KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA
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2. KAYECTBEH H KOJTHYECTBEH CbCTAB

PasenToH 40 mg/5 mg tabneTku
Beska Tabnerka chabpika 40 mg Tenmucapran (telmisartan) u S mg ammnoaunus (amlodipine) (moa
¢dopmara Ha amnoaunuHoB Oe3unar).

PasenTon 40 mg/10 mg TabneTku
Beska Tabnerka chabpka 40 mg renmucaprad (telmisartan) u 10 mg amnnoaunuy (amlodipine) (nox
¢dopmara Ha aMIOOUNUHOB Ge3unar).

PapenroH 80 mg/5 mg TabneTku
Bcska Tabnetka chabpka 80 mg Tenmucaprat (telmisartan) 1 5 mg ammoaunus (amlodipine) (mon
¢dopmata Ha amoAMNUHOB He3mnar).

PapenTon 80 mg/10 mg TabneTku
Beska Tabnetka ceabpska 80 mg Tenmucaprad (telmisartan) u 10 mg ammnoaunus (amlodipine) (noa
¢dopmara Ha aMN0AHNIHHOB O6e3unar).

HOMOQHO! M) BEIIECTBO(A) C U3BECTHO nercTBHE: Hanlrlﬁ

Besika tabnerka PaBenton 40 mg/5 mg u PasentoH 40 mg/10 mg cuappxa 1,93 mg HaTpuii.
Besika Tabnerka Papenton 80 mg/5 mg u Paenton 80 mg/10 mg cvabpxa 3,86 mg naTtpuid.

3a MBJAHUA CITUCHK HA MOMOLHUTE BEIIECTBA BHKTE TouKa 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnerka
PasenToH 40 mg/5 mg TabneTku

JlpoitHon3nbkHanM, npoasarosary (12,2-12,8 mm x 5,7-6,3 mm), aBycinoitHu Tabnetku, 6emn mo
noytH 6eNM OT eHaTa CTpaHa u PO30BH OT APYraTa, OMyCTHMH Ca MAJIKH METhHLIA OT pO30BaTa CTPaHa.

PasenTon 40 mg/10 mg Tabnerku
JlpoitHon3nbKHaIH, npoabarosatu (12,2-12,8 mm x 5,7-6,3 mm), ABycnoiinu TabneTkH, Genu 1o
nouTH GeNu OT eHATa CTpaHa M JKBIITH OT Apyrara, I0MyCTHMHU Ca MAIKH NeThHUA OT KBJITaTa

CTpaHa.

Pasenton 80 mg/5 mg tabaeTku
JIBoiiHOM3MbKHANH, poabarosary (14,7-15,3 mm x 7,0-7,6 mm), aBycrofinu Ta
noyTH GeNu OT eAHATA CTpaHa M PO30BH OT JIpyraTa, JOMYCTHMH Ca MaJIKH METhH
CTpaHa.




PasenTon 80 mg/10 mg TaneTky

JBoiHOM3NBKHANH, poasarosary (14,7-15,3 mm x 7,0-7,6 mm), nsycnoiuu TabneTku, Genu 10
no4ty 6eny OT efHATA CTPaHa U XBITH OT APYrara, AOMYCTHMH Ca MAIKH [eTHHLA OT KBTaTa

CTpaHa.

4. KJIHHHYHH JAHHH
4,1 TepaneBTHYHH MOKAIAHHSA
JleueHne Ha eCeHUHMANTHA XHSPTORUA TIPH BL3IPACTHH:

ONbJIBAILIA TEPANHA
Pasenrton 40 mg/5 mg e mokasas NpH BL3PacTHH, YHETO KPHBHO HAJIATAHE HE CE IIORIMABA ANCKBATHO
NpPH CaMOCTOATEJTHO JIeYSHHE C aMIOJUITHH 5 mg.
Pasenron 40 mg/10 mg e moka3aH NpH BB3PACTHH, YHETO KPBLEHO HANACAHE HE CE NOBIHABA
a1CKBATHO IPH CAMOCTOATENHO JIEHCHHE ¢ amyioaunuH 10 mg.
PasenToH 80 mg/5 mg e noka3aH NpH BLIPACTHY, YHETO KPEBHO HAIATAHE HE C€ NIORIHABA AACKBATHO
NpPH CaMOCTOATENIHO JIEMEHHE ¢ aMIOAHINAH 40 mg /5 mg.
PasenTon 80 mg/10 mg e nokaszaH npH BB3pacTHH, YHETO KPEBHO HAIArAHE HE CE MOBJIHABA
a[eKBaTHO TIPH CaMOCTOATENHO nedeHHe ¢ PasenTon 40 mg /10 mg wnu Pasenron 80 mg/S mg.

JaMecTuTENHA TEpPANTHA

ITauneHTHTE, KOMTO MPHEMAT TEIMHCAPTaH M aWIOAHIIMH Nox GopMara Ha oTAeHH TabneTKH, Morat
BMECTO TOBA Ja MpHemar rabneTkH PaBeHTOH, KOMTO CBABLDKAT CHLUMTE KOMIOHEHTH ChC CBHILHTE
JO3H.

4.2 [J034pOBKa H HAYHH HA NPHJIOKCHHE

EO3PI pOBKa

IpenoprunTenHara 1032 Ha TO3H JICKAPCTBEH NMPOAYKT € e1Ha TabneTka Ha JeH.

MakcuMmanHaTa npenopbYHTenHa 103a ¢ ¢AHa Tabnerka 80 mg Tenmucaptan/ 10 mg aMROOUNHUH Ha
aeH. To3u neKapcTBeH NPOLYKT € TI0KA3aH 33 JEITOCPOUHO IEYSHHe.

ITpHemaHeTO Ha aMJIOZMITKH 3aeAHO ¢ rpefindpyT HAH cok ot rpeiindpyT He ce npenopryuBa, Thil KaTo
NPH HAKOH MALHEHTH eeKThT Ha NOHIKABAHE HA KPHBHOTO HATATAHE MOXE [a ce 3aCH/IH, B
pe3yJITar Ha MOBHLIABaHe Ha OHOHANHYHOCTTA (BXK. TouKa 4.5).

gonmeag‘a mepanun

PasenTtoH 40 mg/5 mg TabneTkH MOraT fa ce MpUIarar NpH NallMeHTH, OIpH KOUTO KPBBHOTO HAATaHE
He MOXe J1a ¢& KOHTPONHPa afeKBaTHO CaMo ¢ aMNIOXUIHH 5 mg.

PasentoH 40 mg/10 mg TabneTku MOraT Ia ce NPHIAraT NpH NalMeHTH, IPY KOMTO KPBBHOTO
HanAraHe He MOMe Ja ¢ KOHTPOJIHPa 4ACKBaTHO caMo ¢ amtogunuH 10 mg.

PasenTon 80 mg/5 mg TabneTkn MOTar Aa ce NMPHAArAT NMPH MAUHEHTH, IPY KOUTO KPLBHOTO HATAraHe
He MOXe Ja ce KOHTpONHpa afeKkBaTHO caMo ¢ PapeHToH 40 mg /5 mg.

Pasenton 80 mg/10 mg Tabnerxy MOraT Ja ce MPHAAraT NPH NALKEHTH, IIPH KOHTO KPLBHOTO
HaJIRraHe He MOYe 1a Ce KOHTPOMpa afleksaTHo caMo ¢ PapentoH 40 mg /10 mg nan PapeHTOH

80 mg/5 mg.

[penopbuBa ce 0TACAHO THTPHPAHE HA NO3IUTE HA JBATA KOMIIOHEHTA (T.€, aMIOAUMUH
TEJIMHCAPTaH) Hpeau NPeMHHABaHe KbM (PHKCHpaHaTa NekapeTBeHa koMOuHauma. K
OT KJIMHHYHA [VIeIHa TOUKa, MOXe Aa ce 0OMUCIIH AMPEKTHO NIPEeMIHABaHe OT MOH
dHKcHpaHaTa NexapcTBeHa KOMOHHALMA.




[MaunenTute, npueMawry 10 mg aMNOAUIIKH, IPH KOUTO Bb3HKKBAT A033a-3aBHCHMH HEXENaHH
PeakLHH, KaTo eleM, MOTaT 3 NPeMHUHAT Ha Tepanusa ¢ PaseHToH 40 mg/5 mg BeAHBX AHEBHO,
HaManABaiKH 1034Ta aMIOIHIKH, 6e3 Taka Ja ce HaMaNsaBa OYaKBAHKAT AHTHXHIIEPTEH3UBEH
OTrOBOP.

3amecmumenna mepanus

TlauMeHTHTe, KOHTO TIPHEMAT TeJMHCApPTaH H AMJIOAHNHKH 1o opMaTta Ha OTHENHH TabNeTKH, MOraT
BMECTO TOBA BE[IHLX THCBHO Ja NpHEMaT TabNeTKH PaBeHTOH, ChABPKALIA CHIUMTE KOMIIOHEHTH, CbC
CBHIINTE 03U B eHA TadIeTKa.

Cmapuecka evipacm (> 63 years)

[Ipu nauxeHTH B cTapyecka BB3PACT HE € HeOGX0AHMO KOpUrHpaHe Ha Ao3ata. HMa Manko
HH(OPMALHA 32 NIPUIIATAHETO [IPK MHOTO BL3PACTHH MAlHEHTH.

Ips nauKeHTH B cTapyecka BB3PAcT ce MPenopbYBaT 06HYANHHATE CXEMH HA pWIATAHE Ha
aMJIOZHITHH, HO NPH YBeHYaBaHe Ha 103aTa TpAOBa N1a Ce NONX0XKAA C MOBHILEHO BHUMAHHE (BK.
TouKa 4.4).

bobpeuno yapexcdane

OnMTLT NpH NaUMEHTH ¢ TeKKO GrOPeUHO yBpekIaHe WIH NPH TE3H HA XEMOAMANH3A € OTPaHHYEH.
IpH Ta3H rpyna NauMEeHTH ce NPenopbYBa MPHEMAHETO HA TEIMUCAPTAH/AMJIOAHIIHH Ja CTaBa C
NOBHIICHO BHUMaHHE, Thi KaTo aMJIONHNHH He C& AHATH3HPA, 3 TSNIMHCAPTAH HE Ce OTCTPaHABA OT
KPBETa 4pe3 XeMOQMITPAIIHA M HE C¢ AMaNK3upa (BXK. ChILO Touka 4.4),

He ce uanckpa kopUrHpaHe Ha JO3MpPOBKaTa NIPH NALHEHTH € J1eKa 0 yMepeHa cTeneHd Ha §b6peuno
yBpexIaHe,

Heprodpobro yapescoane

PaBeHTOH € NPOTHBONOKA3aH NPH MNALHMEHTH C TEXKO YePHOAPOGHO yBpexaaHe (Bx. Touka 4.3).

[Tpu nauKeHTH ¢ Nexa Ao yMepeHa YepHOAPOGHO yBpexAaHe, TeIMHCAapTaH/aMnoaunyH Tpa6Ba fa ce
npunara ¢ BHHMaHHe. 3a TeNMUCapTaH, J03HPOBKATa He Tpa6Ba Na HaaBuIuaea 40 mg BEAHDK AHEBHO
(Bx. TouKka 4.4),

Heduampuuna nonynayun
BesonacHocTTa M eHKACHOCTTA HA TEJIMHCAPTAN/aMIOAMIIHH [PH Aeua nof 18-rofuisa BL3pacT He
ca ycraHOBeHH. HAMa HANnHYHH JaHHH.

HauuH Ha NpujickeHHe
IMepopanHo npuIoXeHHE

PaBeHTOH MOKe Aa ce mpHeMa cbe win Be3 xpana. [Tpenoprusa ce mpreMaHeTo Ha PaseHToH ¢ Masiko
KOJNHYECTBO TEYHOCT.

4.3 IlporHBonokazaHHus

- CBp‘BX'-lyBCTBHTeIIHOCT KbM AKTHBHHTC BCLIECTBA, KbM JHXHAPONIHPHAHHOBH ITPOH3BOIHH HITH
KbM HAKO€ OT MOMOINHUTE BELIECTRA, H30pOeHH B TOUKa 6.1

- BTopH H TpeTH TpUMeCTBP OT GpeMeRHOCTTA (BK. TOUKH 4.4 1 4.6)

- Kby 0OCTPYKTHBHH HapYIIGHHA H TEXKO YepHONPOGHO yBpexaaHe

- ok (BKMIOYHTENHO KAPAHOTEHEH IIOK)

- OGCTpyK1MA Ha H3XOAALIMA TPAKT Ha JISBATA Kamepa (HAMp. BUCOKOCTENEHHA a0pTHA CTEHO034)

- XeMoOMHAMHYHO HeCTabHiIHA ChpAEHHA HEAOCTATEHHOCT CNell OCThP MHGAPKT HA MHOKApIa

CrnpreTBamiara ynorpe6a Ha TEIMHCAPTaH/aMIOIMIIMH € ATHCKHPEH-CHABPKALIHM JIEKAPCTBEHH
NPOAYKTH € MPOTHBOMIOKA3AHA NPH NauueHTH ¢ Auabet wnn GBOpeuHo yBpexnaHe
(GFR < 60 ml/min/1,73 m?) (Bx Touxu 4.5 u 5.1).




4.4 CreuHaJHH NpeAyYNPEKICHUA H PEANAIHH MEPKH NIPH ynotpeba

BpeMeHHOCT
Mo BpeMe Ha GPEMEHHOCT HE TpabBa Aa ce 3aro4Ba TEPANHA C AHTHOTCHIVH I1 peuerrropHH GroKepH.

OCBeH KOraTo NpoAL/KABAHETO HA TEparTiaTa ¢ AHrHOTCHIUH 11 peuenTopHH GIIOKEpH ce CMATa 33
HATIOXKHTENTHO, TALMEHTKHTE, IUIAHUPAIIK A4 3a0peMEHET, Tpa6Ba Aa NPEMHUHAT HA ATTEPHATHBHO
AHTHXMNEPTEH3UBHO JIEYEHHE, C YCTRHOBEH npoun Ha 6e30MacHOCT NpH ynoTpeba 1o BpeMe Ha
6pemenHoct. Cnell AMarHoCTHUMPaHe Ha GpeMeHHOCT, IEYEHHETO ¢ AHrMOTeH3HH 1T penenTOpHH
6nokepu TpaGea ga GbAe NPEYCTAHOBEHO He3a6aBHO, H, O BB3MOXKHOCT, Aa Ce 3aN04He ANTepHATHBHA
Tepanusa (BX. Touku 4.3 1 4.6).

