.3). Ilpenoprysa ce yATPa3BYKOB NIPeTJel Ha
OnOpednaTa QYHKIAS U 9eperla, aKO HACTHIH €KCIIO3MIMHA Ha aHrHoTeHsHH I pelienTopsy aHTarOHACTH
Ipe3 BTOPHA TPHMECTBP HA OPEeMEHHOCTTA H ClieX ToBa. HoBOpoZeHHTe, YHHTO Mal¥KH ca IpHEMAad
aHruoTensuH I penenTopHH aHTArOHHMCTH, TpAOBa na 6b1aT BHUMATENHO Hab0JaBaHKA 32 HATHIHE Ha
XUnoTOHUA (5K, ToukK 4.3 u 4.4).

OnursT ¢ XMAPOXNOPOTHA3KA IO BpeMe Ha OpeMeHHOCT € orpaHuyeH, 0cobeHo mpes ITbPRHA TPHMECTBP.
[IpoyuBaHHATa IPH >XHBOTHH Ca HEJOCTATHYHH. XWJAPOXIOPOTHAa3H] MpeMHHABa IIpe3 INANEHTATa.
Basupalixd ce Ha GapMaKkolOTHIHAS MEXaHH3bM HA JEHCTBHE Ha XHAPOXIOPOTHA3K, ynoTpebara My Tpes
BTOPHA H TPETHA TPUMECTEP MOJXKeE /12 KOMIIPOMETHPA (eTo-TLTaNeHTapHATA MPOIYCKIMBOCT, U 13 NIPHIHHK
derannu ¥ HEOHATARHH ©(QEKTH, KaTo ChITEHHLA, HADYIICHWE HA EIeKTPOJATHHA Oanasc u
TpoMboLHTONEeH . XHAPOXJIOPOTHA3HA He TpAOBa a ce H3M0/3Ba MPH reCTallHOHEH OTOK, reCTallHOHHa
XHIIEPTOHAA HIH UpPeeKIaMiucus, MOpajH PHCK OT [MOHHKABaHE HA IJasMenHd ObeM M IJAUEHTApHA
xunonepdysus, Oe3 monesen edekT BPXY Xofa Ha 3ab019BaHETO.

XHAPOXNOPOTHAZHA He TPAGBA [A CE H3MON3BA NPH CCHIMANHA XHIEPTOHHS py OPeMEHHHA KEeHH, OCBeH
B pellky CJIy9aH, KOTaTo He MOXe /1A Ce IPUIOKH APYTo JIEUSHHeE.

KspMene

Tsit kaTo HAMa NAaHHH OTHOCHO ynoTpebaTa Ha Tencon IUnoc B meproAa Ha kbpMene, Tencon Ilnoc He ce
NpenopsHBa, a ¢ NPeAIO-HTAT ATTEPHATHEHH e9eHuA C I0-A00pe YCTAHOBER HPOQHT Ha He30NaCHOCT B
nEepHOJA KA KbPMEHE, 0COOCHO NPH KbPMEHE HA HOBOPOJEHO HITH NPEKASBPEMEHHO POICHO JIETE.

XHAPOXJIOPOTHA3H], C& €KCKPETHPa B MAIKH KOJIHMeCcTBa B Maif9MHOTO MIiko. THasHIH BbB BHCOKH J03H,
NpeJA3BHKBAINH WHTEH3ABHA JUypesa MOxe Na MHXMOGHpAaT MPOAYKIMATA Ha MIAKO. Ynorpebara Ha
Tencon Inoc mo BpeMe Ha KLpMmeHe He ¢e npenopbusa. Ako Tencon Ilmoc ce A3MON3Ba B MEPHOAA HA
KbpMeHe, Tpia6Ba Aa ce NoaAbPKAT HaH-HHCKHTE BB3MOXHH JO3H.

PDepTHIRTET

B npexxnuBwIHA npoyusaHna He ca HabmoaaBanK eeKTH Ha TENMHICATPaH H XHAPOXIOPOTHAZHI BHPXY
hepTHIHTEeTa Ha MBXKH H XXESHCKH HHIMBHIH,

4.7 EdexTn BLpXy ciocobaoctra 38 modupane 5 paGoTa ¢ MaUIAKH

Korato ce modupa s paGorn ¢ Mamu#H Tpabea Aa ¢e B3eMe N0 BHUMAHKE, Ye IPH aH
Tepanns, kato Tencon ITmoc Makap i paaxo, MOTaT 1a ce TIPOSBAT 3aMaifBaHe HITH Chb




4.8 Heaenann JeKapCTBeHE Ppeaki Ul
Kpamuo uznoscenue na npogura na besonacnocm

Haii-secto cpobinaBaHaTa HexenaHa eKapcTBeHa peakuus e 3amaiiBane. CepuoseH aHIHOEeM MOKe a
HacThIH paako (>1/10 000 no <1/1000)

O6imaTa 9ecToTa Ha HexkedaHHTe CoOATHA, ch0o0meny npy ynotpeba Ha Tencon Tlmoc 80 mg/12,5 mg e
CPaBHAMA CBC CHOOINEHATA ¢ TE/IMACAPTAH CAMOCTOATENHO B PAHAOMHIAPAHO KOHTPOIHPAHO KIMHHYHO
H3OHTBaHe, BmoyBamo 1471 paudenra, paHOOMH3MpaHH Ja I01yYaBaT TeIMHCApTaH H
xaapoxnoporaasuz (835) mwnn camo Tenmucaprtas (636). He e ycraHoBeHa 3aBHCHMOCT MEALY 03aTa
HEXEIAHHTE JIEKAPCTBEHY PEaKIHH H JTHIICBA BPB3KA C 110713, Bb3PACTTa HITH PacoBaTa IPUHAIEHKHOCT HA
MauHeHTHTE,

Kpamxo uzroxcenue na nexceranume Jexapemeenu peaxyuu 6 mabnuden popmam

Hexenannre NexapcTBeHH peaKllie, CHOOINEHH BBB BCHYKHM KITHHHYHH NPOYYBAHHA H HACTBIHAM NO-
YeCTO MPH HNOM3BAHETO Ha TEAMHCApTaH INOC XHAPOXIOPOTHA3H/, OTKOMKOTO MpH mianedo (p<0,05},
ca OMHCAHH NO-JOAY B CHOTBETCTRHE CbC CHCTEMO-OpraHHara Kiacudukamus. [Ipu nedenme ¢ Tencon
[Tmoc MoraT Aa ce MOABAT H HeXeTaHH NEKAPCTBEHH PeaKiiH, KOHTO Ca XapakTepHH 33 CaMOCTOATS/THOTO
Npuiaraxe Ha OTAeNHMTE My ChCTaBKH, HO KOMTO He ¢a HaOMoxaBaH B KIHHYYHHATE NIPOYIBAHHA.

HexenaHuTe nekapcTBeHH PeakiMH ¢a KATETOPH3HPAHH CNOpe], 4ecToTaTa, KaTo € U3NojI3BaHa cieaHara
KIacA(HKauEs: MHOFO uecTa (>1/10), yectn (21/100 no <1/10), wevecrn (>1/1000 no <1/100), penxn
(=1/10 000 ao <1/1000), maoro peaxu (<1/10 000), c Hem3BecTHa YeCTOTA {OT HANMYHHTE JaHHH HE MOXKE
Ia 6bAe HANpaBeHa ONeHKA).

Ilpw BCAKO rpymHpane B 3aBHCHMOCT OT YECTOTATa, HexkeNAHHTE NEKapCTBEHH peakiHH ¢e H36posABaT B
HH3XOZAIN peX [T0 OTHOMMEHHE Ha TEKECTTa.

