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1. WUMEHAJEKAPCTBEHMSAOPOAYKT g c/ /1 #7 o /- J..S,,}J«/l—g
Tecnanan 20 mg/5 mg punmupany Tabnetkn R ) _7 o .. ' IIII 1ﬂ[]1; .... ZUZZE

Tespadan 20 mg/5 mg film-coated tablets

Tecnanan 40 mg/S mg uamupann Tadbnerkn
Tespadan 40 mg/5 mg film-coated tablets

mﬁﬁm mg/T0'mg ﬁn HIMHpar e
Tespadan 40 mg/10 mg ﬁlm%oétm%

2. KAYECTBEH H KOJIMMECTBEH CHCTAB

Tecnanan 20 mg/5 mg punmupanu TabneTku: :
Besaka dunmupana Tabnerka Tecnanan chappoka 20 mg onMecapTaH MEIOKCOMHI (olmwartan -
medoxomil) u 5 mg amnoaunuu (amlodipine) (nox ¢popmata Ha aMIIOMITMHOB Ge3unar).

111edoxmml) H IO mg amJ0IMINKH (amlodlpme) (non (opmara Ha amaoNIH Geswiar),

- 3a ITHJIHKS CIIMCHK Ha TIOMOLIHHMTE BEIIECTRA, BIKTE Touka 6.1.

3 JEKAPCTBEHA ®OPMA
Mdunmupana Tabnerka

Tecnanan 20 mg/5 mg puiMHpany TabneTKy:
BeJm xp’smu c])mmupa:m Taﬁnerm ¢ pazuep 6 mm, HC Hammc C73 oT. ejma'ra cTpana.




4. KJIMHWYHH JTAHHA
4.1 TepaneBTHUHH NOKA3AHAA |
JleueHue Ha eceHLMAIHA XMIIEPTOHMA.

Tecrazian e NoKkasaH NpH B3PACTHA NALKCHTH, YHETO aPTEPHATHO HAJLIFAHE HE CE KOHTPONMPA
a/IeKBaTHO TIpY MOHOTEPAITHA C OJIMECAPTaH MeJOKCOMHIT WM aMIOJMITHH (BHX TouKa 4.2 1 Touka 5. 11

4.2  Jlo3aupoBKAa H HAYHH HA NPHJIOKEHHE
Jozupoeka
Bp3pacthHu

Tpenopbyurennara no3a Ha TecnazaH e 1 Tabnerka JHEBHO.

Tecnanan 20 mg/5 mg Moxe 1a ObJie IPWIOKEH TIPH TIALMEHTH, YHETO apTEPHAIHO HANIATaHe He ce
KOHTPONIMpa aJIeKBATHO NPH MOHOTEpanHs ¢ 20 mg oiMecapTaH MEIOKCOMMI WIH 5 Mg aMIIOJIHTNH.

Tlpeau Ja ce npeMHHE KbM JieueHHe ¢ (PUKCHpaHa KOMOHHALMA Ce NPenopbiBa NOCTeNeHHO THTpHpaHe
Ha [03aTa Ha OT/IEJIHMTE KOMINOHEHTH. KoraTo € noaxoasuio oT KIMHWYHA IleJiHa TO4Ka, MOXe Jia ce
06ChAM IMPEKTHO NpEMMHABAHE OT MOHOTEpAIHA KbM (pMKCHpaHa KoMOMHALMA.

3a y}.'lOﬁCT BO MAalLMEHTHTE, INOJIyYaBallli oJiMecapTaH MEAOKCOMMIT U aMJIOJIMITHH KaTO OTACIIHH Taﬁﬂe’l‘KH,
MOrar Jla NpeMHUHAT Ha JIEYEHHE C TabneTku Tecnanan, Ch/ILP/KALLM ChlIaTa 103a Ha OT/ICIIHUTE
KOMIIOHEHTH.

Tecna,uaH MOZKe J1a ce npncma ¢ um Ge3s xpana.
_ 'Haxme}ma B cmpqeclca B‘beaCT (Hafna.u 65 ro;mnn)

l'lpn na:me}mrre B CTapuecka BB3pacT 110 npnmum He e Heoﬁxo,uumo uopnmpaue Ha
npenomqmenﬂam no3a, Ho TpsibBa jia ce BHMMABa TIPH NOBHILIABaHeE Ha J103aTa (BHK TOUKa 4. 4us. 2)....
'Axo e HeoGXO0MMO NOBHINIABAHE Ha J103aTa JI0 MaKCHMasHaTa o1 40 mg o/iMecapTaH MeIOKCOMMII,
: aprepnannoro HaJIraHe TpﬂﬁBa clpmcmo nace npome,n,ana. :

E1>6pequ prex(,uaHe

_ MEKCHMa.HHa'I_‘a 11032 Ha oJIMecapTaH MeIOKCOMMII TIPH NALMEHTH C JIEKO /10 ymepeHo 6u6peuno
YBpexKIaHe (kpeaTrHMHOB KnMpbHC 20-60 ml/min) e 20 mg OJmecapTaH MEJIOKCOMMII ennoxpamo

' IHEBHO TI0PAJi¥ OrPaHHYEHHs ONUT C NO-BHCOKH 71034 B Ta3u rpyna nawierTy. [prnoxer

- Tecniaal NPy MALMEHTH C TEXKO Gbﬁpeqﬂo ynpemuaﬂe (eraTHHHHOB KJIldp'bHC <20
npenopbyea (Bix 4.4, 5.2). :

‘Tlpu nanyeHT! ¢ yMepeHo Gb6peuHo ynpexcnal-le ce npenopmna npOCJleﬂ,ﬂBaHe H

_Kpe€aTHHHHa.