YepHonpobHO yBpexkaaHe
TenMucapTaH ce eKCKPeTHpa NOYTH M3LANO Ype3 AIpUKaTa. Ipu nauueHTHTe ¢ OOCTPYKTHBHM

3a60NABAHHS HA JTBYKATA WIH 4ePHOAPOGHO YBpeKIAHE MOXKE fla C& OUaKBa MOHIKEH KITUPBHC.
TToNy’HBOTHT HA AMJIOAMNHH €& YABIDKEH K CTOHHOCTHTE Ha AUC ca no-BHCOKH MpPH MAUMEHTH ©
HapylueHa yepHoApoOHa PYHKLKA, KaTO HE €2 YCTaHOBSHH npenopbKH 3a fosata. o Tasu nputinka
NeueHHEeTo ¢ aMNIOHIMH TPAGBa A 3ano4He ¢ 032 B AONHHA Kpak Ha 1030BUI HHTEpBall H Iace
[10AXO0A ¢ MOBHILIEKO BHUMAHWUE KAKTO NPH 3aN0YBaHE Ha JICICHHETO, Taka H npH yBenHYapaHe Ha
po3arta. ETo 3a010 IPH Te3Y MAHEHTH TeJIMHCApTaH/aMIOIHNKH TPafBa na ce ymoTpeGsBa ¢
NOBUILEHO BHUMAHHE,

PenopackylapHa XHNICPTOHHA

KoraTo MaLMeHTH ¢ ABYCTPAHHA CTeH03a Ha GbOpedHHTE apTEPHH HIH CTCHO3A Ha apTepwus Ha
enuucTBeH (yHKUKOHHpaLL GBpex, ca NeKyBaHH ¢ JIEKapCTBEHH TPOIYKTH, KOWTO 3aCATaT CHCTEMaTa
peHHH-GHTHOTEH3HH-ANA0CTEPOH (PAAC), ChlIECTBYBa MOBHLIEH PHCK OT TE&XKKa XHAOTOHHA H
6u0peyHo yBpexaaHe.

Br6peuHo yRpexJaye H TPAHCIUIAHTAINA HA 656pex

Korato TenMHCapTar/aMIOfMITHH Ce H3MONI3Ba 33 JICHEHHE Ha MALHCHTH C RapyweHa GBOpeuHa
(yHKIKA, C€ NPenopbaBa NEPHOAHIHO MOHHTOPHPAHE HA CepYMHRUTE HUBA Ha KaHii H KpeaTHHUH.
HAMa OTTHT B MPHIATAHETO HA TEJIMHCAPTAH/AMIIOIMITHE MPH MALMEHTH CHC CKOpOIIHA
TpaHCTUTaHTaLHs Ha 6bOpex. AMITOIHIIMH He Ce IHAH3Hpa, 2 TenMUCApPTaH HE ¢ OTCTPaHABa OT
KPBBT2 4pe3 XeMODUNTpalHA H He Ce AHANHIHPA.

[alMeHTH ¢ XHOOBONEMHA WILTH H3YEPNIBAHE HA HATPHA

TTpy NAUMERTH, C XHNOBONEMHS W/IJIH U34EPIIBAHE HA HATPH, KanpuMep NOpaay MHTEH3HBHA
AHYPETHUHA TEpaNus, HAMANEH NPHEM Ha CONIM NIOPaH AHETa, ANApHA Wil NOBpBILAHE. MOXKE 12
Eb3HHKHE CHMIITOMATHYHA XHIOTOHKS, 0COGEHO crejl MpHIarane Ha NbpBaTa 103a. Takusa
cheToAHKS TPAGBA Aa 6BAAT IPEONONCHY NPESH NPUIOKEHUETO HA TenMHcapTaH. B cnyyah Ha
XHUMOTOHHS BCIEACTBHE NEUEHHE C TEIMUCAPTAR/AMIOHITHH, ALMEHTHT Tpsi6Ba 1a Gb10e NocTaBeH B
erHAIo TIONOXKEHHNE H, AKO € HeoGX0AMMO, f1a My 6B/ie IPHIOKEHO HHTPABEHOIHO BIHBAHE Ha
dusnonoruueH pasreop. Cnen CTAGHNH3HPAHE HA KPBBHOTO HanArase, JICHEHHETO Mosxe fa nae
NPOIBIKEHO.

JBofiHo 6MOKHpaHE HA PEHNH-aHIHOTEH3HH-aI0CTEPOHOBAT acucteMa (PAAC)
MMa naHny, 9e cembTeTBamaTa ynotpeba Ha ACE MHXHOHTOPH, aHrHoTeH3KH [[-perentopHH
6NOKEpH WIH ATHCKHPEH NOBUIIABA PHCKA OT XHIOTOHHUS, XHIEPKATHEMHA H HAMAIABAHE Ha
616peynara ¢pyHKIMA (BKITIOUHTENHO TEXKKO 6B6peuHo yspexaane). [opanu ToBa HE C& NpenopeHea
neoktHo 6nokupane Ha PAAC upes kombHBHpaHaTa ynorpe6a Ha ACE WHXUGHTODH, aHTHOTEH3HH II-
peuenTopHH GNoKepH WK aTHCKAPEH (k. Toukn 4.5 u 5.1).

AKO ce pELIeHH, Ye TEpanuiTa ¢ ABoHHO GIoKHpaHe € aGconroTHO HeoGXoauMa, Toa TpAbBa 12
cTapa camo 1o HAGMIOAEHHETO Ha CIIELMANKCT U MPH 4eCTO BHEMATENHO MOHUTOPHPS,

66peunaTa GyHKIH, ENEKTPONHTHTE M KPBBHOTO HAJIATAHE. -
ACE unxu6uTopH U aHrHOTeH3HH 1I-pelenTopHH 6nokepd He TpAbBa Aa ce H3N0
NpH naugeHTy ¢ AuabeTsa HepponaTus.




EQ!I‘H CHCTOAHHA CHC CTHMYAANMWA Ha CHCTEMATA PEHHH-AHMTMOTECH3IHH-ANAOCTEPOH

Ipy nauneHTHTE, YMHTO CHIOB TOHYC U G16peuHa GyHKIUA ¢a B 3aBUCHMOCT Hali-Beue OT JeHHOCTTa
Ha PEHHH-aHTHOTEH3HH-AIA0CTEPOHHATA CHCTEMA (HAIIP. MAIHEHTH ¢ TEKKA KOHMNECTHBHA CBpPACYHA
HEOCTaThYHOCT MITH OCHOBHO OB0OpeuHo 3abonABane, BKIKOYHTENHO CTeHO3a Ha OE0peuHnTe
apTepHH), NeYEHHETO C ICKAPCTBeHH MPOAYKTH, NOBTHABAILM Ta3M CHCTEMA, CE CEbP3Ba € 0CTpa
XHINOTOHHSA, XHNEPA30TEMHA, ONHTYPHA, WIH PAAKO ¢ Texko 6B0petHo yBpexnane (Bk. Touka 4.8).

[TopBHYEH ANIOCTEPOHHIBM
[TanpeHTUTE ¢ NBPBHYEH AIAOCTEPOHHIEM B 00LIHA cnyuall He ce MOBNHABAT OT

AHTHXHNEPTEH3HBHUTE JIEKAPCTBEHH MPOAYKTH, JeHcTpay ypes HHXxHOHpaHe HA pEeHHH-
AHTUOTEH3HHOBaTa cucTeMa. [lopany ToBa, ynotpefara Ha TeMHCAPTAH He € NPENOPHYBA.

Creno3a Ha a0pTHATA K MHTPANHATA KNana, 0GCTPYKTHRHA XunepTpodHYHA KADIHOMHONATHS
KakTo npu ApyrHte cbAOpa3IHPABAILYN CPEACTBA, CIIELHANHO BHEMaHHE ce 06pbLIa Ha NAlLKEHTHTE,
CTpajallld OT CTEHO3a HA A0PTHATA H MUTpAITHATA KNana, WK o6CTpyKTHBHA XHnepTpodHiHa
KapaHOMHONIATHA.

Hecrabunna creHokapansa.ocTep uH$ApKT Ha MHOKapza
HsaMa mannu B monxpena Ha ynotpefara Ha TeIMHCAPTaH/aMIIOIHIIKH B ClIy4aii Ha HecTaGHiIHa
CTEHOKaPIHA H 110 BPpEME Ha HITH 10 Kpad Ha MbPBHA Mecel ¢iie] MpeThpIiaH HHGAPKT Ha MHOKApIa.

MalmenT ¢b¢ chprevHa HEAOCTATEYHOCT

B enno npnrocpouHo, miaue6o-KOHTPOIMPAHO WIMHTBAHE HA aMJIOMITHH TIPH NAITHEHTH ¢ TEXKA
cbpaeyHa HegocrarsuHoct (1orac I1I u IV mo NYHA) ceobmenara sectota Ha OenoapofeH oTok e no-
BHCOKA B TPYNaTa Ha JIedeHHe ¢ aMJIOIHIHH, OTKOJIKOTO B rpymnarta Ha wianebo (px. Touka 5.1). [To
Ta3H NPHYHHA TIPH NalMEHTHTE ChC ChPACYHA HEAOCTATHYHOCT JieueHHeTo TpabBa aa ce npunara ¢
MOBHILEHO BHHMaHHe. DliokepH Ha KATLHEBHTE KAHATH, BIJIIOYHTENHO AMIIOANITHH, TpA0Ba Oa ce
NpHJIarat ¢ MOBHILUEHO BHHMAaHHE NpH NalMeHTH Cbe 33CTOHHA ChpAeyHa HeJOCTATBYHOCT, ThH KaTo
MO3Ke 2 YBETHYAT PHCKA OT OBJCIIH CHPACYHO-CBAOBH CHOHTHA H CMBPTHOCT.

HMaiyenTn ¢ nualer, NeKyBaHW ¢ WHCYHH WIH NpOTHBOANAGETHH CpeACTBa

Tpn nevenue ¢ TeNMUCAPTaH, IIPH Te3N NALHEHTH MOXeE Ja Bh3HHKHE XHIIOTIMKEMHA. 3aTOBA IIPH
Te3M MALHEHTH € HeoOXonuMO 1a ce 06CHIM CHLOTBETHO NPOCIEAABAHE HA HHBOTO HA IIIIOKO33 B
KPBBTa H MOXE Jla C€ HAJTOKH KOPUrHpaHe Ha 003ara HHCYJIHH WiIH al-rm,uuaﬁemo CpeacTBO, KOraro €
NOKA3aHo.

HurectHHaneH aHrHoeneM

3a HHTECTHHANEH aHruoeAeM ¢t chobILaBa NPH NALHEHTH, NEKYBaHH ¢ aHrHoTeH3HH [T peuenTopau
6rokepH (Bx. Touxa 4.8). Teau nauneHTH HMaT KopeMHa GoNka, rageHe, NOBPEHIIAHE H JHAPHS.
CHMITOMHTE OTUIYMABAT Clie]l NpeyCTaHOBABaHe Ha aHruoTeH3HH Il peuenropHuTe 6ilokepH. AKo ce
JHArHOCTHLIMPA MHTECTHHANIGH AHTHONeM, JIEYEHUETO ¢ TeIMUcapTaH TpADBA 14 ¢e NpeyCTAaHOBH H
[ ¢ 3aMovHe MOAXOMALLO HAGMIONEHHE 0 MBIHOTO OTIYMABAHE HA CHMITTOMMTE.

XunepkanueMus
Ynorpebarta Ha NeKapcTBEHH NPOAYKTH, KOHTO MOBJIHABAT PeHHH-aHTHOTEHIHH-ANAOCTEPOHHATA

CHCTEMa, MOXeE Ja TIPHIHHH XHNepKaneMud. XHIepPKaIEMHATa MOXKE A IPHYHHH CMBPT NPH
TMALMEHTH B CTapyecka Bb3PACT, MALMEHTH ¢ GEOPEYHO YBpexkaaHe, MAUUeHTH ¢ Aualer, NaliHeHTH HA
CBITBTCTBALIA TEPaNHA C IEKAPCTBEHH NPOIYKTH, KOWTO MOTAT 1@ MOBHIIAT KOHLEHTPALHATA Ha
KaJIMit, W/HITH TIPH MaLHEHTH ¢ APYTH ChIBTCTBAILH ChCTOAHKA

INpens na ce B3eMe peLIeHHE 3d eMHOBPEMEHHO MPWIMKEHHE Ha ISKAPCTBEHH POAYKTH, KOHTO
TIOBIMABAT CHCTEMATA PEHHH-AHT HOTEHIHH-ULIOCTEPOH, TpAOBa 12 ce NpeLieHH ChOTHOLIEHHETO
NON3a/PHUCK.
OcHoBHHTE pHCKOBH $aKTOPH 3a BE3HHKBAHE HA XUIIEPKATHEMHESA, KOUTO TpAGBa 1a
BHUMAHHE ¢a

- 3axapeH auaber, 6p0pedHO yBpeknaHe, Bp3pacT (>70 roguHu)

- KOMOHHALNS ¢ SIHH WIH NOBEYE JEKapCTBEHH NIPOAYKTH, KOMTO [IOBJIHA




PEHHH- AHTHOTEH3NH-AIIOCTEPOH H/HWIH ChABMKALIY KaTHIf XpaHHTEHH A00aBKH.
JlexapcTBEHHTE MPOAYKTH WM TepaleBTHYHHTE TPYTIH, KOHTO MOTAT Ja NpeH3HBHKAT
XHIIEPKATEMHA €2 3aMeCTHTENH Ha CONTA, ChIbPKAIUM KATHi, KANHH-CBXpaHABAILH HYDETHLIH,
ACE unxuGuropy, aurvoTensus I petientopsn 6nokepH, HECTEPOUIHN NPOTHBOBBL3NATHTETHH
cpencrea (HCTIBC, prnountenHo cenekTupHuTe COX-2-HHXHOHTOPH), XENapHH,
HMYHOCYIIPecOpH (LMKIOCTIOPKH WIH TAKPOIMMYC) H TPHMETOTIPHM.,

- CBITETCTBALIH CBOUTHA, B YACTHOCT AEXHAPATaLMsA, OCTPa CHPACYHA NeKOMITCHCALMA,
MeTaboNHTHA alao3a, BIolapaHe Ha OGp0peynara $yHKLHS, BHE3ANHO BIOLIABAHE HA
ChCTOSHHETe Ha 6B0penmTe (Hanp. HE(EeKUHO3HHA 3a50/19BaHHA), KICTHYHA JH3a (HaIp. 0CTpa
HCXeMHuA Ha KpaliHuk, pabaoMHuonisa, ronaMa TpasMa).

Heo6xoauMo e 1a ¢e MpoBeXIa BHIMATETHO MOHHTOPHPAHE Ha CEpYMHHTE HHBa Ha KATHA NPH Te3H
naLHeHTH (Bx. TouKa 4.5).

Hexemuuna Gonect Ha ChpLETO
KakTo npu BCeKH aHTHXHNEPTEH3UBEH JIEKAPCTBEH MPORYKT, MPEKOMEPHOTO NOHINKEHHE HAa KPLBHOTO

HanAraHe NpH NALHEHTH ¢ HCXeMHYHA KAPIHOMHONATHA HIK HCXEMHYHO ChPAEYHO CHAOBO
sabonaBane MOXKe na AoBele A0 HH$apKT Ha MHOKApIa HIH HHCYT.

