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2. KAYECTBEH 1 KOJIMYECTBEH ChCTAB
Bceaka Tabmerka chabpka 80 mg Tenmucaprad (telmisartan).
ITomMoim BemmecTsa ¢ H3BECTHO AelicTeHe: Beaxa Tabnerka chabpxa 324,40 mg copburon (E420)

3a THJIHHA CITHCHK Ha AOMONIHHMTE BeleCTBA BHKTE TouKa 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnerka.

oyt 6eau A0 KBITCHUKABH, IPOABITOBATH, NBOMHO H3ITLKHANH TabNeTkH ¢ ,,807, (aMnoBaHO OT
e/fHaTa CTpaHa ¢ ABDKHHE NpubiarsuTenHo 16 MM, mHpuHa npubaspTenno 8 MM H nebenyra 4,2-4,8
MM,

4, K/IHHHAYHHA JAHHH
4.1 TepaneRTHUYHHE HOKAZAHAN

BucOok0O KPHBHD HAIATAHE
JleucHHEe Ha eCeHIIMANIHA XMIIEPTOHHUA TIPH BB3PACTHH.

CopacqHO-CBAOBA HIAKTHKE

HamanssaHe Ha ChpASUHO-CHAOBATA 3aboneBaeMOCT NPpH NALMEHTH C:

- H34ABeHa aTepoTpoMOOTHYHA CHPACYHO-CHAOBa Oonect (aHaMHe3a 3a KopoHapHa fonecT Ha CHPLETO,
MO3BUYEH HHCYIIT Wiy nepudepHo apTepuanso 3adonasane) wim |

- 3axapeH Auaber THN 2 ¢ YCTAHOBEHO YBpEKAaHe Ha KpalHHTe NPHLIE/IHA OPTaHHy,

4.2 Jo3spoBka H HRYHH HE NPHIOKEHHE

ﬂoagponma

JleUeHHEe Ha eCeHLMAIHA XUNIEPTOHHMA: |
O6uKHOBeHO edeKTHBHATA 032 & 40 mg BenHbx AHeBHO. HAkon malueHTH MOTAT Ja ce MOBIHANT

OT AHeBHa A02a ot 20 mg. Jlo3a oT 20 mg Moxe Jia ce MpHEMe NpH pasfensue Ha Tabnerxa ot 40 mg,
B ciyuauTe, B KOUTO HE C€ NOCTHIA XKEJAHOTO KPLBHO HAJATAHE, N034Ta HA TEIIMHCADTAH MOXEe [
O'bae moBHIIEHA MakcHManHO A0 80 mg peaHBXK AHERHO. KaTo anTepHATHRAE, TEIMHCAPTAH MOXe 212
ce npriara B KoMOMHALMA ¢ AHYPETHIM OT THA3HACH THIT KATO XHAPOXIOPOTHA3HA, KOHTO
OOITHJIHKATEITHO MTOHIDKABA KPBBHOTO Hansarane. [IpH peienue 3a NoBHINABAHE HA J03aTa, TPIOE
HMa NpeIBHI, Y¢ MAKCHMANHHAT AaHTHXHIICPTCH3HBCH S(EKT C€ I0CTHTa B PAMKHTE Ha 478
cJIell 3aTCYBAHE Ha JiedeHHETO (BXK. Touka 5.1). | /

Copleuro-cb006a RpoduRaKmuxa: i\




[IpenopbuBanata no3a ¢ 80 mg eaun et AHEBHO. He € H3BECTHO JalM AO3H, NO-HUCKH OT 80mg
TEJIMUCAPTAH ca e(pUKACHH 32 HaMaJIABaHe HA ChPIOSYHO-CHAOBATA 3a00N€BAEMOCT.

IIpu 3amouBaHe Ha JISUEHHE C TEIMUCAPTAH 32 HAMaNsABaHe HA CHPACUHO-CHI0BRA 3a00neBacMocT ce
NPENopHYBa BHUMATETHO NPOCNEAIBARE HA KPBBHOTO HAMAraHe M aKO C€ HAJNAra, KOpHrHpaHe Ha
JIEKAPCTBATA, KOHTO MOHIDKABAT KPHBHOTO HAJIATAHE.

Creyuantu nonyaguuu.

bwbpeuno yepeacoane
Hanuvien e orpaHMYeH OIMHT NMPH NALKHEHTH C TEXKH HapylneHHd Ha OpOpeuHara QyHKIME HiIH Ha

xemopuamu3a. IIpu Te3u NalMeHTH ce penophuBa NO-HHUCKA HavakHa 1038 - 20 mg (Bx. Touka 4.4).
ITpu maumeHTH © IEKO [0 CpegHO Texko OBpOPEYHO yBpekIaHe HE ¢€ Hajara NpoMiHa B JO3HPOBKATA.

Yepnodpobuo yepescoane

Te3zeo e mpoTHBONOKA3aH MPH NALMEHTH C TEXKO YSPHOAPOOHO YBpEXKAAHE (BJK Touka 4.3). [Ipu
NALHMEHTH C JIEKO 10 CPEIHO TEXKO YEPHOAPOOHO YBpEKIaHe HeE 'rpﬂﬁaa na ¢¢ HAFBMIIABA 3038 OT
40 mg BeAHBK AHEBHO (BX. ToukKa 4.4).

Cmapuecka ev3pacm
He e HeobOxonmumMo XOpUrupaHe Ha 103aT4 NIPH NMALMEHTH B CTAPYECKa BB3pacT.

ITeouampuuna nonynayus

besonacHocTTa M edukacHocTTa Ha Teseo MPH Aeua K IOHOLIM Ha B3pacT nox 18 roauHn He ca
yCTaHOBEHH. Hanu4HHTE MOHACTOSAIIEM JJAHHH €A OMMCAHH B TOYKH 5.1 1 5.2, HO MpenopbkH 3a
AO3HPOBKA HE MOXeE Aa ObAaT HaNpaBeHH.

HauwH Ha npuaoxkeHHe
Tabnerkure Tezeo ca npeHAZHAYCHH 32 NEPOPANTHO NPHIOKEHHE BEAHEK JHEBHO H TpiAGBa na ce

NPHEMAT C TEYHOCT, ChC WM 0e3 XpaHa.

IIpednasnu mepxu, xoumo mpabea 0a bvoam e3emu npedu paboma uny NPUROIICERUE HA

Nexapcmeenus npooyKkm.
Tenmucapra TpaOBa Ha ce CBXpaHABa B 3anevaTanus OmcTep, OPAIH XHIPOCKONWYHATE CBOMCTEA

Ha Tabnerxure. Tabnerkure TpaORa Aa ce HIBAKIAT OT GNHCTEpa HEIOCPEACTBEHO Npeau ynorpebda
(Bx. TOUKa 4.3).

4.3 IpoTEBONOKAIAHHS

s  CBpPBXYYBCTBHTENHOCT KbM AKTHBHOTO BEIIECTEO WIM KBM HAKOE OT MOMOILIHHTE
BelnecTea 30poeHu B Touka 6.1,

BTOpo M TpeTo TpuMeceuHe Ha OpeMEHHOCTTa (BXK. ToukH 4.4 1 4.6).
OGcTpyKTHBHH 3a00N4BAHMA HA AUTHYHHTE ITHTHILA.

Texxko yepHOApOOHO YBpEKAAHE.

ExnroBpeMeHHAaTa ynotpeba Ha Te3eo ¢ aMHCKHPEH-CHABbPIKALIH NMPOAYKTH €
IPOTHRONOKA3aHA TIPH NALMEHTH, ChC 3aXapeH Juaber WM 650pedHo yBpekaaHe
(GFR < 60 mUmin/1.73 m2) (Bx. Touxu 4.2, 4.4, 4.5 u 3.1).

44 Cpoenpannm npexynpexaeHns u NPeNA3HE MEPKH NPH yOoTpeba

bpemennoct
He Tpatea aa ce 3amousa npreM Ha aHrHoTersHH 11 penerrropan asTaronncT (AIIPA) no BpeMe Ha
6pemernocT. [TaipeHTKHTE, KOMTO TUIAHUPAT OPEMEHHOCT, TpAOBA Na NMPEeMHHAT KbM alTepHa

BpeMeHHOCT, OCBEH 8KO C€ CUHTAa, Y€ € 0T 0Co0eHa BAXKHOCT Aa ¢e NMPOMBIDKH JICUCHHETO ¢
Axo e THarsocTuuMpaua 6pementoct, neyeHuero ¢ AIIPA Tpabpa nesabasro na Obne
MPEYCTAHOBCHO H aKO € NOAXO/AINO, A3 C€ 3ATIOYHE ATTEPHATHBHO JIEYeHHE (BXK. TOUKH 4



HepHo HO YBpE. e

Tezeo He TpAOBa Aa ce MpHIAra NP NAMHEHTH C X0JIecTasa, ¢ AIBYHH OOCTPYKTHBHH HAPYILICHHA WK
TeKKO YepHOoApoOHO yBpexkaaHe (K. Touka 4.3), Thi KaTo MO-rojIAMaTa 4acT OT TEJIMHCApTaH ce
eMMMHMPA Ype3 XKIThYKaTa. [IpH Tesn malpeHTH MOXe A& Ce OUaKBA HaMaJieH YepHOAPOOEH KIHPBHC,
Teseo TpabBa 1a ce MpHIara BHHMATENHO NPH TIALKMECHTH ¢ JIEKH 10 YMEPEeHH HapylieHHs B

uepHOipobHaTa PYHKLINMA.

PeHoBackynapHa XxuneproHus .
Korato nammeHTH ¢B¢ cTeHO03a HA Ob0pevHa apTepHs WK CTEHO3R HA APTEPHATA KbM SIAHHCTBCH

bysxupoHHpail OEOpeK ca TPETHPAHH ¢ JICKapCTBa, MOBIHABAIIH CHCTEMATa PEHHH-8HI' HOTCH3HH-
ANOCTEPOH, CHINECTBYBA NOBUIIEH PHCK OT TEXKKA XHIIOTOHMS U 650peuHa HeNOCTaTEIHOCT.

bu6peuno yepexnase u GrGpeyna TPAHCILIAHTALNA
Koraro ce #3nonspa Tezeo pu nalmeHTH ¢ HapymeHa Op0pedHa GyHKINA, ce MPenophuBa

NEePHOAHYHO ClIeACHE Ha KATHA H CEPYMHOTO HMBC HA KpeaTUHHHA. HaMa A0CTaThuHO JaHHH NO
OTHOUICHHME HA NPHIOKEHHETO Ha TeIMHCApTaH MPH MAlHEHTH CBC

ckopomHa 650pedHa TpaHCIUTaHTaLHA.