Liepl-lonpoﬁno YBpEHJIAHE



Tecnaja Tpa0Ba a ¢¢ IPAIAra ¢ NOBHLIEHO BHUMAHHE IPH HALMEHTH € IEKO 10 YMEPEHO YepHoApodHO
yBpesxaane (B ToukH 4.4, 5.2). ' :

TIpH NAUMEHTH C YMEPEHO HepHOAPOGHO YEpEXaaHe ce NPenopbipa Havania fosa ot 10 mg onMecapTan
MEZIOKCOMHI ERHOKPATHO JIHEBHO, 2 MAKCHMAIIHATA /1033 He Tpabea a npeenmasa 20 mg eNAOKpaTHO

** pauesno. Ilpu nanyeHTH ¢ yBpeneHa 4epHOZPOOHA PYHKLS, KOHTO T0J1y4aBaT THYPETHUH WM apyTH

. Ha JIeYeHRETo.

AHTHXMIEPTEH3NEHH JIEKAPCTRA, Ce TIPENOPEYBa CTPHKTHO cllefieHe Ha apTEPHANHOTO HasraHe ¥
O1OpeuHara yHkuHa. Hama onuT 3a NpHIOKEHHETO Ha onmecapraH MEJIOKCOMHIL NpH NalMeHTH ¢

TEKKO YEPHOAPOOHO YBPEHNAHC.

KakTo np# BCHYKH KaNIMEBH aHTArOHKCTH, NIONYHBOTET HA aMJIOMANHH € YARIDKEH [PH TIAIHESHTH ¢
yBpeaeHa uepHoapotHa ¢yHKLMA H [IPENOPBKH OTHOCHO KO3HPOBKATa HE Ca yCTAHOBEHH. Erto 3amo npu
Tesu narenTH Tecranan Tpabea aa ce IPUIIara ¢ NOBHULIEHO BHAMaHKC. (DapMAKOKHHETHYHHTE
CBOMCTEA Ha aMILOJIHITHH HE €A TIPOYUCHH OPH TEXKKO yepHORPOGHO yBRpeRane. AMnonnuue TpsGsa aa
ce 3amoYHe ¢ Half-HHCKATa 11033 M /I cé THTPHpa 6aBHO NPH MaLMEeHTH ¢ HapylleHa YepHoapodHa
$yuxip. Tpunoskennero Ha TecnazgaH npH NaLHEHTH € TEXKO 4yepHoapobHO yBpeMIaLe &
npomaonoxasano (Bmxk Touxa 4.3} :

l'Ie;[Hanana TIOTY Tl

BesonacHocTTa M ehHKaCHOCTTA IIPA TIPHIMKEHHE na Tecnanan npy ena v oHoLH noxt 18-roaumpa
B_wpacr HE € A0Ka3aHA. HﬂMa HaJIMYHHA JaHHM.

Hatnm Ha nplmoxce}me . -
-Taﬁne-ma"ra Tpsa6Ba na ce NOTBINE ¢ HOC'I‘EIT!:‘-IHO KONHYECTBO TEUHOCT (Hanp ¢ uama Bona) ‘Tabnerkara
He TpabBa Ja ce AbBue U TpaGBa 1 ce TpHEMa [0 €J{HO H CBIIO BPEME BCEXH IIEH.

4.3 JIpoTuBONOKA3AHHSA

CBpBXMYBCTBHTENHOCT KbM AKTHBHHTE BENIECTRA, KbM JHXHAPOIMPHAHHOBH APOH3BOAHH HIH KEM
HAKOE OT MOMOLUHHTE BELLECTRA, H30pOEHN B Touka 6.1. : :

Bropw 11 TpeTH TpnMecﬁ,p Ha GpemennocTTa (Bink Touka 4.4 1 4.6).
Teaxka “epPHOAPOOHA HENOCTATHLUHOCT U GrAuapHa oBcTpyKkums (B TouKa 3.2).

Enxospemennara ynorpeda Ha Tecnaias ¢ UMCKUPEH-ChOBKALLM NPOAYKTH € NPOTHBONOKA3aHa TIPH
naunem‘n CBC 3aXapeH ;maﬁe'r HIH 61,6peqﬂo yspexc,naﬂe (GFR < 60 ml/min/ 1 73 m2) (B)K TOUKH 4.5 H
51).: ’ :

Hopéum HaquneTo Ha MO B cBoTaBa ci, Teénajian CHINOG TaKa & NPOTUBONOKAZAH MK NAAEHTH .
- TEXKA XHIIOTOHHS;

.- 110K (BK/IOYHTEIHO KApIHOTEHEH mox) : ,

" - chrpymmx Ha H3X0Ja Ha NIIBaTa KaMepa (Hanpﬂmep EHCOKA CTeNeH Ha aopTHa c:TeHosa)