MaumeHTH B cTApuyecKa BbIPacT
[Ipu yBenHuaBaHe Ha J03aTa HAa aMJIOAHIHH MPH [TALHEHTH B cTapyecka Bh3pacT Tpialea fa ce
MOJXOXAa C OBHIIEHO BHEMaHue (BX. Touka 4.2 1 5.2).

Harpuii
To3H fexapcTBEH NPOAYKT ChOBPXA Mo-Manko ot 1 mmol Hatpuit (23 mg) 3a Tabnerka, T.e. MOXe na

ce KaKe, Y& NPaKTHYECKH He ChABPKa HaTpHil.
4.5 B3admoaeiicTBHE ¢ APYCrH JEKAPCTEEHM IPOAYKTH H APYTH OPMH HA BIAHMOAECTBHE

He ca ycTaHOBeHM B3aMMOASHCTBHEA MEX Ty BAaTa KOMNOHEHTA Ha Ta3H PUKCHpaHa koMOHHALMA 110
BpeMe Ha KITHHHYHHITE H3MTHTBAHHA,

BaauMogeicTBHA, CPEP3aHH ¢ KOMOHHALMATA
He ca npoeexiany npoy4BaHHA 38 NeKapCTBEHATE BIaHModeHCTBHA.

Ha ce ezeme npedeud npu convmemeawa ynompeba

Jpyeu anmuxunepmen3sugnu ReKxapcmeent npoOyKmu
TMoHIDKaBaKMAT KPEEHOTO HANArAHE edekT Ha TeIMUCApTAH/aMIOAHITHH MOXe Ja OB e 3acHieH rpy
CHITBTCTRAWA YNoTpeda Ha APy aHTHXUIEPTEH3UBHH NEKapCTBeHH NPOAYKTH.

Jlexapcmeenu npodyxmu ¢ ROMEHYUAR 3a NOHUNCABAHE HA KPLBHOMO HALR2aHe

C ornex Ha GapMaKonOrH4HHUTE HM CBOHCTBA, MOXE [Ia Ce 04aKBa, Y€ CICAHHTE JIEKapPCTBEHH
NPOLYKTH MOTAT [a 32CH/IAT XHIIOTOHUYHHTE eeKTH HA BCHYKH aHTHXMITEPTEH3UBHH CPEICTEY,
BKJIIOYHMTETHO TO3H JIEKAPCTBEH NPORYKT, Hanp. Garioden, aMHPOCTHH, HEBPOIENTHLIH HITH
aHTHOenpecanTH. ChIIO Taka, OPTOCTATHHHATA XHIIOTOHHA MOXeE Ja ObIe 3aCHIEHa H OT aJKOXOll.

Kopmurxocmepoudu (3a cucmemno npunodiceriue)
Hamanapane Ha aHTUXHNEPTEHIHBHIA edeKT.

BaauMoaelicTBHs, ¢ Pbp3aHH C TEAMHCAPTAH

He ce npenopwusa CHRBMCMEaWQ mepanin

Kanuii-cvxpanssawu Quypemuyu unu coOepicayy kanui xpanumentu oobaexu
AnrdoteH3rH Il penenTopruTe GNOKEpH, KaKBBTO € TENMHCAPTaH, HAMANABAT 3
[PHOM3BHKAHA OT AHypeTuuuTe. Kanuii-chxpaHABallHTe AHYPETHLM KaTo CIHPO




€IUIEPEHOH, TPHAMTEPEH, HITH AMIUTOPHA, ChABPKALLATE KANHIA XpaHUTENHH A06ABKH, WIH
CBALPAAIINTE KAAHH 3aMECTHTENH Ha COITA, MOTAT 43 A0BEIAT A0 3HAYHTETHO NOBHLIEHUE Ha
CepYMHHA KanKA. AKO € IOKa3aHa ChITETCTBALIA YNOTpeda, MopamH JOKYMEHTHPAHA XHIOKATHEMHS, €
HeoOXO0AHMO JIEKapCTBEHHTE MPOAYKTH Aa 6BIAT H3NON3BAHA C NOBHIIEHO BHUMAHHME, H C MOCTOSHHO
MOHHTODHPaHE Ha CEPYMHHTE KOHLIEHTPALIMH Ha KaTHA.

Jlumuii

Crob1asanu ca CIyyad Ha 06paTHMH MOBHILEHHA B CEPYMHHTE KOHLEHTPALUMH Ha JIHTHA U
TOKCHYHOCT, NPH €AHOBPEMEHHO TIPIIOKEHHE HA IUTHI H HHXMOUTOPH HA AHTHOTEH3H
KOHBECPTHpAIHA CH3HM, KaKTO M ¢ aHrHoTeH3HH Il perentopHu GnokepH, BIUTIOYHTEIHO TEIMUCAPTAH.
Axko koMOHHMpaHaTa ynotpeba ce okadke HeOOXONMA, € IPENOPBYHTENEeH BHUMATENEH MOHHTOPHHT
Ha CEPYMHHTE HHBA HA NMHTUA.

Apyzu anmuxunepmen3uenu 1ekapcmeenu npodyKmuy, Oelicmeauyu Ha PeHuH ~GH2UOMeN3uN
andocmeponoeama cucmema (PAAC)

JasH¥ OT KWIMHHYHK MPOYYBAHHA NOKAIBAT, Y€ ABOHHOTO GNOKMpaHe Ha CHCTEMATA PEHUH -
aHrHOTeH3HH angoctepod (PAACY) upes koMOuHHpanara ynotpeGa Ha ACE uHxHGHTOpH,
anroTensuH ll-peuentopHyu 6nokepy Wi aNMHCKMPEH CE CBBP3BA C MO-BUCOKA YECTOTA HA HeKeNaHH
CHOMTHA, KATO HANIPHMEP XMITOTOHHA, XHNEPKATHEMHA ¥ HamansBaHe Ha GnOpeutaTa GyHKUMA
(BrTrOUHTENHO Tex KO 6BOpeuHO yBpexaaHe), B cpaBHEHHE ¢ ynoTpebara caMo Ha eIHO CpencTBo,
Jeficreamo pepxy PAAC (Bk. ToukH 4.3, 4.4 n 5.1).

Cbnbmcmsalga ynompeba, USUCKEAIYA NOGUIHENO BHUMAHUE

Hecmepouduu npomusosv3nanumennu cpedcmea

HCMBC (t.e. aueTincanummiopa KHCeMHHA B IPOTHBOBB3NAINTENHY 1031, COX-2-HHXHOHTODH, 1
uecenekTHsHd HCTIBC) Morar 1a HAMANAT aHTHXHIIEPTEH3HBHUA edeKT Ha aHrHoTeH3HH 11
peuenropHuTe GIOKEpH.

Ilpy HAKOH NAUMEHTH ¢ HapyeHa 6p0peyna GyHKIHMA (HANP. NALMEHTH ¢ AEXHAPATALHA IH
NaUMEeHTH B CTAPYECKa BB3PacT ¢ HapyuieHa 6b0pedna dyHKuNs), eAHOBPEMEHHOTO MPHIAraHe Ha
aHruotessuH Il peuenrropHu GNOKepH K IEKapCTBEHH CPEACTBA, KOHTO MHXHGHpAT uuKIIo-
OKCHI®HA3aT&, MOXE Ja MM KaTO Pe3YJITaT [10-HATATHIIHO BlIoIlaBaHe Ha Ob6peunara QyHkuuA,
BK/TIOUKTENHO Bb3MOXHO TexKo Gu0pedHo yBpexaaHe, koeTo oGHKHOBEHO e obpaTuMo, 3aT0Ba,
KOMGOMHaumATa TpAGBa Aa GbIe MpHIaraHa ¢ NOBHILEHO BHUMaHHe, 0CoGEeHO NpK NaMEHTH B
cTapyecka Be3pact. [TauuentHTe Tpa6sa na GBIAT ANEKBATHO XHAPATHPAHH, KATO TI0 BHHMaHHe
TpabBa na ce B3eMe M NPOCeASBAHETO Ha OGnOpeuHaTa QyHKUHMA cnejl 3al0UBAHE HA CHITFTCTBAILATA
TeparuA H NIEpHOAHYHO CII€O TOBA.

Pamunpun

B eaHo H3nuTBaHe, €AHOBPEMEHHOTO NPUIIAraHE Ha TEIMHCAPTAH H PAMHIIPHA € JOBEJIO IO

2,5 xpatHo nosuilerne B AUC(-24 H Cmax Ha paMHOpUI ¥ paMHNpUAaT. KivHiunara sHa9uMocCT Ha
TOBa Ha0NIOAEHHE € HEH3BECTHA

Ha ce azeme noo enumenue npu CHRbMCMEauia znomgeb'a

Huzoxcun

Koraro TenMucapraH ce IpHiara e1HOBPEMEHHO C JUTOKCHH ce HabmoJaBa NOBHUIABAHE HA
MeaHaHaTa Ha HKoBaTta (49 %) B Hali-HUcKaTa 1asMena konueHTpauus (20 %) Ha auroxcus. Korato
¢ 3alo4Ba, KOPHIHpa e J03aTa WIH ce NPeKpaTABa TEIMUCAPTaH, TpabBa aa ce HabnoaasaT HUBaTa
Ha [IHFOKCHH, 3a I3 ¢€ MOLAbPIKAT B TEPANECBTHUHHA MHTEPBAL.




B3&HMogeﬁCTBH${, CBBD32aHH ¢ aMNTONHIOHH

Cbnbmcmeaz_zga vRompeba, H3UCKBAUA ROBUIEHO GHUMIHUE

Huxubumopu na CYP3A4

CropTeTBaiaTa ynorpeta Ha aMIOIHITHH CBC CHIIHH WM yMepern CYP3A4 uaxuGuropu (nmpoteasHu
MHXUOHTOPH, 230/10BH AHTHMHUKOTHIM, MAKPOJIHIH KaTO €PHTPOMHLIMH MM KIApATPOMHLUMH,
BepanaMifl HiTH JHITHAIEM) MOXKE 13 IPSAM3BHKA 3HAYMTENHO YBSIHYABARE HA eKCIOZHIUATA Ha
AMJIOIHITHH, KOETC A2 AOECAE 10 yBEIHYEH PHCK OT XHIIOTOHHA. KIIMHHYHATA TpaHCnauus Ha Te3H
(papMaKOKHHETHYHH BapHALIMH MOKE 11 € N0-M3pa3eHa NPH NALMEHTHTE B CTapyecka Bh3pacT. Topa
MOMKe Ia HANOXKH KJIHHWYHO [IPOCe/fBaHe i KOPHIHpaHe HA J034Ta.

Hudyxmopu na CYP3A4

[Ipu enHOBPEMEHHO NPIIOXKEHHE HA M3BECTHH HHAYKTOpH Ha CYP3A4 miasmeHata KOHIEHTPaUHA Ha
aMIOIUNKH MOXKe Ja eapupa. [Topaan ToBa KPBBHOTO HAATaHe TPabea Ja ce HaOmomasa H Ia ce
o6MHC/TH ananTHpaHe Ha N03aTa KakTo MO BPeMe, Taka U Cliell ChIBTCTBAIL TIPHEM, 0COGEHO Ha CIUIHM
CYP3A4 namyxropu (nanp. pHgaMITHLIAH, BIT KAHTADHOH).

Haumponen (unghysus)

TlpH HMBOTHM, CNel IPHIOKEHHE HA BEPAMAMIIT H HHTPABEHO3EH NaHTpOEH, ¢a HabnoaaBaHH
feranna kKamepHa GpuOpUaLKA U CHPAECYHO-CHIOB KONAIC BBB BPB3Ka C Xuiepkanuemua. [lopaau
PHCK OT XHMIIEPKATHEMHA € NPEHNOPEIMTENHO Ja ¢¢ H30ArEa SAHOBPEMEHHOTO MPHIOKEHHE Ha
OnOKEepH Ha KaJTLIHEBUTE KaHATH, KaTO AMIOAMIHH, TIPH MAUHEHTH, CKJIOHHH KBM 3T0Ka4eCTBEHA
XUMEPTEPMUS, KAKTO H [IPH OBJAJAABAHETO HA 310KAYECTBEHA XHIISPTEPMHUL.

I'peiinghpym u cox om zpeiingppym

TIpusoxeHHeTo Ha aMITONMITHH ¢ rPeATIGPYT HiIK COK OT rpefndpyT He ce MPenopEYBa, Thit KATO NpU
HAKOH NALMEHTH OHOHATIHYHOCTTA MOXE A C€ YBEMWYH, KOETO Ja AOBEME A0 YBENTHIABAHE HA
eexTHTE Ha MOHIDKABAHE HA KPBBHOTO HAIATAHE.

La ce g3eme noo eHumenue npu ceRbmomeauid p_'nomgeﬁa

Taxpornumyc

Hma puck 0T yBeNHUeHHE Ha HUBATA HA TAKPOJIOMYC B KPBBTA MPH EAHOBPEMEHHO NPIIOKEHHE C
aMJTOJHITHH, BEOPEKH Ye papMaKOKHHETHYHHAT MEXaHH3EM Ha TOBA B3aUMOEHCTEBHE HE & HAITBJIHO
H3ACHEH. 3a 11a ce u30erHe TOKCHUHOCT Ha TAKPONUMYC, B CIy4all Ha eZHOBPEMEHHO HIPUNOKEHUE HA
AMJIONHIHH NPH MALMENT, TEKyBaH C TAKPOTHMYC, € HeOOX0IMMO MORMTOPHPAHE Ha HUBATA Ha
TaKPOINHMYC B KPBBTA H CHOTBETHO XOPHIHpaHe Ha N03aTa TaKpOITHMYC ITPH HEOOXO0IHMOCT.

Hurnocnopun

He ca npoBexzanyi npoy4paHuA 3a B3aHMOJEHCTBHE MEXKIY LMIJIOCTOPHH H aMIOIONMHH [IPH 3APaBU
n0OpOBOMIIM U APYTH NOIMYNALHH, ¢ H3K/IIOYEHHe Ha NTauMeHTHTe ¢ 6L0peYHa TpaHCIIaHTalHs, IPH
KOWTO € HaONoJaBaHo NMPOMAHATA HAa Half-HACKAaTa KOHLEHTPALHA HA UHKIOCTIOPUH A3 C¢ TIOBUINABA
(cpenno 0-40%). Cnenpa ja ce ¥Ma IIpeABHA MOHHTOPHPAHE HA HHBATA Ha LIMKIOCTIOPHH NIPH
ManMeHTHTE ¢ G0petHa TPaHCILIZHTALMA, IEKYBARH ¢ AMJTOAHIIHH, KAKTO H CHOTBETHO HAMANABAHE
Ha [[033Ta UHKJIOCHIOPHH NpH He0OX0IUMOCT.