Hadekupn B #HudecTayHy
PeaKH: 6pomxut, PapHHTHAT, CHHYHT
Hapyiienns Ha HMYHHATA CHCTEMA

pPenK: 060CTpsARE HiTH AKTHBHPAHE HA CHCTEMEH JYITYC epHTeMATOaeC"

Hapymenns Ha MeTabonn3Ma H XPaHeHETO

HEYeCTH: XHNIOKATTHEMHA
penKu: XHIIEPYPHKEMHSA, XHNOHATPHEMHS

lcuxpyann HapyilleHHs
HEYEeCTH: Oe3nokoiicTBO
PeaKH: JenpecHs

Hapyilienns Ha HEPBHATA CHCTEMA




YECTH: 3aMaiisane

HEYeCTH: CHHKOII, IapecTe3ns

DEIKH: Ge3chRAe, HAPYINEHHA HA CHHA

Hapvimenps Ha ounte

peaku: HapyllcHAS Ha 3peHHETO, 3AMEIIICHO BHKAAHE
Hapymeryd Ha yxoTo u nabHpyHTa

HEYEeCTH! BEPTHIO

Coppevdu HapymeHHs

HEeYeCTH: TaxHKapaud, apuTMHS

CBI0BH HapyIIeHHs

HEYEeCTH: XHIIOTOHHA, OPTOCTATHMHA XHITOTOHHA
PecnupaTopHH, rphAHH H MEIHACTHHAITHH HapYINeHAS

HEYeCTH: MHCITHEA

PenKH: pEeCIHpaTopeH ANCTpeC (BKMIOYHTEIHO THEBMOHHTH H Genonpoben 0TOK)

CroMalrHo-4peBHH HapymeHHs

HEYecTH: IHApHs, CYX0Ta B YCTaTa, GuaTyieHlnsa

PelKH: aGmoMHHaMHa §0MTKa, 3aNeK, AHCIENCHs, NOBphINaHe, FACTPHT
Xenaro-011MapHn HapyIneHus

PeIKH: aGHOpMHa YepHOAPOOHA (YHKIHA/4ePHOAPOOHO HApymeHHE

HapvyimeHnAs Ha KOXAaTa ¥ MOAKOKHATA ThKaH

PpeaK: aHTHOEneM (ChIO M ¢ aTaneH HM3Xo[), €pHTEMa, TPYPHTYC, OOPHB, XHIIEpXHIpPO3a,
YpTHKApAs

Hagggeﬂnﬂ Ha MYCKYJTHO-CKCNISTHATA CHCTEME, CEENHHHUTEIHATA ThKaH H KOCTHTS

HEYECTH: 60I1KR B rppba, MyCKY/IHH CTIa3MH, MHA/ITHA
PeAKH: apTpairyd, MyCKYJHH KpaMIld, Gonka B kpaiHHK

Hapygemm HA BRINPOHU3IBOAHTCIHATA CHCTEMA H FhPAATA

HEYECTH: EPeXTHIHA JuchyHKIN
O6my HapyImenus U eeKTH Ha MACTOTO Ha MPHIOKEHHE
HEYECTH: DonKa B TPbAHMA KOLI

PeaKH: rpeilonono0HN CHMITOMY, Homka




Hacnenpanns

HeYeCTH: NOBHIIEHA NMHKOYHA KHCEIHHA B KPBBTa
peaxu: TIOBHIIIEH KPEaTHHHH B KPBLBTA, MOBHIIEHA KpeaTHAGOCHOKHHA3A B KPHBTA, NOBHIICHH
TepHOAPODHHTE eH3HMH

1: Ha 6a3a HA TOCTMAPKETHHIOBHS OMHT

2: 33 NOITBAHHTEIHO OIMHCAHHKE, MONIA BIUKTe NoAToukKa 4.8 Onucanne Ha H3OpaHH HeXeNaHd PeaknHi

Honvanumenna ungopmayn 3a 6cex Om KOMROHEHMuUneE

Hexenanure peakumny, cboGUIABaHH Tpeld TOBA IPH CAMOCTOATENHOTO W3MOJ3BaHE HA HAKOH OT
KOMIIOHEHTHTE, MOraT 4 BE3HHKHAT H [pH H3N013BaneTo Ha Tencon Ilmoc, nopd 5a Ae ca Habmonasanu
IpY KIHHAYHATE HPOYYBAHHA HA TO3M NPOJYKT.

Teamucapran

YecTOTaTa Ha HEskelAHHTE IEKAPCTBEHH PeakilAd IIPH W3[0I3BAHETO Ha TEIMHCAPTaH | Itanedo e mouTH
eHaKBa.

YecTOTaTa Ha HEXENaHHTE NEKApCTREHH PeaKiny, chobmeHn npH ynorpeba Ha TenMucapran (41,4%), e
cpaBHEMa ¢ mraneGo (43,9%) npm nnaneGo-koHTponvpanu npoyusaHus. [lpeicTaBeHuTe n0-A0NY
HEXKCIIAHH PEaklHY, OTpa3ABaT pe3ylnTaTHTEe OT BCHUKH KMHHHYHI IpOy4BaHHA IIPpH NAKKCHTH, JIEKYBaHH
¢ TEIMHCAPTAH 33 XAMEPTOHHA WM NPH TanHeHTH Ha 50 TONMHH, HIIH NO-BB3PACTHY C IOBHIIEH PUCK OT
CbpACHHO-CBA0BH HHIHACHTH.

Hudexuun 1 nadecTanupn

HEYCCTH: KH(i)&KI.IIrUI Ha TOPHUATE MOHXATCIHH ObTHIHIA, HHCI)CK]IHH Ha MNHKOYHHTC HIDETHIIA
BEIMIOYHTEITHO LUCTHT

pelxa: CeTICHC BKIIOYMTENHO C GaTanen H3xor
Hapymenus Ha KpbBTa 0 THMOHATE CHCTEMA

HEYECTH: aHeMug

peaxs: S03HHOGHIHA, TPOMOOIUTOIICHHA

Hapymenus Ha HMYHHATA CHCTEMA

peaKy: CBPBXHUYBCTBHTENMHOCT, AHAPHNAKTHIHA PEAKITHS
Hapyienns 1a Merafonu3Ma M XpaHeHeTo

HETECTH: XHNEPKATHEMHS

DEAKH: XHROrmaKeMus (Tpx NatiHeHTH, 60AHH OT AHabeT)

ChpAeyHHA HAPYIIEHUA




HEYeCTH: Opanukapaus

Ha E€HHA Ha HEPBHATA CHCTEMA

PEenKy:; CBHIIHBOCT
Pecnupatopuu HH H MeTHACTHHAJIHHN HA eHHA
HCHYECTH: KallmHAna

MHOTO peKH: HHTEpCTHIHANHa Genosnpodua Gonect’
CTOMAIHO-YPERAN HAPYIIEHAS

pezn: cToMameH AucKoM§popT

Hapymenra Ha K0Xkara H MOAKO0XKHATA ThKAH

PEAKH. eK3eMa, JIEKapCTBEH 0OPHB, TOKCHYEH KOXKeH 00pHB
Hapymenns na 6s0peliute 0 MHKOYHKHTE METHINA

HEYeCTH: GBOpeuno yepexnane (BKIOYHTENHO ocTpa 650petHa HefloCTaTBYHOCT)

ngygemm Ha MYCKVTHO-CKSJICTHATA CHCTeMa, CheIMHUTENHATA ThKaH H KOCTHTE

pEnKH: aptpo3sa, OONKH B CYXOXHINATA

Obura 1 eHAA ¥ eeKTH Ha MACTOTO Ha IPHIIOKEHHE
HEYECTH: aCTEHHA

Hacnenpanng

pesKg: TIOHHKEH XeMOTTIO0HH

3: 3a JOIBJIHATENHO OIHCAHHE, MOJIA BIDKTE [TOATOUKA Onucanue Ha u3bpanu Hexceranit peakyuu

XHApoXIOPOTHAIHI

XHIApoxIopOTHAIHEI MOXKE A3 IPAYHHE HIH 060CTPH ChCTOAHHE HA XHIOBOJIEMEA, KOETO OT CBOS CTpaHa
MOJXe Ja JOBEAe A0 eNeKTPONuTeH AuchamaHe (Bk. ToIKa 4.4).