BErpechioBa XHNOBOIEMHA
CEMITTOMATHYHA XMITOTOHMSA, 0CODEHO cIien mepBaTa 1038 Tezeo Moxke 18 ce Habmonasa npu

NALHEHTH ¢ TSKbK HATpHER i/ win obemeH neHLIMT MPH MOLIHA AHYPCTHYHA TEPATnin, JHETA C
OrpaHHYeHO IIPUEMAaHEe Ha COJl, AMapMs WJIH NIOBpbilaHe. Takusa cxcrodnns Tpsabea fa Opaat
KOPHTHPAHH IIPEAH NMpHIoKeHue Ha TenMucaprad. Hatpuesusat w/win obemer aedpuumr Tpabsa aa
6'b1c KOPHTHPAH MpeaH TPHWIOKEHHE HA TEIIMHCAPTAH.,

okHO 6110 € HA CHCTEMATa PCHUH-aHTHOTEH3UH oH {PAA
KomOunupanara ynorpefa Ha Te/IMHCAPTaH ¢ ATMCKMPEH € npmonomam TIPH NAUMEHTH CBC
saxapeH auaber win 6u6peano yepexaane (GFR < 60 ml/min/1.73 m®) (gx. Touka 4.3).
Hma naHHH, e eqHOBpeMeHHaTa yrioTpeda Ha ACE-nHxuOuTOpH, aurdoreHsuH 1l penentopHH
Ha0KkepH WIH ATHCKHPEH NOBHUIABA PHCKA OT XMIIOTOHHA, XHNIEPKAJIHEMHA, H HAMAJIABAHE HA
6n0peunara ¢yHKIM (BUIIOUHTENHO ocTpa Op0peuna HepocTaThuHOCT). Ilopany ToBa He ce
npenopruBa ABoiino Gnokupane Ha PAAC upes koMGurupanaTa ynorpeba Ha ACE-nixuburopu,
anruorenzuH II pelenTopHH OA0KEpH WIHM aNMCKMPEH (BIKTE TOUKH 4.5 # 5.1).
AKO ce NpeLeHH, Y€ TepanaTa ¢ AsokiHo OnokupaHe e abcomoTHo HeobxoauMa, ToBa TPAOBA Aa ce
OCHINECTBABA CAMO NMOJ HAOMOACHHETO HA CICHHANIHCT W IPH YECTO BHHMATEJTHO Momopnpwe Ha
ObOpeunaTa GyHKLUMA, CICKTPOJAUTHTE ¥ KPHBHOTO HAIAMAHE.
ACE-amxuburopu u anrvoreHsHH 1l peuenrropru 651oxepH He TpadBa fa ¢ H3MOA3BAT EAHOBPEMEHHO
npy NAKMeHTH ¢ JuabeTHa HedponaTus.

Hpyru ChCTOAHMA CHC CTHMYJIAIHAA HA CHCTEMATA PEHHH-GHTHOTEH3HH-aNNOCTEPOH
I1Ipu nmalueHTH, YHHTO BAaCKy/IapeH TOHYC ¥ Op0peyHa PyHKIHA 3aBHCAT OCHOBHO OT AKTHBHOCTTA Ha

CHCTEMATa PEeHHH-aHTHOTEH3HH-AII0CTePOH (HATIPHMED MAallMEHTH ¢ TEXXKA 3aCToiHa ChpAcUHa
HENOCTATHYHOCT HIH MoAJIeKamo Gp6peuno 3abonasane, BKIIOYHTETHO ¥ CTEHO3a Ha On0peuHaTa
apTepHs), J€YEHHETO C JICKAPCTBEHH MPOAYKTH, KOMTO NOBIMABAT TA3H CHCTEMA KATO TEIIMHCAPTAH,
CE CBBP3Ba ¢ OCTPA XHNOTOHKA, XHNEPa30TEMHA, OJIMTYPHA WIH paako ocTpa 6n6peunHa
 HEAOCTATBMHOCT (BX. TO4Ka 4.8).

ITspBHYEH aIOCTEPOHUIBM
ITarpeHTH ¢ MBpBHYEH ANAOCTEPOHNIBM ITO ITPHHIMIT HAMA Aa pearupar HA aHTUXHIICPTeH3IHBHH

JIEKAPCTBEHH NPOIYKTH, feHcTBalny upe3 HHXubUpaHe Ha CHCTeMara peHHH-aHrHoTeHsHH. Tlopaxn
TOBA, YNOTPeOaTa Ha TEAMHCAPTAH HE Ce MPEropbYBa.

CTeHO3a HA AOPTHATA M MHTPAIHA KAl
KakTo npH aApyrire BasoIHRATaTOPH, CHESUMATTHO BHUMaHHE € He0OXOAHMO MPH MalHe

OT aOpTHA WIH MHTPAJIHA CTEHO3a Wik 00CTpYKTHBHA XunepTpodHIHA KApIHOMHOTIATHS. |

[NauynenTH ¢ nuaber, ieKyBaHH ¢ MHCYJIHH WIH aHTHAKMAOETHH JieKapCcTBa



[Ips T€3H NANMEHTH MOKE A4 HACTBHITH XKIOIIMKEMHA NIPH JICYEHHE ¢ TEIMHCAPTAH. 3aTOBA, NMPH TE3IH
NALHEHTH TpAOBa fia ce OOMHCAH CHOTBETHO MPOCTIEAABaHE Ha KPHBHATA 3aXap W MOXKe A8 C& HaNOKH
KOpUTrHpaHe Ha JA03aTa Ha HHCY/IMHA WIH aHTHAHAOSTHHTE JIEKapCTBA, KOraTo € NOKA3aHo,

XHOepKaIHeMud

Vnorpebara Ha IEKAPCTBEHH NMPORYKTH, KONTO NOBIMABAT CHCTEMATA pemm-al{rnmnsm{-
ANAOCTEPOH MOXKE i JOBSAE IO XHIIEPKATTHEMHA.
XunepkanineMuaTa Moxe Ja Opae ¢ aTaneH HIXOH IIPH NALHEHTH B HANPEAHANA BB3PACT, NPH
NalHeHTH ¢ OBOpeTHa HEAOCTATHYHOCT, TIPH MALTHEHTH ¢ quaber, 1IpH NaLMEeHTH, JeKyBaHH
eHOBPEMEHHO H ¢ APYTH JICKAPCTBEHH MIPOAYKTH, KOHTO MOTaT A2 NOBMIIAT HHBATA HE KaJlud W/HIH
MPH NAUMEHTH ¢ IPHAPYXKABAITIM CHCTOSAHHA.

IIpeny ga ce p3eMe pelieHHe 32 eJHOBPEMEHHO NPHIOKEHHE HA JICKAPCTBCHH NPOAYKTH, KOHTO
MOBJHABAT CHCTEMATA PEHMH-AHTHOTEH3HH-ANIOCTEPOH, TPAORA Zia ce NPENEHH ChOTHOUIEHHETO
nonsa/ puck.

OcHOBHHTE PHCKOBH (DAKTOPH 34 BE3HMKBAHE HA XHICPKAIHEMHS, KOMTO TPAORBa /1a ce B3eMaT IoA
BHHUMAHHKE, Ca:

o 3axapeHn nuaber, 6xOpeuHO yBpeKaaHe, BE3pacT (>70 roaHHH)

e KomOuHauMa ¢ €qMH HIH NOBEYE JICKAPCTBEHU NPOAYKTH, KOHTO TOBIMABAT CHCTEMATA
PEHHH-aHTHOTEH3UH-AIIOCTEPOH H/IIH KaiueBH 100aBkH. JlexapcTBeHH BPOAYKTH HIH
TepancBTHYHH IPYIH JIEKAPCTBA, KOHTO MOTAT Aa MPEAWBHKAT XHIIEpKaTHEMHs ¢a: COJICBH
3aMECTHTEIH, ChABPKAIIH KANHi, Kanuii-chbxpanasanm adypetiitd, ACE HHXHOHTODH,
aHrHoTeH3HH II peenrTopHH AHTATOHHCTH, HECTEPOHAHH NPOTHBOBB3NATHTEIHH JIEKAPCTBCHH
npoayktu (HCTIBJII, sxmounrentio cenektBHE COX -2 HEXHOHTODH), XenapuH,
HMYHOCYTIPECOPH {(LMKJIOCHOPHH HIH TAKPOAUMYC } H TPHMETONPHM,

e HurepkypeHTHH cEOHTHA K NO-CISLMAIHO ACXRAPATHPAHE, OCTPA Chp/icUHA AEKOMITCHCAIMA,
mMeTaboNMTHA alyi03a, BloieHa Os0pedHa ¢yHKLMA, BHE3aHO BIOmaBane Ha Os6peHHOTO
cheToAHNE (HanpHMep HHPEKIHO3HH 3a00NABaHNA), KISTHYHO JTH3HpaHe (HanpHMMep ocTpa

MCXE€MHA Ha KpaiiHuka, pabaoMuoim3a, oOIIHpHA TpaBMa).

[Tpu pHCKOBH MALMEHTH ce IPEeNnophaba BHHMATEHO ClieleHe Ha CepyMHHs kanuii (BxK. TouKa 4.5).

ETHHueCKH pa3zauuug
Kaxto ¢ HaOmoaaBaHo Npy HHXHOHTOPHTE HA AHrHOTEH3IHH KOHBEPTHPALIHS SHIUM, TEIMHCAPTaH H

apyrure aHruoTeH3HH I penenropHy aHTATOHHCTH €2 QYEBHAHO NO-MAJIKO S(eKTHBHH B
MOHIDKABAHETO HA KPHBHOTO HAJBIFAHE MPH XOpa OT YepHATa paca, OTKOAKOTO NP APYTHTE PacH,
BEPOATHO NOpPazH N0-1€CTOTO CPeIane B YSPHATA NOMyauusa Ha HUCKO pemmono HHBO ¢ IIPOABH HA
XHMIIEPTOHHA.

Hpyrn

KaxTo npH ApyTH aHTHXMNCPTEH3UBHH areHTH, eKCIeCHBHATA PESAYKIHA Ha KPHBHOTO HANATaHe NP
NALMEHTH ¢ HCXEMHYHA KapAMONATHA WM HCXeMHYHO KapIHOBACKYIApHO 3a00/4BaHe MOXeE Ja
AOBeJe 0 MHOKapIeH HHPaPKT WK HHCYIIT.

Copburon
To31 nexapcTBeH NPOAYKT chabpaxka copburon (E420). IlaxneHTH ¢ pAIKa HacIeACTBEHA
HETIOHOCHMOCT KbM (DpYyKkTOo3a He TpaOBA Ja NpUeMaT TOBAa JIEKAPCTBO.