Huxubumopu na npuyennus 3a panamuyun ensum npu 6osaiinuyu (mTOR)

mTOR MHXHOGHTOPH KaTO CHPOJIHMYC, TEMCHPOITMMYC H esepoaumMyc ca CYP3A cy6erparu.
AmmopuneH e ¢nab CYP3A umxuburop. IIpH cersTerBamo npunoxenune sHa mTOR unxubuTopH,
aMIIOZIUMKMH MOXKE Jla yBeaAH4M excrno3unuaTa Ha mTOR uaxubuTOpHTE,

Cumeacmamun
EnHoBpeMeHHOTO MHOTOKPAaTHO MpHIokeHHe Hal0 mg amnonunus u 80 mg cumaac
YBENH4YCHHE HA HMBATA HA CHMBACTATHH 0 77 %, B CpaBHEHHE ChC CUMBACTATHH,
CaMOCTOATEIHO, 3aTOBA, [IPH MANMEHTH, [IPHEMAIH AMIOAHITHH, € HEOOX0aUMO
CUMBAcTaTHH Ko 20 mg NHeBHO.




4.6 DepTHAHTET, GpeMeHHOCT H KbDMeHe

BpemenHoct
HamMuee ca orpaHHYeHH JAHHH OTHOCHO ynoTpebara Ha TenMucapTaH/aMICAHITHH [IPH GpeMeHHH

seHH. He ca M3BBPIIBAHK W3NHTBAHHA C TEIMUCAPTAH/AMIIOAHIIKH 33 PENPONYKTHBHATA TOKCHYHOCT
TIpY YKHBOTHH.

Teamucapman

He ce npenopsuBa ynotpefara Ha aHrHoTeH3HH [ peuenTopHy 6IOKEPH N0 BpeMe Ha NEPBHA
TPHMECTHP OT OpeMeHHOCTTa (B, TOuKA 4.4). YnoTtpebaTa Ha anrHoTeH3HH II penenrropHu 6n1okepH e
MPOTHBONOKA3aHA MO BPEeMe Ha BTOPHA U TPETHA TPHMECTEP OT OpeMeHHOCTTa (BXK. TouKa 4.3 H TOYKa
4.4).

[poy4YBaHHATA C TEIMUCAPTAH TIPH XHUBOTHH Ca NMOKa3aIH HATH4ME Ha PENpOLYKTHBHA TOKCHYHOCT
(Bx. Touka 5.3).

EnuaeMHONOrHYHHTE JAHHH 33 PUCKA OT TEPaTOreHHOCT cnex ekcro3niua Ha ACE uHxuOuTOpH npes
NBPBUA TPUMECTHP Ha OpeMeHHOCTTa He ¢a yOeanTennu. Bee nak, He MOke Na ce H3KNIOYH
NOBUIIEHHE HA pHcKa. JoKaTo JIMNCBAT JAHHH OT KOHTPONMHPAaHO eMHAEMHONIOTHYHC H3CeABaHe 34
pucKa oT nelicTHeTo Ha aHrHOoTeH3HH 1l penenTopHy GIOKEpH, 32 TO3H KAAC ICKapCTBEKH NPOOYKTH
TaKMBa PUCKOBE BUHArM MOXe Ja MMa. OCBEH KOraTo MpOXWDKHTENHOTO JI€YEHHE ¢ @HIHOTEH3HH 11
peLenTOpHH GNOKEPH Ce CUHTA 33 HANOKHTEHO, MALIHEHTKHTE, KOMTO IUTAHHPAT Aa 3afpeMeHest
TpA6Ba 11a IPEMHHAT HAa ANTEPHATHBHO AaHTHXHIIEPTOHHYHO NIEUEHHE, KOETO € ¢ AoKasaHa GesonacHocT
3a Gpemenny. Korato ce ycraHOBH SpeMeHHOCT, NeYeHHeTO ¢ aHrHoTeH3uH Il penrenTopHl 6mokepn
TpabBa na 6bae NpeyCcTaHOBEHO He3a0aBHO H, AKO € BB3MOXKHO, A4 CE 3aN04HE aNTEPHATHHO JICYCHHE.

H3pecTHO e, Ye eKCIO3MIMATA Ha aHTHOTEH3UH [ peuenTopHH 610KepH MO BpEME Ha BTOPHA H TPETHA
TPUMECTPH, HHAYLHPA GeTOTOKCHIHOCT (NoHmKeHa O10pevHa QyHKIMA, HaMalABaHe Ha
AMHHOTHYHATA TEYHOCT, 3a6aBiHe OCH(HKALMATA Ha Yepena) H HeoHaTallHa ToKkCH4HOCT (656peuHo
yEpexAaHe, XHIOTOHHA, XHNepKanueMus) (Bx. Touka 5.3).

IMpu excno3uuua Ha aHTHOTEH3HH 11 peenTopHH Gnokepy No BpeMe Ha BTOPHA TPHMECThD Ha
GpeMeHHOCTTA, CE NIPENopHUBa H3BLPLIBAHE HA YNITPA3BYKOB npernen Ha 6s0peTnara ykuua H
Heperna.

Kwpmauerara, YHUTO Ma¥ikH ¢a npuemManu arunotensuH 11 penenropru 6nokepH Tpabpa na 6baar
HabNOAaBaHH 38 [0SBa Ha XHIIOTOHMA {BIKTE Toukd 4.3 1 4.4).

Amnodunus

BesonacHocTTa Ha AMJIOAMITHH 10 BpeMe Ha GpeMeHHOCT OpH Xopa Bee OlUe He € YCTaHOBeHa. B
NPOYYBaHKA NPH KUBOTHH € HaGN0JaBaHa PENIPOAYKTUBHA TOKCHYHOCT NPH BHCOKM [O3H (BX. TOYKa
5.3).

KnpMmene
AMNOINNNH ce eKCKpeTHpa B KbpMaTa, YacTTa oT Ao3ara Ha Maiikara, MOIyYeHa OT KBPMAYeTo, €

M3YHCIIEHa ¢ HHTEPKBAPTHIIEH AMANa3oH 3-7 %, ¢ MakCHMYM 15 %. EQexThT Ha aMIONHITHH BbPXY
KBbPMAYETATa € HEH3IBECTCH,

Mopanu T0Ba, 4e He € HANTHYHA HHPOPMALHA OTHOCHO YNoTpebaTa Ha TEJIMHCAPTAH 110 BPEME Ha
KBpMeHe, ynoTpe(ara Ha TeIMHCAPTaH/aMIOXHITIH HE CE MPENophLYBa; HEOOXOMMMO € Aa Ce IPHCTHITH
KbM @ITEPHATHBHO JICYEHHe ¢ JOKa3aHa 5e30MmacHOCT No BpeMe Ha KbpMeHe, 0co0EHO KOoraro ce
KBPMH HOBOPOLEHO HITH HefloHoceHo Bebe.

Deprunurer
He ca HATH9HM JaHHH OT KOHTPOJMPAHHA KIHHMYHH H3MHTBAHUA ¢ GHKCHpaHaTa N030Ba KOMOMHALMA

-

HJIM C BCEKH OT KOMIIOHCHTHTE MOOTACITHO.

He ca npoBexaaH# OTAEIHA H3NKTBAHHA 32 PENPOAYKTHBHA TOKCHUHOCT ¢ koMb
TENMUCAPTAH-AMITONHITHH.




B npeaKiMHMYHE H3NUTBaHMA He ¢a HabIofaBaHu BL3/EHCTBAA Ha TENMHUCAPTAH BbPXY depruanTera
IPH MBXKH H HEHCKH JKHBOTHM.

TIpH HAKOH MALHEHTH, TeKyBaHH ¢ 6roKepH Ha KaNUMEBHTE KaHaIH, ¢€ ¢ho0Lasa 3a obpaTumu
GMOXHMHUYHH TIPOMEHH B [1ABATA HA CMEPMATO30MANTE. KUTMHHYHHTE JaHHH 32 NOTEHUHATHUA edexT
HAa aMJIOMMNKHE BBPXY GepTHIHTETA Ca HEAOCTATHYHH. B €1HO NpoyyBaHe NpH IUTbX0Be ¢a
YCTAHOBEHH HEXeNaHu eexTH BLpXY GepTINHTeTa IPH MBKKHUTE (BX. TOMKa 5.3).

4.7 EdexkTH BBpXy cnocoGHocTTa 32 modHpane H paboTa ¢ MALIHHA

To34 IeKAapCTBEH NPOIYKT MOBIMARA B YMEPEHA CTeNeH CrocofHOCTTa 3a modupaHe u pabora ¢
mamruny. [Ipy ynparienne Ha Npepo3HH CpeacTBa Wi paboTa ¢ MalIMHK TPAOBA Aa ce HMa NpeaBua,
4e NMPH AHTHXHIIEPTEH3MBHA TEPANHS, TIOHAKOTa MOXE J1a HACTBLITH CHHKON, CHHJTHBOCT, 3aMaAHOCT
HIIH CBETOBBLPTEX (BiK. Touka 4.8). 3aToBa ce npenopbipa MOBHILEHO BHUMaHKE 110 BpeMe Ha
wodupane n pabota ¢ Maluuny. [1pH noABa HA TE3M HEXENAHH PeakUuH, € HeoOXxoauMo fa ce
M30ArBaT NOTEHUHATHO ONACHH AeHHOCTH KaTo wodupane 1 paboTa ¢ MALIHHH.

4.8 Hexenann NeKapcTBEHH PEAKIHH
O6o0wenye Ha npoduna Ha GesonacHocT

Hait-qecTiTe HexXenaHy NEKAPCTBEHH peakLMy BIIOHBAT 3aMatHOCT U neprdepen oTok. B peaku
CITyuau MOKe Ja Bb3HHKHE M CepHo3eH CHHKON (no-Manko ot 1 cmyvaif Ha 1 000 nauueHTH).

CroBLIEeHHTEe 10 MOMEHTA HeXXeJIaHH PeaKUHy, OTHACAINHE ce A0 HAKOH OT KOMIMOHEHTHUTE
(TeNMHKCApTaH WIX AMIIOIMITHH), MOTAT A2 GbAT NOTEHIHANHH HEXEIAHH PEAKLIHH H Ha PaBeHTOH,
IOpPH aKo He ¢a HabMoaBaHH! B KIIHHHYHY NPOYYBAHHS WIIH 110 BPEME HA OCTMApKETHHIOBHA
MEPHON.

TabnuueH BUI HA HEXENAHHTE JEKapCTREHH peaKUH
Be30macHOCTTa ¥ IOHOCHMOCTTA Ha PaBeHTOH ca OLEHEHH B 5 KOHTPONHPAaHH KIIHHHMHH H3NHTBaHHA

¢ Han 3 500 nauyenTy, Han 2 500 0T KOHTO ¢a MPHEMaNH TeJIMHUCAPTAH B KOMOHHALMS C AMJIOSHUIHH.

HexenauuTe peakiHy ca ONpeaeieHH Cropel YeCTOTaTa Ha BE3HHMKBaHE, Chr/IACHO CeaHaTa
KIacHbuKalua: MHoOro 4ect (>1/10); yectu (>1/100 mo <1/10); Heuects (=1/1 000 ao <1/100); peaku
(=1/10 000 go <1/1 000); mHoro penku (<1/10 000), ¢ HeH3BeCTHA YeCTOTA (OT HAHYHKTE NAHHU He
MOXe aa 6bIie HanpaBeHa OLIEHKaA).

B1E BCAKa rpyna, HeXxemaHHWTe peaklMH ¢a NPEACTABEHH B HH3X0AA1 Pl MO OTHOLICHHE HA TAXHATA
CEPHO3IHOCT.

Cueremo- | Papenton TeaMHCapTaH AMJIOAHIHH
opraHes

Kaac

Hugpexyuu u ungrecmayuu

HeuectH HHEKUHH Ha TOPHHTE

ANXaTeNHH MBTHINA, BKI.
$apHHTAT U CHHY3HT,
HHPEKIHH HA THKOYHHUTE
IOBTHILA, BKJI. HCTHT
Peaxu LHCTUT CENCHC, BIUTIOYHTENHO C

TeTaneH mxo,ul
Hapyuwienua na kpvema u TM@pHama cucmema

HeuectH aHeMHs

Penxu TpoMOOLMTONEHHSA,
€03HHOGIIHA




MHoro JIEBKOLMTONICHHS,
peaKH TpoMbBoLHTONEHHS
Hapyuwienun na uMyHnama cucmema
Petkn CBPBXYYBCTBHTEN- HOCT,
aHadHIaKTHYHA
peakuys
Mmnoro CBPBLXYYBCTBHTEHOCT
penkH
Hapywenur na memabonuma u xpanenemo
Heuecrn XHUMNEepKaTHeMHA
Penxu XHIOTTIHKeMUA (TIpH
NauHeHTH ¢ nuaber),
XHMOHATPHEMHA
MHoro XHIIEPTIIHKEMHA
enKH
Hleuxuyuny napywienun
Heuwectn IpOMAHA Ha HACTPOEHHETO
Penku RenpecHs, 00BpKaHOCT
GeznokoicTRO,
Ge3cnHHe
Hapywenua na nepsnama cucmema
Yectn 3aMafsHOCT
Heuectu CBHIIHBOCT, 3aMasHOCT
MHIpeHa,
rnaeofonue,
napecTesHs
Penku cHHKon, neprdepHa
HEBpONaTHA,
XUNecTe3ns,
JUCTEY3HA, TPEMOp
Msoro CSKCTpanHpaMHIEH CHHAPOM,
penKH XHIEPTOHKA
3pRMENHU HAPYWIERUR
Yectn 3PHTENHH CMYUIEHHA
{BKIHOYHTENHO JHTIOTHA)
Hevectn HapYIIEHHE HA 3PEHHETO
Peakn IPUTENIHH CMYIUEHHA
Hapywenun na yxomo u aabupunma
Hewectn | caeroBnpTex i THHHTYC
Hapywenua na copyemo
Heuectu GpaaHkapaus,
NaJINHTALHH
Penku TaXxHKapoHA
MHoro HH{ApKT Ha MHOKapAa,
penKn apHTMHSA, KAMEPHa
TaXHKapAud, NPeIchPAHO
MBXIEHE
Cvdosu napyuterun
Heuectn XHIIOTOHMA,
OPTOCTATHYHA
XHUNMOTOHMA,
3aYepBABaHe Ha
THUETO
MHoro

peaxH




Pecnupamopnu, 2poOHi i MEOUACMUHAAHR KADYWIEHUR

Heuectn KallUTHLa JHCTIHed JHCTIHES, PHHHY
Muoro HHTEPCTHLIMANIHA
peakH 6enonp§>6ﬂa
Gonecr
CmoMatiH0-4pesHi HapyuieRuR
Yeetu NpOMAHA B PHTBMA Ha
H3XOXKIaHe (BKIIOYHTEIHO
JHAPHA H 3aIeK)