Hexenanmre JEKAPCTBCHH PEAKIIHH C HCH3BECTHA YECTOTA, cboOImaBaHN IIpH CAMOCTOATENHATA ynm’peﬁa
Ha XHAPOXNIOPOTHA3ZHT, Ca:

HudekiHy 1 HHGpecTalHH

HEH3BCTHA YECTOTA: CHANOANeHAT

Hapygemm Ha KDEBOHOCHATA H niMdHA cHCTEMH

HEH3IBECTHA HECTOTA: alNacTH4YHA AHEMHA, XEMOJHTHYHA aHEMHA, MNOTHCKAHS HA KOCTHHA MO3EK,
JICBKOIICHHAA, HEYTPONECHNA, arpanyIonuTOo3a, T])OMGOIIHTOHCHI/DI

Ha SHHA Ha HATA CHCTEMA




HCH3IBCCTHA YeCTOTA: aHaleHaKTH‘IHH PCaKIHH, CBPbXIYBCTBUTENHHOCT

ng!gem Ha SHAOKPpHHHATA CHCTEMA

HEH3BECTHA YCCTOTA: HEAOCTATHYHO KOHTPOAHDAH 3axapeH ;maﬁe’r

Hapvmemm Ha MeTabonuiMa H XpaHeHeTo

HEH3BCCTHA YECTOTAL 4HOPCKCHS, IIOHHKEH all¢THT, CICKTPONHTEH JIHCGEUI&HC, XHIIEPXONCCTEPOICMHIL,
XHIOECPrIHIIHMHAA, XHIIOBOICMHA

IlcHxHYnA HApYINEHHS

HEH3BECTHA YecTOTa: Oe3nokoiicTeo

Hagymenml Ha HEPBHATA CHCTCMA

HEH3BECTHA YSCTOTA:  3aMaliBaHe

Hapymenus Ha o9nTe

HEH3BECTHA YeCTOoTa: KCAHTOICHA, OCTPA MUONN, OCTPA 3aKPATOBIBIIHA [JIAYKOMA

CBIOBH Ha EHHS

HEH3BECTHA HecToTa:  HeKPOTHIHPAI BACKYITHT
CroMaillHO-MpeBHH HapyIneHHs
HEH3BECTHA YECTOTA: MAHKPEATHT, CTOMAIleH JACKoM(opT

Xeparo-OHIHapHy HapyIneHHd

- HEH3BECTHA 4eCTOTa: XemaToUenylapHa JKBITCHHOA, XONSCTaTHYHA XBITEHHIA

HapynieHds Ha KOXAaTa i NOAKOMHATA ThKaH

HEH3IBCCTHA 9ECTOTAL JIyl'lyc-l'lO,]lOGEH CHHApOM, PEaKIIMH Ha Cl]OTO‘IyBCTBHTEJIHOCT, KOXKCH BAaCKYJIHT,
TOKCHYHA €IIHASPMaIHA HEKPOJiH3a

Hap YINSHHA HA MYCKYITHO-CKEJIETHATA CHCTEeMAa, CHhESIHHUTEIHATA TEKAH H KOCTHTE

HEH3BECTHA yecToTa:  cnaboct
Bapyinenns Ha 6p0penuTe W THKOYHHTE METHIIIA
HEH3BECTHA YEeCTOTA:  MHTEpCTHUMAneH HE(pHT, Dp0peuna nuchyHKIHS, IIOKO3ypHS

Oﬁmﬂ HapymieHHA H ethekTH Ha MSCTOTO Ha NPHIIOXKEHHe

HCH3BCCTHA 4ECTOTA:  NMHPEKCHSA

Hscnenranua

HEH3IBCCTHA YECTOTA. MOBHIIEHH HHBA HA TPHIVIHLUCPUAH




¢ HEH3BECTHA YECTOTA: HEMENIAHOMeH pak Ha  Koxara  (OasanHokinerpyeH  KapmHHOM  H
CKBAMO3HOKNETbYEH KApLHHOM)

Onucanue HQ U3OPAHY HENCERAHU NEKAPCMBEHYU DEaKyUU

AGHopMHA YepHOAPOSHA OYEKIHL/ YepHOIpoDHO HAPYIIEHHE

TloBewero cnyyan Ha abHopMHAa depHoApoGHa (yHKOWa/yepHOApPOOHO HapywWeHHE OT IOCT-
MAapPKETHHIOBHSA ONHT ¢ TEIMHCAPTAH HACTHIBAT [IPH NALHEHTH OT AIOHCKH Ipomsxoa. IIpu nauueRTH ot
ANOHCKH NPOM3XO0]l CHINECTBYBA [10-TONAMa BEPOATHOCT 3a PAa3BHTHE HA TE3H HEKETAHH PeaKilvH.

Cencuc

B mpoyurasero PROFESS ¢ nabmogasana noBHeHa 9eCTOTA HA CEMICHC [IPH TEIMHUCAPTaH B CPABHEHHC ©
mnaneGo. CEOATHETO MOke /a € ClTydalfia Haxo/Qka UAH Ja e CBBP3aHe ¢ HEMIO3HAT A0 MOMCHTA MEXAHHIBM
{Bx. TouKa 5.1).

HuaTepcruranna Gemroapobua dosect

Crmyyan Ha HHTepCTHHHamHa GexoapobHa GolecT ca JOKNaABAHH OT MOCT-MAPKETMHIOBHA OMMT, BbB
BPB3Ka C IPAeMa Ha Teamucapran. [IpHauHHO-CNeACTREHHA BpE3ka obade He € yCTaHOBEHA.

HeMenanoMeH pak Ha KoskaTa:

BB3 OCHOBA Ha HANHYHMTE AAHHH OT €NMAEMHOJIOTHYHH NPOY4YBAHAA e HaOMogaBaHa 3aBHCHMA OT
KyMyJIaTHBHATA [032 Bpb3ka Mexay XXT3 n HMPK (. cbmo Toukn 4.4 1 5.1).

CroQnapane Ha NONO3HPAHH HEXECAAHH PEAKIHH

ChofiapaHeTo Ha IOHO3MPAHH HEXENAHH PEaKHMH Clel pa3peinaBaHe 3a ynoTpeGa Ha JCKapCTBEHHSA
OpOAYKT € BakHO. ToBa no3Bosgsa ga NpoAbDkd HAGMIOAEHHETO HA CHOTHOLIEHHETO NMOM3a/PHCK HA
NieKapcTBeHUs npoAykT, OT MeJUUMHCKATE CIIENHANMCTH c€ M3UCKBA Ja chodlIaBaT BCAKA MOAO3HpPaHA
HeXellaHa peakims Ipes:

H3menHATENHA areHIus 10 JeKapcTBaTa
yn. ,,JJamsa I'pyep* Ne 8

1303 Cogun

TedL; + 359 2 890 34 17

yeOcaiiT: www.bda.bg

49 Ilpenosupane

CelecTBYBa OrpaHHueHa HH(OpMailns N0 OTHOMICHHe Ha NPEAO3HPaHe Ha TCAMHCApTaH NpH Xopa.
Temuucapran He ce ornens npH xemoauanu3a, He ¢ yCTaHOBEHO 10 KaKBa CTENEH XHAPOXIOPOTHA3UA CE
OTAEI NPH XEMOAHAIH3A,

CamnTtomu: Hait-w3sBenuTe IpoABH Ha NpeAO3HpaHe C TeIMHUCAPTAH Ca XHIIOTOHHA U TAXHKApIH4, & ChIIO
ce cpobmapar H GpagHKapAus, 3aMasHOCT, NOBHIIABAHE HA CePYMHHA KPeaTHHWH H ocTpa Ou0peuna
HEAOCTATEYHOCT. Hpenosnpaﬂe'ro C XHAPOXNOPOTHA3HN CE CBhp3BA ¢ HAMAABAHC HA ¢

CHMIITOMH Ha NPEXO3HpaHE Ca raacHe H COMHONEHTHOCT. XuAnoxammeMHaATa MOXKe 1a 1



cnasMH W/anM aKUSHTYHWPaHa apHTMHA, CBBD3AHH C eIHOBpPEMEHHATA YTOTpeba Ha AUTHTAIHCOBH
TIMKO3MIAN KAH ONpPEASNeHH aHTHAPHTMHYIHH I¢KapCTBEHH NPORYKTH.