4.5. BsammopeiicTBHe ¢ APYrH JeKAPCTBEHH NPOAYKTH B APYrd GOPME Ha B3aHMoJelcTBEE
IIpomusonoxazanus (8uscme mouxa 4.3)

Heotino baoxupane na cucmemama perun-anzuomensun-andocmepon (PAAC)
KomOunupanara ynotpeba Ha TeIMHCAPTaH ¢ ATUCKHPEH € MPOTHBONOKA3AHA TIPH

saxapeH quaber nnu 6u6peyno yepexkaane (GFR < 60 ml/min/1.73 m ) He ce npeno .
JpYTH NAUMEHTH (BX. Touku 4.3, 4.4). | {




JlaHHH OT KWIMHHYHM MPOYYBAHKA NOKA3IBAT, 4e ABOHHOTO ODIOKHpaHe Ha PeHHH-aHTHOTEeH3HH-
anpocteponoBata cucreMa (PAAC) upes komGuHupanara ynorpeba Ha ACE uaxuburopy,
aurnoreH3uH [-penenmopun 610Kepy KITH ANHCKHPEH Ce CBBP2BA ¢ MO-BHCOKA YECTOTA HA HEXENaHH
CHOMTHSA, KATO HANIpHMep XMIIOTOHKN, XHUINEePKATHEMHA ¥ HamajaBaHe Ha 6p0peuHaTa ByHKuHs
(BKHOUHTEITHO OCTpa GEOpeYHA HEAOCTATEYHOCT), B CPABHEHHE ¢ ynioTpebaTa CAMO Ha eHO
cpeacTBo, AckicTeamo BBpXyY PAAC (BX. Touxu 4.3, 4.4 1 5.1).

KakTo H ApyruTe jleKapCTBEHH NPOAYKTH, KOHTO HOBIHABAT CHCTEMATAE PEHHH-GHTHOTEH3NH-
ANIIOCTEPOH, TENMHCAPTAH MOXE [a NPeAHIBHKA XHIIepKanueMus (Bx. To4ka 4.4). To3n puck Moxe na
Ce YBSJIHYH B CTyuail HA KOMOHHHPAHO JIeueHHe ¢ APYTH JICKAPCTBEHM IIPOAXYKTH, KOHTO MOTAT ChINO
A4 MPEAU3BUKAT XHIIEPKAIMEMHS: (CONEBH 3aMECTHTEH, ChABKAUIH KaTHH, KaMHA-CHXpaHABALIIH
auypetuim , ACE naumxuburopy, anrnoreHstH [ penxenrropHH aHTarOHHCTH, HECTEPOHIHH
nporrBopb3nanutesty cpeactsa (HCIIBC, sxmounrento cenextuBHl COX-2 HHXHOMTOPH),
XeTepHH, MMYHOCYTIPECOPH (ITHKJIOCTIOPHH HIH TAKPOJIMMYC), H TPMMETONPHM).

Br3HHKBAHETO HA XHIICPKATHEMHS 3aBHCH OT CBBP3aHHTE ¢ TOBA PUCKOBH ¢akTOpH. PucKksbr ce
MOBHILABA MPH NO-rope MocoueHrTE JeyeOHn komOuHauui. PrcksT € 0co0eH0 BHCOK npH
KOMOHHALMA ¢ KanHii-ChXpaHABAINH AHYPETHLH ¥ KOTATO C& KOMOHHHPA CHC COJICBH 3aMECTHTEIH,
chAbpKamm Kanuii. Hanpumep npu xomCunamms ¢ ACE urxuburopu wn HCIIBC pucksT e no-
MAJTBK, TIPH YCJIOBHE Y€ CTPUKTHO C€ CNa3BaT NMpeAmna3HHTe MEPKH TIPH YNoTpeba.

Jhuzoxcun

[Ipn eqHOBpEeMEHHA YIIOTpeOa Ha TeIMHCAPTaH C JUTOKCHH c€ Ha0moasa YMEpPeHO NOBHINABAHE Ha
nukoBaTa (49%) 1 Ha Haii-HHcKaTa (20%) mnasMeHa KOHLIEHTAalMa Ha qurokcHH. [Ipy sanoupane,
KOpHTHpaHe Ha [103a8Ta WIH CIIHPaHe Ha JIeYEHHETO ¢ TeIMHCapTaH, TpaOea na ce HabmonapaT HUBATa

Ha JUTOKCHH, 334 Ja ¢ NOAABPXKAT B TCPANCBTHYHNA HHTCPBA.

EnHOBpeMEHHOTO NPHIOKEHHE HE C€ NPenophyBa C

Kanuii-coxpanasawyu ouypemuyu unu kanuesu 0obasxu

AnrnorensuH Il penenmOpHE aHTATOHKUCTH, KATO TEJIMHCAPTAH, HAMANABAT 3arydaTa Ha Kajmii.,
Kanuii-CbXpaHABAINHTE JHYPETHIIH KATO CIHPHHONAKTOH, eILUIEPEHOH, TPHAMTEPESH HIH aMHBOPH],
KaJIHeBHTE ROOABKH HIH COJICBHTE 3aMECTHTENH, ChABPIKALM KaJIHi MOTaT A4 AOBEIAT 10 3HATHMO
NOBHIIABAHE HA CEPYMHUA KATHA. AKO eXHOBPEMEHHOTO MPHIOKEHHE € NOKA3aHO TIOpaNH
YCTAHOBEHA XMITOKANHEMAA, TO TpAOBa Aa ce H3RBPIIRA ¢ TOBHIIEHO BHHMaHKE U TPAOBa 1ecTo Aa ce
cTIe/tA CepYMHMSA KaJTHIA. |

JTumut

1o BpeMe Ha eAHOBPEMEHHO NPUNO © Ha JIUTHi ¢ HHXUOHTOPH HA AHFHOTEH3HH KOHBEPTHPALIIHA
eH3MM W C aHTHOTeH3MH [I peenTopHA aHTArOHUCTH, BKIMOYHMTENHO TEIMHCAPTaH, ca HaO/HOAaBaAHH
00paTHMO NOBHINEHHE HA CEPYMHMTE NMTHEBH KOHIEHTPALHH U NIPOSBH HA TOKCHYMHOCT. AKO Ta3H
xoMOHHALHA € HeoOXOAMMA, Ce NPENOPHYBA BHHMATE/HO CIACHE HA CEPYMHMTE HHBA HA JIHTHA.

ENHOBPEMEHHOTO MMPHAOKEHHE H3HCKRa NOBUINEHO BHHMAHHE [IDH

Hecmepoudnu npomusosvsnanumentu cpedcmea
HCIIBC (T.e. aueTHJICATMIIH/IOBA KHCEJIHHA B IIPOTOBORB3NANUTEAHHE 1030, COX -2 nHXubUTOpH H

- HecenexktHBHH HCIIBC) morar na HaManaT aHTHXHIIEPTEH3MBHAA e(peKT Ha aHrHoTeH3uH 11

pelenTOPHUTE aHTarOHHCTH, [IpH HAKOH NalMeHTH ¢ HapyHmeHa OpOpevHa QyHxumHa (HanpHMep
ACXMAPATHPAHM [TALMEHTH WIM MALHEHTH B HaNpeHana BBL3PacT ¢ HapyuicHa 6s0peuna gpyHKumn)
¢HOBPEMEHHOTO NPAICKEHHE HA aHTHOTEH3HH 11 pelleTOPHY AHTATOHKCTH H ICKAPCTROHH
NPOAYKTH, KOMTO HHXUOHPAT NMKNO-OKCHIEHA3ATA MOXKE 1A I0oBele A0 MO-HATATHIIHO BJIOIIABAHE HA
O10peunaTa QyHKIMSE, BKIIOYHTETHO € FB3MOXKHA OCTpa OBOpeyuHa HenOCTATEYHOCT, KOATO
oOHuKHOBEHO e oOparuma. [To Ta3u mpruKHa, KOMOMHAIUATA TpAOBa Aa One NMpUnarana ¢ NOBWETSHE
BHHMaHHE, 0COOEHO NPH MALHEHTH B HanpeaHana Bb3pact. [lauuenTure TpaGBa Aa Ohaar ZACKNMN
XMApPaTUPAHH K Aa ObIe npocieassana 650peunara M QYHKIHMA B HAYANOTO HA KOMOHEHAH:
JledeHHe H NEPHOHYHO CIIS/ TOBA. !




B enHo mpoyuBatie ¢IHOBPEMEHHOTO {IPHIAraHE Ha TSIMHCAPTAH H PAMHMIIPA € JIOBESO 0 IOKA4BAHES
Ha AUCO0-24 1 Cmax Ha paMHOPHN H PAMMNPHIAT A0 2,5 mbTH, KINHHUYHATA 3HAYHMOCT Ha TOB&
HabmozeHHe He € H3BeCTHA.

Huypemuyu (muazudnu unu 6puMKosu ouypemuyl)

[penmecTeama Tepanud ¢ BACOKH 03K AHYPETHIM KAaTO Qypo3eMua (OpHMKOB JHYPETHK)
XUAPOXIOPOTHAZHA (THA3ZHIEH AMYPETHK) MOXKe Ja JoBeae N0 06eMeH ASPHLHT H PHCK OT
BB3HUKBAHE HA XUITOTOHHS IIPH 3aII0MBAHE HA JICUCHHE C TEIMUCAPTAH.

TpabBa ca ce B3emMe NoA BHHMAHHE NPH ¢THOBPEMEHHO NPWIOKEHUE
Jlpveu anmpcunepmenzusnu Aexapcmeenyt npooyxmu

XHUNOTEeH3UBHHUAT €EKT HAa TEIMHCAPTAH MUYKE Ja ¢ OBMILH NMPH eHOBPEMEHHOTO MPHJIOKEHHE ¢
APYTH AHTHXMIICPTECH3HBHH JIEKAPCTBECHH MPOXYKTH.

B13 ocHOBa Ha apMaxoNOrHiHHTE MM CBOMCTBA € BB3IMOXHO Jia C€ 0YaKBa, Y€ CIICAHHUTE
JIEKAPCTBEHH MPOAYKTH MOTAT JIa MOBHIDAT XHMOTEH3UBHHA ¢eKT Ha BCHUKH AHTHXHIICPTEHSHBHH
CpeACTBa, BRIIOYHTETHO TeMicapTal: fakinoden, amudocTun. Chilo Taka, OpTOCTATHYHATA
XHMIIOTOHHA MOXe aa Obae 3acuneHa OT ankoxo, GapOUTYpaTH, HApKOTHYHH BEIIECTBA WK
AHTHACTIPECAHTH.