Heuecru abnomuuanHa Gonka, dnaryneHuas

IHapHA, TaReHE
Penku MOBPBILAHE, cTOMAIIed AMckoMopT

I'HCHBATHA

xunepTpodus,

ILHCTIENCHSA, CYXOTa B

yCTaTa
Msuoro TTAHKPeaTHT, racTPUT
peaxn
Xenamobunuapru napyuienun
Peaxu HapyeHa yepHoapoOHa

(yxuus, yepHOAPOGHH
Hapymezﬂm5

MHoro XENaTHT, JKBbITEHHIIA,
peaku OBHILEHH HHUBA Ha

YyepHOAPOOHHATE EHIHMH
(ocobeHo pH Xonectasa)

Hapyuienua Ha KoNama 4 nooKoNCHama nvKan

Heuectn NpypHUTYyC XHNEepXHApo3a anoneuus, mypnypa,
JNEMUTMEHTALIHA Ha KOXara,
XMIEPXHAPO3a
Pemxu eK3eMa, epHTeMa, aHruoensm
obpus {BKMIOYMMTEITHO C
JIETANEH H3XOR),
nexkapcrieH obpHB,
TOKCHYEH KoXeH 05pHB,
yPTHKApHA
Msoro aHTHOeNeM, epHTeMa
penxu MynTHOpME, YPTHKapHA,
ekc(OoNHATHBEH NEPMATHT,
cHHApOM Ha Stevens-
Johnson,
(OTOMYBCTBHTENHOCT
C TOKCHYHA enuIepManHa
HEU3BECTHA HEKpONH3a
HECTOTa
Hapywenun #a MycKyTRO-CKERCMKAMA CHCIEMA U CoeOUHUMENRAMA MYKaH
YecTn MoLyBaHe Ha IIC3IeHHUTE
Heuectn apTpanrui, MyCKyJHH
cna3Mu (KpaMIIH B
Kpakara), MUaICHA
Penxu 6onka B repba, Gonku | Gonka B CyXOoxHINE

p kpalinunure (Gonky
B KpaKaTa)

(nopo6HK Ha TeHIHHHAT
CHMITTOMH)




Hapywenua na Golpeyume u nuKodRume mwomuia
Heuectn 610peuHo yepexcaaHe, HApYLICHHE Ha YPRHHPAHETO,
BIJIIOYHTETHO OCTpa YECTO YpPHHMpaHe
On0peuHa
HEJNOCTATBYHOCT
Peaxn HOIIHO YPHHHPAHE
Hapywenua na ev3npouseodumeanama cucmemda u zspoama
Heuectu epeKTHIHA THHEKOMACTHA
AuchyHKUAS
Obugu HapyuieHUR 3 eheKmil HA MACMOMO HA NPRAONCEHUE
Yectn nepudepeH eaeM
Heuectn ACTeHHA, TPBAHA Gonka
Gonka, ymMopa, enem
Pemxn HEpa3NOIoKEHHE rpunonoaobHo
saGonsBaxe
Hacnedeanusn
Heuectn NOBHILIEHY HUBA Ha NOBULIEHH HHBA HA MOBKLIEHO TETCCHO TETNO,
4epHOApoGHHTE KpPeaTHHHH B KpPEBTa MOHHEHO TEIECHO TEerNno
€H3UMH
Peakn yBEIHuYeHa NOBHLIEHH HUBA Ha
KOHLEHTpatH Ha kpeatuH $pocdhoknHaza B
TIHKOYHA KHCENHHA KphLBTa, MOHWKEHH HUBA
B KPBETA Ha XeMOrnoOHH

: Hexxenanara peakuus Moxe Aa ObJe OTKPHTA CNy4aiiHO MITH Ja € Bb3HHKHANA B Pe3yTar Ha
HEH3BECTEH A0 MOMEHTA MEXaHHIBEM

: B noeeuero cnyvau naronorHuHa HepHOApotHa QYHKLUHA/MepHOAPOGHH HapyINEHMUS,
YCTAHOBEHH IIPH [IOCTMAPKETHHTOBHSA OITHT C TEJIMHCAPTAH, BPEIHUKHAIM IIPH AMOHCKH MAMEHTH.
Te3u HeXkeNaHy eKapCTBEeHH PEaklMH € II0-BEpPOATHO 1a Ph3HUKHAT MPH AMOHCKH Hal(MeHTH.

: OT NOCTMAPKETHHIOBHA OIIHT C TEJIMHCAPTAH HMa CHOOIIEHH CyYaH Ha WHTEPCTHIHATHH
6enonpobru HonectH (Hal-4ecTO HHTEPCTHIHMATHA M €03UHOGIIIHA THEBMOHHA)

OnncanHe Ha n30paHH HeXETaHKH PEaKUHK:

HHTecTHHANEH aKTHOEIEM
Cro0ienH ca ciiydad Ha HHTECTHHAIEH aHTHoeaeM ciien ynotpeba Ha aHrnotensuH Il peuenTopHy

6nokepH (Bx. Touka 4.4).

Crobmanane Ha MOAO3HPAHH HEXENAHH PEaKIHH
Cro0maBaHeTo Ha MOAO3HPAHH HexeNaHH peakLlMH clel] paspellaBaHe 3a yrnoTpeda Ha NekapcTBEHHA

NponyKT e BaxkHO. ToBa no3sonABa Oa NPONBKH HAGNIOAEHNeTO Ha CHOTHOMEHHETO NMOI3a/pHCK 3a
NEKAPCTBEHHA MpoaykT. OT MEIULIMHCKUTE CNELHANHCTH ¢ H3HCKBA Aa CHODILABAT BeAKa
NIOA03HpaHa HeXeNlaHa peakuus ypes

H3menHUTENHA areHUHA 110 AckapeTBaTa

va. ,Jdaman I'pyes” Ne 8

1303 Codusa

Ten.: +35 928903417

yeOcaiT: www.bda.bg

4.9 Hpeno3npane

CuMnToMu
TpH3HALNTE H CHMIITOMKTE 32 MPEIC3IHPAHE Ce OYaKBa Ja ce NPOARAT Mo dopmara Ha 3
tapmakonoruysu edexry. Hali-ABHUTE NPOARIEHHA HA NPENO3MPaHE € TEIMHCAPT
OBIAT XWIIOTOHUA H TAXHKAPAHA; HMa ChoOLIeHnx H 3a OpaauKkapani, 3aMasHOCT,
HHBATa HA CEPYMHKA KPEaTHHHH, TeXxko 6L0peuHo yBpexkaane.




[Mpeno3upaHeTo ¢ aMAOLUIHE MOXE @ MMa KaTo pe3yNTaT TBhpAe BUCOKa NepudepHa
Ba30IHJIATALIMA, KAKTO W pednexkcHa Taxukapand. Crobinasa ce chilo 3a H3ABEHA H BEPOATHO
NPOSBL/DKHTENHA CHCTEMHA XHIIOTEH3HA, KOATO A3 NPEMHHE B WOK, BRITIOYHTEIHO WIOK, 3aBBPLIBAIL
CBC CMBPT.

HekapauoreneH GenonpobeH 0TOK ce ch0bIasa pAIKO KaTo NOCNEIHLE OT NPEA03HPAHEe

C aMIIOKMIMH, KOUTO MOXe A3 ce NPOABH ¢he 3a6aBeHo Havano Ha edexra (24-48 yaca cnen
MOFNTBILAHE) H [12 M3HCKBA W3KYCTBEHA BEHTWIALMA. PAaHHUTE peanMMallHOHHH MEPKH (BRIIOYHTENHO
HATOBApBAHE C TEYHOCTH) 3 NIOLABbPXkaHe Ha nepdysuaTa u cbpaeuHus AeOHT Morar a OaaT
yckopsBamy $akTopu.

JleueHue

TMaunenTsT TpaGBa Aa Gbae BHHMaTENHO HaOMIOaBaH, a JIEYEHHETO TP:A(Ba Aa € CUMITTOMATHYHO B
noaabpxalo, Cxemara 3a IeYeHHE 3aBUCH OT BPEMETO OT MOMEHTA Ha NOTIIBILAHE, KAKTO K 0T
TeXeCTTa Ha cuMrToMuTe. [IpennaraHuTe MEpKH BKITIOUBAT MPEAH3BHKBAHE HA TIOBPBILAHE W/HITH
NaBaK HA CTOMAxa. B clyyad Ha mpemolnpaHe, KakTO Ha TEIMHCAPTaH, Taka M HA aMITOIUITHH, KaTo
CPeACTBO MOXE Ja CE H3MO3Ea H aKTHBEH BBIJIEH.

Hupata Ha cepyMHHTe EEKTPOIHTH ¥ KpeaTHHHHa TpaGBa Ja 6baar nsMeppanu decto. [lpu Hanuune
HA XMMOTEH3MA, MALMEHTHT TpAGBA Aa Ce MOCTABH JIETHAI NO IPH0 H C MOBAMIHATH KpalHHLY, KaTo
yecto My GhJe NpHaraHo 6bp30 BIKBaHe Ha COAM H oGeMozamecThTeny, TpaGBa fa ce 3amoyHe
MOLBPHKALIO NedeHHe. HHTpaBeHO3HO RIHBAHE HA KATLMEB [JIHOKOHAT MOXe Aa Gbie ehekTHBHO 32
npeononsAeaHe Ha edekTa Ha GoKUpaHe Ha KALHEBHTEe KaHANH.

B HAKOHM CNyuan MOXe Ja € OT ToN13a [ Ce HANpaBi NPOMKBKA Ha cToMaxa. [Ipu 3npasu 106pOROMIH
TPHIIOKERNETO HA AKTHBEH BBIVICH 10 2 4aca CIeM NpuaokeHue Ha 10 mg aMIONMIKH NOKa3Ba
HaMaIABaHe Ha CKOPOCTTa Ha aGeopOuma Ha aMTOAMIHH. AMIOAMITHH HE CE IHATH3Kpa, 4
TEJIMHCAPTAH HE CE OTCTPAHABA OT KPbBTA Ype3 XeMOQHATpauus H HE C& AHANH3HpaA.

5.  ®APMAKOJOI'NMYHH CBOUCTBA
5.1 <@dapmaKoaHHAMHHH CBoilicTBA

dapmakoTepanesTHyHa Ipyna: CpeacTsa, AeHCTBAlLH HA PeHHH-aHTHOTEH3HHOBATA CHCTEMA,
6nokepy Ha aurnoTeHsuH Il peuerrropu (ARBS) 1 610KepH Ha KaUHEBHTE KAHAIH,
ATC kox: CO9DB04.

TenMucapTaH/aMIOAMIIHH CHUETABA 1BE AHTHXHIEPTEHIUBHH CHCTABKH C JOMBIIBALIA C& MEXaHHIMH
Ha AeliCTBHE 3a KOHTPONMPAaHe Ha KPbBHOTO HAILATAHE [IPH MALMEHTH C ECCHUHATHA XHIEPTEHINA:
anrnotensuH Il peuernropeH 6okep, TeAMHUCAPTaH, H IMXHAPONHPHAUHOB GIOKEP HA KANLHEBUTE
KaHAIH, aMIOAHIKH,

KoMGHHALMATA OT Te3H BElECTBA MMA aJIHTHBEH aHTHXHNECPTEHIHBEH e(eKT, NOHKKABALl| KPBBHOTO
HAJATAHE B TI0-TONAMA CTENeH, OTKOMKOTO BCEKH KOMIIOHCHT NOSIRHHYHO.

TpHeMaHeTo Ha TeIMUCAPTAH/aMIIOANITHH BEIHBX AHEBHO eeKTHBHO i TPaHHO OHHKABa KPBBHOTO
HAJIAraHe 3a UM 24-4acoB NEPHOA Ha AeACTBHE Ha ICKapCTBEHaTa A03a.

TenmncapTaH
TeMHCAPTAH € AXTHBEH NPH EPOpANieH NPHeM H € cneuuduten anrnoren3nH Il peuenrropeH Smokep

(tan AT). TeiMHCApTaH U3MECTBE C MHOTO rONAM aQHHHTET aHrMOTeH3HH [ oT cneuM$HIHATE MY
MECTa 3a CEBP3BaHe KbM pelienrropa ot cy6THn AT, KofiTo € 0TroBOpeH 3a AeHCTBHETO Ha
anruoredsud [I. TenMucapral He NOKa3Ba HUKAKBA AKTHBHOCT Ha NaplvalicH aroHUCTHA ATl -
peuenropa. TenMucapTaH ce CBbP3Ba CEJIEKTHBHO KbM AT] — pelienTopa, KaTo CBbp3BaHeTo ¢
Tpaiino. TenMucapras He Mokasea adHHHTET KBM APYTH PeLIENTOPH, BrtounTenHo AT2 ¥ apyrd ro-
cnabo npoyyerH AT- peuernrropH, @yHKLMOHATHATA PO HA TE3H PELIENTOPH € HEHIBECTHE, KAKTO U
e(eKTET Ha BE3MOXKHATA MM CBPBXCTHMYJIALHA OT AHTHOTEH3MH lI, YHHTO HHBA CC MOBHILAB
TenmucapTaH. TelMECAPTAH HAMAABA I1a3MEHHTE KOHICHTPaLMH Ha aaocTepoH. Te
MHXHGHPa YOBEUIKHAT [UTA3MEH PEHHH U He G10KkHpa HOHHMTe kaHaH. TeMMHCapTaH




AHTHOTEH3HH-KOHBEPTUPAILMS eH3UM (KuHMHA3a ]I), koliTo pasrpaxia 1 fpanvKuHKHH. 3aTOBA HE CE
OYaKBa 2aCIWIBAHE Ha ONMOCPENCTBAHHTE OT OpandKUHKH HEeXeNanH JIEKapCTBEHH PEaKiHH.

Tpu 4oBeKa, K03a oT 80 Mg TENIMHCAPTAH NOYTH H3LAIO NOTHCK: NpeJH3BHKAHOTO OT AHI'HOTEH3HH 1l
MOBHIIEHNE HA KPBBHOTO HANATaHE. EdexTsT Ha NOTHCKAHE NPOABIKARA 24 yaca ¥ € UIMEPHM 0
48 yaca.

Cnejl M-pBaTa 1033 TEMKCAPTaH, AHTHXKIEPTEH3UBHATA AKTHBHOCT II2BHO 3aN04Ba 14 €€ NPOABABa
cliel koo 3 4aca. MaxcHMATHOTO IOHIKEHHE Ha KPBBHOTO HAIATaHE ce MOCTHIa B o6IIMA Cyakt
33 4 710 § CeaMMIM CIIell 3aN0YBaHETO HA JIEYEHHETO, H Ce MOANBPIKA IO BpEME Ha UEIHA NepHOA Ha
NeyeHHe.