Jleuenue: TenMmucapraH He ce OTHENA NpPM Xemonuanusa. [lanueRTsT Tpabea Ja ObJe BHHMATE/HO
HabniofaBan H Jeuenneto Tpabea fa 6bae CHMOTOMATHYHO H NOAXLPKAMO. OBNaisBaHeTo 3aBHCH OT
BpEMETO Ha MpHEMaHe Ha NPONYKTA H TEXEecTTa Ha CUMITOMHTE. [IpenopbuuTeHATe MCPKH BRIKOYBAT
NpeAH3BAKBAHE HA TIOBPBINAHE W/HIM CTOMAIIHA npoMHBEKa. [IpHiaraHeTo Ha aKTHBEH BBIVIEH MOXE 1a
ObIe MOJIE3HO MpPH NedYeHHe Ha mpeposupaHero. HeoOxomuMo e decTo mpocnelABAHE HA CepyMHHTE
€NIEKTPOJIMTH H KpeaTHHHH. [Ipy mosABa Ha XMIOTOHAS, NANHEHTET TPA6Ba Aa 6b/€ OCTABEH B JIETHAJIO 110
rpB0 TooXKeHHe K G530 /1a ce NPHJIOKAT COJNICBH M 00eMHH 3aMECTHTEIH.

5. DAPMAKOQJIOTHYHHU CBOACTBA

5.1 PapMaxoIHAAMEYHH CBOHCTBa

dapMakoTepaneBTHuna rpyna; Aurnotensud Il peuentopHE aHTaromdcTH H AmypeTuu, ATC kon:
CO9DAO7

MexaHH3EM Ha AelicTRHE

Tencon IImoc e koMOHHanma oT arrmoTeH3uH II penenTopeH AHTaroHHCT, TENMMHCAPTaH M THAIHACH
JHYPCTHK, XHAPOXIOPOTHa3ZHI. HpH KDMGHHHpaHETO HM Te3H ChCTABKH 2 HMAT  aJHTHBCH
AHTHXHIEPTCHIHBEH ed)eKT, KOETO BOAH IO NO-TOMAMO HaMAJIABaHe HAa KPBEBHOTO HANATAHE OTKOJIKOTO, KO
ca NpUnokeHA nootaento. Tencon ILmoc, ApHemMad BeAHBAK AHEBHO B TepaNECBTHYHH HO3H, BOAH 1O
elpeKTHBHA H NITaBHA PSAYKUMA Ha KPBBHOTO HaJATaTe.

DapMakonHHAMHAYRY edeKTH

TenMuCapTaH € NEPOPATHO edeKTHREH U cnenuduuen aHrnoTen3nH [1 pemenropeH aHTarosuct (Tan AT1).
Tolt H3MecTBa ¢ MHOTO BHCOK adMHHTeT aHrHoTeH3MH Il OT HErOBOTO MACTO Ha CBBp3BaHe B AT,
pemenTOpHAA DOATHIL, KOHTO & OTrOBOpEH 3a H3BECTHHTE NelicTBAA Ha aHTHoTeH3uH 1. TenMucaprad HaMa
JAOPH M YaCTHYHA ATOHACTHYHA akTHBHOCT cnipaMo AT penentopa. TeIMHCapTaH ¢e CBBP3Ea CENISKTHBHO
¢ AT peuentopa. CBBpP3BaHETC € IPOAL/DKHTENHO. TelMHCAPTaH HE TOKa3Ba aHHMTET KbM JpPYTH
pelenTopy, BKIOYHTeNHO AT u ApyrH no-cnabo xapaxtepusupasn AT-penenropu. @yHKUHOHATHATA
pOIis Ha Te3H PELENTOPH HE ¢ H3BECTHA, HE € H3BecTeH H edeKTHT HA TAXHATA BE3MOKHA CBPBXCTUMYTIaHS
OT aHTHOTeH3HH II, 4ymiiTo HUBa ca NOBHINEHH OT TelnMHcapTad. HHBaTa Ha IIa3MeHHA alJOCTEPOH ca
NOHHKECHH 0T TenMucapras. TenMucapran He HHXUOHPA HOBELIKHA [Ia3MEH PeHHH U He 6N0KHpa HOHHUTE
KaHanu. TelMHcapTaH He HHXHOHpa aHTHOTEH3HH KOHBepTHpalug eH3uM (kuHuHasa II), eHsuMBT, KolTOo
CHINO pasrpakia OpaguxunmHa., [TopagH ToBa He ce OuaKBa Jia NOTEHUHpa OpafHKHHHH-MENUHPAHHTE
HEXKeNMaHH JekapcTeenn peaxknmh. IIpn xopa gosata or 80 mg TenMHCapTaH NOYTH H3LAN0 HHXHOHpa
NPeH3BUKAHOTO OT aHTHOTeH3WH Il moBuinapane Ha kpbsHoTo Hamsrane, MuxuOuTOpHHAT edekT ce
mOAEpAaA Hal 24 yaca, KaTo Bee omle MoXe Aa Objle YCTAHOBEH 0 48 uaca.

Cnen mpunarare Ha mepBAaTa 103a TEIMHCAPTaH ce HA0MI0/[aBa TOCTENCHHO MTOABA HA AHTHXHIIEPTEH3HBHA
AKTABHOCT B paMKnTe Ha 3 yaca. MakcumanHaTa pelyKins Ha KPhBHOTO HANATAHE C& AOCTHIA HAITHAHO B
pAMKHTE Ha 4-8 CEIMHUH CNER HAYATOTO H2 REYESHHETO H C& HOAFLPKA Upes MPOTBIDKUTENHA TEPAITHs.
Cnen npuemane Ha 1103aTa aHTHXHIIEDTEH3HBHUAT eeKT NEPCUCTHPA moBede 0T 24 daca, K3ze :

MOCHENHATE 4 9ACA Ipe/H CISIBAIIOTO NMpPIIOKeHHE, KAKTO NIOKA3BaT amOylaTopHHp




HEMNOCPEACTBEHO IPEAH NMpHEMa Ha CA¢ABamaTa 1033 (CHOTHOIIEHHETO MEHHMAKHH KbM MAaKCHMAaIHH
KOHLIEHTPAIHH, KOETO & NOoCTosHHO Hax 80% cien npmeM Ha fosd ot 40 m 80 mg TeamHcapTaH IpH
nianebo XOHTPOIMPaHH KIHHUYHA MIPOYYBAHUA).

[1pH TAlMEHTH ¢ XHIEPTOHUS TEIMHCAPTAH PeAYLApPa H CHCTOMHOTO H AHACTOTHOTG KPHBHO Hansrane be3
Jia TIOBNKABA MyIICOBATA YeCTOTa. AHTHXHNePTeH3HBHATA ¢HKACHOCT Ha TeIMHCApTaH € CpaBHHMA C Tasu
HA 0POOYKTH, MPeACTAaBHTENH HAa JAPYrH KIACOBE AHTHXMIIEPTCHIWBHH JeKapCTBCHH [POIYKTH
{ycraHOBeHa IPH KIHHHYHY W3MATBAHHA, CPABEABALIA TEAMUCADTAH ¢ AMITOANINHEH, aTCHOIION, SHATANpH,
XHAPOXIOPOTHAZHA ¥ TH3UHOIIPHIT).

TTpu BHe3aMHO NMPEeKBCBAHE HA NEYEHHETO ¢ TEAMHCAPTaH KPbBHOTO HAILTaHe MOCTENCHHO Ce Bpbila A0
CTOHHOCTHTE NP JEYEHHETO, 33 NEPHO/ OT HAKONKO JHM He3 NaHHH 3a pebaywuy xunepronudeH epexr.
Cny4adTe Ha CyXa Kanmna ca 3HAYHTENHO NO-MAKO IPH MNauMeHTH, TPETHPAHH C TEIMHCApTaH,
OTKOJIKOTO IIPH TAKHBA, HA KOWTO ¢a JABAHH HHXMOMTOPH Ha aHTHOTCH3MH KOHBEPTHpAlNMA CH3HM B
KIIHHAYHE TIPOYYBaHHi, THPEKTHO CPABHABALNH JBETE AHTHXHIIEPTCH3HBHH JIeTEHU.