" - XeMOOHMHAMHYHO Hecmﬁmﬂa c:bp,ueqHa HeﬂDCTaT'quOCT Chefl OCTH MHOKapAeH Hmbapm*

4.4 Cneuna.ﬂnﬂ,npe,nynpemuennﬂ'u npe,[magmi Mepxq npH yn0Tpe6a

"'-‘Haunem c XMNoBONEMHUS HIH He(buum Ha HaTPHIL:
Hpu nauuermi KOMTO MMAT, XHAOBOJIEMIA Wum ,uecbmmr Ha HanHPl B pe:syn'm"r HAZP
JIypeTHHHa Tepariis, AVeTa ¢ OrpaHHteH NPHEM Ha COll, AMapHsi 11 TOBPHUIAHg
"’ CUMNTOMATAYHA XHNOTOHHA, 0co0eHo ClIE/t MbpBaTa J034. ]'Ipenop'quaT ce KOpEIm

~ CBCTOsHHE npe;m npnnox{eﬂne'ro Ha Tecna,uan HIIA BHUMATENHO MeIIMHCKg

JIpyrH ChCTOSHHSL, TIPH KOUTO MMa CTUMYNIHPAHE Ha PeHHH-aHr HOTCHIMH-AIL
- 3



Tpy nauuerTH, uniiTo chaor Tonyc M Obopeuta GyHKUNS 3aBUCAT OCHOBHO OT aKTHBHOCTTA Ha PEHHH-
aHTHOTEH3MH-aJI{0CTEPOHOBATA CHCTEMA (HAND. NAUMETH C TEXKA 3acTo}Ha CHPLCUHA HEOCTATEYHOCT
HAM TIOANEXamo ﬁbﬁpeq}lo 3aGongRane, BITIOMHTETHO CTEHO3a Ha GBOpEUHaTa apTepHA), JIEHEHHETO-C
APYI'M NEKapCTBEHM NPOXYKTH, KOHTO NIORAMABAT Ta3h CHCTEMA, KaTo aHrHOTeR3HH I1 peLienTopHu
AHTATOHYCTH, CE CBBP3BA € TeXKKa XHIOTOHHA, A30TEMH1, onnrypuﬂ win pﬂIlKO c ocma GpOpeuna
anomanqnocr

PeHoBackynapHa XHNEPTOHHA:

Harite € NOBMIIEH PHEK OT TEKKA XMNOTOHMA 1 GbOpetRa Hel0OCTaTBYHOCT, KOTATO NMALHEHTH ¢
IBYCTpaHHa cTeHO3a Ha GuOpeunaTa apTepHs WM CTEHO3a HA APTEpUATa HA ClIMHCTBEH DYHKUHOHHpALL
OB6peK NPOBEK/IAT IeYEHHE ¢ JICKAPCTBEHH MPOAYKTH, KOWTO TMORNHABAT PERMH-aHTHOTEH3UH-
AIIJIOCTEPOHOBATA CHCTEMA.

Br6peuno yspexxaane H Gp0peyna TpaHCIUIaHTalA:
Koraro TecnagaH ce npanara IpH NALKMEHTH ¢ yBpeeHa 650peuHa GyHKiNAS ce Tpenopbusa
TIEPHOXMMHOTO NPOCTeNMBaHE HA CEPYMHHTE HMBA Ha Kaus U KpeaTuhnna. [Ipunoxennero Ha Tecnasian
He e NPENopBYRa NPH NALMEHTH ¢ TEKKO GBOpedHo yBpeskaane (KpeaTHHUHOB KIHpBHC < 20 ml/min)

- (Bik Touxu 4.2, 5.2). Hama onur ¢ npusiokenreto Ha Tecnanas Npy TIaNHEHTA CbC ckopolta Gu6pedna
TPAHCTUIAHTALMS WK NP NALWMEHTH ¢ KpaeH CTa/iiH Ha 6'56petmo yBpeKaaHe (Hanp. KpeaTHHHHOB
kmHpbHE < 12 ml/min).

JIBoiino GrokMpaHe Ha PEHHR-AHrHOTEH3MH—~angocTepoHoBara cucrema (PAAC)

Vima manmu, 4e efnospemennata ynorpeda na ACE wrrxubwropn, anruorersun -penerropim Gnoxepy - -
- WM aMUCKUPEH TIOBHIIABA pHCKa OT XHTIOTOHUS, XUIEpKAHeMHUs H HamaslsBaHe Ha GLOpeTHaTa

" yHKIpA (BKIIOMHTENHO OCTpa 6:6PeyHa HeIOCTATBYHOCT). Tlopanu ToBA HE & NPENOPHYBA BOHHO
Gnoxupane Ha PAAC upes komGuipanara ynorpeba na ACE unxuburop, aHTHOTEHSHH II-
pellenTopHY GII0KepW Hiil amkcKHpeH (Bx. Touky 4.5 1 5.1).

AKO Ce NPeLieHN, ue TepanHsira ¢ ABOAHO BiokMpane € aGCoMOTHO HeoGX0aHMa, TOBa TpaGEa a CTaBa
CaMO 101 HaGIIIOEHHETO Ha CIICLMANYCT M MPH 4€CTO BHUMATEIHO MOHHTOpHpaHe Ha Ou0peunara
(pYHKLAA, ENIEKTPONIUTHTE H KPLBHOTO HAJIAraHe.