AHTHXANEPTEH3UBHUAT ed)eKT ce MOANBPHKA B TeueHHe Ha 24 yaca CNe/ NPUEMAHe ¥ BKMTIO4Ba
nocaeAHNTE 4 Maca Npely CeBallara 103a, KOeTo ¢¢ YCTAHOBABA YPe3 H3MEPBaHE Ha KPLBHOTO
Hansraxe B aMGyNaToOpHH ycnoBus. ToBa ce NOTEbMKIABa 0T CHOTHOIICHHATA HA IIHKOBETE, KOMTO ¢4
nneHTHYRH Han 80 % cnen npHeMaHe Ha o3 ot 40 u 80 mg TenMucapTaH B nnaneGo-KOHTPOITHPaHH
KIMHHENMHH H3HTBaHHA. YCcTaHoBABA ce 3a0ene)yMa TEHECHUNA KbM 3aBHCHMOCT Ha 1103414 OT
BPEMETO 32 BbICTAHOBABAHE HA HAYATHOTO CHCTOMMYHO KPEBHO HAJIATAHE B To3H cMHCBT JaHHKTE
OTHOCHO AKACTONHYHOTO KPBBHO HAMATAHE Ca NPOTHBOPEHHBH.

TIpH NALMEHTH ¢ XHNEPTOHNA, TEIMUCAPTAH PENyLIHPa CHCTONMYHOTO H AHACTONH'HOTO KPHBHO
Hansarase, 6e3 Aa 3acAra vecToTara Ha chpuebueHe. [IPHHOCHT HA NyHPETHYHHA H HATPHYPETHHHHA
edeKT Ha leKapCTBEHHs NIPOJYKT KbM HErOBATA XHIIOTCH3HBHA AKTHBHOCT € B IIPOLIEC HA
YCTAHOBSBAHE. AHTHXHIEPTEH3HBHATA eHKACHOCT Ha TENMHUCAPTAH € CPaBHHMA C Ta3H Ha
BELIECTBATA OT APYTH KNACOBE AHTHXHMIEPTEH3UBHH IEKAPCTBEHH IIPOAYKTH (KOETO € A0Ka3aHO B
KJMHHYHY W3NHTBAHKA, KBAETO eeKTHBHOCTTA Ha TEJIMHCAPTAH € CpaBHEHa C Ta3H Ha aMJIOANITHH,
aTEHOJON, HANATIPHI, XMAPOXTOPTHAIMI, H TH3UHOTIPHN).

an BHE3AIHO MPEKbBCBAHE HA JICYEHHETO C TENIMHCAPTAH, B PAMKHTE Ha HAKOJKO THH KPBBHOTO
HAISTaHe MOCTENeHNo ¢& BE3CTAaHOBABA A0 MbPBOHAYANHHTE NapaMCTPH OT TIpEAH 3a0YBAHETO HA
NE4Y€HHETOo, KaTO HE € NOKA3aHO BE300HOBABAHE HA XUMEPTEH3UATA.

YecroTaTa HA CyXa KalJIHLA € 3HAYHTETHO MO-HUCKA NMPH MALHEHTHTE, JIEKYBaHH C TENnMHCapTaH,
OTKONKOTO MPH T€3H, KOKWTO Ca& JICKYBAHH C l‘leﬂﬁlﬂ‘OpH Ha AHMHOTEH3HH-KOHBEPTHPALIUTE CH3INMH,
KOETO € yCcTaHoBsiBa B KIHHHYHH H3MMTBAHHA, AMPEKTHO CPaBHABALIM JBATa THIA
AHTHXHITEPTCH3NBHO JICUEHHE,

JlBe rofieMH paHIOMHM3HPaHH KOHTPONHPAHH 1pOYHBaHHA — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texywo r1o6antHo u3nHTBaHe 3a
KpaiiHH TOUKH Ha TEJIMHCApTaH, CaMOCTOATENHO H B kombuHauua ¢ pamunpun) © VA NEPHRON-D
(KNMHHYHO POYyYBaHE CBLP3HO C Pa3BHTHE Ha HedpomaT NpH nnabeT, NpOBENEHO OT
MHHHCTEPCTBO MO BBIPOCHTE HA BETEPAHHUTE) — NPOYUBAT ynorpebara Ha koMbuHauuaTa ot ACE
MHXHGHMTOP H aurnoTensuH Il-penenTopeH Gokep.

ONTARGET e npoyusaHe, NpoBe¢HO MPH NALIHEHTH C aHAMHE3a 33 ChPACTHO-CHI0BA MK
MO3BYHOCHIOBA GoecT, WIH 3axapeH AnaleT THI 2, MPHOPYKeHN C RAHHH 32 YBPEXKIAaHC Ka
edextophn opraui. VA NEPHRON-D e npoysaHe npH MALMEHTH CbC 3aXapEH auaber Tum 2 M
nuabeTHa HedrpomaTui,

Te3su TMpoyuBaHWs HE NMOKA3BAT 3HAYWM GNATCNIPHATEH EQEKT BHPXY 6BOpeyHHTe WHIH CHLPAEYHO-
CHOBHTE TIOCHENHLY H CMBPTHOCT, KATO ChLIEBPEMEHHO Ca HabNI0aBaHH NOBHIIEH PHCK
OTXHIEPKATHEMHA, OCTPO YBPEKAaHe Ha OhOpeuuTe WK XHIOTOHUA B CPABHCHUE C
MOHOTepanuaTa. KaTo ce MMAT NPEABHA CXONHHTE HM dapMaKoqHHAMIIHH cBOJCTBA, TE3H Pe3yNTaTH
ca npunoxumy 1 3a apyru ACE HHXUOHTOPH ¥ aHrHoTeH3kH II-penenrophy GOKepH.

ACE uHxu6uropd ¥ anrnotensun Il-peuenTophy 610KepH CleJOBATENHO He TpAGBa Oa ce M3NOA3BaT

eIHOBPEMEHHO NPH MAUHEHTH ¢ AuabeTHa HedponaTui. /K\\

ALTITUDE (KnuHH4HO Npoy4BaHe NPOBEAEHO C ANMHCKHPEH NIPH NMALKEHTH ChC
THN 2 C M3TO/I3BaHe Ha ChPAEMHO-CHAOBH K GbGpeunH 3a6onspaHuA karo KpahH




NpoyuBaHe, IpefHa3HAuYEHO Aa W3CNeNBa NoJ3aTa OT A00aBAHETO HA WIHCKHPEH KBM CTaHAapTHA
tepanus ¢ ACE uHXMGHTOD HIH BHTHOTEH3HH [I-pelenTopeH G0Kep NPH NALMEHTH CBC 3aXapeH
auaber THN 2 M XPOHHYHO GBOpedHo 3a6onaBaHe, CHPACUHO-ChAOBO 3a00NABaHE WITH H BETE.
[Tpoy4BaHeTo e MPeKPaTeHO MPEKASBPEMEHHO NOpaH IOBUIIEH PUCK OT HEBMArOMpPHUATHY
nocaeauiu. Kakro chpuedHo-CbAoBaTa CMBPT, Taka H HHCYIITBT Ca [10-4ECTH B pyIaTa Ha
ATHCKMPEH, OTKOJIKOTO B IPYNATa Ha Iaue6o, a NpelCTaBIABAILHTE UHTEPEC HEeXENaHH ChOMTHS 1
CEPHO3HH HeXeNaHu ChOUTHA (XHNepKaTHeMus, XMIOTOHHA M 61Opeuna aucdyHKuHs) ce crobluasar
M0-4€CTO B [PYNATa Ha AMHCKHPEH, 0TKONKOTO B rpynara Ha nnane6o.

AMIOMITHH

AMNOIHNKH € HHXHOMTOP HA MHIYKCA HA KaMUUMEBHTE HOHH OT AHXUIPOITMPHAHHOBATA Ipyna
(6nokep Ha GaBHMTE KAHANM WM AHTATOHKCT Ha KanuueBHTe #0HH) U MHXUGHpa TpaHcMeMOpaHHms
HHOIYKC HA KaJILWEeBH HOHH B INAAKKTE MYCKY/TH Ha ChPHETO H KPBBOHOCHHTE ChIOBE. MeXaHH3IMBT
HA AHTHXMMEPTEH3HBHOTO AeHCTBHE Ha aMITOAMIIHH € OCHOBAHO HA JHPEKTEH e)eKT Ha OTNyCKaHe Ha
IMaJKUTE MyCKYH Ha KPbBOHOCHHTE CBAOBE, KOETO BOAH JO HaManABaHe Ha nepudepHaTa ChAOBa
PE3IUCTCHTHOCT H, CBOTBCTHO, HA KPBEBHOTO HAJIATAHE. EKCI‘IG})HMCH’I‘EU’IHPITB JaHHH MOKa3Bar, 4¢
AMIOJMIIHH CE CBBHP3Ba C AUXHAPOIHPUANHOBH H HE-AHXHIPOIIMPUANHOBH JIOKYCH HA CBBP3BAHE.
AMIOQHIIHH € ¢ OTHOCHTENIHO ChAOBO-CEIEKTHBEH edeKT, ¢ To-ToNsM edeKT BhPXY
rNaaKOMYCKYJIHHTE KNETKH Ha CBAOBETE, OTKONKOTO BEPXY KIETKHTE HAa ChPAEYHHA MYCKYJ.

[NpH MaLMEHTH C XUMEPTEH3HA, IPHEeMaHETO BEOHDBHK AHEBHC OCHIYPABA KIIHHHYHO 3HAYHMO
NOHHXeHHE HA KPHBHOTO HAMATaHe B IETHAIO H H3NPABEHO MOJIOWEHHE, B MPOABIKECHHE HA LETHA
24-yacos nepuos. ITopagyu 6asHOTO 3aM04BaHE HA ACACTBHETO, OCTPATA XMMOTOHHUA HE € HacT OT
edeKTa Ha NpHeMaHe Ha aMJIOAMITHH.

IMpu MaUHEHTH ¢ XHIEPTEH3HS U HopManHa 6s6peuHa QYHKLYA, NeKAPCTBEHHTE JO3H aMIIOJMITHH UMa
KaTO Pe3y/ITaT HAMAIMBAHE HA PE3UCTEHTHOCTTA Ha ChaoBeTe Ha Ob0penHTe U yBeJIMUEHHE HA HUBOTO
HA raoMepynHa ¢unTparus, KakTo U edexTHBer oTToK Ha 6BOpeyHaTa mIasma, 6e3 npoMsaHa Ha
durTpanucHHaTa GpaKkLUNA WIH NPOTERHYPHA.

AMNOIHNHH HE ce acourHpa C HHKaAKBH HCXETaHH MeTaboNMUTHH peaKLHHA KWIH [IPOMCHH B
IDTa3MEHHUTE THIHAN H € ITOAXOoAdIl 3a ynorpeﬁa OT NAUHEHTH C aCTM4, mlaﬁer H rmogarpa.

Vnorpeba npH NALKHEHTH ChC CHPAESYHA HEAOCTATBYHOCT

BasupaHHTe HA XeMOMHUHAMHYHH [POYYBAHHA H IIPOABH KOHTPOAHPAHH KIHHHYHH HINHTBAHHA NIPH
NaLKEHTH ChC ChpASuHa HegocTaThuHoCT 0T NYHA xnac II-IV ca nokasan, Ye aMIOJHITHH HE €
JOBeN 00 KIMHUYHO BIOUIABAHE, KAKTO € YCTAHOBEHO OT JOMMYCTHMHTE OTKJIOHEHHSR Ha Pe3YNTATHTE,
H3T/IACKAHOTO KONHMYECTBO KPBB OT JIABATA ChPACUHA KAMEPA H KNTHHHYHATA CHMNTOMATO/IOMHA.

IMnaueGo-koHrponupano npoy4saHe (PRAISE) npenHasHaueHo 3a H3CleABaHE HA NALUMEHTH CBC
chpaeyHa HenocTarburocT 0T NYHA Class IV, konto npuemar aurokcus, auypetun u ACE
HHXHOMTOpH, € NOKa3a/1o, Y¢ aMIOIHNHH HE A0BEKIA J0 NOBHIIABAHE HA PHCKA OT CMBPTHOCT MITH
KOMOHHHUPaHH CMBPTHOCT H 3a60/1€BAaEMOCT ChC ChPAEYHA HEOCTATEHHOCT.

Ipy npocneassallo, TEIrOCPOUHO, Manebo koHTponupaHo uinuTeaHe (PRAISE-2) Ha aMnonunuH
IIPH NALMEHTH ChC ChpIedHa HenocTaTsHHOCT 0T NYHA Il 1 IV, 6e3 KIHHHYHH CHMITTOMH WIH C
HAXOJIKH, TPEANONAralild OCHOBHO HCXeMUHO 3aboABaHe, KOHTO NpHeMaT nocTosHHM ao3n ACE
HHXHOHTOPH, JUTHTANHC, ¥ AXYPETHLM, € YCTAHOBEHO e aMIONHIIHH HAM2 edekT npH obara
CMBPTHOCT, BCNEACTBHE Ha ChPAEYHO-CHAOBM NMpobnemy. B cbluata nomynauus, aMIOANIHH Ce
CBBP3BA ¢ MOBHILEH Opoif chobiuenua 3a GenonpobeH eaem.

TenMucapTan/AMIOTHIHH
B 8-ceIMHYHO, MHOrOLIEHTPOBO, PAHAOMHM3HPaHO, ABOHHOCIAMNO, M1aue00-KOHTPOIHPaHO, ¢
MApaTENHH rpyH GaKTOPHANHO Mpoy4BaHe B 1461 NallMeHTH C NI€Ka A0 TEXKA XUl
(yCpenHeHO THACTONHYHO KPBBHO HanAraHe ot >95 o <119 mm Hg), nedennero
n0308a koMOuHauua TenMHcapTaH/aMNONHIIHH HMa 33 Pe3YITAT 3HAYHTENHO N




Ha AHACTONIHYHOTO H CHCTONHYHOTO KPBBHO HAIATAHE H IT0-BHCOKH HHBA HA KOHTPOJ, B CPABHEHHE
CBC CHOTBETHHTE MOHOTEDAIHH.

TenMucapTas/aMIOAMIMHH TTOKA3Ba J030BOIABUCHMH NMOHWKEHHA HA CHCTOTHYHOTO/AHACTONHYHOTO
KPLEHO HANATAHE B paMKHTe Ha 00xBaTa Ha nevebHara mo3a ot -21,8/-16,5 mm Hg

(40 mg/5 mg), -22,1/-18,2 mm Hg (80 mg/5 mg), -24,7/-20,2 mm Hg (40 mg/10 mg)

u -26,4/-20,1 mm Hg (80 mg/10 mg). [ToHm:xeHHeTo Ha ANACTONHYHOTO KPBBHO HanaraHe <90 mm Hg
e oTyeTeno npu 71,6 %, 74,8 %, 82,1 %, 85,3 % OT nauveHTHTE, pecneKTUBHO. CTORHOCTHTE ca
KOPHTMpPAHH 3a HAYaJl0TO Ha JICYEHHETO M CTPaHATa Ha MPOBEXN(IAHE.