Knunnuna edbHKacHOCT B §e300aCHOCT

IpodinakTixa Ha CBPAESIHO-CHOBH MHIIHACHTH

ONTARGET (ONgoing Telmisartan Alone and in Combination with Ramipril Global Endpoint Trial)
CpaBHABA eQEeKTHTE OT NPHWIOKEHHETO HAa TeJMHCAPTaH, PAMHNPHI H KOMOHHAIMATA OT TEIMHCApPTaH X
PaMHIpPHT BEPXY PE3YJITATHTE 110 OTHOLIEHHE HA ChPAEYHO-ChAOBATa CUcTeMa, pH 25 620 nauHeHTH Ha
BBE3pAcT > 55 roiuMHu, ¢ aHaMHe3a 33 KOpPOHApHa apTepHamda §ONecT, MOIBYEH HMCYNT, NPEXOAHO
HApyIIeHHe HA MOZBbYHOTO KpbBoobpallieHue, YRpexk/iaHe Ha TepAQEpHH apTepHH WK 3aXapeH AuadeT THI
2, CHOBTCTBAH C JaHHW 33 YBpekKJaHe Ha MpHLENHATE OpraHd (KaTo pEeTHHONATHs, JICBOKaMEpHa
XHOepTpodEs, Makpo- HIH MHKpoanOyMHHYpHS), KOMTO ca NOmyJamHs ¢ PHCK OT HACTBIEAHE Ha
ChPASYHO-CBAOBH HHIHACHTH.

TMauMeHTHTE ¢a PaHIOMH3HPAHH B €lHA OT CIEAHHTE TpH IPYNH 3a jedeHde: Teamacaprad 80 mg (n=8
542); pamunpun 10 mg (n=8 576) niu komOuHanus ot Temmucaprad 80 mg u pamunpun 10 mg (n=8 502),
NOCTIEABARO OT MPOCTEAABAHE CBC CPELHA NPOABIDKHTEIHOCT OT 4,5 TOAHHH.

TenMucapTan Noka3sa ¢xofleH e)eKT C paMHATIPHI MO OTHOIICHHE HAMAJIABAHE HA THPBHYHATA ChCTaBHA
KpaifHa To4YKa OT ChPJAEYHO-CBA0RA CMEPT, HedaTanen HubapKkT Ha MEOKapAa, HedaTaleH MO3BYEH HHCYAT
HIH XOCIHTANH3aIHA MOopaiy 3aCTOHHA ChpAeyHA HeZOCTaTbuHOCT. YecToTaTa Ha MBPBHYHATA KpaiHa
TOYXA ¢ CXOZHA B IPYMHTE Ha TenMucapTaH {16,7%) u pamunpun (16,5%). KoeHuuenTsT Ha pHCK TIPH
TeMHCapTaH cnpaMo pamunpui e 1,01 (97,5% CI 0,93 —1,10; p (He no-manka eduracaoct) = 0,0019 npu
Mapk Ot 1,13). TIponeHTsT Ha cayuadTe Ha CMBPT N0 BCAKA OpH4KHA € choTBeTHO [1,6% 1 11,8% npa
NAUHEHTHTE, IeKYBAHH ¢ TEIMHCAPTAH H PAMHNPHIL.

YCTaHOBEHO €, ye e)eKTHBHOCTTA Ha TENIMACAPTAH € CXONHA ¢ Ta3H Ha PaMHUIPHI IPH NpeJBapHTENHO
ollpefiesieHaTa BTOPHYHA KpaliHa el oT ChpASYHO-CLIOBA CMBPT, HedaraneH uadapkT Ha MHOKapaa H
HedaraneH MospdeH uucyart [0,99 (97,5% CI 0,90 -1,08; p (He mo-mamka egukacHoct) = 0,0004)],
bPBHYHA Kpaitha Liel B pedepenrroro npoyusade HOPE (The Heart Outcomes Prevention Evaluation
Study), koeTo H3cnenBa edexTa Ha paMMIPHI CUpAMO Miaueso.

HO HHa49¢ ChC CXOJHH KPUTEPHH 3a BKIIOYBaHe KakTo B nmpoyyeaHero ONTARGET s

tenmMucaprad 80 mg (n=2 954) wn mwiateto (n=2 972}, kaTo € ABATA IPORYKTA C€ IPHIT 7

KBbM CTaHAAPTHOTO NeveHHe. CpeaHaTa MPOTBIKHTEIHOCT HA IIPOCHeNABaHe e 4 roapHy




C¢ YCTAHOBABA CTATHCTHYECKH 3HAYMMA Da3iMKa B YECTOTATA Ha IMHPRHYHATA CHCTABHA KpaiHa TouKa
(cbpmeuno-chlioBa CMBPT, HedaTaleH HuHGDAPKT Ha MHOKapna, HedaTaleH MOIBYEH HHCYAT HAH
XOCTIHTANH3AIMA MOPaJH 3aCTOMHA chbpAeuRa HepocTaTh4HocT) [15,7% B rpynara Ha TenmucapTaH H
17,0% B rpynara Ha nnanebo, ¢ xoedpuuuent Ha puck 0,92 (95 % C10,81 -1,05; p = 0,22)). MUma naunm 32
MOJ3aTa OT TEJIMHCAPTAH B CpaBHEHEe ¢ manebo Mo OTHOMEHWe HA MPEeNBApHTENHO ONpencneHaTa
BTOpPHYHA CHCTABHA KpalHA TOYKA OT CHPACYHO-CHAOBA CMBDPT, HedaraleH MH(ApKT HAa MHOKapia H
Hedaranen moypdeH uueyat [0,87 (95% CI 0,76 —1,00; p = 0,048). Hama AaHHMA 33 M0/34 (10 OTHOMEHHE
HAa HAMATABAHE HA ChPAEYHO-CHA0BATA CMBPTHOCT (KoedrimeHT Ha puck 1,03, 95% C10,85 -1,24).

Kammnuna u aHrnoeneM ce C’LOGIIIﬂBaT TO-pANKO TPH NALHEHTH, JCKYBAHH C TCIMHCAPTAH, OTKOJAKOTO IIpH
NaNHCHTH, ICKYBAHH ¢ paMHIIPWIL, NOKATO NPH TEpPaNHd ¢ TeIMHCAPTaH N0-4ECTO CC cboblIasa 3a CIydaH
Ha XHUOOTOHHA.

KoMGHAMpateTo Ha TeIMHCAPTAH C PAMHIPHI He JaBa JOTBIHHUTEIHA [10]3a CIIPAMO CaMOCTONTENHATA
TepalHA C PaMHIOPHI WIH TenMucapraH. ChbplAevdHO-CHAOBATA CMBPTHOCT H CMBPTHOCTTa NO BCAKA
NPHYHHA, KATO YHCIEHO M3PAKeHue, ca NO-BHCOKH NpH KoMOHHHpaHOTO neucHHe, OcBeH TOBa, UMa
3HAYMMO NO-BHCOKA 9eCTOTAa Ha XMIepXanHeMmus, OpOpeuHa HeNOCTATEHHOCT, XHIOTOHHA H CHHKOI B
paMoTo ¢ IauHeHTH Ha xoMOupEpano newenue. Tlopanu Tasd NpHYHHA, eIHOBpEMEHHaTa Ynmorpeba Ha
TEAMHCAPTAaH H PaMANIPWI HE Ce mperopb4Ba [IPH TasH NOyNalud.

B npoyusarero “IlpodunaktiueH peHM 3a ePEKTHBHC MPEeLNa3BaHe OT MOBTOPEH MO3IBUECH HHCYIT
("Prevention Regimen For Effectively avoiding Second Strokes" (PRoFESS)) npu nanuenTu Ha 50 rognHu
HAH TI0-BB3PACTHH, KOHTO HACKOPO ¢a MOJAYYHIH MOZBYEH HHCYAT ce 3abend3Ba IOBHIIEHA YECTOTA Ha
Bb3HHKBaHe HA CENCHC NMpH TeIMKCApTaH B cpaBHexue ¢ miauebo, 0,70% cupamo 0,49% [RR 1,43 (95 %
JoBepuTeneH uuTepsan 1,00 — 2,06)]; uecToTaTa Ha BE3HHKBaHE Ha CENCHC C (aTaleH H3XO/ € MOBHIIEHA
TIpH NMALHEHTHTE, MpHeMamy TenMucaprad (0,33 %) cnpamo naguenTaTe Ha manebo (0,16 %) [RR 2,07
(95 % noseprtenen nurepan 1,14 — 3,76)]. HaGmonapaHaTa moBHIleHa YeCTOTA Ha Bh3HMKBaHE Ha
CeNncHe, CBbpzana ¢ ynorpefara Ha TEIMHCAPTAH MOMe Ia € CIydaliHo OTKPHTa HIIH [a € CBBp3aHa ¢
MEXaHH3bM, KOATO € Helmo3HAT 338 MOMEHTA.

