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1.  HME HA JIEKAPCTBEHHSA NTIPOAYKT

Teunopuc 50 mg/5 mg puamupand Tabnetku
Tennopuc 50 mg/10 mg puamupanu rabrerku
Teunopuc 100 mg/5 mg dunmupany Tabretkn
Teunopuc 100 mg/[0 mg punmupauy Tabrerku

o
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Tenloris 50 mg/5 mg film-coated tablets
Tenloris 50 mg/10 mg film-coated tablets
Tenloris 100 mg/5 mg film-coated tablets
Tenloris 100 mg/10 mg film-coated tablets

2. KAYECTBEHH KO.-TIMTMECTBEH CBCTAB

Teunnopuc 50 mg/5 mg dunmupanu TabaeTu

Benka dunmupana tabnerka cpaspxa S0 mg nocaprau kanuil (fosartan potassium) u 6,94 mg
amnionunnHos Sezunar (amlodipine besilate) exsnBanenTeH Ha 5 mg amaoaunus (amlodipine).
‘Texnopue 50 mg/10 mg puamupany 1abaeTku

Besxa ¢punmnpana tabnetka coaepika SO mg nocapran kanuit (fosarian potassiumy u 13,88 mg
aMIIOIMNHHOB Gesunar (amlodipine besilare) exsupaneuten va 10 mg aMmnogunun (amlodipine).
Tennopuc 100 mg/5 mg dbunmnpanu Tabnetku

Besika gunmupana Tabrera ceaspxa 100 mg nocapran xanuit (losartan potassium) n 6,94 mg
amIoRUIMROB Besunat (amlodipine besilate) expuBanenteu va 5 mg aMionHnHY (amlodipine).
Tennopue 100 mg/10 mg dpunmupany Tabrerku

Beska dunmupana Tabrerka coaspxka 100 mg nocapran kanui (losartan potassium) v 13,88 mg
amaoaunvnos Sesunar (amlodipine besilate) expuBanedted wa 10 mg ammoaunun {amlodipine).

TIOMOLIHO BEINECTBO ¢ HWABECTHO AelicTBHE: TaKTo3a

50 mg/5 mg 50 mg/10 mg 100 mg/5 mg 100 mg/10 mg
hUAMHpaH# GUIMHpaHH buaMupans $uAMUpaHy
TabJseTkn Tabnerku TabeTku TabneTku
| JakTo3a 51,95 mg 51,95 mg 103,88 mg_ 103,88 mg

3a MBE/THHA COHCBHK HA TTOMOLIHMTE BEIECTBA BHIKTE TOuKa 6.1,

3.  JEKAPCTBEHA ®OPMA
®unmupana Tabnerka.

Tennopue 50 mg/5 mg dpunimupany Tabnerin: Guamupanute tabaeTky ca KadaBO-OPaHIKEBH, OBATHH
(15 mm x 7 mm), Neko ABOWHOW3NBKHAIY.

Tewnnopuc 50 mg/10 mg puamupanu tabaerku: husmupannTe Tabnetku ca 4yepBeHO-KadaBY, OBATHU
{15 mm x 7 mm), jieko ABOWRHOH3NbLKHAIN.

Tennopuc 100 mg/S mg dunmupann rabnerin: puamupanmre Tabnetkn ca pososy, osanuu {18 mm x
9 mm), ABOHHOMINBLKHANN.

Tennopue 100 mg/10 mg Gunmupasy Taneten: GuIMupaHHTe TABIETKH Ca KbATO-KADSBH, OBATHA
(18 mm x 9 mm), ABOHHOH3IBKHATI.

4. KJHMHNYHH JAHHH

4.1} TepanerTHunn noxkazanus




Jleuenye Ha ecenuManta XUNepTonus. TERNOPHC e MOKa3aH 32 3IAMECTHTEIHA TEPanKs NPH NALKEHTH,
YHETO APTEPHATHO KPBLBHO HANAMAHE C€ KOHTPOIUPA ANEKBATHO C IOCAPTAH M aMIIOAMIIHH, NPHEMaHH
€AHOBPEMEHHO B CBHLUMTE 103U.

4.2 Jo3HpOBKa H HAYHH HA NPUIMKEUHe

Jozuposka

[TpenoprusanaTa fo3uposka Ha T¢HIOPHC € €AHA TaONETKA AHEBHO.

Kom6uHaumsaTa ¢ hukcupaHa 103a He € MOAXOASALIA 3@ HAYATHA Tepanui.

IMpean npemMunasadeTo Kbm TeHnopuc, naunenture Tpsadea Aa 6bAAT KOHTPONHPAHH HA TOCTOAHHK
003K OT MOHOKOMMOHEHTHTE, fIpHeMaHH 10 ChioTo speMe. Jlo3ara na Tewnopuc tpadea na ce

OCHOBABA HA JIOIMTE HA OTAEHATE KOMIIOHEHTH Ha KOMOMHAUHATA NO BpEME HA (TPpeMHHABaHCTO.

Ako ¢ Heo0XoaHMa MPOMAHA HA 403aTa, Tpabpa 1a Ce W3BLPIIBA Upes MHAMBUAYANHO THTPHpaHe Ha
BCAKA OT OTIENHHTE ChCTABKH HA KOMOMHUPAHHS 1€KAPCTBEH MPOAYKT.

Hanpeanaaa p3pacT

[1pH natiuenTy B HanpeaHana BL3PACT ce NPENopbUBaT OOHUARHUTE PEXKUMH HA 1O3MPAHE KATO
MIOBHIIABAHETO HA J03aTa TpadBa na cTaga ¢ NOBHUIEHO BHUMaHUE (BiK. TOUKH 4.4 1 5.2).

AMaoaunuA, H3N05138aH B MOLOOHA AO3M NPU NALKMEHTH B HATIPEIHATA BB3PACT HIH HO-MNIAAM, Ce
fIOHACA €HAKBO A05pe.

O06uxHoBeHO He Ce HaNara KOPEKUMS Ha A033aTa Ha IOCAPTAH NPH N0-Bb3PACTHHTE, BBIPEKH Y€ [TpU
NAUMEHTHTE HAML 73-TOAMILINA BB3PacT CEABA ia ce 0OMHCIH 3aR0UBaHE HA JIEYEHHETO ¢ 25 mg
N0CapTaH.

Ynorpeta npu NagueHTH ¢ HAMATEH BLTPECHLI0B 00eM

[pu nauxeHTH ¢ HaMaNgH BBTPECHA0B 00eM (HaIp. NeKYBaHH C BHCOKH 103K nHypeTuuM), tpatna na
Ce MMa MPEeaRH HaualHa 1032 nocapTay OT 25 mg BEAHBK JHEBHO (RK. Touka 4.4).

bLOpeuno yBpeskaane

He ce Hanara kOpexkuws Ha HadanHata Jo3a Ha Ternopuc npH nayuesTh ¢ 6E6peuto yBpeniane (Bxk.
Touka 4.4).

[TpoMeHnTe 8 NIa3MEHHTE KOHUESHTPALMH Ha AMAOLUNIHH He 2 OOBBP3AHM Che CTEINEHTA HA
OB0peuHo yBpexaaHe, NOPaaAK KOETO ¢e NPENopbUBa CTaHAaPTHATA 1034, AMIOAHIHH HE ce
JKATH3Kpa.

He ce nanara kopekuus Ha HayagHara A03a Ha 10CApTaH NP natvenTy ¢ Gu0peyHo yepexaaHe H IpH
FALMEHTH HA XEMOAMANH3A,

HepHoapobHO yBpexaatie
Tennopuc e NpOTHBOMOKA3AH MPH MAUHESHTH C TEXKO 4epHOAPOGHO yBpexnane (8. Touku 4.3 u 4.4).

Ipy naumenTuTe C aHaMHe3a 38 YepHOAPOOHO YBpeKaaHe TpaGBa Ja ce nMa NPeABKA NO-HUCKA 034
nocaprad. Hiama TepanesTHYEH ONUT C NALUYEHTH ¢ TEXKO 4epHONPOOHO YBpEXKIaHe.
He ca yctaHOBEHW N030BH NPENOPHLKM 32 AMJIOAUTTUH NPH NALUEHTH C JIEKO A0 YMEPE,
YBPEX/AHE, 3aTORA C¢ HAafAra BHHMaTeaeH noabop Ha 1o3aTa kavo Tpadea na ce 3a.
HHCKATA 032 OT AHaNa30Ha Ha no3upaHe (Bx. ToukY 4.4 1 5.2). DapMakoKHHETH
HE € NPOYUBaHA NPY MAUKEHTH ¢ TEKKO HepHOAPoOHO yapexknake,




Heduampuuna nonyaayus
BesonackoctTa u eukacnocTta Ha Tewopuc nipy geua noa 18 roguui He ca yCTaHOBEHH, TEHA0PHC
HE Ce MNpenopLUBa 3a ynoTpeba npu HauueHTH Ha Bb3pacT noa 8 roauun.

Hauyn Ha npuiokenue
Ternopuc Moxke fa ce npuema ¢ wi 6e3 xpana. Ipenoppusa ce Tennopuc aa ce npuema ¢ BoJa.

4.3 TlpornBonoxkazaHus

- CBpbX4YBCTBHTEIHOCT KbM AKTHBHUTE BELECTBA, KbM AUXUAPOTIMPHAUHOBH IPOH3ROIHH HAH
KbM HAKOE OT NOMOHHUTE BellecTBa, N30poeHu 8 Touka 6.1.

- 2-pH 1 3-TH TpUMECTBP Ha OpemenHocTTa (B, TOUKh 4.4 1 4.6).

- Texko uepHOapoOHO YBpEKIAHE.

- TexKka XHNOTOHMS,

- ok (BKIIOUHTENHO KAPAUOTEHEH LIIOK).

- OOCTpYKUMS HA H3XOJa Ha NABa KaMepa (Hanp, BUCOKOCTENEHHA a0PTHA CTEHO3a).

- XemoanHamuuHO HecTabUIHA ChbPAEYHA HEJOCTATLYHOCT CliE OCTBP MHOKApAeH HHPApPKT.

- Ennoppemeunara ynotpeba Ha TEHIIOPHC ¢ ATHCKHPEH-CHABPKALLH NPOSYKTH € '
NPOTHRONOKA3AHA (IPH NAtIMEHTH ChC 3axapeH aHaber unm 6x6peuHo yepexaane (GFR < 60
mil/min/1,73 m2) (Bx. Touxy 4.5 1 5.1).

4.4 Cpegnaaan npexynpeRIeHHs K MpeARasHd MepKd npn ynorpeba
CBpBbXYYBCTBATENHOCT

Anzuoedem. TauvenTy ¢ aHAMHE3A 3 AHrHoedeM ([I0TyBaHE HA JIHUETO, YCTHHUTE, ILPJIOTO W/HMIH
e3uKa) 1padRra Ja 6vaar BHHMaTeaHo HabmoaaBany (BX. Touka 4.8).

XHUMNOTOHKY ¥ BOAHO-ENEKTPONNTEH AucOanane

CHMnTOMaTHYHA XHTOTOHNA, OCOGEHO CNEA MbPBaTa A03A U CJIe] NOBUILABAHE HA A03aTA, MOYKE 14 C&
NOABK {IpK NAUHEHTH CBC 3ary6a Ha 0DeM W/AIN HATPUE NPU UHTEHIMBHO AHYPETUYHO TEYEHHE,
AHWETA ¢ OTPAHUYEH MPHEM Ha CON, AHAPUA WITH noBpbiuade. Tesu creToAHHA TpﬂﬁBa Ja G'L,Ila']'
KOPWUTHPaHy PENH NPHUIOKEHHETO Ha TennopHc, v TpaOBa Ia C& H3NOM3BA NO-HHCKA HAYANHA 0034
(BK. To4Ka 4.2).

Enexrponuren aucbanasc

EnexTponutHUTe AncOanaHcy ca YecTH NPy NaumeHTn ¢ 6u0peuno yBpexnaue, ¢ unu 6e3 guaber,
Tpabsa Aa 6vaar opnanens. [py KIMHMMHO NPOyYBaKeE, MPORECHO PH HALKEHTH ¢ Auaber Tvn 2 ¢
HeponaTus, YeCTOTaTa HA XHIEPKATHEMHUATA € [0-BHCOKA B IPYNATa, IEKYBAHA C JIOCAPTaH B
CpaBHEHUE C rpynara Ha rnanelbo (8. Touka 4.8). Cnenosatento, NiasMeHUTe KOHUEHTPALKH HA
K&MHi, KAKTO H CTOHHOCTHTE HA KPEATUHHHORHUA KIHPBHHE TpalBa da 0bAaT BHHMATENHO
Habmoaasany, 0co0EHO NpH NALMEHTH ChC CHPAEHHA HEAOCTATLYHOCT H KPEATUMHHUHOB KIMPLHC
mexay 30-50 ml/ mia.

EnnospemenHata ynorpeba Ha Kaiuii-coXpaHaBali AMYPETUHLIN, KANHEBH J0GABKH, Kaliii-
CHABPKALIN 3AMECTHTENH Ha CONTA WK IPYTH JIEKAPCTBA, KOWTO MOTAT A2 NOBMILAT CEPYMHMS Kanui
{Hanp. NpoyKTH, ChAbPIKAILMY TPUMETONPHM ) EXHOBPEMEHHO C JIOCAPTAH He C& NPenopbuBa (BiK.
Touka 4.5).

bBuOpeutia TpaHCNAAHTAIIMA
Hama narpynmas onur ¢ TeHAOPHC RPH NALUNCHTH CHC CKOPOLIHA GLOPE1Ha TPAHCTLIAHTALMSA.