Kopmuxocmepoudu (cucmemno npunodicenue)
HamansaBase H& aHTHXHIICPTCH3UBHHA e(EKT.

4.6 @epTHINTET, OpeMEeHHOCT H KbPMEHE

bpeMeHHOCT
He ce npenopbusa ynorpebara AIIPA npes mbpeus TpuMecTHp Ha OpeMeHHOCTTa (BXK. TOMXa 4 4)

VnorpeOara Ha AIIPA e mpoTHBOMOKA3aHa NMpe3 BTOPHA U TPETHA TPHMECTEP Ha OpeMeHHOCTTA (BXK.
TOYKH 4.3 1 4.4).

Hama gocTaThuHo JaHHM 33 YNoTpe0aTa HA TeIMHCApTaH NpU OpeMeHHH xKeHH. ExcrniepuMeHTaTHITTE
MpoYYBaHHA NPH JKABOTHH NOKA3BAT PEMPONYKTHBHA TOKCHUHOCT (BXK. TOuKA 5.3).
EnuaeMUoNOTHYHUTE JaHHA 38 PUCKA OT TepaToreHHOCT cnel excrnosniug Ha ACE nuxubHropy npes
IIBPBHA TPHMECTHP Ha OpeMEHHOCTTa He ca yoeawrenuu, Bee nak, He Moxe aa ¢ M3KmouH citabo
NOBHINABAHE Ha pHCKA. JIOKATO HAMA KOHTPOIHPAHH CTTHACMHOJIOTHYHH JAHHH 38 PHCKA NPH
ynotpeba Ha AIIPA, cxoaHM pHCKOBE MOraT fia ChIIECTBYBAT M NIPH TO3H KNac JeKapcTsa.
[ManueHTKHATE, KOATO IUIAHHPAT OpeMeHrOCT, TPAOEA Na NPEMUHAT KBM AXTCPHATHBHO
AHTHXHMMIEPTEH3UBHO JIEYSHHE ¢ YCTAHOBEH Ipodun Ha 6e301acHOCT npH ynoTpeda ro BpeMe Ha
OpeMeHHOCT, OCBEH aKO C& CYHTA, Y€ € OT 0cobeHa BAXKHOCT Aa ce NpoABIDKH nedenuero ¢ AIIPA.
AKO € nHarHOCTHLMpaHa OpeMeHHOCT, JeueHneTo ¢ AIIPA tpabea HezabasHo aa Obae |
MpeyCTARHOBEHO H AKO € BOOXONAIMO fa OBae 3aN09HATO aANTEPHATHBHO JICUEHHE. -
YcTaHOBEHO €, Ye ekcnosuumaTa Ha AIIPA npe3 sTopua H TpeTHs TPUMECTHP Ha OpeMeHHOCTTA
NpeAN3BHKBA PETOTOKCHYHOCT NPH Xopa (noHmwxena 6p0peuna GyHKIHES, OMMOXHAPDAMHHOH,
sabaBeHa yepenHa ocHOHKAIHA) ¥ HEOHATATHA TOKCHYHOCT (OBh0peuHa HeAOCTATHUHOCT, XUMIOTOHHS
H XHIepKanueMus ) (BIXK TO4Ka 5.3).

[IpenoppuBa ce YATPa3BYKOB Mperiied Ha 6p0peunaTa PyHKIHA H Yepena, aKO HACTHIM eKCIIO3MLNA
Ha AIIPA mnpes Bropua TpuMecTHp Ha OpeMEHHOCTTA H CNCA TOBA.

Hoeoponenure, uniiro Maiiku ca mpueMmann AIIPA, Tpa6ea na 6bpaaT BHHMATENHO HaO/IOAABAHH 34
HAIHYME HA XHUNIOTOHHA (B TOUKH 4.3 1 4.4).

KupmeHe
T'sii kaTO HAMa NAHHAM OTHOCHO ynoTpeOara Ha Teseo B nepHoaa Ha KbPMEHE, Teseo He ce an

[PETNoPbYBA, & Ce NPEeANOYHTAT AITCPHATHBHH JIe4EHHA ¢ Mo-no6pe ycTaHOBEH Npodun HyY
6e30MacHOCT B NEPHOAA HA KbpMeHe, 0COOSHO NPH KbpPMEHE Ha HOBOPOACHO HITH MPEKALHREME
POLEHO ACTE. | _,

DepTHINTET "1



B npeaxiIMHHYHHA NPOYYBAHMA He ca HaGmoaaBaHH eeKTH Ha TEJIMHCApPTaH BbPXY ¢epTIMTeTa Ha
MBAKKH H )KCHCKH HHIAUBHH.

4.7 EdexTn Bbpxy cnocobrocTTa 32 mopnpane H pabora ¢ MAIIEAA

Koraro ce modupa wix pabot ¢ MaulHu TpabBa Aa ce HMa NMpeaBn, e NnpH aHTHXHNEPTeH3IHBHA
Tepanii, Kato Te3eo, Makap ¥ pAAKO, MOTAT Aa Ce MPOSBAT 3aMAHBAHE WM CHHIIMBOCT.

4.8 HexenaHu JexapcTBeHH Peaknuyd

Kpamxo uznodcenue na npouna na 6ezonacrocm
CepHO3HHTE HEXKEAHHU JIEKAPCTBSHH PEaKIMH BKIIOYBAT aHa(DHIaKTHYHH PeakiivH U AHIHOEAEM,
KOHMTO MOXE Ia HACTHIIT paako (=1/10 000 no <1/1 000) u ocrpa 6L6pedHa HEAOCTATEYHOCT.

YecToTara Ha HEXKEJlaHH JICKAPCTBEHH peakUiH, CHo0ImasaHH npy ynoTpedara Ha TeIMHCapTaH,
o0HKHOBEHO e cpaBHMMa ¢ nanebo (41,4% cnpamo 43,9 %) npu nnanedo-KOHTpONHPaHH
NpOYYBAHHUA MPH NMALMEHTH, JICKYBAHM 38 XUTNIepToHKA. CayyanTe Ha [IPOABEHH HEKETAHH
JIeKapCTBEHN PSaKIMH He ca CRBP3aHH ¢ J03aTa U He NMOKA3BAT 3aBHCUMOCT OT [10J1a, BE3PacTTa WK
pacata Ha natmeHTuTe. [IpodTsT Ha 6e30MACHOCT HA TEIMUCAPTAH NPH NALHEHTH, JISKYBAHH 32
HaMaJIABaHe Ha CHPACYHOCHAOBaTa 3a00neBaeMOCT € CXOMEH ¢ T03H, HaO/IIOAaBaH MPH NALHSHTH ©
XHMITEPTOHHSA. |

[IpeacraBenHTe NO-A0JTY HEKENAHH JIEKAPCTBEHH PEAKIMHN, OTPA3ABAT PE3yITATHTE OT KOHTPOJAHPAHH
KIIMHHYHH [IPOYUBAHHA ITPH NALHCHTH, JICKYBAHH 24 XHICPTOHHA H OT OCT-MAPKETHHIOBH AOKNIAIH.
CoIno ce HMAT NPEABHL CEPHO3HHTE HEKENAHH PEAKIIMH, KAKTO ¥ NPeKbCBaHe HA JI€YEHHETO,
NOKIAABAHY MIPH IPOXBDKHTENHN KIHHHIHH NPOYYBAHKA, BK/IOUBAIH 21642 malMeHTa, ICKYBaHH C
TeJIMHCAPTaH 38 HAMAIABAHE HA CHPACYHOCHA0BATA 3a00/IEBaEMOCT 38 NMEPHOA 10 6 roHH.

Kpamxo uanoacerue Ha Hexceranume aexapecmeenu peaxyuy 6 mabnuyen gopmam

HexenaHuTe NekapCTBCHH PEAKLIMH €2 KATETOPH3HPAHH CIIOPE YSCTOTHTA, KATO € H3N0/13BaHa
cneaHaTa Kiacuuxams: MHOTO YecTH (=1/10), wecTn (>1/100 x0 <1/10), Hevectn (=1/1 000 no
<1/100), peaxu (=1/10 000 mo <1/1 000), mHoro peaku (<1/10 000), ¢ Hem3secTHA YecTOTa (OT
HAIMIHHUTE JAaHHU HE MOXKE J1a Obae HanpaBeHa OLICHKA).

[Tpu BCAKO IPYMHPAHE B 3aBHCHMOCT OT YECTOTATA , HEKETAHUTE JICKAPCTBEHH peakiH ce mabposnpar
B HH3XOAAL PEXk 110 OTHOIIEHHE HA TEKECTTA.

Hupexyun u unghecmayuu
Heuecrn: HHjexims HA ypuUHAPHHA TPAKT, BKTIOMHTENHO LHCTHT,

HH(}pEeKIHs HA TOPHHA PECIIMPATOPeH TPAKT, BRMOUHTEIHO (GApHHIHT H CHHYHT
Penxn: Cencuc, BIJIIOYHTETHO ¢ daraneH uixoxn'.