JBe roneMH paHZOMH3HpaHH KouTponupanu npoyusanus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Tekymo ranofanso H3NMHTEAHE 33 KPAAHH TOUKH
Ha TEIMHCApTaH, CaMOCTOSTENHOo M B KomOupanms ¢ pamanpuwin) 1 VA NEPHRON-D (Knuuwano
MpOyuBaHe CEbP3aHO ¢ pa3sBHTHe Ha HedponaThs npu ualer, NpPoBeneHO oT MHHHCTEPCTBO MO
BBIIPOCHTE Ha BETEpaHHTE) — IPOydBaT yoTpebara Ha koMGuaanuaTa o1 ACE BEXHGHTOD H AHTAOTEH3HH
II-penenTopen GIoKep.

ONTARGET e npoydeane, npoBeJcHO NpH MAIIHEHTH ¢ AHAMHE3a 34 CHPAETHO-CHAOBA HIH MO3BYHO-
cbIoBa GonecT, Wi 3axaped AualeT Tan 2, OPHAPYXEHH ¢ JaHHH 32 YBpEXkAane Ha edeKTOPHH OPraHH.
VA NEPHRON-D e npoyuBaHe npH DanfeHTH Cbe 3axapeH AHaber THO 2 u quabeTHa Hedponatasa.

Tean mpoydsanms He moka3paT 3HaWuM OnaronmpHaten edexr pEpXy OBOpeyHHTe W/HIH ChHpPAEIHO-
CBAOBATE MOCIENMUH M CMbPTHOCT, KAaTO CHIIEBPEMEHHO ca HabmoaaBaHH [MOBKIIEH PHCK OT
XHIIEPKAMEMHS, OCTPO YBpeX/jaHe Ha Op0pendTe H/UH XMIOTOHNA B CPpaBHEHHE ¢ MOHOTepanusTa. Karo
Ce HMaT NPeABH/ CXOXHHUTE UM (hapMakoJHHAMMYHH CBOHCTBA, Te3H PE3YIITATH Ca NPHIOKHMH K 3a JIPYTH
ACE unxu®nTopH H anrroteHsuH [-penentopin 6nokepu.

ACE wnxubutopH H anrnoressun Il-penentoprm Gnoxepn cnenoparenac He Tpabsa
SJIHOBPSMEHHO IIPH NAIHEHTH ¢ qHabeTHa HepomaTH,.




ALTITUDE (Knuunyso npoy4BaHe IPOBENEHO ¢ ATUCKHPEH NPH TTAUMSHTH ChC 3aXapeH auader THm 2 ¢
M3MONBBAHE HA CHPACYHO-CHAOBH W ObOpeunm 3abonseanms KATO KpalfHH TOYKM) e [pOydBaHe,
NpeHASHAYEHO A3 H3CIEABA TI013aTa OT NobaBAHETO Ha ATHCKHPSH KbM cranpapraa Tepammi ¢ ACE
WHXHOUTOD MK aHrHOTeH3HH lI-penenTopen Gnokep Mpy MalHEHTH ChC 3aXapeH AHabeT THI 2 H XpOHHYHO
6n0peuHo 3abongBaHe, ChHpAEYHO-CHAOBO 3abomspane Wiy M JRere. IlpoydBaHeTo e MpeKpaTeHo
NPEeKACBPEMEHHO NMOpPajH MOBHIIEH PHCK OT HeONArOMPUATHH MOCHEIHUM. KakTo ChpAeYHO-ChA0BATA
CMBPT, TAka M HHCYITBT Ca NO-4eCTH B IPyNATa HA ANHCKADEH, OTKOIKOTO B rpymara ga miade6o, a
NpeJCTaRNISBAMMTE HATEPEC HEXeNaHH ChOMTHA W CEPHO3HH HEXENaHH CBOMTHA (XHIIEPKATHEMHA,
XHINOTOHHA M 6B6pevHa aucdyHKImA) ce ¢hobmasar Mo-4eCTo B IPYNara HA ATHCKHPEH, OTKONKOTO B
rpyinarta Ha nane6o.

TlenpaTpudHa nonmyianas

Hsama Hanw9Hu AaHHY MPH lena ¥ IOHOIIH Ha Bb3pacT MoA 18 roguHy.

XAnpoxIOpoTHASH] € THA3HAEH NHYPETHK. MexaHu3MbT, 10 KOHTO THA3HOHHTE NMYPRTHUE TOCTHIAT
aHTHXHIIEPTEH3HBHHA CH ehekT, 3acera He e HANBIAHO U3ACHeH. THA3HAMTE OKA3BAT BB3AEHCTBHE BEPXY
OpOpeunnTe TYOYMapHW MeXaHU3MH Ha eNeKTPONHTHA pealcopOuHA, KaTo AHPEKTHO MNOBHWIABAT
€KCKPELHATA Ha HATPUH M XJIOPHAY B NPHONH3UTENHO €KBHBANICHTHH KonHdecTBa. JIHypeTHYHOTO
IeficTRHE Ha XUAPOXJIOPOTHA3MJ HAMAMNsABA TNIasMeHHd obeM, yBeMHYaBa akTHBHOCTTA Ha [UIA3MEHHA
PEHHH, YBEHYABa €KCKPEUMATA Ha anJOCTEPOH ¢ TIOCIIEABAL0 YBEITHIeHHE Ha KAHA B YPHHATA H 3aryba
Ha OHRapOOHaTH, H HaMalNdBa HHBATa HA KaTHHH B cepyMa. CqHTa Ce, 4e eAHOBPEMEHHOTO NPHIIOXKEHNE
Ha TeJIMHCApTaH, Ype3 GIOKApane Ha CHCTEMATa PEHHH-aHTHOTeH3HH-AIIOCTEPOH, BOAH 10 00paTHMOCT B
3arybara Ha KaJiHi, KoATO ce JB/DKH HA TesH NHypeTAIn, [Tpu nprunarane Ha XMAPOXJIOPOTHAZHA HAYAJIOTO
Ha AHYpe3aTa e clef] 2-u4 yac, KaTo BEPXOoBHA edekT ce HablnogaBa ched OKOJIC 4 4aca H IICPCHCTHPA B
OpofbipkeHHe Ha npubmmsaTenHo 6-12 daca. EnmpeMuonorAyHuTe npOydYBaHHA [OKA3EAT, |e
IBITOCPOYHOTO JIEHEHHE C XMAPOXIOPOTHAHA HAMAIIBA PHCKA OT ChpASIHO-ChA0BA 3a00NeBagMOCT H 0T
CMBPTHOCT B Pe3yNTaT Ha ChPAETHO- ChIOBH 0oNecTH.

HeMenanoMeH pak Ha KoXarta: Be3 ocHOBa HA HaAHYHHTE JaHHH OT SNMASMHONOIHYHH IPOY4YBaHHA €
HabmonapaHa 3aBHCHMA OT KyMyIaTWBHara mo3a Bpbiaka mexay XXT3 u HMPK. Eano mpoyusane
BKJIIOYBA NOMYJANHAA, CheToAmA ce oT 71 533 cnyyan Ha BKK u 8 629 cmyyan Ha CKK, u nonynauus ot
cboTBeTHO 1 430 833 1 172 462 nogxomaud koxTpony, Bucokara ynmorpeba na XXT3 (kymynarusso =50
000 mg) e cBrp3ana ¢ kopurupan OR 1,29 (95% JU: 1,23-1,35) 3a BKK u 3,98 (95% JIU1: 3,68-4,31) 3a
CKK. Habmonapasa e ficHa Bpb3ka KyMyJlaTHBHa A03a-0TroBop kakro 3a BKK, raka m 3a CKK. JIpyro
npoydYBaHe NOKA3Ba Bh3MOKHA BPb3ka Mex/y paka Ha yerHuTe (CKK) u ekcmosumnaTa Ha XXT3: 33 633
¢Iy4ad Ha pak Ha ycTHHTE e moaOpana monyaauua oT 63 067 moaxoRsmH KOHTPOJH, KaTo ¢& H3T0I3Ba
cTparerds 3a B3eMaHe Ha NpobH, onpelencHa oT pucka. JleMOHCTPHpaHA ¢ Bph3Ka KyMYJIaTHBHA N03a-
oT1roeop ¢ kopurupas OR 2,1 (95% AH: 1,7-2,6), napacteam xo OR 3,9 (3,0-4,9) 3a Bucoka ynotpeba (~
25 000 mg) m OR 7,7 (5,7-10,5) 3a nali-pacokaTa KyMynaTtHBHa #03a (~ 100 000 mg) (Bx. cbIno TouKka 4.4).