ITupEMYeH XUNEPANTOCTEPOHHILM
HaunenTure ¢ NbpBYYEH ANT0CTEPOHUIBM OOHKHOBEHO HE OTTORAPAT HA AHTUXUNEPTE
NEKapCTBEHH NPORYKTH, AelicTRalM Ypes MHXHOHPaHe HA CHCTEMATA PEHHH-AHIHOTEH
ynoTtpebarta Ha TeHnopuc He ce NpenopbuBa.

Kopouapua 501eCT Ha CbPUETO H MO3BYHOCHLNOBA Bonect




KaxTo nput BcHUKM aHTHXHIICPTEHIUBHH CPEICTRA, IPEKOMEPHOTO TOHMKABAHE HA KPBLBHOTO
HaATaHe MPH NaLUHEHTH ¢ HCXEMHMYHA ChPIEYHOCHA0BA M MO3LHHOCHA0BA DOMECT MOKE 14 JOBEAE 10
HH}APKT HA MHOKAPIA KK UHCYIIT.

HaumeHTy ¢re ¢bpaeYHA HEJOCTATBYHOCT

Tlpy nalMenTH Cbe CHPAUHA HEJOCTATBYHOCT, ¢ MU Ge3 GLGPeYHO yBpex/late, ChLIECTBYBA ~ KAKTO
U MIPH APYTH JIEKAPCTBEHH MPOAYKTR, JEHCTBALLM BbPXY PEHHH-aHTHOTEH3MHOBATA CUCTEMA - PUCK OT
TEXKA apTePHaIHa XHITOTOHUA ¥ (UecTo ocTpa) 6bOpeyHa HexocTaThuHOCT. HaMa aocTarsuHo
TEPAIECBTHUSH OMHT € J10CaPTaH NPH NALMEHTH CbC ChPACYHA HEOCTATBUMHOCT H CLIPOBOMKIAILO
Texko OuOpeuHo yBpeKaate, NP1 NALMEHTH C TEKKA ChpacuHa HegocTaThunoct (NYHA xnac IV),
KAKTO M NPH NAUKEHTH CHC CHPAEUHA HEOCTATLHHOCT M CHMITOMATHYHH JKHBOTO3aCTPALIABALLIM
ChpaeuHd apuTMui. [lopanu ToBa ocapTad TpaGRa Aa ce H3MOA3B2 © NOBHLIEHO BHUMAHHE TIPH Te3H
rpymu naugents. Kombunauuata ot nocaprad 1 6eta-Grnokep Tpadsa 1a ce H3MOM3BA ¢ NOBUIUEHO
BHUMaHKe (8K, To4yka 5.1).

BiiokepuTe Ha KaALUMEBHTE KaHANH, KaTo aMnogunyy 8 Tennopuc, Tpabea 1a ce uanoa3ear ¢
NOBULICHO BHHMAHHE NPW NALHEHTH ChC 3aCTORHA ChPACYHA HENOCTATLUHOCT, Thit K&TO Te MOTAT 12
YBeJIH4aT pHCKa OT 6BACHIM CHPACYHOCHAOBH ChOUTHA U cMbpTHOCT. [TpU ABATOCPOUHO, ITaueGo-
KOHTPOJTHPAHO [IPOyYBaHEe NPH NALMEHTH C TEKKA ChpAcHHa HeaocTateYHoCT {NYHA knac I » IV)
AOKNABAHNTE C1yYan Ha 6enoapodet OTOK ¢a MO-BUCOKHM B MPYNATA, JIEKYBAHA C AMIOAMITHH,
OTKOJIKOTO B Fpyriata Ha [mauebo (8. Touxa 5.1).

HaupenTs ¢ HapyilieHa dephopobha Hyukims
Tennopuc He Tpabsa na ce npunara pu NAUUEHTH C TEKKO 4ePHOAPOGHO yRpexaaHe (BK. Toukn 4.2,
43u52). ‘

HonyxuBoThT Ha amnoaunus € yabkeH v AUC croliHOCTUTE ca NMo-BUCOKH MY (alydeHTH ¢
HapyIUeHa YepHOAPOOHA hYHKUHA; 030BH APENIOPHLKH HE €A YCTAHOBEHU. 34TOBA aMIIOIUIUMH Tpabba
Ja C€ Ha3HAUM ¢ Hali-HMCKATa 1032 OT Kpas Ha AWana3oHa Ha JO3HPaHe Karto TpaGa na ce u3non3ea
(IOBHIICHO BHEMAHHE, KaKTO NPH MHPBOHAYAIIHOTO AEHUEHHE TaKka v NPH TIOBUILABAHE HA J03aTa.

B3 ocHOBa Ha QapMaKkOKMHETHYHHTE NaHHM, KOHTO MOKA3BAT 3HAUMTENHO NOBURIABAHE HA
[123MEHMTE KOHLIEHTPALMK Ha 10CapTaH MpH NalMeHTH ¢ 1IHpo3a, Tpa0Ba Aa ce MMa npeaBuI fo-
HYCKa 1032 MpY MAUKMEHTHTE ¢ AHAMHE3A 38 YepHoapoOHO yBpexaane. HaMa TeparnieBTvueH ONNT ¢
J0capTaH NPy MaLKeHTH ¢ TEXKO YepHoapobHo yepexkaane. [lopagu Tora fiocaptan He Tpabea na ce
npyiara Mpy MauHeHTH ¢ TeKKO YepHoIpobHO yBpexknane (Bk. Touku 4.2, 4.3 u 5.2).

Maunenty ¢ GnOpeuHo yBpexaane
B pesynrat ha MHxuOMpaHe Ha CHCTEMATa PEHHH - AHTHOTEHSHH, Ca JOK/Ia1BaHH NIPOMEHY B

6b0peuHaTa QyHKUNA, BKIIOUNTENHO Gb0petta HEnOCTATBUHOCT (NO-CIELIMANHO, NPH NAUMEHTH,
urATo 6BOpeuna PyHKIMA 3aBHCH OT CHCTEMATA PEHUH - 2HTHOTEH3IWH - AIA0CTEPOH, KATO TE3H C
TEXKKA CLPASUHA HEOCTATLYHOCT HAH NPEABAPHTENHO ChiliecTByBalla OvOpeuna anchyHKUHA).
Kakro ¢ npu apyrH jiekapCTBEHH NPOLYKTH, KOMTO NOBIHABAT CHCTEMATA PEHHH ~aHTHOTEH3HH-
A/II0CTEPOH, NPH TIAUNEHTH C NBYCTPaHHa CTeHO3a Ha OBOpeyHata apTepus Hilki CTEHO3a HA apTepuaTa
Ha eIMHCTBEH OBOpeK ca OuM JoKIaJBaHN NOBULICHHE HA KPLBHATA YPER H CEPYMHUR KPSATHHHH,
KaTo Te3d npomery B GuOpeynata QyHkima Morat ga Geaar obpaTHMH nNpu NpeKkpaTsBaHe Ha
neuenueTo. Jlocapras TpaGea na ce M3NO3Ba ¢ NOBMIUEHO BHUMAHHE NPH NALMEHTH ¢ ABYCTPAHHA
CTeno3a Ha GbOpevHaTa apTepus HilH CTEHO3a HA APTEPHTA Ha eAHHCTREH OLOpeK.

AMNOIHMHH MOXE /18 C€ H3(1013BR NPH TE3H NALMEHTH B 00WYaiinu 11030, [IpoMeHUTE B M1a3MeHUTeE
KOHUCHTPALHU Ha aMAOIMIIMH HE ca 00RbP3aHH Che cTeneHTa Ha (s6peuno yepexaane. Amil
He Ce AHaTu3Hpa.

VYnorpeba npy_nanMedT! p HANPEAHANA Bb3pacT
[Ipw NauKMenTy B HANPEIHATA BL3PACT NOBHILABEHETO Ha 1032T4 TPAOBA 13 CE W3BbP
BHMMaHKe (K. Toukd 4.2 1 5.2).




AODTHA ¥ MHTpAJIHA KJIANHA CTeHOo3a, O0CTPYKTHBHE XunepTpoduHa KapIHOMHONATIA
KakTo 1 npu ocTananute rasogMIaTaToOPH, HEOGXOAUMO € MTOBHULIEHO BHUMAHHE MPY MaLMeHTH,
CTPAanalUH OT A0PTHA WK MUTPATHE CTEHO3a WM ODCTPYKTUBHA XMNEpTPOdHUHA KAPAHOMHOMATHA.

bpemeHHoCT
Adruotenaun 1] penenropuute anvaronucti (AlIRA) ue Tpabea aa ce nasnavagar no speme Ha

OpemernocT. OcseH, ako NPOALIKMTENHATA TEPANUA C IOCAPTAH HE CE CUMTA 32 JKH3HEHO
HeOBX0nUMO, NALMERTKHTE, TUIAHHPALNH OPEMEHHOCT TpAGBa A2 NPEMUHAT HA ANTEPHATUBHO
AHTRXHUTIEPTEHIUBHO NIEUEHHE, KOETO MMa YCTAROBEH Npodna Ha Ge30MacHoCT 3a ynorpeba no speme
Ha GpemenHocT. Korato ce auarnoctruupa GpeMeHHOCT, Ne4eHHETO ¢ nocapTas TpaGaa aa onae
NpeyCcTatHoseHo HE3aGABHO K aKo € HeoBX0AKMO 1A C& 3aMI0UHe ANTEPHATHBHA Teparua (8. TouxH 4.3
u 4.6).

Hpyrn npeaynpescnenys v NpeAnaziy MEPKH

Kakro e HabmoaaBano npu MEXHOUTOPUTE HA AHTHOTEHIHH-KOHBEPTHPALLNS €H3UM, NOCAPTAN W
OCTAHAIMTE aHMHOTEH3UHOBH AHTATOHHCTH €& OUEBHAHO NO-MAJIKO eEKTMBHA 3a IOHKABAHETO HA
KPbBHOTO HAIATAHE MPH YEPHATE PAca, OTKOIKOTO NPH APYTHTE PACH, BEPOATHO NOPALH (0-LUHPOKO
pasnpocTpaHeHHe Ha HHCKO HHBO HA PEHUH IPH NONYIIALMATA XHITEPTOHHLIH OT YepHaTa paca.

Asoiino SroKypatie Ha peHUH AaHTMOTEH3UH -afiA0CTEPOHOBaTa cicTema (PAAC)

HMma pannn, ve ennoppemennara ynorpeGa va ACE unxuburopu, anruotenaus 11-penentopsn
B10kepn HAK ATUCKKPEH [OBUILABA PUCKE OT XHITOTOHUA, XHAEPKANMEMNS  HAMATSBAHE Ha
OnGpeunara pynkuus (BIUHOULHTERHO ocTpa GBOpeuHa HegocTaTbunocT). [opany ToBa He ce
Npenopu4Ba ABOHHO 6iokupane Ha PAAC upes komGuumnpanara ynotpe6a na ACE urxubrropu,
anryoTeHsHH 1l-peuenTopun Grokepn uny anuckupen (Bx. Touxu 4.5 1 5.1).

AKO ce npeuetin, 4e TepanuaTa ¢ ABoHHO GlokHpane e abconoTHO HeofXxoauMa, Tosa Tpadha aa
CTaBa camo noj HADIOIEHHETO Ha CNELMANKUCT M [IPH YECTO BHUMATEIHO MOHHTOPHPAHE Ha
BBrOpeuHaTa QyHKLNs, ENEKTPOIUTHTE W KPBBHOTO HANATAHE.

ACE vHxu6uTOpH ¥ aHrvoTeHsuH Ii-peuentopuu 6iokepy ne Tpabea na ce wsnonzsar ennonpemeﬂﬂo
NpH NAUKEHTH ¢ auabeTHa edponaTus.

Heouampunna nonyrayua

Amnoannnp/10capTan He Ce MpenopbyBa 3a yriotpeba npu nauHesTy Ha Bu3pacT nox 18 roanHy,
NIOpanK NMIca Ha JaHHH 33 Oe30MaCHOCT H ePUMKACHOCT.

Ternopuc cuabpxa 1aKT02 ¥ HATPHH,

Mauuenty ¢ peakn HacaeacTeeny nNPobIEMM HA HEMOHOCHMOCT KbM TANAKTO34, IThAEH JIAKTA3eH
ReDHUMT WM [JHOKO3O-raNakTo3Ha ManaGeopOums He TpadBa Ja HPHEMAT TOBa JIEKapCTBO.

Tosa nexapcrso ChAbpKA No-Manko oT 1 mmol Harpuit (23 mg) Ha TabneTxa, T.e. MOXKe 1A Ce Kaxe,
Y€ NPAKTHUECKH HE ChAbPKA HATPHIL.

4.5 BsaamofeiicTsre ¢ IPYIH JeKapcTBeHd APOAYKTH H APYrH OPME HA BIaHMOIeHCTBUHE

BzawmoaeHcreis, oy 33 xomOMHaLKaTa
He ca nposesxaann npoy4saHys 3a IEKapCTBEHNTE B3aMMOaeicTBHA mexay Tennopuc ¥ ocTaHANKMTE
NEKAPCTBEHH NPOAYKTH.