ACE unxubutopu 1 agryorensus [-peuenropHu Onokeps ne TpadBa a ¢ M3MOM3BAT €AHOBPEMEHHO
NIPH NALHEHTH ¢ AnabeTHa HedponaTys.

YepronpoOHo yepekaane:

EKCHOI?;HU,HFITH KbM aMI04UITMH H OJIMECAPTEH MEAOKCOMHI € NIOBHILCHA TP MNaLKEHTH C ‘iepHOleOOHO
vEpesxiane (pk Tovka 5.2). HeofxonuaMo e NosyIneHo BHUMaHHe, KoraTo Tecrmasan ce Npunara npn
DALMEHTH C NIEKO 10 YMEPEHO 4epHOpOBHO yBpexaate. [1pu naumenTy ¢ yMEpeHo yepexaane /03ata

- Ha OJIMECApTaH MENOKTOMIL He TPSOBa [ Ha/lBHINABA 20 mg (piok Touxa 4.2). [Ipu nanpenTs
HapyIlieHa yepHoApoOHa byHxums, npmoxce}mem Ha aMIIO/IUITHH TPAGEA Jia Ce 3arnoyHe ¢ no-lmcxa'ra
032 OT 1030BHA HETEPBAI H TpabBa ia ce NpHIIara ¢ BHMMaHHE [PH HAYAITHOTO JieYeHHe M IIPH
TIOBHINARAHE Ha No3aTa. [IpiIokeHHETO Ha Tecnanan npn TIALHEGHTH © m}mco tlt:pﬂt),upoﬁm ynpenmane
e npcmmonoxasano (BK TOMKA 4, 3) -
_ leeplcanneMHa ‘ - ;

Kaxro u nps npyra anrnoTersnH 11 aHTaroHueTH 1 ACE-HHXHGPH‘OPH B X074 Ha nequneTo MO)Ke na
HACTBLITM XuNepkalieMus, 0cobeHo Npu HanuuKle Ha OBLOpedHO YBpeXkiane WWIH ChpAeYHA
HEAOCTaTHUHOCT (BIK Touka 4.5). Tpenoprisa ce CTPUKTHO npocneI[ﬂBaHe Ha HUB4TA HA CEPYMAUA
KaJIWil NP} TIALMEHTH, U3IOKEHH HA PHCK. . : A
_C'bnucmamo ynorrpeGa Ha noGaBKH, C'bm,pxcamn Ka.mm KaJIHH-C”bXpaHﬂBalllH zmypenmu ;

__npocne,nﬂBaHe Ha HPlBaTa Ha Ka.
JIHTHH

Tecnanan v ANTHi e ce NpenopbLuBa {BHK TOHK3_4.5). _




Crenoza Ha a0pTHATA WM MHTpaNHATa Kilana, o6CTpYKTHBHA XUIICPTPOPHUHA KAPAHOMHONATHA.
TMopaau AaNHYMETO Ha AMTIOAMIKH B ChCTaBa Ha Tecnazan, KakTo IIpd BCHUKM Ba30/MAaTaTopH, o¢
npenopeyBa TIOBHILIEHO BHHMaHKE NIPH TALHEHTH, CTpajally ¢ oT a0pTHA WIH MHTPA/IHZ KIlaNHa c'reHosa
“ANH OﬁcTPYKTHBHa xnneprrpodnmna kap,unomnonam

H‘BpBHl]eH annocrepoun:mw 4

[auMeHTHTE C MBPBUYEH AOCTEPOHHIBM KATO 1IANI0 HAMA 1a OTFOBOPST HA aHTHXHIEPTEH3HBHH

NeKapCTBEHH TIPOAYKTH, KOMTO AeficTBaT NOCPEACTBOM HHXHOMpaHe Ha PCHUH-aHIHOTEH3NROBATA
cuerema. [opaau ToBa NPH Te3H MANHEHTH NPUICKEHKETO Ha Tecnanan He Ce NpenopbHea. '

Cnpneyna HEAOCTATBYHOCT:

IMpy npenpasnonokeHy MIA MOraT Aa C& OYaKBaT IIPOMEHH B GﬁﬁpeqnaTa (hYHKIMS KaTo cneacTBHe OT
HHXHOMpaHe Ha PeHHH-aHTHOTEH3HH-anjocTepoHoBaTa cMcTema. Ilpn maileHTH ¢ Texka CHpAEUHA
HeAoCTaTHUHOCY, 4HATO OBOpeuHa (yHKIMA Moke ja € 3aBUCHMAa OT aKTHBHOCITa Ha PCHHH-
AHTHMOTEH3HH-AJIIOCTEPOHOBATA CHCTEMA, JISUEHHETO ¢ MHXHOHTOPH Ha aHIHOTEH3HWH-KOHBEpPTHpAaLlAs
emsnM (ACE) 1 aHTHOTEH3WH PElLeITOPHH . AHTATOHUCTH Ce CBLP3Ba C ONWIYPHA WK IpOrpecHpalla
_aszoreMua H (]JH,D,KO) c opra 61;6peqna HéIlOCTEI’I"b‘-]H(_)CT H/HITH CMLpI‘.