KbM MoMeHTa edeKTHTE Ha PHKCHpaHATA J030Ba KOMOHHALIMA HA TEIIMHUCAPTAH/XHAPOXITOPOTHASHT BEPXY
CMBPTHOCTTA H ChPASTHO-CBAOBATA 3a00/16BAEMOCT HE ca H3BECTHH.

52 DapMaKOKUHETHIHH CBOHCTBA

EnHOBpeMEHHOTO NPUIOIKEHHE HA XHAPOXJIOPOTHAZH/ H TEIMHCAPTaH IPH 31paBu cy0
(hapMakOKHHETHKATA HAa HUTO €JJHO OT BELIECTBATA.




AbcopOuma:

TenMucapran:

[T¥KOBATE KOHUEHTPAUMH Ha TeJIMHCAPTAH ¢¢ MOCTHraT B paMkHTe Ha 0,5 — 1,5 yaca ciep nepopajieH
npreM. AGcomoTHaTa GHOHANIAYHOCT HA TeNMKUCapTaH B A03k 40 mg B 160 mg ¢ choTeeTHO 42% 1 58%.
Xpagara lek0 CHEHX4Ba GHOHATHYHOCTTA HAa TEMHCApTaH Karo peAyKuUHATa Ha ob1acTTa noj Xpusata
TIasMeHa KoHuenTpanus-speme (AUC) Ha TenMBcapTan e oT oxono 6% npu 40 mg fo3a | okono 19% npu
160 mg aosza. Tpu yaca cllen mpHAOKEHRE ITASMEHHTe KOHOEHTPAIHH ca NOoA00HH, He3aBHCHMO NanH
TEIMHCAPTAH € IIPAJIOKEH Ha MIaqHO Wik ¢ XxpaHa. He ce ouaksa cirabara pexykuus 8 AUC fa peaH3BHKa
PEAYKIA B TEPAeBTHHATE eHKAcROCT. PapMaKOKHHETHKATA TIPH TEPOPATHO NIPHI0KEHHE Ha 103d 20
— 160 mg e He-nMHeapHa, kKaTo ce Habmofapa HEmpONOPIMOHANHO YBEIMYaBRaHe Ha INasMEHHTE
koruenTpauud (Cmax u AUC) ¢ nopamapane Ha noszata. TeJIMHCapTaH He KyMyJaHMpa 3HaYHTCIHO B
IUI43MATA NIPH HOBTOPHO IPHIOKEHHAE.

XHApOXIOpOTHAZHA:

IMukoBATE KORHEHTPARRH HA XHAPOXIIOPOTHA3HE C€ NOCTATAT B PAMKUTE Ba nprbmmsuTenno 1,0 —3,0 vaca
caey nepopaned npueM Ha Tencon Ilmoc. ABcomorHara OHOHANIHYHOCT, DasMpaHa ha KyMyJNaTHBHaTa
PEeHATHA EKCKPENHE HAa XHAPOXIOpOTHA3H, & okouo 60%.

Pasnpegencuie

TemmucapTan ce CBBP3Ba B roJIsMa CTelieH ¢ [Ia3MeHATe IpoTentH (>99,5 %), rnasHo ¢ anbyMun U andal-
KHCen rmokonpoTens. CpeRnUsT NprBHAcH 06eM Ha pasnpenenenne e okoao 500 1. XuapoxmopoTHasua
ce CBBp3Ba B 68% ¢ MIa3sMeHHTe NPOTEHHM B NPHBHAHMAT My ofeM Ha paznpeaenenue e 0,83 — 1,14 Vkg.

BrorpaHchopManus

Temmucapran ce MeTalonusHpa =pes Kkomioranud, karo obpasysa (apMakolIOrHYHO HEaKTHBEH
amEINMOKopyHuN. [oKOPYHHABT Ha OCHOBHOTO BELIECTBO € eqMHCTBEHHAT METaGoNIT, HAEHTHGALMpaH
npu uosexa. Ciex eAROKpaTHa J03a Gella3aH ¢ PalHOAKTABEH BHrepos *C TeIMHECAPTaH [IIOKOPYHHIBT
npeAcTaBiIsBa MpHOMH3ATENHO 11% OT M3MepeHaTa pajHOAKTHEHOCT B myasMara. Hsoensumure Ha
muToxpoM P450 namatr yuyactwe B MerabonW3Ma Ha TenMmucapraH.  XHAPOXIOPOTHA3s#J HE ce
Merabonmm3npa IpH Xopa.

EnuMmunmpane

Tenmucapran: KakTo ciey MHTpaBeHO3HO, Taka M el IEPOPANHO NpHnoxende Ha “C Gemman
TEJIMHCapTaH, MMO-TONAMaTa 4acT OT IpueraTa so3a (>97%) ce eNMMUHHpA ¢ H3NPAXHEHHATa wpe3
GunuapHa ekckpeuud. B ypuHara ce OTKpHBAT CaMo He3HAuMTENHH KONHYECTRA. ToTalHHA NNa3MCH
KIHPHHC Ha TEAMHCAPTaH cAel epopaiHO mpHIoxkeHue e >1500 ml/min, TepMHHANHKHAT MOXYXKHBOT HA
e/MMHHHpAHE € nioBede oT 20 gaca.

XHIpoXIOpoTHA3HA C& eKCKPETHPA 3LAI0 HenpoMereH ¢ ypuraTa, Okeno 60% oT mepopalHara Aoza ce
€THMHHHDPA HelpoMeHeHa 10 48 vaca. Br6peunuar kinpsHE € okono 250 — 300 mi/min, TepMuHanHUAT
eMHMHHAIHOHEH TIONYKHBOT ¢ 10 — 15 yaca.

Crnenmaian nonyIaune

Crapdecka BE3pacT




DapMakOKHHETHKATA HA TEIMHCAPTAH HE Ce Pa3/iMgaBa Mex Iy M0-MAakH H aUHERTH Ha Bb3pacT Hax 65
TONHHH.

Loa

IIpH KeHH NIa3MeHHTe KOHLESHTpAUVH Ha TenMucapTal obHyaiiHo ca 2 —3 IbTH NO-BHCOKH, OTKOIKOTO
TpH MEXe. B KTUAAYHATE poy9Banus, o6ave, TipH skeHH He ce Ha0mOAaBaT 3HAYHMMO yBeYeH OTTOBOP
Ha KPEBHOTO HaJIAraHe MM YEeCTOTATa Ha OPTOCTATHYHA XHNIOTOHAA. He ce Hanara npenH3HpaHe Ha A034Td.
IpH eHH UMa TeHAEHUHA KBM 10-BHCOKY NIa3MeHH HABA Ha XMAPOXJIOPOTHA3HI, OTKOJIKOTO IIPH MBXKE,
Topa ofayue HAMA KIHHMYHA 3HATHMOCT.

Bnbpevuno yepexaane

BrOpeyHaTa eKCkpelHs He JOMpHHacs 33 KIMPbHCAa Ha TeaMucapras. Crnopea orpaHudeHus OMUT NpH
TIaLMEHTH C JIEKO /10 CPeflHO ¥ Texko GnbpeuHo yBpexiake (kpeaTHHHHOB KyHphHC 30 — 60 ml/min,
cpemso okoio 50 mi/min), He ce Hanara KOpHIHpaHe Ha 703aTa IIpY HauEEeHTH ¢ Hamanena ObGpeyHa
bysxoms. Tenmucapras He moke ga Ohie oThAeNeH NpH xemoAwanusa. IIpH mauueHTH ¢ HAapyIIeHH
OBOpedHn QYHKIMK CTENEHTA Ha STMMHHApAHe HA XHAPOXIOPOTHA3H] € pedylrpaHa. B ennHo THIIHIHO
npoydeade, BKIOYBAINO NAHEHTH CHC CPEleH KpeaTHHHHOB KiHpbHC 90 ml/min, molxyxHBOTa Ha
eTHMHHHpaHe Ha XHAPOXNOpOTHA3HI Ce yBenuyasa. IIpH (yHKIHMOHANHO aHe(pUYHH DNAUMEeHTH
eTMMHHAIHOHHHA IOILYXXKHBOT € OKONio 34 daca.