Hapywenus na xpvema u aumprnama cucmema

Heuecrn: Anemus |

Peaku: EosuHodumis, TpoMOOIATONEHHA

Hapywenun ua wmynnama cucmema

Penxwu: AHapHUNAKTHYHA peaKimi, CBPbXYYBCTBHTECTHOCT
Hapyuenun na memabonuzma u xpanenemo

HeuecTn: XunepkaTHeMHs

Penxu: XunorsukeMus (pH naueHTH, OonHH 0T 1Haber)
Hcuxuunu napywenun |

Hevectn: beacsHHe, Aenpecns




Peaxu: Be3snoKOMCTRO

Hapywenus na nepenama cucmema

Heuecrn: Cunxon,

Penxu: CrHaHBOCT
Hapywenua na ovume

Peaxn: 3pHTENHO HApYIHCHHE

Hapywenus na yxomo u rxabupunma

Heuectn: Bepturo

Copleunu napyuwenus

Heuecrn: bpanHkapaus

Penkn: Taxuxapaus

Cvoosu napyuwienus

Heuectn: XHITOTOHHSZ, OPTOCTATHIHA XHITOTOHMSA

Pecnupamopnu, 2pvoonu # MECUACMUHANHU HAPYUIEHUR
Hewecrn: JlucnHes, Kalwinua

MHoro peaku: Hureperrimansa GenoapobHa Gonect”

Cmomawino-upesnu napyuienus

HeuecTn: AGpomunanHa 6onka, aAuapHd, aucnencus, GuaTtyiacHLMA, NOBPhIaHe

Peaxu: CyxoTa B ycTaTa, CTOMAICH AHCKOMGOPT, JUCTEY3HUs

Xenamo-bunuapru HaQpyuenus ,

Penku: AGHOpMHA YepHOAPOGHA PYHKLIA/MepHOAPOGHO HapyIeHte’

Hapywenua na xoxcama u nOOKOJICHAMA MoKa

Hewectn: [IpypuTyc, XHnepxuapo3a, o6pHB

Penku: AHruoezieM (CbINO H ¢ (PaTaNecH H3XO0M), CK3EMA, epUTEMA, YPTHKAPHY, JICKAPCTBEH

o0pHB, TOKCHYEH KO&KeH 0OpHB

Hapywtenus ua MycKyano-crenemuama cucmema 1 CoeOURUMERHama NrsKan

HeuecTn: Bonxa B repba (Hanp. MIIHac), MyCKyAHM ¢NasMH MHAITKd,
Pezkn: Aprtpanrus, 6osika B kpaliHuk, 601KH B CyXORWIHATa (TEHAMHHTONON00HH
CHMITTOMM )

Hapywenun na 6vbpeyume u nuxoynume nomuua
Heuectn: brOpeuHo yBpexaaHe, BRIOYHTENRO OCcTpa 630peuHa HenoCTaATPYHOCT

Obtugu napywenun u epexmu Ha MACMOMO Ha NPURCIHCEHUE

Heuecru: bonxa B rppaHHA xoil, acrenns (caaboct)

Penxu: MpunononobHo 3abonapaxe

Hzcnedsanus

Heuectu: [ToBHiEH KpeaTHHHH B KPHBTA

Penmxu: [ToxmxeH XxeMoT100MH, IOBHINIEHA THKOYHA KHCENIMHA B KPHBTA, NOBHILIECHH

qepHOAPOOHH €H3HMH, NOBHLIeHa KpeaThH PocdoknHasa B KPHBTa,

%34 38 nOMBIHMTENHO OMHCAHUE, MOMA, BIKTE MOATOMKA ,,Ontcanue Ha usbpany Hexcenay

peaxyuu’”.

Onucanue na u3bpanu ReJHCERARU NEKAPCIMBEHU DeaKyu




Cencuc

B npoyusanero PRoFESS e Habmonasana moBUiiieHa 4€CTOTa Ha Bh3HHKBAHE HA CENCHC ApH
TEJIMHCapTaH B cpaBHeHHe ¢ rianebo. CLOMTHETO MOXKE /13 € OTKPHTO CTy4aiHO MK /12 € CBBP3aHO ©
MEXaHH3BM, KOHTO He € MO3HAT 38 MOMEeHTa (BK. CHINO Touka 3.1).

Xunomonus.

Tasn HexxenaHa JeKApCTBEHA Peakiid € choOIeHa KaTo 4eCTa NPH NAUHCHTH C KOHTPOJIHPaHO
KPbBHO HaJIATaHe, JIEKYBAHH ¢ TEIMHCApTaH 38 HAMAIBAHE Ha CHPACYHOCHAOBATA 3a00/1eBACMOCT
MpH NPOBENEHO CTAHAAPTHO JISYEHHE. |

Abrnopmra uepnodpobua ynxyus / vepnoopobuo napywenue

IopeueTo ciyvan Ha abHOopMHA YepHOAPOOHA PyHKLF/ YepHOAPOOHO HApYLIEHHE OT MOCT-
MApKETHHIOBHA ONHT ¢ TeIMHCAPTAH HACTHIBAT ITPH NAi[HEHTH OT ANMOHCKH npousxol. Hpu naimentH
OT ATIOHCKM TIPOM3X0Jl CHIIECTRYBA MO-TONAMA BEPOATHOCT 34 PA3BHTHE Ha Te3H HEKEIIAHH PSaKIMH.

Humepcmuyuanna 6enodpobna b6onrecm - -
Ciyyau Ha uHTepcTHIMAaNHA GenoapobHa Oonect ca JOKIAABAHH OT NOCT-MAPKETHHIOBHA OIMT, BLB
BPB3Ka ¢ pHeMa Ha TeimucapTal. [IpprauaHO-CNIeAICTREHHA Bpb3Ka obaue He € YCTaHOBEHA.

CrobInasane Ha NONOZMPAHH HEKENAHW PEaKIHH

Cro0lmaBaHeTo Ha NOAO3UPAHH HEXKEJIAHH PEaKLHHK CC pas3pellapaHe 3a yrnorpeba Ha JISKAPCTBEeHUA
MPOAYKT e BaxkHo. ToBa nmo3BonsABa Aa MPOXLDKH HAGMIOAEHHETO HA CHOTHOLEHHUETO NOM3a/PHCK 34
NeKapcTBEHN NPOAYKT. OT MEAMLIMHCKHTE CITELIHATHCTH C€ H3HCKRA Aa chobiaBar BeAka
NoAO3HpaHa HeXKeNaHa peaknus upes: MampaHnTeNHa areHUMs 110 JIeKapeTBaTa, ya. ,Jaman ['pyes”
Ne 8 1303 Codma, Ten.: +35 928903417, yebeaiit: www.bda.bg

4.9 Ilpexo3mpane
CeinecTByBa orpaHH4Ye¢Ha HHGOpMAaLs NO OTHOLIEHHE Ha NPEAO3HPaHETO MPH XOpa.

CuMitromMu: |

Haii-u3gBeHHTE MPOABH Ha NPSAO3UPAHE C TEIMHCAPTAH CA XHIIOTOHHS H TAXHKAPANA, a CBIO Ce
cpobmaBar M Gpanukapaii, 38MagHOCT, MOBHIABAHE HA CEPYMHHS KPEaTHHHH H octpa Onbpedna
HEeIOCTATBYHOCT. |

Jledenue:

Tenmucaprax He ce OTAENA MpH Xemoauann3a. IlamueHTsT TpsAdBa na 6bae BHUMATENHO Hab/IORaBaH
U neveHuneTo TpabBa na ObHe CHMITTOMATHYHO K NOAABPKALIO. OBIaJaBAHETO 3aBHCH OT BPEMETO Ha
NpHEeMaHe Ha MPOXYKTA H TEXKECTTA HAa CHMOTOMUTE, IIpenopbunTe/THHTE MEPKH BKITIOMBAT
Npeau3BHKBaHE Ha MOBPhINAHE WM cTOMAINHA TIpoMHBKa. [IpHiaraseTo Ha aKTHBSH BBITICH MOXE
A4 JOMpUHECE NpH IeueHHe Ha npeaosupadeTo. Heodxoaumo e decto npocneasBaHe Ha CEPYMHHTE
eneKTpONHTH U KpeaTHHUH. [Ipy nogea Ha XHUNOTOHMS, NALMEHTHT TpaOBa Aa ObAe NoCcTaBeH B
JIETHATIO MOJI0KEHHKE MO TPRd B OBP30 fa Ce NPHUAOKAT CONEBH H OOEMHH 3aAMECTHTEJIH,

5, @GOAPMAKOJIOTHYHH CBOMCTBA

5.1 ®apmakoasHaMHUYHH CBONCTRA

dapMaxoTepaneBTHUHA rpyna: CpesicTea, ASHCTBALH BLPXY CHCTEMATA PCHHH-@HTHOTEH3HH,
aurnorensul Il anrarommety, camoctoatento, ATC kon: CO9CAOQ7.

MexaHU3bEM Ha AeHCTBHE
TenMucapraH e nepopaaHO aKTHBEH H crietmdiieH aHrHoTeH3HH [I peuenTopex 1
AT1). To# H3mMecTBa ¢ MHOIO BHCOK apHHHTET AHTHOTCH3HH 1l OT HEroBOTO MACTO HY

AT] peuenTopHHA NOATHIL, KOATO € OTTOBOPEH 33 HIBECTHHTE AEHCTBHA HA AHTHOTEH




TenmMHucapTan HAMA JOPY M YACTHYHA STOHMCTHYHA aKTHBHOCT cripaMo AT 1 penenropa. TenMucapran
c€ CBBp3Ba ceNeKTHRHO ¢ AT1 penenropa. CREP3BaHETO € NPOAB/DKHMTENHO. TeIMUCapTaH HE MOKassa
adHHUTET KbM ApPYTH peuenropH, BKmourrenso AT2 u apyru no-cnabo xapaxrepusupanu AT-
peterrropy. PYHKIMOHAIIHATA POJis HA TE3H PELCIITOPH HE € H3BECTHA, HE € H3BECTEH H e(eKTa Ha
TAXHATa BE3MOKHA CBPBXCTUMYJIAIMA OT anrHoTeH3uH 11, umifto HMBa ca NOBHINEHH OT TEIMHUCAPTAH.
Husata Ha 1asMeHMA AIOCTEPOH Ca MOHIDKEHH OT TeIMMCapTaH. TenMHucapran He HHXHOUpa
yOBEIIKHA NJAa3MEH PEHHH H He Onokupa HouHuTe KaHamH. TeIMHcapTaH He HHXHOMpa AHMHOTEH3HH
KOHBEPTHpalnHs eH3HM (xunuHasa II), emsuMeT, KoliTO cBIno pasrpaiia OpaaukunnHa. Ilopams Tosa
HE C€ OUAKBa Aa NMOTEHIMpa OpaAMXHHNH-MeTMHPAHHTE HEIKEIIAHH JCKAPCTBEHH PeakLyM.

IIpu xopa s03ata oT 80 mg TenMucapTaH NOYTH HALAIO HHXHOHPa MPEAH3IBUKAHOTO OT AHTHOTeH3HH
I nopHmaBaHe Ha KPsBHOTO Hanarade. HixuOuropausT edext ce noaaspka Hax 24 qaca, KaTO BCE
ome Moke Aa 6bae ycraHoseH Ao 48 uvaca.