BaanmopeHcTBHA CRBP3AHH ¢ AocapTa

Apyru aHTUXHNEPTEH3UBHH CPEACTBAa MOTAT Na NOBHUIAT XHIIOTEH3MBHOTO ASHCTBHE HA A
EnHoBpeMERHOTO H3M0/13BaHE C APYTY BELISCTBA, KOWTO MOTAT 4 HHAYLKPAT XHIIOTOH
HexeNnaHa peaKums (KaTo TPALMKIIMUHH AHTUAETIPECAHTH, AHTHIICHXOTHUM, Baknoden,
MOJKE J1a NOBHIY PHCKA OT XHMOTOHMS,



Jlocaprau ce metabonusupa npeaumuo o1 uuroxpom P450 (CYP) 2C9 1o aktusen xapSokcH-
Kuceamunen MetabonuT. TIpy KITHMHUYHO M3MHMTBAHE € YCTaHoB8eHo, 4 diyKorason (HHXHOHTOp Ha
CYP2C9) HamansBa exCcnO3MLMsTa Ha akTUBHHA MeTabonHT ¢ npubnu3uTento 50%. YcraHoBeHo ¢,
4e eAHOBPEMEHHOTO ACUEHHE ¢ 10CaPTaH W pH(PAMNULMH (MHAYKTOD Ha MeTASOMM3KPALLMTE eHIUMHU)
BOJH 20 NOHIKEHHE HA NIA3MEHATA KOHUEHTPALIMA Ha aKTHBHHA MeTadoauT ¢ 40%. Knunuunoro
3HAYEHNEe Ha TO3H eEeKT He € u3BecTHO. He € ycTanoBeHa painyka B eKCO3YLMAATA NpU
€AHOBPEeMEHHO JieyeHe ¢ aypacTatuH (c1ab naxubnrop ua CYP2C9).

Kakro n npu npyru iekapcTBEHH NMPOAYKTH, KOHTO S10KHpaT anrnoTen3uH 11 uny Heroeure edexty,
€[AHOBPEMEHHOTO H3NO/I3BaHE Ha ApYFH IEKAPCTEEHN NPOLYKTH, KOMTO 3abpKat kanui (Hanp.
Ka1Rid-ChXpaHABallY AMYPETHUN: aMWIOPH, TPHAMTEPEH, CIHPOHOMAKTOH) HIIH MOTAT 2@ NOBHUIAT
HUBATA HA KATNH (HANp. XenapuH, IEKAPCTRA, ChAbMKALIN TPHMETONPHM), Kankesy N0OaBKA UK
3aMECTHTONH HA CONTA, ChABMKALLM KK, MOXKE A3 AOBEAE A0 NMOBUILIABAHE HA CEPYMHUS KATHE.
ENHOBPEMEHHOTO NPWIOKEHHE HE CE NPENOPLYBA.

O6paTUMO NOBUINABAHE HA CEPYMHHTE KOHUEHTPALUMM HA TUTHH M TOKCHUHOCT ¢a CLOGLIEHH No
BpeMe Ha eqHOBpeMeHHo npuaoxenye Ha auTuil ¢ ACE unxuGutopu. MHoro peaku ciayuau ca
cboBLIABAKY CHIIO K ¢ AHrHOTEH3KH I] peuenTopru aHrarosncTH. EanospementoTo npuiarane Ha
JIMTHH M nocapTad TPAGRA da ce HpearpHeMa ¢ NOBHILEHO BHUMaHMe, AKO Ta3H KOMOHMHALMA € OT
ChLUECTBEHO 3HAUEHHE, C€ NPenopLysa HabMoae e Ha CEPYMHITE HUBA HA NHTHIL O BpeMme Ha
€IJHOBPEMEHHOTO NPUIMMKEHNE,

Koraro anrnorensun I anrarosuctyte ce npanarat eaHospemenyo ¢ HCTIBC (1.e. cenextusiiu
COX-2 uuxubHTOPH, AUETHICANKUMIORA KHCEMHHA B (IPOTHBOBB3NANMTEHH AO3H H HECEICKTHBHH
HCIIBC), Moke na HacTeru oTciiadBane Ha aNTHXHIlepTeH3uBHU ebexT. EnHoBpeMenHoTo
NPHACKSHHE HA aHrioTen3ul 11 anraronneTy unu onypetvun u HCTIBC moxe aa aosese o
FIOBHIEH PHCK OT BAOUIaBaHe Ha OhOpeuHaTa dyHKLMS, BRIIOYHTETHO Bh3MOKHO € PA3BMTE Ha OCTpa
OBOpeyYHa HEQOCTATHYHOCT U MOBHIIABAHE HA CEPYMHHMA Kanni, 0CoBEHO NP NaUMeHTH ¢
npeawiecTeaLio Hapywende Ha OpOpeynara dyukums. KomGunalmsara Tpatea aa ce npunara ¢
TIOBMIDEHO BHHMaHKE, 0co0eHO NpY NallMeHTH & HanpeaHana gu3pact. [launenture Tpabsa na Gvaar
aNeKBATHO XMApATHPaHU v Tpabea aa ce oGMHCAH npocaensBaHe HA ObOpednarta PyHkuua chen
3ario4BaHe Ha KOMOHHHMPAHOTO JiIeuehie W NEPHOANMHO Cie TOBA.

Januu o1 KIMHUYHK TIPOYUBAHHMA MOKA3BAT, Y€ ABOHHOTO OI0KMPAHE HA PEHHH AMTHOTEHIHUH
anpocreponosara cucrema {PAAC) upes xomOunupanara ynorpeta na ACE nuxuGuTopu,
anrvorensun [l-pelientophu G10KepH WM ATUCKUPEH CE CRBP3RA C MO-BHCOKA HECTOTA HA HEXENAHU
ChOUTHA, KATO HAIPHMED XUITOTOHUA, XHNEPKATHEMEA M HamanuBaHe Ha OpOpeunaTa PyHKuKs
(BrUTFOUUTENTHO OCTpa GbGpeyHa HEAOCTATLYHOCT), B CPABHEHHE C yNOTpeOaTa caMo Ha eaHO
epeactro, aeicreaino Bbpxy PAAC (8. Toukn 4.3, 44 u 5.1),

BaaumopaeficTaug cBbp3aHi ¢ aMIOARNMH

Eghexmu na opyeu sexapemeenu npodykmu 66pxy amiaodunin

CYP3A4 unxubuTopHr: enHoBpeMeHHaTa ynoTpeda Ha aMNOAMNKH ¢ MOIUHH HAH YMEPEHH
vnxHOuTopH Ha CYP3A4 (nporeasd nHXUuOHTOPH, 230710BH RHTHMHKOTHIIM, MAKPOJSUAH KATO
EPUTPOMULIMH MU KTAPHTPOMHUUMH, BEPAIAMHA WIH AMATHA3EM) MOTAT 1a AOBEAAT A0 3HAUMTETHO
TOBHUIABAHE HA EKCNIO3YLMATA HA aMIOAUNHH, KOETO MMa KATO PelyiITar IOBHLIEN PHCK OT
xunotonnd. Kiinkuudara kapTuna na tesu OK papuausu Moxe ga 6se no-u3pasena NpH NaLKEHTY B
Hanpeadana su3pact. [To Tasu npyyYHHa MOMKE Ja CC HANOXKH KIMHUYEH MOHUTOPKHT ¥ KOpEex
Ao3ara.

Wuayxropu va CYP3A4: [lpu eaHoBpemMeNHO NpUnoKeHHe Ha H3BECTHH UHAYKTOPH
M1a3MeHaTa KOHLUEHTPaLKs Ha AMIIOAWNHH MOKe 1a Bapupa. [Topaay TOBa KPBBHO
na ce NpoceanBa 1 a ce OOMUCIIH AlANTHPaHe Ha J03aTa KAKTO N0 BPEME, TaKa H



€AHOBPEMEHEH NpHeM, ocobero cre cuimHu CYP3 A4 unnyxropu (Hanp. pudaMnuUMH, #Kbart
KAHTAPHOH).

IMpunoxenrero Ha aMNOAUMUH C rPengPyT WK cOK oT rpeladpyT He ce NpenopbYBa, Thil KaTO NPy
HSIKOH NAaUHEHTH OHOHANHYHOCTTA MOXKE JId C€ YRETHUH, KOETO BOJM [0 3aCH/IBAHE Ha e(EKTa Ha
MOHHKARAHE Ha KPBHBHOTO HANTATAHE.

Haurponeu (vHdy3ng): npi kuABOTHH & HabmoAaBana neTanHa KamepHa Gubpunauus 1
CBPAEHHOCHAOE KOJANC BBB BPB3KA C XMIEPKANHEMHS CNel NPUIoKeHHe Ha BEpanaMia H JaTpoyeH
uHTpaBeHO3HO. [Topaan puck or xunepkanHemis, ce npenopbysa Aa ce M30Area eQHOBPEMEHHOTO
MPUIOKEHHE C ONIOKEPH Ha KATLMEBHTE KAHAJH KATO aMJIOAWMKMH NPH MAUMENTH, NOAATIHAN Ha
3MOKA4ECTREHA XHIIEPTEPMHSA NPH KOHTPOIIA HA 3NOKAYECTBCHATA XHIICPTEPMHAL.

Eexmu na amnoounun appxy Opyzume aexapcmeenu npooykmu
EekTHTe Ha aMNOAUNKH BLPXY NOHWKARAHE HA KPBEHOTO HAIATAHE 32CHABAT eeKTa Ha NPyruTe
NeKapeTBEHY MPOAYKTH ¢ aHTHXHIEPTEH3HRHO JeHcTBHe.

Taxpoaumyc: CblIECTBYBA PHCK OT MOBHINABAHE HA KPLBHHTE HHBA HA TAKPOJIMMYC, KOTaTo ce
npyara eAHOBPEMEHHO ¢ aMIOAMITHH. 32 1a ce u30erHe TOKCHHHOCT Ha TAKPOIMMYC, PUNOKEHHETO
Ha aMJI0JMIIHH [TPH NALIMEHT, JieKyBaH ¢ TAKPONHMYC, H3HCKBA KOHTPOR HA KPHBHUTE HUBA HA
TAKPOAMMYC M KOPEKLMS Ha [I03aTa Ha TAKPOTHMYC, KOTATO & HEODXOANMO,

Hpuyennu 3a panavmuyun (mTOR) unxubumopu: mTOR uaxubuTopu Karo cupoaumyec,
TEMCHPONUMYC H esepoumyc ca cybetpatu na CYP3A. Aminoaunun e cnab uxuburop Ha CYP3A.
Ilpu eanospemennata ynorpeda Ha mMTOR KHXHOMTOPH, AMIOAUIHH MOMKE A4 YBETHUH
excnosvinaTa Ha mTOR unxuburopure.

Krapumpomuyun: Knaputpomuuus e uHxuburop Ha CYP3A4. ChluecTByBa ROBHIIEH PUCK OT
XMITOTOHMA TIPH NALMEHTH, PHUEMAUIH KIAPHTPOMMUMH ¢ amioaunuy. [Ipenopuiea ce BHUMATETHO
HaOTIONCHME HA MALMEHTHTE, APY EAHOBPEMEHHO NPUIICKEHHE HA AMIOAUITHH C KNAPHTPOMULMH.

Luxnocnopun: Hama npoy4saHia 3a 1eKapCTBEHN B3aHMOIEHCTBI, NPOBENEHH € UMKIIOCTIOPHH H
AMJIOAHTIHH NPH 34pasgy 10OPOBOILH WK JPYTH NOMYNAUMH, ¢ H3KTIOYEHHE Ha nauxenTyd ¢ 6ubpeynra
TPAHCTLTAHTAUMA, KbAETO ¢& HaGnro aBaT MpoMeRIUBR nosHIeHns (cpeano ¢ 0% 1o 40%). Tpabea
Aa ¢e 00MHCIH 38 MOHHTOPHHI Ha HMBATA HA UHKNOCTIOPHH NPH NAIMEHTH ¢ GhOpeyra
TP2HCIIAHTALMS Ha NIEYEHUE C aMIIOIHIYH, a I03aTa Ha LIMKToCHopHH TpaOBa fa ce Hamank cnopen
Heo0XoAuMOCTTa. '

Cumeacmamun: EAHOBPEMEHHOTO U MHOTOKPATHC MPUROKEHHE HA 2034 0T 10 mg HA aMJIOaUNHH ©
80 mg cuMBaCTATHH BOAH [0 NOBUUIABAHE HA EKCTIOZMLIMATA HA CHMBACTATHH B CPaBHEHHE CLC
CaMOCTOATENIHOTO NPHIOKEHYE HA CHMBACTATHH Che 77%. [1pu naumesTe, npHeMaiiy aMI0RHNIHH,
[l03aTa Ha CMMBAcTaTHH TPabea na ce orpatnyud 1o 20 mg AHeBHO.

Hpy KAHHHYHY NPOYUBAHKA 33 B3AUMOAEHCTBHE, AMIOAXTUH HE NOBAHABA (GAPMAKOKHHETHKATA Ha
aTOPBACTATHH, TMPOKCHH HIlH BapdapuH.

Jeduampuuna nonyaayus
Hama nposeaesy Npoy4BaHHA 38 NEKAPCTBEHN R3aMMOLEHCTBHA N1PY NEAUATPHUHATA ONYJIALHS.