Yepuonpebuo yepexaane

dapMakOKHHETHYHHTE MPOYYBaHHA NP NIAHERTH ¢ 9epHOAPOOHO yBpeXkaaHe NoKA3BaT NOBHIIABAHE Ha
abcomordata OmoHamdunoct fo oxono 100%. Ilpu nammeHTH ¢ 9epHOAPOOHO YBpeX/aHe
EMTUMHAALMOHHHEAT [I0Ny’KHBOT HE € HPOMEHEH.

5.3 IMpeaxAauEYRA JaHHEH 32 GesomacHOCT

B mpeqMHAYHE NpPOyYBaHHMA 3a OE30MACHOCT ¢ EAHOBPEMEHHO MPHIMKEHHE Ha TOIMHCAPTAH M
XUAPOXIOPOTHAZHA fIPH HOPMOTEH3IWBHH IUTBXOBE H Ky4eTa, JO3H, CDABHHMH C Te3Hd B KITHHHIHHS
TEPaleBTHYEH JHANa30H He NPeJH3BHKBAT eeKTH, PasTHHHE OT HAOAIONABAHHTE NIPH CaMOCTOSTENHOTO
NpHIOKEHHe Ha jgpeTe pemectba. HaGmonaBannTe TOKCHKOJOTHYHH MPOMCHH HAMAT OTHOUICHHE KBM
H3ITOI3BAHETO 33 TSPANCBTHYHY LE/A NPH Y0BEKA.

TOKCHKONOTHYHATE HAXOAKH, A00pe NMO3HATH OT NPeAKIMHHAMHHTE NpOydBaHH# Ha HHXMOHTOpH Ha
aHIMOTCH3HH KOHBEPTHPAIHA €H3¥M M aHTAroBHCTH Ha aBrnoTeH2uH I penenrropuTe ca: HamansBaHe Ha
napaMeTpuTe Ha 4YepBEHHTE KPBBHH KIETKH (epHTPOLHTH, XeMOrno0HH, XeMaTOKPHT), NPOMCHH B
Onbpeqnara xeMoMHAMHKa (IOBHUIEHO HHBO Ha a30T B KPLBTA H KPEaTHHUH), IOBHIICHA AKTHBHOCT Ha
[UIa3MEHUA PEeHMH, XHNepTpodUs/XUIepITa3sud Ha OKCTArIOMEPYIapHUTe KICTKH H YBpeXIaHe Ha
CTOMAIIHATA IATaBH A, CTOMAIIHATE Ie3HH MoTar Aa (61aT NpeJOTBpaTeHH/OrpaHHYEHH UPe3 NEPOPAIHO
noGapaHe Ha (PU3KONOTHYEH pa3sTBOP M IPYMOBH KHKINA 3a *HBOTHUTE, [IpH xydeTa ca HabnoxapaHH
616peqna TyGynapra Aunatanns u arpodus. CuuTa ce, Y& TE3H HAXOKH Ce JBIDKAT Ha hapMaKoIorHYHATa
AKTHBHOCT Ha TeIMHCAPTAH.

Hsma sAcHE naHHu 32 TeparoreHeH edekT, BLIPeKH TOBA IIPH TOXCHYHH J030BH HHBA Ha TEIIMHCADIA
HabmoaaBaH eeKT BBPXY MOCTHATANHOTO PasBHTHE HA MOTOMCTROTO, KaTG IO-HHCKO TEJE
3abaseHo oTBapAHe Ha oynte. Hama nokasarencTsa 3a MyTareHHOCT H CHOTBETHA KJIACTOR
Ha TEIMHCAPTAH NPH M3NHTBAHHUA i vitro d KAPUHHOTEHHOCT [IPH ILTBXOBE H MHUIKH




XHAPOXIIOPOTHAZH], AABAT HCCUTYPHH JAHHH 34 TeHOTOKCHYHOCT HAH KapIHHOTCHHHA eq;em IpH HAKOH
CKCIICPHMCHTANTHH MOACITH. B'BI[])CKH TOBA, HATPYNAHHAT OMHT OT H3NOJI3BAHETO HA XHIAPOXNOPOTHAIH]
IIpH HOBEKa HE ZaBa JOKAa3aTeJICTEA 3a BPB3Ka MEXKITY ynorpeﬁa’ra My H MOBHIOIEHAa 4eCcTOTa HA
HEOIUIAZMHTE.

3a ¢eTOTOKCHYHHA TOTEHUHAN HA KOMOHHALIMATA TETMHCAPTAH/XUAPOXIOPOTHA3H] BXK. TOUKa 4.6.

6. DPAPMALIEBTHYHHA JTAHHH
6.1 CroHchbK HA NOMOMIHHTE BeIIEeCTBA
Manuron (E421)

IorugoH K 25 (E1201)

Kpocnosunon (E1202)

Marnesnes creapat (E572)

Mermymua

Harpues xuapoxcHa

Jlakro3a MOHOXHApAT

Muxkpokpucramma neaynosa (E460)
Xunpomenosa (XunpoxcanpomamveTHAnexynosa) (E464)
Harpures HAlIECTEH TIIHKONAT (THII A)

Uepeen xenesed oxcug (E172)

6.2 HecuBMECTHMOCTH

He e npanokamMo.

6.3 Cpok Ha rogaocT

3 roguuu

6.4 CoenuannH ycJl0BHA HA ChbXpaHeHHe

Tosu mexapcTBeH PPOAYKT He HIHCKBA CHELHAJHH TeMIEParypHH YCJOBHA Ha chxpanenue. [la ce
CBXpaHABA B OPHTHHAITHATA ONTAKOBKA, 32 Jla C& IPE/IAasH 0T CBETIIHHA H BJIara.

6.5 Buj H chABPKAHAE HA ONAKOBKATA




TabneTkATe OT TeIMHCAPTAH H XHAPOXIOPOTHASHA €4 ONAKOBAHH B OIHCTEPH OT aNyMHHMA/aTyMHHUH
{(aeotaensm ce). Enun 6mictep coabpxka 7 winH 14 Tabnerkd.

Buaose onaxosxy: 14 u 28 tabnerxn.

He Bcuyxy BHIOBE ONMaKoBKW Morar Aa OpJaT nycHaTH Ha nazapa.

6.6 CHenuaJHH NpEANASHE MEPKH NPH H3XBEPISHE H pabora

Tencon Tltoc TpsGBa 1a ce ChxpaHgBa B 3anedaTanus OnucTep, NOpadH XHIPOCKONHYHHTE CBOHCTBA HA
tabnerxnre. TabneTkure TpabBa fa ce HIBAKAAT OT GricTEpa HENOCPEACTBEHO NpeaH ynoTpeba.

TlonsAkora BHHIIHEAT C/I0# HA 6IHCTEpa MOXE Na ce OTHENH OT BhTPEIIEHA c/ol. B Tesw cnydam He e
HeoOXOAMMO Ja ce MPEeANPHEMAT HAKAKBH AeiiCTBHA.

7. MIPUTEXKATEJ HA PASPEHIEHHETO 3A YIIOTPEBA
MHBHOTEX OO, yn. ,, Tpuagaua® Ne SA, 1000 Codpra, Bearapus

8. HOMEP HA PA3PEIIIEHMETO 3A YIIOTPEBA

Peructpamionen Ne 20160347

9. JATA HA NOBHPBO PA3PEIIABAHEMIONHOBABAHE HA PASPEINEHHETO 3A
YIIOTPEBA

Jara Ha mepBo paspemasade: 08 noemepu 2016 1.

Jlata Ha MOCIEeAHO MONHOBIBAHE:

10. JATA HA AKTYAJTH3HPAHE HA TEKCTA
M. (eBpyapu 2022 1.