Knuanuna eGHKacHOCT U 6e30MacHoCT

Heuenue na eceryuanna xunepmonus
Cnepn nmpunarane Ha IMBPBATA 1032 TEJIMHCAPTAH ¢e Habmoaasa MoCTeNeHHO NoABa Ha
AHTHXMIEPTEH3WBHA AKTHBHOCT B pAMKHTE Ha 3 4aca. MakCHMaHaTa peAyKiHA Ha KPBBHOTO
HaJdraHe ¢¢ JOCTHMra HAITHIIHO B pAMKUTE Ha 4 10 8 ceaAMHLN clieA HAYAIOTO HA JICUEHHETO H Ce
NOAXABPKA Upe3 NPOJL/DKHTE/IHE TEpalTHA.,
Cnea npHeMaHe Ha J034Ta AHTHXUNECPTCHIHBHUAT eeKT nepcHeTHpa Noeede oT 24 yaca, KaTo
BKJIIOUBA H MOCICAHMTE 4 yaca Npeiy CAENBAIIOTO TPHAOKeHHE, KAKTO MOKa3paT aMOynaropHHTe
H3MEPBAHHA HA KPEBHOTO HanaraHe. Tosa € MOTEbPACHO H 0T CHOTHOIICHHETO MUHHMAIHH KEM
MAKCHMAITHH KOHLIEHTPALMH, KOeTO € mocTosHHOo Hax 80 % crien npueM Ha n03u ot 40 1 80 mg
TEJIMHCAPTAH NPH IU1aLE00 KOHTPOIMPAHH KIHHHYHY MpoyysaHud. Hamuie ¢ oyeBHAHA TEHACHINA 33
BPB3Ka MEXIY [A03aTa H BPeMeTO HE BB3CTaHOBABAHETO HAa 6a3a/THOTO CHCTONHO KPBBHO HANIATAHE
(SBP). B ToBa OTHOIICHHE NAHHHTE 34 IHACTONHO KpbBHO Hayarade (DBP) ca HenocToAHHH.
IIpn nanueHTH ¢ XHNEPTOHUA TENMHCAPTAH PeAYLHPA H CHCTOJIHOTO H IHACTOTHOTO KPBHBHO
HanArade, 6e3 Ja NOBNMABA YeCTOTA HA Aynca. Haruumero Ha JuypeTHYEH B HaTpHypeTHIeH eq:elcr,
KOHTO ia AOTIpPUHECE 334 XHUIIOTEH3MBHATA AKTUBHOCT HA IEKAPCTBEHHA NMPOAYKT, BCE OIIE He €
NOKa3aHO. AHTHXHIICPTCH3IHBHATA e(pUKACHOCT Ha TEIMHCAPTAH € CPABHHMA C TA3H Ha IPOAYKTH,
NPEACTABHTEIN HA APYTH KIaCOBE AHTHXMIIEPTCH3IHBHH JEKapCcTBEHN NPOAYKTH (YCTAHOBEHA NPH
KIHHWYHE W3OUTBaHWA, CPaBHABALIH TEJIMHCAPTAH ¢ AMJIOAUITMH, ATEHOJION, SHANATIPH,
XHAPOXIOPOTHASH H JIH3HHOIIPHIT ).
TIpH BHE3aMHO NPEKLCBaHE Ha JICUCHHETO ¢ TeIMHCAPTAH KPEBHOTO HAJIATAHE MOCTEIIEHHO CE Bpsua
[0 CTOHHOCTHTE MpeH JICYSHHETO, 33 NEPHO OT HAKOJIKO AHH Oe3 JaHHH 33 pedayHa XHNEPTOHHYCH
edexT.CiryyauTe Ha CyXa KalIMIA CA 3HAYMTETHO NO-MaJIKO MMPH NALHCHTH, TPETHPaHH ¢
TEAMHBCAPTAH, OTKOJKOTO IIPH TAKHUBA, HA KOHUTO ¢a AABAHH WHXHOMTOPH HA AHTHOTEH3HH

KOHBEPTHPAIHA €H3UM B KIMHHYIHH NPOYYBAHMA, AHPEKTHO CPABHSABALIM ABETE AHTHXHIICPTEHIHBHU
JICYEHHS.

ChpAeHHO-CBIO0BA WIAKTHKA:
ONTARGET ([lpoabinkasaiio 1 B MOMEHTa MIOOATHO BPOyUsaHe Ha TEIMHCAPTaH CaMOCTOSTENHO
H B KOMOMHA1MA C PAMHIIPHI C KpaHHa TOYKA) CpaBHABa e(eKTHTE HA TEIMHCAPTAH, PAMHIIPII B
KOMOHHaLHATA OT TEIMHCAPTaH ¥ PAMMIIPHNA BHPXY ChPACYHO-CHAOBHTE PE3yaTaTH mmpH 25 620
MALHEHTH Ha BBE3PACT 55 ro/IMHE WIH NI0-BE3PACTHH C AHAMHE3A 38 KOpOHApHa aprepuanua 6onect, |
MO3BYEH HHCYIIT, NPEX0/ieH HCXEMHYEH NMPUCTHIL, nepudepHO apTepHaNHO 3a00M9BaHe WIH 3aXapeH
nuabeT TvII 2, CHITHTCTRBAH ¢ JAHHH 32 YBpPEe:KAAHe HA OpraHuTe (KaTo peTHHONAaTHY, JICBOKaMePHA
XHnepTpodus, MAKpo- HIIH MHKpOANTOYMHHYPHS ), KOUTO CA TIOTTYJ/IalHA ¢ PHCK OT Bh3IHHKBAHE HA
CBPACUHO-CHAOBH HHIIWACHTH.

ITaupenTHTE Ca paHAOMH3HPAHM KBM eIH4 OT CASOHHTE TPH IPYIH Ha JICHCHHE; TesMHcapTaH 80 mg
(n=8 542), pamunpun 10 mg (n=8 576) unu koMOuHaIMATa OT TeAMHCapTaH 80 mg 1
(pamunpun 10 mg (n=8 502), ¢ mocneapamo cpeaHo BpeMe Ha NpocieaiBate 4,5 roaMHH. /
TenMucapran noxassa cxoaeH eexT ¢ paMHNpWI NPH HAMAIABAHE HA THPBUYHATA CHCTHA
TOYKA OT CHPAIEYHO-CHJI0B2 CMBPT, Hedatanen HHpapKkT HA MHOKap/a, HedaTaner MO3LY

HITH XOCTIMTAM3aLMsA TIOpaH 38CTOMHA ChpIeYHA HENOCTATEYHOCT. UecToTaTa Ha MHPBM —i
KpaiiHa TO4Ka € CXOAHA B rpyYHMTE HA mmacapmﬂ (16,7%) n pamunpui (16,5%). Koed: v




PHCK 3a TEIMHEcapTaH cnpamo pamunpmi e 1,01 (97,5% A 0,93 - 1,10; p (4e no-ronama
e¢pnxacuoct) = 00,0019 npn rpassma 1,13).

TIpoLIEHTLT HA CIIYYaHTe Ha CMBPTHOCT [0 BCAKA NMPHIHMHA e ChoTBeTHO 11,6% 1 11 8% cpen
MALMEHTHUTE, NEKYBAHH ¢ Te/IMACAPTaH H PAMHIIPHIL.

YcTanoBeHo €, ye e(peKTHRHOCTTA Ha TEIMMCAPTAH € CXO/AHA C Ta3H HA PAMMIIPII NPH NPEABAPHTEITHO
OnpeneNieHaTa BTOPHYHA KpaliHa TOYKE OT ChpACHHO-CHAOBA CMBPT, HedaTaneH HHQAPKT Ha |
MHOKap/a 1 HedaTaieH MospueH HHeynT [0,99 (97,5% JH 0,90 — 1,08; p (He no-ronaMa epukacHoCT)
= (,0004)), mepeudHaTa Kpaiina Touka B pedepentroTo npoyusane HOPE (Ilpoyusane 33 oueska Ha
CHPACHHHTE PE3YITATH IPH MPo(WIAKTHKA), KOSTO FIpOyIsa e()eKTa HA paMUTIPA CNPAMO Tutauedo.
[Ipoyusanero TRANSCEND panaoMu3#pa NalMeHTH ¢ HennoHOcHMOCT KbM ACE HHXHOHTOpH, CBC
CXOHH KPHTEPHH 3a BKIOupaHe KaTo npoyusatero ONTARGET, Ha Tenmucapran 80 mg, Ha
tenmucapras 80 mg (n=2 954) unu nnanebo (n=2 972), karo -

¥ JBATA CE MPHJIATAT B JOMBJIHEHHE KbM CTAHAAPTHUTE I'PHXH.

CpeanaTa NpoXBIDKHTENTHOCT HA mpociieagpaHe e 4 ronyuu i 8 Meceua. He ce oTkpusa

CTATACTHMECKH 3HAYMMA Pa3iIMKa B YECTOTATA Ha ITBPBHYHATA CHCTABHA KpaiiHa Touka (ChpacIHO-
CHIOBA CMEBPT, HedaTaneH HHPAPKT Ha MHOKApAA, HedaTaneH MO3BYEH HHCYNIT WK XOCHMTAIM3aES -
nopaaH 3acToiina chpAeyHa HeAocTAaTHUHOCT) ) [15,7% B rpynara Ha reaMucaprad M 17,0% B rpynara
Ha mauebo ¢ xoeduimeHT Ha puck 0,92 (95 % AU 0,81 — 1,05; p = 0,22)]. FiMa panHy 3a mon3aTa Ha
TEIIMMCAPTaH B CpaBHEHHE ¢ MaLeb0 npy npeIBApHTENHO ONPEAEICHATa BTOPHYHA CHCTABHA KpaHHa
TOYKA OT CHPACUHO-CBAOBa CMBPT, HedaTaneH MHapKT Ha MUOKAPAA H He(haTaleH MO3BUEH HHCY/IT
[0,87 (95% JIHU 0,76 — 1,00; p = 0.048). HaMa nannM 3a non3a NpH CHPACUHO-CHAOBA CMBPTHOCT
(koedumment Ha puck 1,03, 95% U 0,85 — 1,24).

Kammiia ¥ aHrHoezieM ce cp001aBaT no-paaKko MpH NALNEHTH, JCKYBAHH ¢ TEIMHCAPTaH, OTKOJAKOTO

. MIPH NALMEHTH, JEKYBaHH ¢ PAMHIIPHN, JOKATO XHIIOTOHHA ce Cho0nIaBa 0-4ecTO IPH TEIMHACAPTAH.
KomOuHMpaneTo Ha TEJIMUCAPTAH ¢ pAMHNIPII HE YBEJTHYABA MOJI3ATA CIPAMO PAMMIIPHIT KM
TEJIMHCAPTAH CaMOCTOATENHO. ChpAeYHO-CHA0OBATa CMBPTHOCT H CMBPTHOCTTA 10 BCAKA INPUYMHA,
KaTo MHCASHO H3POKCHHE, ca IO-BHCOKH NpH KoMOHHa1MATa. (JCBEH TOB& HMa SHAUHMO 11O~ BHCOKA
YecTOTa Ha XunepkanieMus, Ox0petuHa HeoCTaTbIHOCT, XMIOTOHUA M CHHKOII B IpyIIarTa ¢
komOuHatmaTa. [Topaau Tasu npuarHa, eAHOBpeMEeHHaTa ynoTpeda Ha TEJIMMCAPTAH H PAMHEITPHI HE

CE MPENoPhYUBA NMPH Ta3M NOMYTALKA.