4.6 ®@epTHABTET, GPEMEHHOCT W KbhpPMeENe

bpemennocT

Jocapmarn

YnorpeGara na anrnotensyn 11 penientophn anraronmncti (AlIPA) we ce fIPefiOpbHB
MLPBUSA TPUMECTBP Ha GpemenHocTTa (Bk. Touka 4.4}, Ynorpebara va AIIPA e npor
BpEME Ha BTOPHA M TPETHA TpUMECTLP 0T DpeMennocTTa (BXK. Touxkk 4.3 v 4.4),




EnMaeMHONoOry4HuTe JaHHH 332 PHCKa OT TEPaTOreHHOCT cnen excnosuuma Ha ACE unxu6uropu no
BPEME Ha IbPBHA TRHMECTBP OT BPeMEHHOCTTA HE BOIAT 10 OKOHYATE/HH 3aKmioueHHs. Bee nak,
MAIKO [IOBHIIEHHE HA PHCKA HE MOMKE 12 CE M3KMOYH. BLipekn ue Hama JaHHH OT KOHTPOIHPaHy
SMHASMHOIOTHYHH FIPOYUBaHNA 33 pHcKa npu anurnorensul Il peuenropuure antaronucty (AlIPA)
Hox00eH PHCK MOXKE Ja CHILECTRYBA 32 TO3M KNAC IEKapCTaeR nponykrH. OcBeH, ako
npoab/bkasaneto Ha AIIPA TepanusTta ce cMeTHe 3a JKH3HEHO BAKHO, NALMEHTH ¢ NASHHPaHa
HpemeHHOCT TPAOBA 112 MPEMUHAT HA ANTEPHATHBHO AHTHXHNEPTEHIMBHO JEYEHHE, KOETO UMa
ycTanoBeH npoduil na GesonacHoct npy OpeMeHHOCT.

AKo ce ycranosi OpemeHHocT, feuenuero ¢ AIIPA Tpabsa na ce nipeycTanoBK He3a0aBHO o, aKo e
YMECTHO, Ja Ce 3aI0YHE ANTEPHATHBHA TEpanus.

Excriozdumara 4a AIIPA no Bpeme Ha BTOpHS N TPETHA TPHMECTBP Ha GpeMeHHOCTTa MOKE 12 JOBEE
Ao GeToToRCHYHOCT (Hamanenue Ha GrOpeutiata QyHKUMA, ONHTOXHAPAMHHON, 3a0aBeHa ocHPHKALNS
Ha Yepena) H HEOHATANHA TOKCHYHOCT (Gu0petita HEJOCTATEMHOCT, XHITOTOHHA, XMNEPKATHEMNS )
{Bx. TOuKa 5.3).

B cnyuali ue ce ycTaHOBH ekcno3uumd Ha AHPA ot Bropus TpuMecTsp Ha GpeMEHHOCTTa, ce
npencpLYBa Nposepka Ha Ob0peuHaTa GyHKUUA ¥ Yepena Ha NIoJa Ype3 YITPa3BYK.
Horopoaenu, uniito maiiku ca npuemans AHIPA, Tpabsa Bunmarendo na 6baar Habaodasanu 3a
XMNOTOHHA (BXK. Touke 4.3 1 4.4).

Amnodwiun
Be3orachocTTa Ha aMIOAMMHH TIO BpeMe Ha OPEMEHHOCT He € yCTaHoBeHa,

[Ipu npoyusanus BLPXY KHBOTHH € HAONKOAABAHA PENIPOLYKTHUBHA TOKCHYHOCT TPH BUCOKM J03M (BXK.
TouKa 5.3).

Ynotpebara no speme Ha GPEMEHHOCT ce NPENOpbLYBa Camo, KOrato Hama no-Gezonaca antepHardea
¥ KOTaTo caMoTo 32a00nABaHe HOCH 10-TOAAM PHCK 32 MAAKATa U NN0JA.

Kupmeue

Jocapman
Jluricsa uHdOpMaUHA OTHOCHO YNoTpe0aTa Ha TOCAPTaH [0 BpeMe Ha KbpMeHe.

Amzodunun

AMIONHIIMH Ce eKCKPETHPa B KbpMata [pH xopa. YacTra oT A03aTa 32 MalKaTa, NOTYueHa OT
KBPMAYETD, & W3UUCIIEHA ¢ MHTEePKBAPTIICH AranasoH 3-7%, makcimym 15%. Edexrpr Ha
aMJIOIMIIHH RBPXY KbPMAUETATA € HEH3BECTEH.

[Mopaaw Ta3u nputusa TeHI0pHC HE Ce ApenopbYsa, a Ce NPEANIOMNTA ANTEPHATHBHA TEPAITHA, C
YCTaHOBEH Ipodin Ha 5€30MaCHOCT NO BpeME HA KbpMeHe, 0COGEHO NPH KbPMEHE Ha HOBOPOAEHH
MY NPEKAEBPEMEHHO POAEHH AELA.

Depruauter

IpH HAKOHM NauKenTH, NeKyBaHu ¢ GMIOKEPH HA KATLMEBKHTE KAHAAN Ca GHIK 10KIaaBaHM 00paTHMu
BHOXHMHYHY NPOMEHH B INIABATA HA CNIEPMATO30HANTe. KIMHMYHNTE JAHHHU CA HENOCTATbUMM 110

OTHOUICHHE HA NOTEHLMANKUA eeKT Ha aMIOaHNHH BbpXY depTuivrera. IIpu eano ripoyusaue npu
TIBXORE Ca HAONIONABAHY HEWKEIAHH eeKTH BEPXY MBKKHS (PepTuanreT (BK. TOUKa 5.3).

4.7 EdexTn sbpxy cnocobrocrta 3a wodupane u padora ¢ MAUINAN



BpeMe Ha 3an0oYBaHe HA JICUCHHETO WK NP MOBHILABAHE HA 1038T4. HpenophqBa €€ BHUMAHHE,
0coDeHO B HAYANOTO Ha JIEYEHHETO.

AMIOIMNKH MOXE 12 UMa JIEKO KT YMEPEHO BITHAHKE BBPXY CNOCOBHOCTTA 32 wodupatie ¥ padota ¢
MAIIUHY. AKO MAUNEHTHTE, MPHEMALIH aMAOIHIIHE NOYYBCTBAT 3aMAAHOCT, rNAaBObOIME, YMOpPa HAK
rageHe, criocoGHOCTTA 3a pearipate MoXe 2a Bbae HapyilleHa.

4.8 Hexenanu JexapcTBeRR peakiny

Ob0obiuenie Ha npodmna 3a Be3onacHocT

Jlocapman
Haii-qecto 20KNa1BaHOTO HEXENAHO ChOUTHE NPH KIHHHYHHTE HINHTBAHHA € BUNO CRETORBPTEN.

Amaoounun

Haii-yecTo cho0imaBaHuTe HEXEMaHH ICKAPCTBEHH PEAKLIMM T10 BPEME HA IEMEHHETO Ca ChHINBOCT,
BUeHe Ha cBAT, rnasobonne, chpiiebueHe, :auepaaBate, GOIKHN B KOPeMa, FaiEcHE, MOAYBAHE Ha
TTIE3EHHUTE, OTOLUM M YMOpa

Tabnuuno NPEACTABAHE HA HEXKETAHHUTE pEaAKHUY

CreHrTe HEXENaHH NEKaPCTBEHH PEAKINK ca haGioaBaHU IO BPEME HA ACHEHUETO C aMIOAHITHH
MK 10capTaH NPOABEHM OTAENHO K ce knacuduuupar cnopes MedDRA cucremo-oprann kiacose u
fIPH YECTOTA NO CJIEOHUS HAYMH!

- Muoro wects (Z1/10)

- Yectn (>1/100 po <1/10)

- Heuecrn (>1/1 000 o <1/100)

- Penxu (>1/10 004G po <i/1 000)

- Muoro penxm (<1/1G 000)

- C nenspecTHa HecToTa (OT HATHYHATE AaHHK He MOXKe 03 Gble HanpaseHa olgeHKa).

Hewxenann peaknan YectoTa
MedDRA cucremo- AMIONHNHEA Jlocapran
OpPraffAH KIacoBe
MH(EKIINY HA YPHHAPHHS TPakT | - C HEM3BECTHA
Hudexunu n nudectaninn 4ecTOTa
TTEBKOMEHHA MHOI'O peiky -
Hapymenns na KPpLBTA K TPOMOOLHTOIEHHA MHOT'O PEKH ¢ HEW3IBECTHA
anmgnara cacrema HECTOTA
aHemus - ¢ HEH3IBECTHA
YecToTa
aHabHIaKTHYHY DEAKLIMN - pemicH
Hapymenun ua amyusara | apruoegem™ MHOFO PeIKH peaKH
cucrema BackyauT** - PeAKH
peaKuHn Ha MHOY0 penKkn peaKu
CBPLXUYBCTBHTEJIHOCT
XHIIEPTAHKEMHUS MHOTO peaKu -
Hapywenuq aa
mMerabo/iu3Ma H XpaHeHeTo
HHCOMHUA/HAPYIICHHA HA CBHA | HEYECTH
Henxuyunn napymenus (RKIIOUHTENIHO Oe3n0KOHCTRO)
aenpecus HEYeCTH
o0BpraHoCT PeaKu




Hapyumennsi na sepsnara
CHCTEMA

3AMARHOCT YecTH YECTH

CBHJIMBOCT YeCTH HEHECTH

rnaeobosme YECTH HEYECTH

HAPYIUCHHA HA ChHA - HEYECTH

flapecresus HEUECTH -

XHMIIOTEH3UA HEUECTH -

TPEMOpP HEYECTH -

AHCTEY3HA HEUECTH ¢ HEH3IBECTHA
HecToTa

CHHKON HEYECTH -

XHNEpTOHYC (NOBHILEH
MYCKYJIEH TOHYC), NepudepHa
HERpPONATHA

MHOTO peaKi

MUrpeHa - C HEM3BECTHA
YecToTa
EKCTPAMMPAMHIHK HAPYIMEHUA | ¢ HEH3IBECTHA
YecToTa

IPUTENHH HAPYLUEHHT 4ECTH -
Hapywenus 1a ounre {BICHOUHTENHO AUTLIONNS )

BEPTULO - YECTH
Hapywmennus Ha YX0T0 ¥ THHHTYC HeuecTH ¢ Hen3BeCcTHa
AabUpHAT 4eQToTa

NATTHTALHK 4eCTH HEYECTH
Coplaeunn HapYIeHAS CTEHOKAPAHA - HEUECTH

ApUTMHA, (BKIHOYHTENHO HeYecTH -

Cpanvkapaus, kaMepHa

TAXHKAPAHR H NPEICHPIHO

MBKACHE)

MHOKapIeH HH(pAPKT MHOTO PefiKH

3aUEpBABAHE YeCTH -
Cua0oBH HApYIeHHH (opTOCTaTHYHA) XMITOTOHUA - HEUSCTH

(BKITIOYHTENHO 1030-CEBP3aHH

oproctarauny edeiru) !

XHIOTOHUA HEHeCTH -

BACKYNUT MHOTO pelkH -

JAUCNHES YeCTH -
Pecnnpatopun, rpsIum u MHUT HEYECTH -
MeAHACTHHAIHHA KALLUTHIA HEYeCTH C HEM3BECTHA
HApYUIeHNA 4ecToTa

xopemua Gonka 4eCTH HEYecTH
Cromamno-upepnn raneHe, JHCMENCHs, IPOMEHEHA | YECTH -
HAPYWEHMs YPEeBHA NEepPHCTANTHKA

BIJIFOUYHTE/IHO OHAPHA ¢ 3aleK)
(IOBPBLUAHE, CYXOTa B YCTaTa HeuecTH -

3anck

racTpurT,
XHAEPFIA3HS Ha BEHIMTE

MHOI'0 pEikH

Anapus




XETATHT MHOIO PeIKH peaKH
Xenarobunnapun MAHKPEATHT MHOTI'C PEIKH C HeU3BecTHa
HapyuleHns HECTOTa
aHOPMATHA QYHKUHA HA YepHHA | - ¢ HEH3BECTHA
Japob yecToTa
WBIITEHHLIA MHOTO PEIKH -
NOBHIIABAHES HA YepHOOPODHUTE | MHOTO peaKu -
eH3uMu***
obpus HEUECTH HEYECTH
Hapywenns Ha KoxkaTa u anonenus, nypnypa, HeuecTH -
OAKOKHATE ThKAH obe3uBeTABAHE HA KOXKATA,
XHNIEPXUAPO3A, EKIAHTEM
NpypMTYC HEYeCTH C HEW3BECTHA
‘ YeCTOTA
ypTHKapus HEYECTH € HEM3BECTHA
yecToTa
(hOTOUYBCTBHTENIHOCT MHOFO peliKH C HEHM3BECTHA
YecToTa

epuTema myatadopme,
eKchOMUATHBEH ICPMATHT,
cHHApoM Ha Stevens-Johnson,
enem Ha Quincke

MHOTO peIku

TOKCHYHa eNUIEPMATIHA

C HEU3BECTHA

HEKpOnn3a HecToTa
NOAYBAHE HA FNIE3CHUTE, 4eCTH -
Hapymienns Ha MYCKYJIH0- | MYCKYJHH KPamiiH,
CKeJIETHATA CHCTEMA U
CLEIMHHTE/IHATA ThKAK MHanrus HEYECTH ¢ HEH3BECTHA
YecToTa
apTpanrus HE4eCTH © HEH3BECTHA
4ecToTa
padaomMuonysa - C HEH3BECTHA
4ecToTa
fonky B repba He4eCTH ¢ HEH3BECTHA
4eCTOTA
HapyLIEHWA Ha MUKLIMATA, HevecTH -
Hapymenns na Onbpenidre | HOKTYPHA, NMOBYUIIEHA 4ECTOTA
B NHKOYHATE MLTAMA HA YPHHUpPAHE
EPEKTHITHA HEYECTH C HEH3BeCTHA
Hapymenna na JNCPYHKUUA/MMIIOTEHTHOCT 4ecTOTa
BL3NPOAIBOANTEIIHATA r'MHEKOMACTHA HEYECTH -
CHCTEMA H MbPAATA
Mopa HECTH HewecTH
Obmn HapyeHns 1 eneMm MHOTO Y€CTH He4ecTH
edekTH HA MICTOTO HA acTeHHsA YECTH HEYECTH
NpUAOKEHAE dH3HHECKO HEPA3TIONOKEHHE HEeYeCTH C HEeH3BeCTHA
HECTOTA
Hoaka HEYECTH
Bonka B repauTe HEUYECTH