TonsiMa 49acT OT aHTHXHITEPTEH3MBHAA e(eKT ce MOCTHra B PAMKHTE Ha 2 CeIMHLM Clell 3amoyBaHe Ha
neueHneTo. B moarpyna ot 1050 nanueHTH ¢ yMEpeHa 10 TEKKA XHNEPTEH3NA (AHACTOMMYHO KPBBHO
Hansrane, JKH>100 mm Hg), 32,7 — 51,8 % ca noBnuABaT B 3a00BONMTENHA CTENEH MPH
MOHOTEpAIHA KaKTO OT TeJIMHCApPTaH Taka H OT aMIoAnnHH, HaGmonapaHHTe CpefHH MPOMEHH B
CHCTONTMYHOTO/IHACTONHYHOTO KPBBHO HANIATAHE ¢ KOMOMHHPAHO JIeYeHHe ¢ aMJIOIUIIHH 5 mg
(-22,2/-17,2 mm Hg, ¢ 40 mg/5 mg; -22,5/-19,1 mm Hg, ¢ 80 mg/5 mg) ca cpaBHHMH HIH NMO-BHCOKH
OT Te3H, HabmonaeaHy ¢ amnoaunuy 10 mg ( -21,0/-17,6 mm Hg) 1 ca cBEp3aHH CBC 3HAUUTENHO T10-
HHUCKH HHBa Ha egema (1,4 % c 40 mg/5 mg; 0,5 % ¢ 80 mg/5 mg; 17,6 % ¢ amnoaunuy 10 mg).

AMBynaTtopHO ABTOMATHYHO H3MEPBaHE Ha KpEBHOTO HanaraHe (AAHKH), iapnpiieno npy rpyna or
562 NalMeHTH € MOTBEPOWIO PE3YATATHTE HaONIAABAHA NIPH NOHHKABAHHATA HA CHCTOIHYHOTO H
IHACTOMIMYHOTO KPEBHO HANAraHe B KIIMHUYHH YCJIOBUA, IO BPEMe Ha LienHd 24-4acoB MepHoi Ha
osupase,

B Opyro MHOTOLEHTPOBO, PAHIOMH3HPAHO, TBOWHOCIAIIO, aKTHBHO KOHTPOTHPaHo, MapaieliHo
TpynoBO NpoyuRaHe, Ha obio 1097 NauMeHTH ¢ IEKa KO TeXKKA XHIEPTEH3MA, KOHTO HE €A 4AeKBaTHO
KOHTPOJHPAHH ¢ aMIOIUIHHE 5 mg, € punaraH TeIMHcapTan/amaonunyH (40 mg/S mg wnu

80 mg/5 mg) wru camo amnoaunuH (5 mg uny 10 mg). Cnen 8 ceAMHLIE Ha ledeHHE, PE3yITATBT OT
BCAKA OT KOMOHHALIMATE CTATHCTHYECKH € 3HAYMTENHO no-eexTHBHA OT MOHOTEpAIHATA C
aMIOOKNIHH, KOETO C& U3pa3dBa B NOHHKEHO CHCTONMYHO H THACTONHYHO KPBBHO HAIAraHe
(-13,6/-9,4 mm Hg, -15,0/-10,6 mm Hg cbc crorBeTHO 40 mg/5 mg, 80 mg/S mg

cnpsmo -6,2/ -5,7 mm Hg, -11,1/ -8,0 mm Hg c amnongunuH 5 mg 1 10 mg. YcTaHoBeHH ¢a H 110-
BHCOKH KOHTPO/IHM JUACTONNYHH HAIATAHWA, B CPaBHEHHE CBC CHOTBETHHTE PEKHUMH HA
moHoTtepanua (56,7 %, 63,8 % ¢ 40 mg/5 mg u 80 mg/5 mg cnpamo 42 %, 56,7 % c aMnoZHMHH 5 mg
# 10 mg). [TpoueHTHTE 3a MOABA Ha eeMa ca GHITH 3HAYHTENHO Mo-HUCKH ¢ 40 mg/5 mg u 80 mg/5 mg
B cpaBHeHre ¢ amogunuH 10 mg (4,4 % cnipamo 24,9 %, pecneKTHBHO).

B Jpyro MHOrOLEHTPOBO, PAHROMH3HPAHO, ABONHOCIANG, AKTHBHO KOHTPOJIMPAHO, [IapaleTHo-
rpynoeo nNpoyysane, Ha o010 947 malMeHTH ¢ JIeKa 00 TEXKKA XHNEPTEH3HA, KOHTO He ¢a a1eKBaTHO
KOHTPONHpaHH ¢ aMmaoaunue 10 mg, ¢ nprnaran TeAMucaprad/amnoadnyd (40 mg/10 mg wu

80 mg/10 mg) win camo amnoaunus (10 mg). Cnexn 8 ceqMuLu Ha ledeHHE, BCAKO OT KOMOHHHpaHuTe
NCYCHHA CTATHCTHYECKH € 3HAYMTENHO NO-€PEKTHBHO OT MOHOTEPANKXATA C AMIOIMIIHH MPH
HAMa/IABAHETO HA AHACTONHYHOTO M CHCTONHYHOTC KPBBHO HaNATaHe

(-11,1/-9,2 mm Hg, -11,3/-9,3 mm Hg ¢ 40 mg/10 mg, 80 mg/10 mg cnpamo -7,4/-6,5 mm Hg ¢
amnopunuH 10 mg) 1 e ycTaHOBEHa 110- BHCOKA CTENEH HA HOPMAJIM3UPAHE HA AHACTONHYHOTO KPEBHO
HaNAraHe B cpaBHeHHe ¢ MOHOTepanuaTa (63,7 %, 66,5 % ¢ 40 mg/10 mg, 80 mg/10 mg copamo

51,1 % c amnonunus 10 mg.).

B 1B¢ OTBOPEHH NPOALIKHTENHY NOCNEAOBATEIHM IPOYYBaHHA TIPOBEIEHH 3a NIEPHOT OT Hal

6 Mecela, ehexTHT Ha TEIMHCAPTAH/AMIONWIHH € NPONBIKHI A3 TPae H CNe], 3aBbpIIBaHE Ha
H3nuTBaHeTo. OCBEH TOBA, € YCTAHOBEHO, Y€ MMPH HAKOH NALHMEHTH, KOMTO He Ce MOBIUIBAT B
JOCTATBYHA CTENEH OT TeMMHUCcApTal/aMnoanmiH 40 mg/10 mg, € HanMile AOTBIHHTENIHO MTOHWKESHHE
Ha KPBBHOTO HaliAraHe, c/iel MOBHIIABAHE Ha JIEKAPCTBEHATA 1033 4Ype3 THTPHPaHe 10
TeNMHUcapTaH/amMnoaunyH 80 mg/10 mg,

O06waTa 4ecTOTa Ha HEXENaHH PEaKIMY ¢ TENMUCAPTaH/aMIOANIIHH B TPOTPaMaTa 3a
H3NMTBaHe ¢ Ouna MoHWKeHa np caMo 12,7 % OT MaluMeHTHTE Ha NeYeHHe, NPH KoK
HexenaHu peakuud. Hali-uecTuTe HeskenaHn peakuuu ca Gunu nepudepHa efeMa 1




Touxa 4.8). CHOGLIEHHTE HEXENAHHTE PEAKIIMH CHBNANAT ¢ O4YAKBAHHTE PEAKLIHA OT npodHNHTE 32
6e30acCHOCT HA KOMIIOHEHTHTE TEIMUMCAPTaH H AMAOAWIIHH. He ca HaGniogaBaHH HOBH HJIH 110-
CEPHO3HM HEXENaHH peaklun. CEBP3aHATE ¢ eAEMa Peakiui (nepudepHa egeMa, reHepatH3HpaHa
efleMa H eieMa) Ca OYAKBAHO NO-HHCKH MPH NALHEHTHTE, KOUTO MpueMatr TeTMHUCAPTAH/AMIOJUIIHH 2,
B CPaBHEHHE C TE3H, KOHTO Oy4aBaT aMIOHIIHH 10 mg. BB $akTOpHANHO H3NHTBAHE [IPOLEHTHTE
¢ enema ca 1,3% ¢ TenMucapran/amnoannuH 40 mg/5 mg o 80 mg/5mg, 8,8 % ¢
TenMucapTan/amnoaumis 40 mg/10 mg n 80 mg/10 mg, ¥ 18,4% ¢ amnoaunud 10 mg. Mpu
NALMEHTHTE, HEMORTHABAWM CE OT AMICAMNKH 5 Mg HABATA Ha eleMa Ca 44 % 3a40 mg/Smgu

80 mg/5 mg 1 24,9 % 3a 10 mg.

AHTHXHTEPTEH3UBHHAT eEKT Ha TEIMUCAPTAH/AMITOTHUIHH € €/HAKBB, HE3ABUCUMO OT BB3pacT H
1O, € ENHAKDB MPH NALMEHTH CHC WK Oe3 auabeT.

TenMucapTa/aMNIOAUIIHH HE € MPOYHEH NPH IPYNa NAUKEHTH, OCBEH TasH C XUIIEPTEHINA.
TeNMHCapTaH € H3NUTAH B PAMKHTE Ha FOJIAMO H3MHTBAHE Ha H3X0MA OT neyeHueTo npu 25 620
{TALIHEHTH C BHCOK PHCK OT CHPAEYHO-CBAOBO 3a00nABaHe (ONTARGET).

AMJIONMITHE € K3MMTBAH NIPH MALMEHTH C XPOHWUHA CTaOK/Ha aHTHHA, BASOCTIACTHHHA aHTHHA, K
TAKHBA ¢ AHrHOrpadCKH AOKYMEHTHpaHo 3a60i4BaHe Ha KOPOHApHATA APTEPUA.

[MennaTpyuHa NOMYNAIIHA

EsponeiickaTa ar¢HUus 10 ieKapcTbaTa ocBOGOKAABA OT 3aTBKEHHETO 3a MPeocTapiHe Ha
pe3ynTaTHTe OT NpOy4BaHUATa ¢ TEIMHCAPTAH/AMIIOJIMIIME 4 BBB BCHYKH MOArPYNH Ha
neIRATPHYHATA TIOMyJIALMA [IPH XHNEPTEH3HA. (Bx. Touka 4.2 3a MHGOPMALKT OTHOCHO ynotpeba B
[EAUATPHATA).

52 @dapMaKOKHHETHYHH CBOHCTBA

dapMakoKMHETHKa Ha QukcHpanHaTa 103083 koMGHUHANHA
TIpOLEHTET i cTeneHTa Ha abcopbuua Ha TENMHCAPTAH/AMITOMITHH Ca €KBHBAICHTHH Ha
GHOHATMUHOCTTA HA TEIMHCAPTAH M AMIOLNIHH, TIPHIAraHy KaTo OTACHHH TaONETKH.

Abcopbuus

A6cop6LpaTa Ha TEIMHCApTaH € 6bp3a, BBIPEKH He abcopBHpaHoTO KOMH4ECTBO Bapupa. Cpenxara
aBCoMtoTHA SHOHANMYHOCT 3a TeIMHcApTaH € oxono 50 %. Koraro TeMECapTaH €& NpHeMa ¢ Xpana,
HAMaNABAHETO HA TUIOIITA NOJ KPHBATa HA ChOTHOLICHHETO [L1A3MEHA koxuenTpauus-speMe (AUCo)
BapHpa oT NpubnusnTenHo 6 % (1033 OT 40 mg) no npubausuTenHo 19 % (no3a ot 160 mg). Ho 3
yaca Clie/ PHEM, TUTA3MEHHTE KOHLICHTPAUMH ca NONOGHH, HE3ABUCHMO IATH TEIMHCAPTAH C¢
npueMa cbe HaH 6e3 xpaHa.

Cnea NepopanHo NPHIOKEHHE Ha IEKapCTBEHHTE J03H, amnoaunuH ce abcopGupa nobpe, ¢
MaKCHMA/IHA KOHLEHTpaLua B KpBBTa MExXIy 6-12 Haca cnea nmpHeMaHe. YcranoBenara abconioTHa
GHOHATHYHOCT € MexXAY 64 1 80 %. BHOHATHYHOCTTA Ha AMJIOAMNIMH HE CE NIOB/IHABA OT NIpHEMAaHETO
HA XpaHa.

PasnpenencHHe

TenMucapTaH ce CBbP3BA BB BIACOKA CTEMEH ¢ MIa3MCHATE NPOTCHHH (>99,5 %), ocHOBHO aIbyMuH 1
anda-1 KucenuTe NIMKONPOTeHHH. CPEHHUAT CTAUMOHAPEH NPUBHIICH o6em Ha paanpenenenne {Vas)
e npubnusutenso 500 nuTpa.

O6eMBT Ha pasnpeleIeHNe Ha aMJIOAHIIHH € npubnusutento 21 Vkg. Hu sumpo npoyuBaHUATa
0Ka3Bar, 4e NpubnusuTenHo 97,5 % OT LMPKYNHPALIHAT AMJIONHTITHH € CBBP3AH C IUIA3MEHHUTE
NpPOTEHHH MPH NAUHMEHTHTE C XKNEPTOHHA

BroTpanchopMats
TenmucapTaH ce MeTaGony3upa 4pes KOHIOralHs KbM [IFOKYPOHHAA Ha OCHOBH
nabmionasaHa GapMaKoNOrHyHa aKTHBHOCT MPH KOHIOraTa.




AMJIONHITHH c& MeTabonu3Mpa H3koYrTenHO (npudauaurento 90 %) ot yepHuA Apo6 A0 HeaKTHBHH
MeTaboTH

EnumuHupaHe
TenMHcapTaH ce xapakTepusHpa ¢ ABYEKCIOHEHIIHATHAE KHHETHKA Ha Pa3rpaXaaHe, ¢ TEPMHHANEH

HOJYXKHBOT Ha enleMeHepaHe ot >20 yaca. MakciManHara nrasMeHa koHUeHTpauns (Crpax) #, B [0-
MaIKa CTeMeH, [LUTOLITA [0 KpHBaTa “IUa3sMeHa KoHUeHTpanua-speMe” (AUC), ce nopHLIasar
HENPONOPLUMOHATHO Ha Ao3ara. Hama foKa3aTencTBo 3a KIIMHHYHO3HAYMMO HATPYIBAHE Ha
TeJIMHCAPTaH, MPHET B NPENOPbYHTENHaTa A032. [LnasMeHHTe KOHLEHTpALHH Ca O-BHCOKH TIPH
MEHHTE, OTKOJIKOTO NPH MEXeTe, 63 Aa ¢ HATHIE 3HAYHTEITHO NOBIHABAHE Ha ePHKACHOCTTA.