B npoyusaneto “IIpodunakruieH peamm 3a eq:»elmmno Npeana3BaHe OT NOBTOPEH MO3BUEH HHCYIT
("Prevention Regimen For Effectively avoiding Second Strokes" (PROFESS)) npn naupentu na 50
rOJHHH WIH NO-BHa3pacTHH, KOHTO HACKOPO ¢a NONYYHIH MO3BUEH HHCYNT ce 3abe/a3Ba NOBHINCHA
YECTOTA Ha BE3HHKBAHE Ha CENCHC TIPH TENMHUCAPTaH B cpasHeHne ¢ manebo, 0,70% cnpamo 0,49%
[RR 1,43 (95 % noeepureneH uaTepsan 1,00 — 2,06)]; yectorara Ha Bh3HHKBAHE HA CENCHC ¢ daTayieH
M3XOJ € MOBHINEHA TPH NaleHTHTE, NpHeMamy Tenmucaprat (0,33 %) cnpaMo nauMeHTHTe Ha
ranebo (0,16 %) [RR 2,07 (95 % nosepurencH uurepsan 1,14 — 3,76)]). Habmoaapanara nopuieHa
YeCTOTa Ha RL3HMKBAHE HA CENCHC, CEBP3aHA C YIIOTPeOaTa Ha TEIMHCAPTAH MOXKE 14 € CIIYYaHHO
OTKpPHTA WM Ja € CBBhP3aHa ¢ MEXaHU3BM, KOHTO € HEMO3HAT 33 MOMEHTA.

Jlse roneMu paHAOMH3HPAHH KOHTponHpan# npoyusaHns — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texyio rnobanHo H3nuTBaHe 3a
KpaliHH TOMKH Ha TeIMMCApPTAH, CAMOCTOSTE/IHO B B KoMOuHauma ¢ pamurnpui) # VA NEPHRON-D
(Knemuuso npoyuBaHe CBRP3aHO ¢ pa3BHTHE Ha HedponaTHa ripH AuabeT, MpoBEAEHO OT
MHHHCTEPCTRO MO BBOPOCHTE HA BeTepaHuTe) — NMpoy4Bar ynorpedata Ha komOuHalLmsTa or ACE
MHXHOUTOp H aHrHoTeH3uH Il-perienroper Gnokep.

ONTARGET e npoyuBase, npoBeAeHO NPH NALMEHTH ¢ AaHAMHE34 34 ChPASYHO-CHAOBA HIH
MO3BUHOCHIOBA GONECT, WM 3aXapeH AuabeT THI 2, NPUAPYKEHH C AaHHH 3a YBpEKIaHe Ha
edexropin oprand. VA NEPHRON-D e npoyuBate npy NaLpeHTH CBC 3axapeH auaber THin 2 1
anaberHa HeponaThs.

Tesu npoyuBaHus HE MOKa3BaT 3HaWMM GaronpusTeH edext BbpXy GOpeunuTe u/mnn chpaedHo-
CHAOBHMTE TIOCICANLINA H CMBPTHOCT, KaTO ChIEBPEMEHHO ca HaOmMoAaBaHK HOBHINCH PHCK OT
XHIIEPKAIMEMHS, OCTPO YBpexknaHe Ha GpOpe1HTe WM XHIIOTOHHS B CPaBHEHHE ¢ MOHOTEpH
Kato ce Hmar npeABHA CXOAHHTE HM GapMaKOAHHAMHYHH CBOKHCTEA, TE3H PE3yiTaTH Ca NpAsdy
u 3a Apyri ACE uHxuOMTopH u anrroTeH3uH [I-penerrropau 6nokepH.
ACE unxu6uropH 1 aHrHotes3nH Il-peuemropHu 610KkepH cieoBATENHO He TpabBa ia Cf i
CAHOBPEMEHHO NPH NALKEHTH ¢ AuadeTHa HedponaTHd. \
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ALTITUDE (KnuHHYHO npoy4BaHe NPOBEAEHO ¢ ATHCKUPEH NPH NALMEHTH CBC 3aXapeH AuabeT THII
2 ¢ M3TMION3BAHE HA CHPAEYHO-CHAOBH H 610peunn 3a00/aBaHNA KaTO KpaliHU TOYKH ) € IIPOYIBAHE,
NpeaHAZHAYEHO [1a M3C/IeNBa NMoJ3aTa 0T A05aBAHETO HA ANHCKHPEH KbM cTaHzaprHa Tepanms ¢ ACE
MHXHOMTOP WK asruoreHsHH Il-peuenTopen 60Kkep NP NALMEHTH CEHC 3axapeH AHabeT THI 2 H
xpoHH4IHO On0pevHo 3a6onaBane, ChpHeHHO-CHAOBO 3a6onasane wm M Asere. [Ipoyusanero e
IPEKPATEHO [TPeXASBPeMEHHO TIOPANH IIOBHINIEH PHCK OT HeONaronpuaTHH nocneany. Kakro
CBHPASYHO-CHOBATA CMBPT, TAKA H MHCYIITHT ¢4 IIO-4EeCTH B IPYNATA HA AIMCKHPEH, OTKOJIKOTO B
rpynara Ha maneto, a NpeAcTaBBALLUTE HHTEPEC HEXEJaHH CHOMTHA H CEPHO3HH HEXETIAHH
¢bOHTHA (XMNepKanueMHa, XHIOTOHHS K 6u0peyna qucdyRKIpA) ce crobIABAT 10-4ECTO B rpynaTa
Ha aJIHCKHPEH, OTKOJKOTO B PYIATa Ha miaeso.

IenuaTpHyiHa NOYAALIHS |
BezonacHocTTa H eHKACHOCTTA HA TEIMMCAPTAH MPH ACLIA H I0HOIIH Ha BR3pact noA 18 roauny se

Ca4 YCTAHOBCHH.

EdexriTe Ha noOHIKABAHE Ha KPFBHOTO HAJIAraHe OT ABE AO3HM TEMHCAPTAH ca OLEHABAHH NpH 76
NaHEeHTH C XHMEPTOHNS, TIPeAWMHO ¢ HAIHOPMEHO TEerjIo, Ha BB3pacT oT 6 10 < 18 roaunn (reaecHO
Terno > 20 kg u < 120 kg, cpeano 74,6 kg) cnea npuem Ha TenMucaptad 1 mg/kg (n = 29 aexysasn)
i 2 mg/kg (n = 31 nekysanu) 3a nepHoOA Ha JIeUEHHE OT YeTUpH ceAMMLM. [IpH BrMIOYBaHE B
H3CJICABAHETO HATMIMETO HAa BTOPHMHA XMIIEPTOHHA HE € NMpoy4saHo. IIpH HAKOH OT H3CIEABAHUTE
NAIUSHTH, H3MON3BAHATE 03K ¢4 OHIHM NO-BHCOKH OT TE3H, NPENOPHUBAHH 38 JIeUeHME Ha
XMIIEPTOHMS NIPH BB3PACTHATA MOMY/IALMA, KATO C4 JOCTHT&/TH JHEBHA 2038, CHH3MEpHMa cx¢ 160 mg,
KOATO € Mpoy4saHa IpH Be3pacTHH. Cnel kopurHpaHe 3a €eKTH Ha Bh3PACTOBATA I'PYHA, CPEIHO
npoMenure Ha CAH cnpamMo s3xoanuTe croliHocTd (mepeuaHa nesn) ca -14,5 (1,7) mm Hg B rpynara
Ha TenMucapTad 2 mg/kg, -9,7(1,7) mm Hg B rpynara Ha Tenmucapran 1 mg/kg u -6,0 (2,4) B
mranebo rpynara. Kopurupaaure npomess B JIAH ot H3xoHUTE HHBA ¢a ¢BOTBETHO -8,4 (1,5) mm
Hg, -4,5 (1,6) mm Hg u -3,5 (2,1) mm Hg. IIpoMenuTe ca posozasucHMH. JlanaHTe 3a 6€30MacHOCT,
OT TOBA NMpPOYyYBaHe NpH NAIMEeHTH Ha BB3pacT oT 6 A0 < 18 roguHu xaTo 1410 ca noaoOHH HA Te3H
MPH BB3PACTHH. be30nacHOCTTa MPH ARITOCPOUHO JICUCHHE ¢ TEJIMHCAPTAH NpH Aela H OHOUIN He €
OLICHABAHA. | |
[TosHieHHe Ha 6poa HA €03HHOPHUNNTE, CHOOIIABAHO MPH TA3H NOMYJIALMS NALMEHTH, He ¢
YCTAaHOBEHO OpM BB3PacTHH, KTHHHYHOTO My 3HAYEHHE HE € U3BECTHO. |

KnunauvHHTe JAHHN He MO3BOAABAT Ja C€ HANpABH 3aKTIO9eHHE IT0 OTHOLICHHAS Ha €(HKACHOCTTa H
Ge30nacHOCTTA Ha TEIMUCAPTAH, MpPH [CAHATPHYHA TIONYALHA ¢ XHIICPTOHHA.

5.2 PapMaKOKHHCTHIHHE CBOXCTBA

Abcopbimns

AGcopbumaTa Ha TenMucapTaH ¢ Obp3a, HezaBHCHMO, be abcopbupanoTo KoNHYeCTBO BApHpa.
Cpennara abcomoTHa OHOHAIHYHOCT HA TEIMHCAPTAH € okoso S0 %. Koraro TeMucapral ce npHeMa
¢ XpaHa, PeAYKLINTA Ha 00/1acTTa NOA KPUBATA IUIa3MeHa KoHLeHTpauHa-speme (AUCQ-0) Ha
TEJIMHUCAPTaH BapHpa oT okojio 6 % (40 mg noza) ao oxono 19 % (160 mg no3a). TpH yaca cnen
NPHIOKEHHE IUTA3MEHHTE KOHLICHTPALHY ca MoACOHH IIpH npHeMaHe

Ha TEJIMHCAPTAH HA TNAJHO WM ¢ XpaH4.

JIuHeiHOoCT/ HenHHEHHOCT

He ce ouaksa cnabara penyxuna Ha AUC na npuvMHE peAyKIHA B TEPaNCBTHYHATA SHKACHOCT.
Hama nuHelina 3aBUCUMOCT MEXAY JO3HTE H Mia3MeHHTe HuBa. Cmax K B no-Manka crefied AUC ce
MOBULIABAT HENPOMOPLMOHANHO NpHU A03H Haj 40 mg.