Fpyno noao0HU CHMITOMA

XHEPKTHEMHSA




NOBHILABAHE Ha AAaHHH - penKy
amudoTpancdepasara (ALT) ¢

XMIIOHATPHEMUSA - ¢ HEW3BECTHA
4ecToTa

FIOBHUIABAHE HA TETJIOTO, HEUeCTH -

otcnabeane

*BK/HOYMTENHO OTOK Ha NapHHKCA, PROTHCA, THLETO, YCTHHTE, (hapuHKea v/WiIH e3uka (MpHuHiBa
0bCTPYKUMA HA ANXATEHUTE HTULLA), 3 IPH HAKOH OT Te3# NALMEeHTH ¢ ChoDLLABANO 32 auruoeieM B
MHHANOTO BLB BPL3KA C NPHNAraHeTo Ha ApYrH AexapeTsa, snountenio ACE-nuxuburopn

* » Brmownreano nypnypa na Henoch-Schénlein

| OcoBeno npu naunenTH ¢ HamaneH BYTPECHNOB 0GEM, HANPUMED NALMSHTH ¢ TEKKA ChpAeuHa
HENOCTATBHHOCT MITH NPH JEHEHHE C BHCOKH A03H IHYPETHLIH

§ obuKROBEHO NpH NpekpataBade

*** [TpenrMHO B CHOTBETCTBHE ¢ XO/ECTA3A.

JlocapTan
HectoTa Ha HEXXENaHVTe NERAPCTBEHH PEAKUMH, YCTAHOBEHH 10 BPeMe Ha nnaueGo-KOHTPONKHPaHH -
KAHHHYHH DPOYHYBaHHs H TOCTMAPKETHHIOB ONHT

Hewenana YecToTa HA HeKeIAHWTE PeAKIHE 0 NOKAZAHUA Apyrn
Xunteprenspsun | Xponnuna | XuneproHus u Hocr-mapkeTnuros
HANHEHTH ¢ cppaeyda | auaer tan 2 ¢ onur
eBOKaMepHa HexocTa- ouOpeuno
XHnepTpodna ThIHOCT 3afonseade
HapymenHs 5a KPLBTA M IAMDHATA CHCTEMA
aHemun C HEW3BeCTHA
YecTH
4ecToTa
C HEN3BECTHA
TpoMGOUHTONEH1A
4ecToTa
HapyuieHHS HA MMYHHATA CHCTEMA
peakuMy Ha
CBPBLXYYBCTBUTENHOCT
anadunaxTHUHY peaKH

peaxuuy, anrdoenem®,
H BaCKyIHT**

Ilcaxaarpuyanu HapYmeRus

C HCW3BCCTHA

enpecus
A P HCCTOTA
Hapymennst Ha nepBHATA CHCTEMA
samaiirane YeCcTH YECTH YecTH
rnanobonpe HEUeCTH
napeCTeaua SAKH

C HEW3BECTHA
MHIpeHa

yecToTa

€ HEM3BECTHA
,[]HCFE)BHSI

HaoroTa

Hapymenns ua yxoto u aabupunara

BEPTUIO HECTH
THHUTYC C Hews
yecT -
Copaeadn HAPYIUEHRS A
CMHKOR peKH s [Lf e
NPENCHPIHO MBAICHE peaKy \ 45
: 2




MO3IBYHOCBAOB peaxu
WHUMICHT
CBa0Bu HapylieHus
{opTocTaruuua)
XHTIOTOHMA
(BKIFOYHTENHO A030-
4eCTH YecTH
CBBP3aHH
OpTOCTATHHHH
e@anu)"
Pecnuparopuy, rpbaHs 1 MEHACTHHAITHY MADYICHHSA
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Hacnenpanns

XHTepKaNHeMHs
Heuectut yecTu}

nosHUaBaHEe Ha
¥peara B KpLBTa,

CePYMHHSA KpeaTRHHH HecTH

M CEPYMHHSA Kaauil

XHNIOHATPHEMMUA C HEH3BECTHA
qecrora

XHIOTIHKEMYS YECTH

‘BKMIOUHTENHO 0yBANE HA JIAPHHKCA, TIOTHCA, AUUETO, GapHHKe WHAK e3uKa (NpUUMHIBATKY
0OCTPYKUMS Ha Bb3AYXOHOCHHTE MBLTHUIAY, DY HAKOW OT TE3H NAUMEHTH € AOKIAABAH aHTHOENEM B
MHHANOTO BLE BPB3KA C NPHEMA Ha APYTH ACKApCTea, siutountento ACE uuxuburopu
“*Brmountenso nypnypa ua Henoch-Schénlein

lOcoBeto npu nausenT ¢ BLpechAOBY HApYLIEHHS, HaNp. NaUKEHTH ¢ TEXKKA ChpPICHHA
HEIOCTATHHHOCT MM TPETHPAHH C RUCOKU JO3H JHyPETHLM

* HIpw xNUMHHYHO NPOYYBAHE, NPOBEAEHO NPH NAUMEHTH ¢ Tun 2 auabeT ¢ nepponars, 9,9% ot
TIALMEHTHTE, JIEKYBaHH ¢ nocapraH TabiieTky passuear xunepxaauemus™> 5,5 mmol/l v 3,4% ot
NalyeHTuTe, JeKyBaHu ¢ nrauebo

¥ OBMKHOBEHO C& BbICTAHOBABA CIER NPEKPATABAHE.

Hapywenus na 6utipeyume u nuxounume nomuya;

Karo pesynrar or NnOTHCKAHE HA CHCTEMATA PEHEH-2HIHOTEHIUH-ANIOCTEPOH, UMA CHOOLLIEHHA 32
npoMeHy B HnOpeutara ysKUMs, BIINOUMTENHO GbOpeyHa HeJ0CTATEYHOCT NPH NALMEHTH,
W3I0MKEHH Ha PHCK; Te3H npoment B On0peutara dyHKUMA Morar fia ObaaT oOparums nipu
NPeKpaTaBaKe HA ICHEHHETO (B, TOUKa 4.4)

Crobiyasarne Ha NOGOIUPAHU HEHCENANYU PEAKYUY

Cro01aBaneTo Ha NOAO3UPAHY HEMWENAHN PEakUMY C/Ie] Pa3peluaBane 3a ynorpeba Ha leKapCTaeHns
RpodyKT e paxkHo. Tora NO3B0IABA Aa NPOABLKH HaOMIONEHNETO HA CHOTHOLWIEHHETO MOJI3a/PHCK 32
aexapcTsenna npoaykr. OT MeJHUMHCKHTE CIeUHAIMCTH Ce H3UCKBA 1a cbo0uasar gcaka
MOJO3HpaHa HEXENana peakiua upes

Hanwsnnureana areHuMs no Jexapersara

ya. Jaman Ipyes™ Ne 8

1303 Codna

Ten.: +359 2 8603417

yebcaiT: www.bda.bg
4.9 [Ilpenosnpane

CHMOTOMH HE HHTOKCHKALNS

Hanwuuwrte nansu noka3sar, 4e npeao3MpaHeTo ¢ aMIOHITHH MOKE 18 A0BEAE 1O NPEeKOMepHa
nepudepHa BazOAKNATALMA U BEPOATHO pednekcHa Taxukapava. Hma crobiuetuns 3a M3pasena u
B'EPOHTHO NPOABLIKATEIIHA CHCTEMHR XHNOTOHUMA 10CTHrama no ok ¢ C])aTE!JTBH H3x0A.
Hekapaporenen Gesonpoben oTok ce cbobiuasa paKe KaTo NOCNeAHLA OT NPERO3upane ¢
AMIOAHTIHH, KOATO MOXKE 1A Ce NpOoABH che 3abapeHo Havano Ha edekra (24-48 uaca cien
OTTbIUGHE) W 23 M3MCKBA M3KYCTBEHA BEHTHALMA, PaHnKTe peaHMALIMOHHH MEPKN (BKITIOUHUTETHO
HATOBAPBAHE C TEHHOCTH) 32 NOAXbPIKAHE Ha Nepdy3HiTa ¥ ChpaeHnus AeOuT Moray aa Gbaar
yoKopsBawu qaxTopH.

KMima orpaHudedy 1aHHH 0 OTHOIEHHE HA NPEJO3MPAHE ¢ N0CapTad npu xopa. Haii-se
npoasa Ha npenosupate Gu Suita XUNOTOHH K Taxuxapans. Bpaaukapans Moxe 1a H
napacHMIIATHKOBATA {BArycoBa) CTHMY M.

Jletenste HA HHTOKCHUKALIMATA




B uaxou ciy4au Moxe aa 6bae oT nonsa croMalnHa npoMueka. Ches nepopaier fpueM € nokasaHo
pHaarane Ha NOCTATHLYHA 11032 aKTUBeH BbeH. [Ipd 3apasu 206POBONLM HINOMIBAHETO Ha BbIJIEH
10 2 yaca chen npunoxkeHye Ha 10 mg aMToIUNHH € NOKA3a10 HAMAMISABARE HA CKOPOCTTA Ha
a0COpOLUA HA AMITOJHITHH,

KitHHYHO- 3Ha4YAMATA XHIOTORKA NOPAJiM (1pefo3upane Ha TEHNOPHS H3HCKBA AKTHBHA
CHPACYHOCHA0BA PEAHHMALNS, BKIIOUBALLA HECTO KOHTPONHPAHE Ha CHPIEYHATA M TUXATENHA
GyHKuMA, NOBAKraHe Ha KPaHHLHTE H BHHMAHHE 110 OTHOLIEHVE HA LHPKYIATOpPHUA 0GeM 1
ouype3ara. HPHHO)KEHHG'T 0 Ha BA3OKCHCTPHKTOD MOXKE 114 € OT 110Ji3a 34 8b3CTaHOBABAHE Ha CbA0BMHA
TOHYC H apTEPHATHOTO HANATAHE, B Cliydali 4e HAMA NPOTHBONOKA3IAHHA 38 IPHIIOKEHHETO MY.
HinTpaseno3HoTo NpUIoKeHHe Ha KalilMeB NIFKOHAT MOXe Aa Gbae OT Nos2a 3a npecnosBaHe Ha
eexta Ha BNOKMpaHe HA KATLUHMEBHTE KAHAIH.

Kaxro nocaprad, Taka n aMIOAHIHH HEe C& OTCTPAHABAT Ype3 XeMOIWATH3A.

5.  ®APMAKOJOrHYHU CBOHCTBA
5.1 @apmakoIHEAMHMHH CBOICTRA

MapmakoTepanesTHYHA FPyna: CPEACTBA NOBTUABAILM PEHHH-GHMHOTEH3HHOBATA CHCTEMa;
anrnorensyd {1 peuenropru aurarondcT 1 xkamuuesu antaronyctn, ATC kon: CO9DBO6

Jlocapran
JlocapTati € CHHTETHUYEH NEPOPANEH AHTATOKKCT Ha anrMoTeR3uH 11 peuentop (Tun AT)).

AnruoTtersuH {1, MOUIEH BA30KOHCTPUKTOP, € OCHOBEH AKTHBEH XOPMOH HA CHCTEMATa
PEHHH-AHIMMOTEH3IUH H € OCHOBEH Onpeaensl) PakTop B NaTOPUIHONOrUITA Ha XUMEPTOHUATA.
Aunrnotensnn Il ce caupaBa ¢ AT - peLlenTopbT, KOWTO Ce HAMHPA B MHOTO ThKaHH {Hanp.
BACKyJIapHaTa IMiafKa MycKynatypa, HagbeOpeunata xieza, Gripelnre U ChPLETO) ¥ NIPEAH3BUKBA
BXKHW OUONOTHYHH NIEHCTBHA, BISTIOHHTETHO BAIOKOHCTPHKINS M OTAENSHE Ha angocTepoH, Chuillo
Taka, anrHoTeHsud I ctumyntpa nponndepaundara Ha KIETKHTE Ha MAAKATA MyCKY1aTypa.

Jlocapran cenektnpHO Gnokupa AT peuentopa. I vitro W in vivo nocapral M HETOBHST
(GbH3MONOrHYHO akTHBEH KapOokcuieH MeTaboauT (E-3174) Gnoxupar BoHMKY NEHCTBUSA Ha
AHTUMOTEH3MH [, He3aBHCHMO OT H3TOYHHKA M ITHTA HA CHHTE3A.

JlocapTan hAmMa aroHUCTUYEH eexT 1 He ONoKMpa ApYrd XOPMOHATHH PELENTOPH HiTH HOHHM Kavanu
BKHH B ChPASUHOCHLAOBATA perynatuda. [1pu Tosa socapran ve uuxubupa ACE (kunasa [1), ensvmer,
KOHTO pasrpaxkna OpaguxurnHuTe. CNEA0BATENHO, HIMA NOTEHUMPAHE HA NPEAU3BUKAHKHTE OT
Opaanksnuy HeweNaHH epekTh.

Tlo Bpeme Ha NPHNOKEHKE HA J1OCAPTaH, MPSMAXBAHETO HA AHPHOTEH3KH 1] HeraTHBHOTO BL3ACHCTRYE
BBLDXY PEHHMHOBATA CeKpelds BOAM A0 NOBHIRABAHE Ha ITA3MEeHATa PEHMHOBA aKTUBHOCT (PRA).
[Tosuwsasaneto Ha PRA sonu no nopumapane Ha auruovedsns {I B nnasmara. Burpexu tesu
HOBHIUEHHA, AHTHXHNEPTEHIHBHUAT €PEKT 1 [IOTHCKAHETO HA IUIA3MEHHTE KOHUEHTPALMH
aNa0CTEPOH ce MOANDPKAT, TOKa3BakikK eekTHBHA Grokaaa Ha awrnorersu 11 peuenropa. Cnen
npekneBaHe Ha siocaprad, PRA crofinoctuite na anrnotensus 11 cnagar a0 Tpy AHKM [0 M3X0aHUTE
CTOHHOCTH.