Cnea nepopaiHo (¥ HHTPaBEHO3HO) TIPWICKEHHE, TENIMHCAPTAH Ce OTAENA NOYTH H3LANO ¢ delleca,
OCHOBHO B HeNnpoMeHeH Buf. KyMynaTHBHaTa eKCKpelLHs upe3 YpHHaTa € <] % o1 no3ata. OGLIMAT
wiasMeH KIHPBHC (Clio) € Bucok (mpubnusurenso 1 000 ml/min) B cpaBHeHHE ¢ TO3W OT
4epHOApoOHHA KprBeH Tok (okomo 1 500 ml/min).

En¥MHHHpaHeTO Ha aMIIOJHITHH IIpe? Ma3Mara e Ary¢a3zoBo, ¢ TEPMHHAIIEH NOTYXHBOT Ha
enMMBHUpare npubnusurendo 30 o 50 yaca, Npn eNHOKpaTHa OHEBHA N03a. CTAlMOHAPHH IUIA3MEHH
HHBA C€ JOCTHIraT C/ieA NPOTBIDKHTENHO NpwiokeHne 3a 7-8 auu, 10 % ot amnogunuu v 60 % or
MeTaboNuTHTE HA AMITOAMITHHA Ce OTHAENAT B YPHHATA

JIunefiHoct/HenuHeiHOCT

He ce ouaxsa cnaGoro nonmkasaHe Ha AUC 3a TenMucapTaH, a MOHIWKH TEPANEBTHYHATA MY
eduxacHocT. Hama nuHeliHa 3aBHCHMOCT MEX Y HOINTE H IUIaaMeHuTe Husa, [Tpy no3u Hag 40 mg
Cmax ¥, B mo-Mainka crened, AUC ¢e moBHIIABAT HEMPONOPIMOHAITHO.

AMJIOIHMNHH MOKa3Ba NHHeHHA GapMakOKHHETHKA.

Ieauatpyuna nomynrauus (Be3pact noal 8 roxubm)

Hsama pannu 3a (bapmaxoxnue'rnxara IIPH NEAHATPHYHATA MMOITYNaLHA,

ITon
HaGnionaBanu ca pauiMKH B IU1a3MEHHTE KOHLEHTPAUHH Ha TEJIMHCAPTaH, ¢ 3- U 2- KpPaTHo 110-
BHCOKH Cmax H AUC, CEOTBETHO, IIPH XeHH, B CPaBHEHHE C MBKE.

Cmapuecka evipacm

®apMakOKHHETHKATA Ha TEIMHCAPTAH HE C& PANIHYABA NIPH MIAH NALHEHTH U NALHCHTH B
CTapyecka Bh3pacT.

BpeMeTo 2a JOCTUraHe Ha MHKOBHTE TUTA3MEHH KOHLUEHTPAUNH aMICAUITHH € MoAoGHO NPH HHIXBHAH
B CTapyecKa BB3PAacT H MNalH HHAHBHAY. [IpH nauyerTHTE B CTapYecKa BB3PacT, KNHPEHCET HA
aM/TOIUMHH HaMATABA, KOETO HMA 3a pelynTar yeennyaraHe Ha AUC H eNMMUHAIMOHHHA MOTYXKHBOT.

bvbpeuno yapescdane

[lpu nauvienTH ¢ Jieka, 0 yMEpeHa M Texka cTener Ha 616peuHo yepexnane, ce Habnoaasa
YABOSBAHE Ha IAA3SMEHHTE KOHUGHTPALHH Ha TenMucapTad. Bee nak, npy nauueHTH ¢ 656peuto
YBPEXAaHe, MOAN0KEHH Ha J1anH3a, ce HabmoaaBaT no-HHCKY IU1a3MeHu KosueHTpauny. Ipu
nauveHTHTe ¢ GpOpevHo yBpekaaHe, TeIMHUCAPTAH € BBB BHCOKA CTENEH CBBpP3aH ¢ IUTa3MeHNTe
NPOTEHHH K He MoxKe fa Onje OTCTpaHeH 4pes AuanH3a. [Tony:KHBOTET HA eNHMUHUPAHE He ce
NpoMeHA NpH nauneHTHTE ¢ 66peyno yspexaaHe. PapMakoKHHETHKATA HA AMIIOAHIINH He ce
MOBJIHABA IHAYHTEITHO OT CHCTOAHHETO Ha OB0peUHO yBpexKIaHe.

Yeprodpobro yepexcoane
PapMaKOKHHETHYHNUTE NIPOYYBaHHS NPH NALHEHTH ¢ YepHOLPOOHO yBpexaaHe MoK
Ha acomoTHaTa GHOHANMYHOCT Ha TenMucapTaH ao 6nuso 100 %, [MoryXUBOTET
Te/IMHCAPTAH HE Ce IPOMEHA TIPH NMaLMeHTHTE ¢ YBpe)kaaHe Ha yepHua Apob. I1
YepHOAPoOHO YBPEXKIARE ¢4 ¢ IOHIKEH KIMPBHC Ha aMIOIHITHH, KOETO HMA 32
yseauyasane Ha AUC ¢ nmpubnusurento 4060 %.



5.3 IlpeaxauHH4HH NaHHH 3a Ge3onacHocT

Tl kaT0 HEKNTHHHYHHTE NPOQHIN Ha TOKCHYHOCT HA TENMHCAPTAH M aMJIOLHIIHH He ce
TNIPHIIOKPHBAT, HE Ce 0MaKBa 3aCIJIBAaHe HA TOKCHYHOCTTA 32 KOMOHHaLUATA OT ABere, Toba
CTaHOBHLIE C€ NOTBBbPXAABa OT IPOy4YBaHe 33 CyOXpoHUYHA TOKCUYHOCT (13-CeIMHMHO) NpH
IIEXO0BE, MPH KOETO Ca TECTBAHH N030BH HUBa oT 3,2/0,8, 10/2,5 u 40/10 mg/kg
TeIMHCAPTaH/AMIICAHNHIH,

l'lpemmnmmuu‘re OAaHHH 3a ABaTa KOMIIOHEHTA €A NOCOYESHH MO-10NY.

Tenmucapran
an [PEAKNHHHYHHTE H3IMTBAHHUA 3a 6330!18.0[-[00‘1‘, JO3HTE, onpe,ue.namn €KCIIO3NIHA, CPaABHHMA C

Taid B KIHHHYHHA TEPANeBTHHEH 00XBaT Ha NEKApPCTBOTO, IPEAU3BHKBAT HAMANICHH NAPAMETPH HA
YEPBEHHTE KPBLBHHU KNETKH (€PHTPOLIMTH, XeMOTIOOHH, XeMaToKpHT), H3MeHeHHs B 0LOpeuHaTa
XeMOOHHAMHMKa (ITOBMILIEHH KPbBHH HHBA Ha Ype#iHUA a30T, H KPEaTHHHH), KAKTO M IOBHILEHH HHBA
Ha Kanuii B cepymMa npH )HMBOTHH C HOPM&JIHO KpbBHO HanaraHe. [Ipu kyuera, ce HaGnoaasat
Awiatauusa u arpodus Ha 6u6peunuTe TyGynu. [Tpy Kydera H IUTBXOBE, CHINO TAK4, C& OTYUTA U
YBPENIAHE HA CTOMALIHATA TMraBRLa (epo3us, yJlepaliy Wik ps3nateHue). Teau dapMakonorHiHo-
MEAMHPAHK HeXeNaHu edekTn, H3BECTHH OT NPeAKITHHHYHHTE H3MHTBAHUA ¢ HHXUGHTOPH Ha
AHFHOTECH3UH-KOHBEPTHPALHA €H3HM H aHrHOTeHs3HH Il peuentopHH GnokepH, ¢e NpeaOTBPATABAT
4pe3 OpaNHO MPWIOKEHHE Ha CONEBH pasTeop. M npu asara BMAA JKHBOTHH, ce HabMIOAABAT H
NOBHLIEHA aKTHBHOCT Ha ITA3MEHUA PCHUH H XHIeprodua/xHnepriasua Ha 6nOpeunuTe
IOKCTArNoMepyITHH KNeTKH. Te3n MpOMEHH, KakTO H KNac-CeUHGHUHHA edeKT Ha HHXHOHTOPU Ha
AHTHOTEH3WH-KOHBEPTHUPALIMA €H3HM H APYrH aHTHoTeH3uH ] peuentopHn 6moxepH, H3rNexIa HAMAT
KIHHMYHA 3HAYMMOCT.

He e HabnaroaaBaHo KOKA3ATENCTBO 3a TeparoreHeH edekT, BRIIPEKH Ye TEIMHCAPTAH B TOKCHYHH J03H
OKa3Ba eeKT BLPXY NOCTHATAIHOTO Pa3BHTHE HA MOTOMCTBOTO, KATO NO-HUCKO TEJIECHO TErNo H
KBCHO MpOTeXIaHe.

Hsma nokazarencTeo 3a MyTareHeH ekt MAN KNacTOreHHA AKTHBHOCT 10 BPEME Ha in vitro
NpOYUBaHHA, KAKTO H JA0KA3aTEJICTBA 32 KapLHHONEHHOCT NPH ILUTBXOBE H MHIIKH.

AMIOAHANH

Penpodykmuana moxcyunocm
PenponyxTuBHHTE Npoy4YBAHHA NIPH IUTBXOBE H MHLIKK TI0Ka3BaT 3aKBCHANO pasKIaHe, Y IBIKEHO

pakaaHe H HaMaleHa HPeXHBASMOCT HA MAIKHTE NPH N03H NpuOnH3uTenHo 50 TbTH MO-BHCOKH OT
MaKCHMATHATA TIpenopEUHTENHa H03a NPy Xopa Ha Gazara Ha mg/ke.

Ha EHUC HA Pepmurumema

He e ycraHoBeH eiekT BEPXY QepTHAHTETA HA MTEX0BE, HA KOUTO € NIPIIOKEH MEPOpaTHo
aMITOOHMUHOB Maneat (Ha MBXKH 3a 64 IHH H Ha eHckH 3a 14 IHH npeny 4udTOCBaHe) NpH A03H 1O
10 mg amnogumun/kg/nes (oxono 8 neTH* MakcHMaTHaTa MPENOPLYMTENHA H03a IpH Xopa 10 mg/nen
Ha fa3zara Ha mg/m? ), B Apyro npoy4saHe MpH MAbXOBE, B KOETO Ha MBXKH [UILXOBE € IPHIIAraH
aMJTOAMITHHOB Oe3HNaT B NpoIbIkeHHe Ha 30 IHM npH 1033, CpaBHHMA C [103aTa NMPH Xopa Ha (a3ata
Ha mg/kg, ca yCTaHOBEHH MIOHHKEHH I1Na3MeHN HHBA Ha QOHKYIOCTHMYTHPALL XOPMOH U
TECTOCTEPOH, KAKTO H HaMaJleHa IUTETHOCT Ha CNepMaTa H HaManeH Gpoil 3penH cepMaTHAM H KIETKH
Ha Cepronu.

Kanyepozenesa, Mymazenesa

[InbxoBe M MHIUKH, Ha KOHTO € MPHJIAraH AMJIOAWIIHH ¢ XPaHATA B IPOALIKEHHE Ha B¢ TOIWHM, B
KOHLEHTPALMK, H3YHCIEHH TaKa, U€ Ia OCHIYpABaT AHEBHH N030BH HuBa 0,5, 1,25 H 2,5 mg/kg/nen,
HE MOKa3BaT JaHHM 3a KaHLEporeHHocT, Haf-pucokara 1033 (3a MAWIKH Mogo0Ha Ha, a 3a TUIEXOBe
JBOFHO I0-BUCOKa® OT MakCHMATHaTAa NPenopbYHTENHa KITHHHYHA f03a oT 10 mg Ha Ga3aTa Ha
mg/m? ) e 6una 61M3Ka N0 MAKCHMAIHATA MOHOCKHMA 034 33 MHLIKH, HO HE H 3a [LTbXOBE.

Ha XpOMO30MHO HHBO,




*Bbasupana Ha NalUHEHT ¢ TeecHo Terno 50 kg

6. @GAPMALEBTHYHH JAHHH

6.1 CnHcbK HA NOMOLIHHUTE BEMIECTRA

Harpuer xuapokcun

MernyMuH

[Mosumou (K-25)

JKenesen oxcun, uepser (E172) (camo 3a 40 mg/5 mg H 80 mg/S mg)
XKzt sxenesen, okcun (E172) (camo 3a 40 mg/10 mg n 80 mg/10 mg)
Manuron

MuxpokpHeranna uenynosa

KpocnoenaoH

MarHesnes creapar

IpexenaTHHH3UPAHO HULIECTE

llapeBruHO HULIECTE

KonouneH 6e3BoneH CHIUMLIMEB THOKCHA

6.2 HecnBmMecTuMOCTH

Henpunoxumo

6.3 Cpoxk Ha rogHocr

2 rOIHHH.

6.4 CnenHajJHy yCIOBHSA HA ChXPAHEHHE

Ja ce cbXpaHsBa B OPHTHHANHATA ONIAKOBKA 32 [1a C€ NPEANa3H OT CBETIHHA.

6.5 BuHAH chALPKAHHE HA ONIAKOBKATA

Kapronena xytis ceaspxkaiua 14, 28, 30, 56, 90, 98 tabGrerkn B Aluminum/OPA/Aluminum/PVC
Gnucrepn,

He BcHukH BHAOBE ONMAaKOBKH Morat Aa Gbaat NycHatu B npoaax6a.

6.6 ChnennaaHn NpeaAnAIHH MEPKH NPH H3XBbPJIAHE

Beeku HeH3non3saH NeKapcTBEH MPOAYKT WIH OTNagbyueH MaTepHan TpabBa oa ce M3XBbpNa ChINAcHo
MECTHHTE H3HCKBaHHA.

7. TPHTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

Zaklady Farmaceutyczne POLPHARMA S.A.

ul. Pelplinska 19, 83-200 Starogard Gdanski, ITonma

8. HOMEP HA PA3PELIEHHETO 3A YIIOTPEBA

Paeenron 40 mg/5 mg Tabnetxn
Per. Ne 20190259




Papenrol 40 mg/10 mg Tabnerku
Per. Ne 20190260

Pasenton 80 mg/S mg TabneTKH
Per. Ne 20190261

PapenTon 80 mg/10 mg Tabnerku
Per. Ne 20190262

9, JIATA HA TBPBOTO PA3PEIIABAHEMO/HOBABAHE HA PASPEHIEHHETO 3A
YNOTPEBA

Harta Ha mopeo paspewasane: 13.11.2019
Jlata Ha nocaeaHo noaHoBABare: 25.06.2024

10. OATA HA AKTYAJIH3HUPAHE HA TEKCTA