Ham»[ermx ChC csp,r.;etma Henocrarbtmocr Tpaﬁna ,ua ce nelcysa'r ¢ BHUMaHue. B mmrocpoquo nnauebo
KOHTPO/IMPaHO MPOY4BaHe C AMIOAMIHHE NPH NALMEHTH C TeXKa ChpfieyHa HepoctarbyutocT (NYHA
xnac 111 u IV), aoknaasanara yecTora Ha 6enoapobeH oToK € O-BHCOKA B IPYNATa HA aMIIO/IHIIHH,
OTKONKOTO B Tiavebo rpymnara (Brox Touka 5.1). brokepure Ha kamiMeBHTE KaHaIH, BIUIIOYUTETHO H

- aMIOJMITVH, TpAOBa Jla Ce NPHIIATAT. ¢ BHAMAHKE NPH TAUMeHTH CkC 3aCTOMHA ChpAicHa — - . S
. HEe[IOCTATEMHOCT, Thil KaTo MOTart fia NOBHIIAT pncxa oT 6Lxlemn csp,uetmocsuonn VIHIHZICHTH i

- CMBPTHOCT.

I_Unpy-no,quHa eHTepOTnIaTHs

B MHOTO pelKH Cilyyad ce choOIaBa TeXka, XpOHMYHA QMapHs ChC 3HauMTeNHa 3aryba Ha Terno npu
NALMEHTH, IPHEMALIA OJIMECAPTaH HAKOIKO Meceld A0 FOMHA Ciej 3all04BaHE Ha NEUEHHETO, BEPOATHO
TIPUMHHEHA OT JIOKAIM3MPAHA PEaKlds HA CBPBXTYBCTBHTENHOCT OT 3a20aBeH Tni. YpesHuTe GHoncHu Ha
HALMEHTHTE HUECTO TIOKA3BAT BUITO3HA aTpodua. AKO FPH NALMEHT ¢ NOSBAT Te3H CHUMIITOMH 110 BpeMe
Ha NEYEHHETO ¢ ONIMECAPTAH M NpH JIMIICa Ha ApYra OYCBHAHA €THONOTHA, JICUEHHETO ¢ ONMecapTaH
Tpa6Ba j]a Ce TIpeYCTAHOBHM He3aGABHO M fla HE CE 3aNOuBa OTHOBO. AKO JMapHaTa He ce TionolpH B
TEueHMe Ha €AHMAa CEIMMIA CheJ NpPeKpaTABAHETO Ha Npuema, TpabBa @a ce npesBuaw noce/ipala
KOHCYNITAlMs ChC CIICLMANNCT (HAaNpHAMEpP TaCTPOEHTEPONIOT).

Pacoeu ocobenocTu:

Kakro ripH BCHYKY IpYTH aHTHOTeR3MH 11 aHTArOHKCTH, NOHIDKABAUAT aPTEPUAIHOTO HALAraHE
edexrst Ha Tecnafan Mome JNa 6B11e'B M3BECTHE c'neneH no-ciab pu YEPHOKOGH TALHEHTH B cpaBHeHHe' '
" ¢ OCTAHAJIHTE TIALIHEHTH, Bepomo nopaa.m TN0-BHCOKATA qccmm Ha anxopeﬂnﬁoam cTa'xyc npn
‘lepHOKO)KH TIAIMEHTH C nonmneno Kp’BBHO HansArape. .

ety B CTapyecka Bmpacr "
~ Ilpu naup}e}rm B c'rapqecxa m:spacr )msa'ra 'I})}IGBa na ce TIOBHINABA ¢ BHUMAHNE (Bmlc TOIKA 5. 2)

Bpemeﬂﬂocr
Io Bpeme Ha Gpemennoct ve TpsGea fa ce 3an04Ba JieueHHe ¢ anrHoTen3nH 11 anraronnct. OceeH axo
TIPOIB/DKABAHETO Ha IEYEHHETO ¢ aHTHOTEH3HH [] aHTaroHMCT He e HaITb/IHO HeobXoauMO, naune:m@n‘e,
TUlaHHpaLl} 6pemeHHocr Tpxﬁna Jia MpEMUHAT Ha fleYeHNE C ANTePHaTHBHH AHTHXHIEPTEH3YBHH-

-_TquH43H46)

Hpyru:



" CBIOG TAKA H noc:TaquHa xnnpa'raum Ha namdema

KaKTo npu BCAKO aHTHXUNEPTEH3MBHO IEKAPCTBO, NPCKOMEPHOTO NOHMAABAHE HA APTEPHAINOTO
HaJIATaHe NpH NALMEHTH ¢ HCXEMHYHA GOMIECT Ha CHPLCTO MM MCXEMUYHA MOFBUHO-CHI0BA 6cmccr
MOBKE J1a JIOBEJIE IO MHOKAPZIEH HH(papKT WM WHCYNIT. :

" Tosa JICKapCTBO CHABPIKA HIO-MANIKO OT 1 mmol HanI/IH (23 mg) Ha QrUIMHpaHa TabneTka, T.e.
© TpaKTH4eCKH He CHABPIKA HATPHH.