M iocapran ¥ HErOBHMY OCHOBEH aKTHBEH MeTACONHT UMAT MHOTO NO-FONAM 2PMHHTET KbM
petieiiTopa, OTKONKOTO KbM ATz-petienitopa. Akrusnuar meTadbonur e 10- no 40- T n
NOCApTaH 110 CHIIA HA Ta3k OCHOBA.

Nunepmonuunu u3numsarus



HpH xoHTpONMPany KJIKMHHYHH W3NIHTBAHHA BBPXY TTALMEHTH C JICKa 10 CPeHa eCeHUMATTHA
XHOEPTOHHSA, NPUAATAHETO HA NOCAPTAH eNHH IThT AHEBHO, € MPEAH3BHKAN0 CTATHCTHYECKH 3HANKMO
NOHWXKEHHE HA CHCTONHYHOTO K AHACTOMHYHOTO KPbBHO Handrane. HavepsanusTa Ha KPBBHOTO
HasaraHe 24-uaca caef A03MpPaHe OTHECEHO KbM 5-6 uaca ClieA 103aTa NOKa1sa OTHOCHTEMHO NAaBHa
PeOYKLHA Ha KPLBHOTO HAIATAHE 32 fiepHoll o1 24 vyaca; eCTECTBEHWTE AHEBHH PHTMH Ce 3ana3Bar,
PellykiinaTa Ha KPBBHOTO HAJIAraHE KbM Kpas Ha JO0BHA MHTEpBAR ¢ Huia aprbmusntenno 70-80 %
ot edrexra, Habmonasas 5-6 ¥aca criell pUnarake Ha 1034Ta,

CrunpaneTo Ha iocapTaH, Ipy XUNEPTOHHEHH HallUeHTH, He e BOIENO JI0 PA3KO Bb3CTAHOBABAHE Ha
KPBLBHOTO HansAratve (pubayHa). HezaBHCHMO OT 3HAMHTENIHOTO HaMAaNABAHe HA KPLBHOTO HAMATAHE,
NPHIAraHeTo Ha ocapTal He € OKa3alo KIMHKYHO 3Ha4nM edeKT BBPXY ChpAeHHATa HeCToTa,

JlocapraH e ennakBo eDEKTUBEH 38 MBXKE U KEHH, 38 No-Miaask {1oa 65 roaWHy) ¥ No-cTapu
XHOEPTOHULIK.

[Ipoyusane LIFE

[Tpoyusaunero Losartan Intervention For Endpoint Reduction in Hypertension (LIFE) &
PaHIOMEH3HPAHO, TPOHHO-CIIAN0, AKTHBHO KOHTPONHUPAHD MpoydsaHe ¢ 9 193 xunepreHznsHy
[aUMEHTH Ha BR3pacT oT 55 10 80 roandu ¢ pokyMmenTupana ¢ EKT nesoxkamepha xuneprpodua.
TNanmenTyre ca paHIOMH3UPAHH 33 NPHEM eXeJHEBHO Ha NocapTaH 50 mg WK €1UH MbT JHEBHO HA
areHonon 50 mg. AKO HE Ce NMOCTHIHE LeneBaTa CTOHHOCT HA KPbBHOTO Hanarate (< 140/90 mmHg),
ce no0asa nepso xHApOXIopTHa3MA (12,5 mg) ¥, ako e HeoOXO0AMMO, N034TA HA HOCAPTAH HIH
aTeHO/10M ce yBesHyasa go 100 mg equH neT gHeBHO. Jpyry aHTHXHNSPTEHIHBHH CPEACTEA, C
usxmouenue Ha ACE-uaxuburopn, avruoteszud [l aurarondcT nan Gera-6noxepy, ce nobapaT npu
HeOOXOIMMOCT 32 JIOCTHIAHE HA LENEBHTE CTOHHOCTH Ha KPhBHOTO HANISFaHe.

Cpenyara nponbLKUTETHOCT Ha NPOCcaAeaaBaHeTo e 4,8 roqunn.

[TuperuHaTa KpafiHa TOYKA € ChCTABHA H BKIIOYBA ChPACUHOCHAOBATA 3a00N9eMOCT @ CMBPTHOCT,
MIMEPEHH 10 HAMANIEHHETO Ha KOMOWHNPaHaTa YECTOTA Ha ChPACUHOCBAOBA CMBPT, HHCYIT H
HRapKT Ha MuoKapla. TIpy nBeTe rPYNH KPbBHOTO HAMArAHE C€ MOHHKABA 3HAUMTETHO K0 GAM3IKY
Hupa. Jledenunero ¢ aocapTaH BoOM 1o |3,0% nonuxeune Ha pucka (p = 0,021, 95% udTepBan Ha
noeepurenuoct 0,77-0,98) B cpaBHeH#E ¢ ATSHOAON fPH NALMEHTH, JOCTHI ALK TEPBUYHATA CHCTABHA
kpafita Touxa. Topa JONPHHACH OCHOBHO 32 HAMAIEHHE HA “ECTOTATA HA HHCynTA. JledeHueTo ¢
nocapras HaMajaBa pHCKa o1 UHCYNT ¢ 25 % B cpasHende ¢ arenonon (p = 0,001 95 % uurepsan Ha
AosepHTentoct 0,63-0,89). HectoTute Ha ChPASYHOCHAORO 00YCI0BEHE CMBPT H HH(APKT HA
MHOKaPIa HE CC PA3THYABAT 3HAHHTENHO MXKIY MPOBEKALTHTE ACHEHHE IPYIIH.

Paca

B npoyusasiero LIFE nmauneHTHTE OT YepHaTa paca, NeKyBaHU ¢ JIOCAPTaH, Ca ¢ [H0-BHCOK PUCK OT
AOCTHraHe Ha MbpsHyHaTa KoMOMHHPpaHa KpaiHa TOMKA, T.€. KApAXOBACKYIapHO chbuThe (Hanp.
chpreyen HHPapKT, CHPASYHOCHAOBA CMBLPT) H OCODEHO HHCYAT, OTKOJIKOTO NALMEHTHTE OT YEpPHATA
paca, eKyBany ¢ arenonon. [lopagu ToBa pe3yatatire, HabAOAABAHKM NPH JOCAPTAH B CPABHEHME ¢
arenonon B npoyusaveto LIFE no otHotienne Ha chpaeuHochIoBaTa 3a00128MOCT/CMBPTHOCT, HE Ca
IPUIOKHMH 32 NAUMEHTH OT YSPHATA Paca ¢ XHIIEPTOHMS Y NEBOKAMePHA XUNEPTpods.

Jlge ronemu paHAOMH3IMPaHH KOHTponupanu npoyusatind — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramiprif Global Endpoint Trial - Tekyuto rrobaiHo nanyrsate 3a
KpaiiHy TOYKHM Ha TeIMUCAPTaH, CAMOCTOATEIHO H B kKOMG1Hauua ¢ pamunpun) 1 VA NEPHRON-D
(KnnnyuHo npoyyusaHe CRBP3aHO ¢ Pa3BHTHE HA HedponaTHa npyu nualbeT, NipoBeaeHO OT
MuHKCTEPCTBO IO BLAPOCHTE HA BETEPAHUTE) — NpOYYBaT ynorpetara Ha koMGuHaumaTta or ACE
HHXHOUTOP H aHrdoTeHsmH Il-penenropen Gnoxep.

ONTARGET ¢ npoyusane, npoBeneHO TIPH NAWKEHTH ¢ aHAMHE3E 38 CHPACHHOCHI0BA KN
MO3BYHOCHA0BA DOJeCT, WK 2axaped AWaleT TN 2, MPHAPYKEHH ¢ JaHHH 3a YBPeXAAH
eextophy oprain. VA NEPHRON-D e npoyusane npu nauments cxe 3axapes anab
nuabeTHa KedponaTus.

Teau npoyuBaHuA He MOKa3BaT 3Ha4uM OnaronpuaTes edekt Bbpxy GropeuHuTe i/
ChPACYHOCHI0BHTE NOCAEAXLM H CMBPTHOCT, KATO ChUIEBPEMEHHO ¢a HaOmoaaBati o




OT XMNEPKATUEMHA, OCTPO YBPEXkKIaHE Ha OuOpeLyTe WHIH XUIOTOHHUS B CPABHEHMHE C
mMoHoTepanuaTa. Kato ce MMaT NpeABUI CXOAHUTE HM (apMaKOAHHAMMYHY CBOWCTEE, T€3H PE3yATATH
ca npUAoKUMH M 3a apyru ACE nuxuburopu v anruotensuu 1l-peuenropny Gnoxepu.

ACE muxuburopu « auruorensdH H-peuentopun 6noxepu cineposarento He Tpabea Ja ce H3NO0M3BAT
€IHOBPEMEHHO NPH NALKMEHTH ¢ AnabeTHa HedponaTya.

ALTITUDE (Knuuuuno npoyysaHe NPOBREIEHO ¢ &THCKUPEH NP NALMEHTH Cbe 3axapeu auaber tun
2 ¢ M3NON3BaHE Ha CHPACHHOCHNO0BH M GBLOpeurn 3a601ABaHHA KATO KPaltHU TOMKH) € IPOYUBAHE,
npejnazHadeno 1a WiCIeqea f10/13aTa OT R0DABAHETO Ha ATHCKWPeH KbM cTaHaapTha Tepanus ¢ ACE
HEXHOHTOD 1K anrHoTeH3uH [I-peuentopen Giiokep npn nauMesTy bt 3axapey auaber Tun 2 u
XPOHHYHO OBOpeuHo 3ab00naBaHe, CHPACYHOCHAORO 3abonnsane wid i nseTe. [Ipoyusanero ¢
IPEKPATEHO NPSKICBPEMEHHO IOPAAR NOBHLWEN PUck OT HebnaronpuaTHy nocneamuy. Kakro
CHPACYHOCHAOBATA CMBPT, TAKA H HHCYATHT €A NO-HECTH 8 FPYNATA HA AMHCKUPEH, OTKOJIKOTO B
rpyftara Ha nnauebo, a npeiCTaBIABALIMTE HHTEPEC HEXKENAHH CHONTHA M CEPHO3RN HeXeTaHu
CHOMTUS (XUEpKaTHeMHa, XHIoToHUs ¥ GbOpeuna qucdyHKUMA) Ce cLoDIIaBAT 0-YeCTO B rpynara
Ha aJJUCKUPEH, OTKOAKOTO B MPyNaTa Ha aauedo.

AMIOIHTHH

AMIOANNNH € HoHEeH KanuMes HHXUOMTOP OT rpynaTta Ha quxdaporupuanture (Baoxep Ha Gassure
KaHay M4 ABTArOHUCT HA KANLKUEBHA HOH), KOHTO NOTHCKA TPAHCMEMOPARHOTO HABIH3AHE HA
KajaupesH HOHM B ICICTKMTE HA ChPAEYHATA W CLAOBATA MN2JKa MyCKynaTypa.

Mexanu3mMbT HA aHTHXHIIEPTEHIUBHO ACHCTBIE HA AMITOAKITHHA CE Ib/DKH HA JHPEKTHUSA PeNaKCHpaLy
eheKkT BHPXY CHAOBATA MMafka MYCKY/J1aTypa. TOUHHAT MEXAHHILM, Ype3 KOHTO aMIoIHNKA
oBexuaBa CTEHOKaPAHSTA, HE € HAITBIHO H3SCHEH, HO aMJIOJUNHH HAMANABA OOLIOTO HCXEMHUHO
HATOBAPBAHE 10 CACAHUTE ABA MEXAHW3MA:

1. AMNOINNHH MPeIH3BHKBEa AUAATAUMA HA NEPUGEPHUTE APTEPHOMH H O TO3M HAYMH HAMaIABa
06WOTO neprdepHo CHLITPOTUBASHHE (/1€ HATOBAPBAHETO), CPELILY KOATO ChpUeTo paboTy.
Twit kaTo cvpOeuHAaTa UeCTOTA OCTABA CTAOH/IHA, TOBA OOpEeMEHIBAHE HA CHPUETO HaManABa
CHEPrUHHATA KOHCYMALMA U HY)KIWTE OT KMCJIOPOA Ha MHOKAPAA.

MexaHuimMbT Ha neﬁc*rsue Ha aMIOAYUNANR BePOATHO BITIOYBA AHIaTalHA Ha OCHOBHMTE
KOPOHApPHH APTCPHN U KOPOHAPHUTE apTePHOIM, KAKTO B HOPMAITHHTE Taka U B HCXeMHUYHHTEe
obnacty, Tazn AunaTauMa yBenu4asa NPHTOKA HA KMCIAOPOA KbM MUOKAP/Z [PH NAUHEHTH C
KOPOHAPEH apTepHasicH cnash (AHTMHA Ha Prinzmetal unu Bapnantha creHokpaaus).

3

[Npu naupenTy ¢ XUNEPTEH3US JOIUPAHETO BEAHBAK AHEBHO OCUIYPARA KIHHUYHO IHAYHMO
HAMANEHHE Ha APTEPHATHOTO HANATANE B JIEHAIO0 H H3MPABEHO NO0XKEHNE B NPOAbIKEHHE Ha

24 vaca. TTopany 6aBHOTO Hauano Ha SeficTBUE OCTPATA XHOTOHUA HE CE CPELLA NPY NPUNOKEHHETO
Ha BMJIOAMNAH.