Pasnpeznenexuue
TenMucapTaH ce CBBP3BA B roI9Ma CTENeH ¢ IMNA3MEHHTe poTeHHH (> 99,5 %), rasHo ¢ Mﬁwﬂ

anda-1 kucen rmokonporenH. CpeAHUAT IPHBHICH 00eM Ha pasnpeeNieHNe NPU A,
cTauoOHApHO cherognue (Vdss) e okomo 5001,

Brotpancdopmaiis

TenMucapTad ce MeTabONH3Hpa Ype3 CBBP3BAHE HA OCHOBHOTO BELIECTBO ¢ [IOKYPOHE
HaOmaaBaHa HapMaKOIOTHYHA AKTHBHOCT HA KOHIOTATHTE,
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EnyMuHHpaHe

TermMucapTan ce XapakTepHzupa ¢ GHEKCIIOHEHIIHANHA oTclIabBama GapMaKOKHHETHKA ¢ TePMHHANIEH
eJIMMHMHAIHOHEH TIONYXHMBOT > 20 yaca, MaxcHMamHaTa Ma3MeHa KoHLeHTpays (Cmax) 4 B mo-
MaJIKa CTeTICH 00MIacTTa MoJ KPHBATa IiasMeHa KoHueHTpaia-pemMe (AUC) ce noBHiIaBa
HENPOMOPLIHOHANHO Ha 103aTa. HaMa JaHHM 38 KIHHHYCCKH 3HAYHMA aKyMyJalHd Ha TeJIMHCApTaH,
NpHET B Npenopb4BaHuTe Ao3u. I1nasMeHTe KOHIIEHTPALHK Ca [10-BHCOKH MPH XXEHH, OTKOJIKOTO NpH
MBKe, 0€3 TOBa Ja € CBBP3aHO ¢ B/IMAHHE BHPXY e(PHKACHOCTTA.

Cnen nepopanHo (M MHTPABEHO3HO) NMPHWIOKESHHME TEIMUCAPTaH C¢ EKCKPETHPA MOYTH M3LANO ¢
(exannuTe, IIABHO KATO HEMPOMEHEHO chemuHeHue, KyMynaTHBHATa yPHHAPHA exckpenwd e <1 % or
nosara. ToranuuaT iasmen kmapsHe (Cltot) e Brcok (okono 1 000 ml/min), cpaereH ¢
YepHOHPOOHHT KpEBeH MoTok (oxono 1 500 ml/min).

CriellHaIHH NOMyJIalHH
Ieouampuynag nonyrayus

DapMaKOKHHETHKATA HA JIBE I03H TEIMHCAPTAH € OLIEHABAHA KATO BTOPHYHA 1ie/I [IPH NAIHEHTH C
xunepToHna (n = 57), Ha BRapacT oT 6 1o < 18 roguny cnexn npueM Ha TeaMucaprad 1 mg/kg wim
2 mg/kg 3a nepuoA Ha JCYEHHE OT YETHPH CeaMULH, DapMaKOKHHETHIHHTE Lte/IH BKIIOYRAT
onpeneasHe Ha CTALMOHAPHOTO CHCTOSHHE HA TEIMHCAPTaH NpPH AeLia H IOHOLIH, H MPOYIBaHe Ha
pa3THIMATA, CBBP3aHH ¢ BE3pacTTa. BBIpeKH, ue npoyuBaHeTo € 6110 MHOrO MAKO 32 3HayMMa
OLIEHKA Ha (JapMaKOKHHETHKATa NIpH Aena oA 12 roqHHH, pe3syATaTHTE B MOBEYETO CIY4aH Ca B
CHOTBETCTBHE C HAXOAKHTE NP BB3PACTHH M MOTBBPKIABAT HEMUHEHHOCTTA Ha TEIMMCAPTAH,
oco0eHO No oTHOILIEHHE Ha Cx

Ilonoea obycnaosenocm
HaGnionasany ca MOJOBH PAs/IHA B IIasMeHHTe KoHuleHTpauuk. Cmax 1 AUC ¢roTBeTHO 0k0No 3
H 2 ITLTH NTO-BUCOKH IIPH KEHHUTE, CPABHEHM ¢ TE3H TPH MBKETE.

Cmapuecka gv3pacm
dapMaKOKHHETHKATA HA TEIMHCAPTAH HE C¢ pa3NHYaBa MEXKAY IAlHEHTH B CTAPYESCKA BE3PACT H Te3H
NO-MJIQJAH OT 65 roAUHH.

Bvbpeuno yepeocoane

[Ipu nalKesT! ¢ JIeKH 10 YMEPeHH H TeXKH yBpexaaHud Ha 6s0peuHara GyHkums ce Haﬁmo,uana
YABOABAHE HA MIA3MEHNUTE KOHLEHTpalHKH. HabmonapaT ce NMo-HUCKH IIA3MEHH KOHICHTPALMH IpH
HalMEeHTH ¢ 6BOpeuna HeNOCTATEUHOCT, NoANoKeHN Ha AHann3a. [Ipu Gommu ¢ 6p6peduna
HEAOCTATHYHOCT TEJIMHCAPTAH Ce CRBP3Ba B rojIAMa CTeNieH ¢ I1a3MEHHTE MMPOTeHHH M HE MOXKE Aa
Obae otTaeneH npy guanusa, [Ipu namuenTr ¢ 6p6peunn yBpexaaHusa eJIHMHHAHOHHHAT non}omm*
HE € NPOMEHEH.

Ueprnoopobro yepedcoanue
(DapMaKOKMHETHYHHUTE [POYIBaHHA NPH NALMEHTH ¢ YEPHOAPOOHH YEPEKAAHHA MOKASBAT
NOBHIDABAHE Ha abCOMOTHAaTa SHOHAMHYHOCT [0 okoio 100 %. Ilpa nauHeHTH ¢ wepHOAPOOHH

YBpPEXKAAHHA EMMMHHAIMOHHHAT NOMYXHBOT HE € TPOMEHEH.
5.3. IIpeaxIRBENYHE ARHHEH 33 6e30MACHOCT

IIpn npeAXIMHHYHM POYYBaHHA 3a 6e30nacHoCT, X03U, CPABHHMH C TE3H B KITWHHUYHMA
TEPANIEBTHYCH JHATIA30H, Ca MPEANIBHKAIIH HAMAIIABAHE Ha NapaMeTpHTe Ha YCPBEHHTE KPBBHH

KNeTKH (EPHTPOLIMTH, XEMOTTIOOMH, XEMaTOKPHT), NPOMEHH B {B0pedHaTa XeMOAHHAMUKA (NOBHIICHO
HHBO HA YPesi B KPBBTA H KPeATHHHH), KAKTO H MIOBHILCH KaJINH B cepyMa Ha Hopuommnam I
xupoTHN. [IpH kydeTa ca HaGmoaapanu 6L0peuna TyOynapHa qunaTauys U atpodHi. Hpn
Ky4eTa € 0T0e/i3aHo ChINO YBpe)KIaHe Ha CTOMAINHATA MyKO03a (€pO3Hi, A3BH HWIH m:anan
(apMaKkOIOrHiHO MECAHHPAHH HEXKE/IAHH TIEKaPCTBSHH PEaKkUMH, H3BECTHH OT NPEIOKIHHY
NPOYUBAHNA ¢ HHXHOHTOPH HA AHIHOTCH3HH KOHBEPTHPAIMA €H3HM K aHrHoTeH3MH Il ¢
ca MPEACTBPATEHH upes nepopanHo AobaBsine Ha dussonoruueH pasrsop. [1py Apara spyjle
ca HabmonasaH# NOBMINEHA AKTHBHOCT HA FUIA3MEHMA PEHHH U XHUNepTpodus/ xunep
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IOKCTarNIOMEPYIHHTE KneTkd. Tesu mpoMeHs, KOWTO ¢a CBIIo u edexT Ha HHXUOHTOpHTE Ha
AHTHOTCH3UH KOHBEPTUPALMA €H3HM H HA JPYTH aHTHOTEH3UH ] penenTopHH aHTArOHHCTH, HAMAT
KIHMHHYHA 3HAYHMOCT.

Hama scHu JoKa3aTelICTBa 3a TEPAaTOT¢HEH eeKT, BBIPEKH TOBA NMPH TOKCHYHH JO30BH HHBA HA
TEAMHCapTaH ¢ HaOmoaapaH edeKT BPEPXY II0CTHATAIHOTO Pa3BATHE Ha IOTOMCTBOTO KATO MO-HHCKO
TENECHO TErNo, 3aKbCHABAILO OTBApAHE HA OUHTE.

HsaMa naHHM 32 MyTareHHa H ChOTBETHA KIACTOTCHHA AKTHBHOCT IIPH HIIIMTBAHNA in Vitro U 38
KapUMHOT€HHOCT NPH IUTEX0BE H MHIIKH.

6. ©GAPMAINEBTHYHHA TAHHH

6.1 CoacbK HA NICMOUIAHETE BEECTBA
MernyMuH

Copburon (E420)

Hatpues XuapokcHa

Hosunon 25

MarHeaneB cTeapat

6.2 HecbBMECTEMOCTH

Henpunoxumo.

6.3 Cpok na rogmocr

2 TOMUHH

64 CoenuajHH YCJIOBRE HA ChXpAHEHHE
Ja ce coxpansea non 30°C B OpHrHHAIHATA OTIAKOBKA, 34 [ia Ce IpeanasH OT Bjara.
6.5 BajaH chALPARAHHE HA ONAKOBKATA

OPA/AVPVC/Al 6imcrep, croBaiiia ce KApTOHEHA KyTHA.

Pasmep Ha onaxoskuTe: 28, 30, 56 wm 90 TabneTkH.
He Bcyukm BMAOBE ONAXOBKH MOraT Zia OBJaT MyCHaTH B npopaxda.

6.6 Cnenmajmm OpeANA3HH MEPKH NPH H3XBbPARHE H paboTa

TenMucapraH TpaOBa Aa ce CHXpaHABA B 3anevaTaHHsa OHCcTep, MOPaaH XHIPOCKOITHYHHTE CBOHCTRA
Ha Tabnerxure. TabneTkure TpaOBa 1a ce H3BAKAAT OT OSMCTEPA HENOCPSACTREHO IIPEH NPHEM.

7. TIPHTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEEA

Zentiva, k. s.,

U kabelovny 130

Prague 10,
Yemxa Pentybnuka

8. HOMEP(A) HA PASPEIIEHMETO 3A YIIOTPEBA

20100395
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9. JIATA HA ITHPBO PA3PEINABAHE/IO/THOBSIBAHE HA PASPEINIEHHETO 3A
YIIOTPEBA

21.06.2010

10. JATA HA AKTYA/IM3UPAHE HA TEKCTA

15.08.2016
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