4.5 BianMoeiicTBHE ¢ APYTR JeKAPCTBEHH NPOTYKTH U ApYTH dopmu Ha B3aNMosielicTBRe
loTeHnpanuy B3anMoAeiicTBIS, CBBp3aHH ¢ kKoMOHHanmATa Tecnanan:
Jla ce R3eMe NOJL BHHMAHME TIPH €HOBPEMEHHO NPHIOKEHHE

JIpyTH aHTHXHIIEPTEH3HBHH JICKAPCTBA:
TonmwkapamusT apTePUATHOTO HansTaHe edext Ha Tecnanan MOXe Ja C€ YCHIIM NPH CHITLTCTBALNO |
TIpHIIOKEHHE Ha APYTH aHTHXRIEPTEH3UBHH JICKAPCTBEHH PONYKTH (Hanp anda-6110KepH, NHYPETHLH).

BeposTHH B3aHMOZEHCTBHS, CBBP3aHH C OMMecapTaH MEIOKCOME, BIH3aIN B cherana Ha Tecnanan:
He ce npenopsyea AHOBPEMEHHO TIPUIMKEHNE

JlaHH¥| OT KNIMHAYHH NPOYUBAHMS TIOKA3BaT, Ye ABOHHOTO OJIoKHpate Ha
PeHHH-aHTHOTEH3HH-&/I0CTEPOHOBATA cHCTeMa (PAAC) upes xoMOMHHpaHaTa yNoTpeda Ha ACE
MHXHGHTOPH, aHTHOTEH3HH H—peuemopﬂu 6GroKepy Wik AICKHPEH C€ CBHP3BA € TO-BHCOKA HECTOTA HR
HesKeTaHH CEOHTHA, KaTo HAIPUMep XHIIOTOHHA, XHTIEPKATHEMHA 1. HaManaeate Ha Gu0peunara
dynxipa (BRIFOYMTERHO ocTpa Gpbpeyuna HEAOCTATBUHOCT), B CPABHEHHE C ynmpeﬁa'ra €aMo Ha eJIHO
cpencTso, aekicTramo Bspxy PAAC (Bx. Toukn 4.3, 4.4 u 5. 1)

J]eKapCTBeHH TIPOAYKTH, NOBIHABALLM HABATA HA KAJIHs:

ENBOBpEMERAOTO NPUAMKEHHE Ha KaNWi-CHXpasABallld IUyPETHIH, KalTHeBH ,quaBKH 3aMeCTHTEIH Ha
CONTA, ChEAbOKALIM KaKi, HIH JPYTH JIEKAPCTBEHH NPOLYKTH, KOMTO MOI'AT A NIOBHILAT CEPYMHHTE
HMBa HA Kanus (Hanp. xenapun, ACE-unxubuToph) MOXE Jia /IOBe/IE 10 HOBHINABAHE HA CEPYMHHTE
HUBa Ha kanHs (B Touka 4.4): B cnyuaii ge B komMOunatma ¢ Tecnanan ce NMPeAlMCRaT NeKapcTBeHN
NPOIYKTH, KOWTO TIOBJIVMABAT CCPYMHMTE HHBA Ha KaNus, C€ NPENOPBLYBA NPOCNENABAHE HA CEPYMHHTE
HHMBA Ha KaJMs.

Jumaii:
OGpamMO MIOBHIIIZBAHE Ha CEPYMHHTE KOHLIEHTPALMH Ha IMTHA H TOKCHYHOCT €& CLoﬁmaBaT B XO/a Ha.

- CHIBTCTEAINOTO NIPHIKEHHE HA MATHIE ¢ HHXMGHTOPY Ha AHTOTEH3WH KOHBEPTHPAITHS SH3UM H PAIKO -

. ¢ anruorensyt Il anraronucth; Ilopagu ToRa He ce npenop’stma CHITBTCTEALIOTO PHIOKEHHE Ha
Tecnanan  JHTVH (RIDK Touka 4.4). B caryHaif, e BI[HOBpEMeHHOTO IIPWIOKEHHE Ha Tecnauaﬂ H mrmn
& Heoﬁxo,unmo, ce npenopmna BHUMATENHO npocnenxsaﬂe Ha CepYMHHTE HUBA Ha JIMTU.

' —‘Ezmoapemeﬂ}lo np}mo;xeﬂue Hsncmsamo nonmneﬂo Bmmalme

Hecrepommu npomsonmnaﬂmennu NIEKAPCTBEHH CPEI.[CTBEI (HCI'[BC) BKITIOYBALIM CENeKTHEHH COX—
2 mirxubuTopH, aLETHICANTHUHIOBA Kicenuna (> 3 g/nuesno) u necenextsin HCTIBC:

Korarto anrviotensns 11 antaronwcty ce npuiarar eanorpemenno ¢ HCIIBC, Mosxke 1a HacTENA
. orcnabBaHe Ha aHTHXHNEpTeH3uBIMA edexT. OLie NoBeye, e,I(HOBpeMeHHOTO NIpWIOKEHHE HA

- anrnotensun Il antaronneTnn HCTIBC moxe na OBALIM PHCKa OT BOLIABAHE Ha 61,6perma'ra
$yuxups 1 ‘MOXKE /12 JOBEME A0 [IOBMLIABAHE HA HUBATA Ha cepymnus xaniii. Tlopanma Tosa ce
MIPEeNopE1Ba NPOCNEAABAHE Ha 6'56pe1ma1:a dyHKIas B HAYANOTO Ha TakoBa C'I:H‘BTCTB&]]LO