Tlpu nauueHTH CbC CTEHOKAPANS NPANOKEHHETO Ha AMAOAUTIHH BEIHBK AHEBHO YBEH4ABA BPEMETO
Ha (PHINYECKO HATOBAPBAHE, BPEMETO JI0 NPOBOKHPAHE HA AHCHO3HUA NPRCTLIT K BPEMETO 32
Aenpecus #a ST cermedTa ¢ lmm ¥ HaManaBa KaKTO YECTOTATA HA NIPUCTHIUTE HA CTEHOKAPIMA TaKa
“ fipHeMa Ra TabneTKy MIBUePUN TPHHUTPAT.

AMIOQUNMH HE BOAM A0 HHK2KBH METa0ONNTHH HOKEIAHU PEaKUWd HAH TPOMEHH 8 TNAIMEHHTE
RATKAK ¥ € NOAX0AANL 3a yrioTpeba npu NauHeHTH ¢ acT™Ma, AWaleT U Moaarpa.

Ynompeba npu nayuenmu ¢ xoponapna 6orecm na cepyemo (HEC)

EdexrusHocTa Ha aMITOAUITHH TP IPEROTBPATABAHE HA KIVMHUYHU [POABYH OpPH NAUNEHTH ¢

kopoHapHa bonect Ha chpueto (HBC) e ouehena B HE3aBUCHMO, MY TTU-LIEHTPORO, paHJ_'lOMH &

RBOHHO~C/ANO, NAauebO-KOHTPOTMPAHO Npoyueane npu 1997 naunenry. Comparison of @M@ 1o 5
e )

vs. Enalapril to Limit Occurrences of Thrombosis (CAMELOT). Ot Te3n nauuenTy, 663
JeKyBaHM ¢ aMnoaunyy 5-10 mg, 673 naunenrty ca Bunw NexyBatu ¢ enananpua 10-20
MAUHEHTH €a NEXYBaHH ¢ niauedo, B IONBAHEHHE KbM CTAHIAPTHATA TEPANMA HA CTATH
O10KEPH, OUYPETHUH H aCTIMPHN, B NPOAbIHKEHHE Ha 2 roguHE. KIHOUOBHTE pezynTaTv §



CRBP2AHO € NIO-MATKO XOCTIMTANH3ALHA NOPALH CTEHOKAPLAHA W NPOUSAYPH 3a peBacKynapu3aumns npa
nauxenty ¢ UBC.

Tabauua 1. Yecrora Ha 3HauMMuUTE KNHHKYHH chOHTH npr CAMELOT
ChpaeyHOCHAOBH CLOHTHA, AMIIONHMNHH ¢y
No. (%) Iinaneto
CrnoTHOWEHYe
Pesynratu [Thane F
AMNoaHDINH 50 Enananpuit | Ha pucka HiBa
(95% Ch
Henamuuna kpaiina Touxa
Hexenanu cupagunocsa084 151 0,69 (0,54-
e 110 (16,6) 23.1) 136 (20,2) 0,88) 003
OTAeNHNTe KOMIOHEHTY
Koponanna 103 0,73 (0,54-
peBackyapu3aLys 78(11,8) (15.7) 95 (14,1) 0,98) ,03
Xocnuranusauua nopaau _ 0,58 (0,41-
CTeHOKApAUA 51 (1, B4 (12,8) | 86(12,8) 0,82) ,002
Hedaranes MH 1“En | 1929 | 11.e) 0*7? 512’)3 Y
Hucyar aan IMIUA 6(0.9) 12 (1,8) $(1,2) O,S?ZE(;,)I g- 15
CBpAEHHOCHA0BA CMBLPT 5(0,8) 2(0.3) 50.7) 2,4;52(2,)48- 27
Xocnuranumsauma nopagn 0,59 (0,14~
3CH 3(0,5) 5(0,8) 4 (0,6) 2.47) A6
fTosToped cupaeuen apect 0 4 (0,6) 1(0,1) NA ,04
Hosonossuno ce nepadepno
CBROBO 3aGONABAHE 5(0,8) 2(0,3) 8(1,2) 2,6(0,50-13,4) 1 24

Coxpamtenna: 3CH 3acrofira ¢chpaenna nenocratbunoct; Cl- nosepurenen uurepsan; MH- undapir
na muokapaa; [THA npexogna HexeMuuHa aTaka,

Ynompeba npu nayuenmu ¢ xunepmornia

Panaomuanpano NBOHHOCIANG NpoyyBaHe 3a 3afonesaeMocT 1 cMbpTHOCT ALLHAT
(AHTHXHIIEPTEHINBHO ¥ JMNUAOTIOHIHKABALIO fIeYEHHE 3 NPOPHIIKTHKA HA ChPACUYEH NPUCTHI)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e nposeseHo ¢ uen
cpaBHsBaHe Ha HOBuTe Tepanuu: amnoaunuy 2,5-10 mg/rex (kanupes aHTaTTOHMCT) WY TU3UHOTIPHIT
10-40 mg/aeu (ACE unxuburop) ¢ THasunHus anypeTuk xnopratuaon 12,5-25 mg/neu xato neuenue
OT NbLPBA AHHHA TPH TALHEHTH C 1eKa J0 YMEPeHa XHUNEPTOHHS.

OB6wo 33 357 nauMeHTH C XUIEPTOHMS Ha BBIPACT 55 roauHy U noseve ca GHIH paHIoMH3HPAHN 1
npocaeseny 3a cpeato 4,9 roaunu. [lauderTre ca HManH NOHE eNH JONBIHUTENCH PHCKOB (PaKTop
3a KOpoHapHa DONeCT Ha CHPLETO, BKIAIOYUTEIHO PEAIHECTBALL MMOKapAeH UHhapKT wiu WHCYAT (>6
MECeLla MPedH BKIOYBane B NPOYYBAHETO) HAM I0KA3AHO JPYTO ATEPOCKASPOTHYHO CHPASUHOCHIOBO
zabonasane (Han 51,5%), 3axapen auaber tvn 2 (36,1%), THNORPOTEHHHM ¢ BUCOKA FUTHTHOCT
xonectepon <35 mg/dl unn <0,906 mmol/l (11,6%), neBokamepHa xuneprpodns, AMATHOCTRHUPAHA
4pe3 eNeKTpoKapAKorpaMa win enexrpoxapauorpadeku (20,9%), Hactoswy nywaqn (21,9%).

ITupsuynata kpaiina To4ka € Gnia cheTapeH NokasaTen OT (aTaneH KOPOHapeH HHUMISHT
(baranen muoxapies nnpapkr. He ca HabiioparaHH 3HAUMMK PABINYRA NO OTHOWEHHE Y
MBPEUYHATE KPaiiHa TOUKA MEXNY TEPANUATA C AMIOAHITHH H TEPANBATA C XJIOPTANTMIQH:
Ha pdck 0,98 95% CI (0,90-1,07) p=0,65. TTpu sTOpUHHMATE KpaliuM TOUKH, YeCToTaTa
HeIOCTATLYHOCT {KOMMAOHEHT HA ChCTaBHATA KOMOHHUPAHA CHPACUHOCHLAOBA KpaiiHa
CUrHHHKAHTHO MO-BHCOKA B FPYNIaTa HA aMIOIUIKH, OTKOJIKOTO B rpyaara Ha Xop




Pa3AWMUS 110 OTHOWICHHE HA OGLUATA CMBPTHOCT MEXIY IpyNaTa HA TEPANHS C AMIORHITHH H Ta3H Ha
Tepanus ¢ xnopranugox RR 0,96 95% C1 [0,89-1,02]) p=0,20.

Vnompeba npu nayuienmu coc cupdenna nedocmamvunocm

XeMOIMHAMHYHHTE [MPOYHBAHHA H KOHTPOTHPAHHTE KIMHWUHH WITHTBAHUA C HATOBAPBAHE Npy
NALMEHTH CBC ChpacHHa HegoeTarbunocT Kiac I1-IV no NYHA ca nokazanu, we aMaoaHNMH He BOIM
10 KNUHHYHO BACLITABAHE, H3IMEPEHO UPE3 NTIOBOCHMOCTTA HA HATOBAPBAHE, IEBOKAMEPHATA (paKLMa
HA W3TNACKBAHE H KAHHHYHATA CHMITFOMATHKA.

Enxo mnauedo-koHTpoaMpaHe XauHUuHo vannteaHe (PRAISE), npeaHasnaveno 2a ouenapa
MALMEHTH CbC ChpaeuHa HeaocTarbudocT Knac [I-IV no NYHA, nonyyasaion JHroKcHH, AKYpeTULM
H ACE suxuduropn, e noka3ano, ye NPHIOKEHHETO HA AMJIOIMITHH HE BOOM [0 NOBUWEH PHCK OT
CMBPTHOCT HIH KOMOHHHPaHH CMBPTHOCT M 3a60MeBaeMOCT PH NAUHEHTH ChC CHPAEYHA
HeIOCTATLYHOCT.

IMpy mpocneanBaHETO HA NALMEHTUTE NPH NPOABLKHTENHO, MAale50 KOHTPOANPAHO NPOYUBAHE
(PRAISE 2) na amnoaunyn npu nauuentd ¢ NYHA 11 ¢ IV cspaeuna wegocrarbutocT Gea
KNHHHYHH CHMITOMH WX ODCKTUBHH HAXOAKH, (IPEANOAAaraila ce, e € Ha OCHOBATA Ha HCXEMHYHA
Gonecr n npuemamy crabunau 1030 ACE-UHXUOHTOPH, UTHTANMC M AMYPETHI aMIOIUNHH HAMA
e¢eKT BBpPXy OOIATa KapAMo-BacKyAapHa cMbPTHOCT. TIpH chiaTa nonynaiMs aMnoauvH e Gun
CRBP3aH C NOBHILABAHE HA ChOOLIEHNNTA 38 Beonpoben OTok.

52 QapmMakoKHRETHYHY CBolcTRa

Abcopbus
Hocapman

Cnen nepopanto npunoxeHue nocapran ce abeopbupa 1obpe 1 npu MeTabonuaMa Mpu MbPBEO
npeMyHasate GopMupa akriBeH KapGOKCHITHOKHCEINHEH MeTaboNNT W APy CH HEAKTHBHH
meTabonutu. CuctemHaTa SHOHANHYHOCT Ha JocapTan Tabnetku e npudausurento 33 %. Cpeauure
BbPXOBHM KOHUEHTPAUKK HA IOCAPTaH M HETOBHS aKTHBEH MeTabONMUT ce JOCTHUraT CLOTBETHO 3a 1 uac
1 3-4 vaca.

Amroounuw

Cnen nepopanko NPUIoKEHHEe Ha TepaneBTHHHM 1031, amloaunul ce abcopbupa ao6pe ¢ NHKOBY
nlasMeHH HuBa Mexay 6-12 waca cnen npruema Ha nozata. AGcontoTHaTa GHOHATHYHOCT C& OYaKBa Na
6nae Mexay 64 1 §0%. BroHanWYHOCTTA HA AMIOLMITHH HE CE BJIMAE OT OIPHEMA HA XPaHa.

Paznpegeneuue
Hocapman

Kaxto nocapran, Taka W HETOBUAT aKTHBEH MeTAOONHT ce CBBP3BAT B > 99 % ¢ niiasmenuTe
[POTEHHH, OCHOBHO aT0ymnun. OOeMbT Ha pasnpeseneHue Ha focapTaH e 34 auTpa.

Amaoounun
OGembT Ha pasnpenenenve e okono 21 1/kg. MH BUTpo HicaeaBaHys ca NoKasaiy, ue npubiinsurento
97,5% oF UMPKYIMPALIMA AMJIONIIHH € CBBP3aH C MIA3MEHHTE IPOTEUHMN.

Brorpancdopmating
Hocapman

Oxono 14 % 0T BEHO3HO W NEPOPATHO (IPUICIKESHATA 1032 JOCAPTAH CE NPEBPHLIA B HEMOBHA AKTHBEH
meTaboant.Ciien nepopanHo U BEHO3HO npuaoxenHe Ha Genssan ¢ 14C- nocaprad kanu
LUHPKY/IMPAILATA [UIA3MEHa AKTHBHOCT OCHOBHO C€ XB/KH HA JIOCAPTAH H HEFOBKA &
merabonuT. MEHUMATHO NPEBPBILAHE Ha IOCapTaH B HErOBHA akTUBEH MeTabouT
OKOJIO e/IMH MPOUEHT OT YYACTBAIHTE B NPOYHBAHETO HHANBHAN,

OcBen akTHBHUA MeTA0OIUT C& POPMHPAT H HEAKTHBHN MeTabONMTH.



Amnoounun
AMNOHIIHH ce MeTaboTH3UPa eKCTEH3HBHO B YepHYA 1pol N0 HeakTHBHH MeTaboAHTH.