Konecerenam, nekapcmo KOETO. CB‘bp‘}Ba KTBHHUTE KHCCMIHH:
EnnoBpemenHOTO NpUnoskeHHe Ha koneceBeam XMJPOXJIOPH/L, IEKAPCTBO, KOETO €
Kncemdﬂu HaManiea CHCTeMHATA EKCIIO3ULINA W MAKCHMAIIHATA TIa3MEHA KOHLICH
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| M HAMAIRBA CAMMUHALMOHHNS 0Ty KuBoT (11/2). [priokenneTo Ha oNMecapTal MEJOKCOMKI note 4
uaca npeay KolecenenaM XHApOXIopuy HaMassa edieKTa OT NEKAPCTBEHOTO B3AHMOACHCTBHE.
HpHJIO)KCHHCTO Ha OJIMecapTaH MeJOKCOMMN NoHE 4 qaca Npefn KoNeceBenamM xmlpoxnopwl Tpaﬁna a
ce uMa neaeHyl (BroKTe TOYKa 5.2). '

- JlombauuTenna MHbOpMALAS

Cnep neuenye ¢ aHTHALMAK (aNyMBHNCEO-MATHESHEB XMAPOKCHA), C¢ HabioaaBa NeKo NIOHNKABane Ha
6HOBaMMYHOCTTA HA OJIMECapTaH. ‘ '

Onmecapran MEAOKCOMMA HAMa 3HAYMM €DEKT BBPXY (apMakoKHHETHKATA HIH dapMakoqMHAMHKATA Ha
BapthapH Uy GapMAKOKHHETHKATA Ha JMTOKCHH. ENHOBPEMEHHOTO IPHIIOKEHHE Ha ONMecapTaH
MEIOKCOMIUT M [IPABACTATYH HAMA KIMHHYHO 3Ha4uMH eheKTH BEpXy GapMakOKHHETHKATA HA BCEKH OT
KOMITOHEHTHTE NPH 3/IpaBy JIHHA.

OnmecapTaH He NPATEKABA KIMHAYHO 3HAYBMH HEXUOHTOPHA eieKTH BLPXY HOBEIIKHTE LIMTOXPOM
P450 ensumu 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2E1 v 3A4 in vitro v ¢ TIPUTEXKABa HITH MMA MHHHUMATHHA
© HHYLMpali etdextn Bbpxy aKTHUBHOCTTA Ha LHTOXPOM 'P450 npu umexose. He ce ovaxear KITHHEIHO -
3HaYHMH B3aUMOZEHCTBHA MEXTY ONIMECApTaH H JIEKapCTBEHH TIPOIYKTH, Me'raﬁonmnpanu or
FOCOYUESHHTE MO-TOPE EHZUMMH Ha LHTOXpoM P450.

. [ToTeHUMANHH B3aMMOIEHCTEES, CBLP3ARM C aMIIOJIMNHH, BIIH3aL B ChCTaBa Ha Tecnajian:
EdexTn na _apym JNIEKAPCTBEHH APOAYKTH BbPXY aMJIOAANHH -

CYP3A4 ummﬁm‘opn : :
EnHoBpeMeHHOTO NPUMIIOKEHHE Ha aMJ‘IOJIHITPl'H CBC CUITHH BRI ymepeHH nxubutops Ha. CYP3A4
(npoTeasHn HHXUOUTOPH, a30JIHA NPOTHBOI'LOMYHH NIEKAPCTBA, MAKPOJIAAM KAaTO EPUTPOMHLIMH HIIK
KIAPUTPOMHLIMH, BEPAIIaMIIl WK JUAIITHA3EM) MOJKe Aa IOBeE A0 3HAUHTEIHO YBe/IHuaBate Ha
aAMJIOZIMITMHOBATA eKcnosHiwd. KImMHHYHOTO 3HA4CHHE Ha Te3u (papMaKOKMHETHYHH [IPOMEHH MOKE [
Ca [10-W34BEHH TIPH NaUMEHTH B cTapuecka Bh3pacT. MMa noBHuleH PHCK OT XUNOTOHKUS. penoprura ce
BHMMaTeTHC HAOMONeHHE HA IALMEHTHTE M KOPHTHpane Ha J03aTa OpH Heo6X0AMMOCT.

CYP3A4 unnykTOpH: _

[pu efHOBpEMEHHO NPHIIAraLe ¢ U3BECTHN HHAYKTOpY Ha CYP3A4, nnasmeHaTa KOHUEHTpalkil Ha
aMA0AUTIMA Mowce 1 Bapupa. Tlopany Toea TpAOBa 1A ce cneay KPLRHOTO HAIIATaHe W 12 ce PeTVITipa
103aTa, KAKTO N0 BPEME Ha, TAKa U cel e/AHOBPEMERHHA TIPHEM, 0COOCHO ChE CHNTHH MHﬂy!\TO})H Ha
CYP3A4 (HaHpHME‘.p, pﬂdpammamm ABAT Kamapuon) :

Hpnno;xermm Ha aMNOAHIIHH C. rpeﬁmbpyr WIR COK OT rpeunq)pyr HE ce npenop’stma, TBH KaTO
GHOHATMIHOCTTA MOXE Jiz Ce YBENWUH NPH HAKOM TIAIHEHTH, xoero me ,uose,ue no yBennanaHe Ha
etheKTa 3a NOHIKABAHE HA KPBBHOTO Hansrate.