EnuMubnpane
Jlocapman

[inasMenuaT KIMPHHC HA TOCAPTAH W HETOBUSA AKTHBEH MeTaboNHT € CHOTBETHO 0koU10 600 mi/min u
50 ml/min. Bu6peyHNAT KAMPBHC HA TOCAPTAH W HErOBKA AKTHBEH METABOMMT € CHOTBETHO OO0

74 m/min 4 26 ml/min. Koraro nocapran ce npunara nepopano, oxono 4 % oF 103aTa Ce eKCKpeTUpa
HETPOMEHEHA B YPHHAT], & OKONO 6 % OT [03aTa cé eKCKPETHpA B YPHHATA KaTo 2aKTHBEH MeTabOINT,
DapMakOKHHETHKATA HA IOCAPTaH H HEFOBHTE MeTADONUTH € JIHHEHHA MIPH NEPOPATHH A03H NOCAPTAH
kanuii o 200 mg. '

Cnen nepopanHo NPHAMKEHHE MNA3MEHATE KOHUSHTPALMH Ha JIOCAPTAH U HETORMA AKTHBEH
MeTABOTHT CiaJaT NOMEKCIIOHEHIMAITHO ¢ TEPMUHATHO BPEME Ha MONYKUBOT CLOTBETHO 2 Yaca H 6-
9 uaca. [Tpu JosHpane eaun neT AHeBHO Cbe 100 Mg HUTO NOCAPTAH, HUTO HErOBUAT AKTHREH
MeTabOoMUT C& HATPYMBAT 3HAYUMO B 11A3MATA.

3a eNMMHHUPAHETO HA TOCAPTAH H HErOBHTE METAGONMTH JONPHHACAT KATO AITHUHATA, TAKA H
ypHHHaTa eKckpenus. Ciaen nepopansa no3a/BeHo3HO npunoKkennie Ha Genssan ¢ 14C nocapran npH
xopa okono 35 %/43 % oT paAHOAKTHBHOCTTA C& OTKPMB2 B YPUHAaTa, 2 58 %/50 % ~ Bbe dQekanuuTe.

Amaocumnn :

Kpaitsuar riasmed enuMuHaLHONEN NOMYKUBOT € OKoto 35-50 qaca 1 ce AOCTHIA NPH ENHOKPATHO
AHeBHO npuiokenue. Oxono 10% or nexapeTBoTO B HenpomeHeH BuA i 60% orT MeTabonnTHTe ce
€KCKPETHPAT 4pe3 ypuHarta.

Bn0peuno yepexaane
Jocapman

TL1a3mennTe KOHLEHTPALMK HA TOCAPTAH HE CE [IPOMEHAT APH NALWEHTH C KPEATHHHHOB KIHPHLHC
Han 10 mli/munyra. B cpagrenne ¢ naimenTtd ¢ HopmanHa 6u6peuna bynkims AUC sa nocapras e
OKOMO 2 1BTH NO-BHCOK NpH NAUUMEHTH Ha XeMoouanqia.

[LnasMeHuTe KOHUEHTPaRHH Ha aKTHBHWA MeTalONHT He e IPOMEHAT [ipH nauHerTH ¢ Oubpeuro
YRPEXKAAHE HNH HA XEMOTHAIH3A.

Huro Aocapran, HHTO AKTHBHHA MOT abonHT Morat aa oeaaT OTCTPAHEHH C XeMO ruans3a

Astrodunun

Amitogunuy ce MeTabonnskpa 10 HeakTusHK Metabonutd. 10% OT U3XOAHOTO CheAMHEHYE Ce
EKCKpPeTHpa HerpoMeneHo B ypuHata. [IpomenuTe B KOHUEHTPALHATA H2 AMIIOIWINE HE ca 00BbP3aHK
ChbC CTeneHTa Ha 6p6peuno yBpeskaane. AMIOLUNMH HE CE AHATHIHDA.

HeproapodHo yepexade

Hocapman

[lpu naumenTy ¢ nexa 30 yMePeHa ATKOXOM-HHAYLHPANA YEPHOAPODHA UMPO3a, IUTAZMEHHTE HIBA HA
JI0CapTaH H HEFOBHA AKTHBEH MeTaboadT Clied NepopaiHo NPHICKEHHE ¢a ChOTBETHO 5 W 1,7 nhTH
MO-8HCOKA, OTKOJIKOTC APY MIAaAK MbxKe 100poBoiiH (Bx. Touka 4.2 u 4.4).

Amrodunun
MHOro orpanyueny ca JaHHATE N0 OTHOLIEHHE Ha MPUNOMKEHHETO HA AMAOAMIIHY NIPH [HALH
uepHoapodHo yepexaade. JlaunenTTe ¢ YepHOAPOBHA HENOCTATHUHOCT KMAT HAMAJTEH
aMI0AUIIHY B PE3YNTAT HA NO-ABARF fIOTY-KHBOT H ysenHuakane Ha AUC ot okosno 40

Non
Jocapmar



Hpu HEHH C XHNEPTOHMA NNAZMEHHTE HHBA HA JJOCAPTaH ¢a N0 JBA ITETH [10-BHCOKH B CPABHEHYE ¢
MBKE € XHNEPTOHHA, AOKATO [IAIMEHUTE HUBA HA AKTHBHHA METaDOMHT He ce paznuuasa npH MBKe H
HKEHU,

{lauuenTy 8 HanpeaARana BL3PacT

Hocapman

{Ipy MauMenTy 8 HAMIPEAHANA BBIPACT C XUNICPTOHHR MIA3MEHHTE KOHLEHTPALKK HA A0CAPTaH B
HETOBHA aKTHBEH METabONMT HE C& PA3THHABAT CHUICCTREHO OT Te3K fIPH MIAIH MALHEHTH C
XMNEPTOHNS.

Amroounun

BpeMeTo 3a 10CTHIaHE HA NHKOBH IIa3MEHH KOHLEHTPALMH HA AMAOTHITHH € CXORHO Ha Te3H nNpu
N2LUUEHTH B HANPEAHANA Bh3PACT H NIPH MAALA HHAKBKIH. IKUTHMPBHCHT HA AaMNOOUNNKH € C TEHACHIMA
[la ce HaMAanABa, KOETO BOOY N0 NOBHIICHHE Ha "naowra nox kpusata” (AUC) u Bpemeto Ha
NIONYKHBOT NIPHA NAUNMEHTH B Hanpeatata pr3apact. YeenudeHudero Ha AUC ¢ ennmupanponsus
NONYXKHEOT MPH NAUHEHTH CHE 3aCTOHHA ChpPASYHA HEAOCTATHLYHOCT ¢ OUITH CIOPER OYAKBAHHATA 3a
BH3PACTOBATA rPyNa Ha NAUMSHTHTE B TOBA NpoyyBaHe (8. Touka 4.4 "Cneunanny npeaynpexacHus
¥ NPEANa3Hy MEPKH tpH ynorpeba™).

5.3 THpeadwaMHAYHR A3HHM 32 OesonacHOCT

AMIOINNYH

Penpodykmusna moxcuunocm

[poyusaxua 3a penpoOIYKTMEHA TOKCHUHOCT MPH NABXOBE M MUINKH ca fioKasanH 3abasane Ha
TEPMUHA, YIbJDKEHA NPOMAB/UKHTENIHOCT Ha OPEMEHHOCTTE 1 HAMANABAHE KM3HEHOCTTA Ha
HOBOPOAEHHTE NpH 2031 NPUOININTENHO 30 NBTH NPEeBMIIABALLN MAKCHMATHATA BPENOPBUHTENHE
A03a 32 xopaTa Ha Oa3ara na mg/kg.

Yepexcoane na pepmunumema

Hsma ediext sapxy deprHnuTeTa Ha NBXOBE, TPETUPAHH C aMAOINITHH (MBKKH 64 ARH M 3KeHCKH 14
AtH npeny undToCBaReTO) MpH 203d A0 10 mg/kg/nen (8 mbTu * MakcHManHaTa NpenopbUBAHA 1034
ot 10 mg xo3a Ha 6azata Ha mg/m?). Tlpu Apyro NpoydBaHe ¢ MILXOBE, MbAKMTE LILXOBE ca Guny
fEKyBaHH ¢ aMI0AUNKH Oe3unat 8 apoab/pkenue Ha 30 NHu Ipu 3034, KOSTO € CPABHMMA ¢ 1033 34
xopa, na 6asara Ha mg/kg, ca OTYETEHN NIOHWKEHUE HA NNAIMEHUST DOTUKYIOCTEMYAHPALL XOPMOH H
TECTOCTEPOH, KAKTO ¥ HAMANABAHE HA [IABTHOCTTA HA CnepMaTa K GPOAT HA 3peNHTe CIEPMATOIOUIH U
CeproiveBH KIIeTKH.

Kapyunozenesza, mymazenesa

Hama aaHHH 38 KapUMHONEHHOCT MPH NABXOBE H MHIIKH, TPETUPAHK C AMIOAMNKN B IHETATA 33 ABe
TONMHH B KOHUEHTPAUKH, HIHMCIEHH 12 OCUIYPAT AHEBHH R030BH HuBa oT 0,5, 1,25 v 2,5 mg/kg/nen.
Haii-Bdcokara no3a {npu Muuku, 61M3Ka 30, & Upd WILXOBe- ABa NBTH* [10-BHCOKA OT MAKCHMANHAaTa
TPenopLYUTEIHA KINHIUHA K032 0T 10 mg, wiuncnena Ha mg/m?) e Guna 6amska 10 MakcHMAanHaTa
TOINEPHUPAHA J038 MPH MULIKH, HO HE 33 MTLX0BE.

Ipoyusanus 32 MyTAICHHOCT HE [IOKA3BAT NEKAPCTREHO-00YCIOBEHH €PEKTH HHTO HA FEHHO,HHTO Ha
XPOMO30MHO HHBO.

*Ha Gazara wa nauuentu ¢ Terno 50 kg.

Jlocapran
[TpeakantuuanTe JaHRY HE NOKA3BAT HAKAKBE cneundyeH puck 3a xopa Ha Gaszata Ha m

KOHBEHLHMOHAIHHN NPOy4BaHKA 32 obUl apMakonOrnyeH, 'eHOTOKCHUYEH M KAPLNHOTESH ) N\
[1psi npoy4YBaHHA 3@ TOKCHUHOCT NIPH MHOTOKPATHO A03HPAHE NPUNAraHeTo Ha ocapT:
NOHHXKABaHE HAa CTOHHOCTHUTE HA HEPBEHHTE KPBBHY TEALA (epUTPOLHTH, XeMOrNOGH

NoBHILARAHE Ha yPea-N B CepyMa N B OTICIHH CJIyHaH NOBHILEHNE HA CEPYMHUR Kpea
HaMaNIeHO TersI0 Ha ChpUETO (De3 XHCTONOrHYHA BPH3KA) ¥ CTOMALUHO-MPEBHH NPOMEH




AMrasHUATA, 438U, €POIMH, KPHBOM3IMEY). KaKTo W Apyrd 8eiliecTBa, KOWTO JHPEKTHO Bb3aeHcTRaT
BLPXY CHCTEMATA PEHHH-aHIHOTEH3MH, JIOCAPTAH JOKA3AHO HHAYLMPA HEKENAHH PEAKLWY N0
OTHOWEHNE HA KbCHOTO PAIBUTHE HA 1012, KOETO BOAW A0 CMBLPT HA LI04A H MandOpMALIHH.

6. DAPMAINIEBTHYHH JAHHH
6.1 Copcbk B3 NOMOMIBHMTE BEILECTBA

Anpo na Tabnerkara;
J1aKTO3a MOHOXMIpAT

uesrynosa, npax (E460)

HHILIECTES, npexcenamnnanpaﬂo
UAPEBHYHO HHILECTE

MMKPOKpPHCTalHA teryno3a (E460)
CHIMLHEB UOKCH, KOTOHAEH Ge3soneH
marnesues creapart (E470b)

HATPHEB HHIHECTEH DINKONAT (Tun A)
WHAT wesesed oxcua (E172)

DHAMORBO NIOKPHTHE:

1o (BHHUIOB ANKOX0N)
THTanoe auokcua (E171)
maxporon 3000

Tank (ES53b)

YepBeH JKeneseH okcua (E172) *
HBAT wenesey okena (E172) **

* HaMded B8 nMupardure Tabnerky 50 mg/5 mg, 50 mg/10 mg 1 100 mg/5 mg
** nanuuen BB PuaMupaHuTe Tabnretkn 50 mg/3 mg w 100 mg/10 mg

6.2 HecrBMeCTHMOCTH

Henprnoxumo

6.3 Cpox na rongnoer

3 roguuu

6.4 Cpenpannm yc1o8Hsl Ha ChbXpaneHne

To3H NekapcTsen NPoONyKT He H3UCKBA CASLHATHH YCIOBHA HA ChXPAHEHHE,
6.5 Banu cnaAnpikanHe HA ONAKOBKATA

Bancrep (OPA/AVPVC donuo, At donuo): 10, 28, 30, 56, 60, 84 n 90 dpuamupanun tabietkn,
KYTHS.

He BCUYKH EMIOBE OAKOBKM MOTAT Ja ObJaT NyCHATY Ha nasapa.
6.6 Crennannm npeANa3NN MEPKH UPH H3XBbPIARE B paboTa

Hama cneupatsy 43ncKpadys.

7. HMPHUTEXATEJ HA PAZPEIIEHHETO 3A YIIOTPEBA




KRKA., d.d., Novo mesto, Smarjeska cesta 6, 8501 Novo mesto, CjioseHus

8. HOMEP(A) HA PABPEHIEHHUETO 3A YIIOTPEBA

Tennopuc 100 mg/10 mg — Per.Ne: 20140107
Tennopuc 100 mg/5 mg - Per.Ne: 20140106
Tennopuc 50 mg/10 mg - Per.Ne: 20140105
Tennopuc 50 mg/5 mg - Per.Ne: 20140104

9. JATA HA ITBPBO PASPEHIABAHE/IIOTHOBSIBAHE HA PAPEHIEHHUETO 3A
YIIOTPEBA

[Hara Ha nbpeo paspewasane: 31.03.2014 r.
JlaTta Ha nocnenno noanorseaune: 06.02.2020 r.

10. JATA HA AKTYAJIMU3UPAHE HA TEKCTA

22 Asryct 2022
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