' I[amponen (uchyzm) IIpH 5kMBOTHH ca HAGIIONABAHY IETAHA BeHTPHKYIapHa ¢u6pﬂnamm "
Kapjmonacxyﬂapeu Konane, CB’BpSaHH c XPI]'ICPKHJ]HCMHSI cnen, HpHJ'IO)KCHPle Ha BepanaMHia H
* MHTPAaBEHO3HO NIPHUNOXKEH AaHTpoNeH. TIopanH PUCK OT XUIIEPKAIHEMHS Ce NPENOpPLYBAa Aa ce u30arsa
e,_IlHOBp_EMeHHOTO TIPUIOKEHHE HA 6J10|<ep14 Ha KaJUHEBHTE KaHANH KaTo aMNOANIIAH TP NalHCHTH,
NpEpasHoNoKeH KM mbxaqecmeua_xuneprepmm W IIPH JledeHKe HA AIOKAYECTBEHA XUIepTepMus.

- Ecl)exm Ha amno,uunnn B'bpxy Hpyru nexapcmseﬂu npo;mcm

, Eq)emm‘e Ha HaMaABaHE Ha ]Cp’bB]—IOTD Ha.‘naraﬂc Ha amno;mnnﬂ ce Hacnama"r KbM ecb IR
'amnxunep'rem,HBHH cpencha : :

B knunnsny npoyuBaHu, EIMJ](JII.HHMH e NOBIHABA (’papmaKox{HHeTnKaTa Haat
unk Bapdapu. -



'Awmonnnm_a (axtuBHo BewecTso Ha Tecriazan) -

CumpacTaTii. EAHOBPEMEHHOTO NpUNOKEHHE HA MHOTOKpATHN 1031 oT 10 mg amnoannukn n 80 mg
CHMBACTATHH BOH 10 YBE/IMYABAHE HA eKCNO3ULMATA KbM CHMBACTATHH CbC 77% B CPaBHEHHE ChHC
CAMOCTOATEJIHOTO NPHUAOKEHAE Ha cUMBacTaTHy. Jlp3aTa Ha CHMBACTATHH TpﬂﬁBa 7la ce OrpaHuHu A0 20
g AHEBHO N1p# nauueu'm, KOHTO npuema*r amnonmmn :

TakpoauMyc: HM,a PHCK OT TIOBHIIEHH HUEA HA TAKPONMMYC B KPETA NPH €HOBPEMEHHO TIPHIIOKEHHE C
aMIIoMTIHH. 32 Ja ce n30erHe TOKCHYHNA e)eKT Ha TAKPOIAMYC, MPHIAraHeTo Ha aMJIOIMITHA TP
N2LMEHTH, NEKYBaHH C TAKPONAMYC, HANara HabMIOICHHE HA HMBATA HA TAKPOITMMYC B KPBBTA H
KOPEKLIMA Ha J103aTa Ha Taliponumyc KOraTo TOBA € choOpasHo.

Mechanistic Target of Rapamycin {mTOR) mrxuﬁyrropme: mTOR uHXHOWTOPK KaTo CHPOJMMYC,
TEMCHPOJIHMYC 1 eRepoIMYC ca cyberpath Ha CYP3A. Amnoaumin e cnab CYP3A unxuburop. Ilpa
eHOBpeMenna ynotpeSa ¢ mTOR nixvburopu, aMIOIUIHEH MOXKES 1A YBEIIHH eXcnosuimsTa Ha mTOR
HHXHOHTOpHTE.

Lunocnopun: B nipocneKTiBHO npouysate Ha Gb0peyuno TPAaHCTIAHTHPaHH TIALHEHTH € HabMro/IaBaHo
cpeaso 40% ypearueHHe HA MEHHMATHHTE HABA Ha LIHKITIOCTIOPHH, KOFaTo € U3N0/13BaH €JTHOBPEMEHHO ¢
amnoHmiH. EnnoepeMenHoTo npunoxkenne Ha Tecnazan ¢ UMKIIOCTIOPHH MO3Ke A3 TIOBHIIK '
EKCTIO3MITMATA KbM LHMKIoCHOpHH. TIpH eZHOBpeMenHaTa MM yrioTpeGa Tpa0sa 11a ce- MOHHTOPHPAT -
HHBATA HA WMKITOCTIOPHH ¥ TIPH HeOOXOAUMOCT J1a C& PEAYLIMpa JI03aTa MY.

4.6 @epTﬂﬂnTeT, 6PEMEHHOCT H KbpMelie

Bpemennoc’r {p1DKC To'uca 43) :
Hsama AaHHH OTHOCHO rrpnnoxceHHero na Tecnagan npn 6peMeHHPI nawweHTy. He ca npoaemnalm
npoy4sanns ¢ TecnanaH 3a penpoayKTHBHA TOKCHYHOCT IIPH JKMBOTHH.

OnMecapran MEAOKCOMIN {aKTHBHO BEleCTBO Ha 1ecrana)

TpunoxenneTo Ha anrnoTeH3uH [l aHTaroHKHETH He Ce NpenophiBa Npe3 MbPBHs TPUMECTDP Ha
6pemenHocTTa (BIK Touka 4.4). [Tpunokennero Ha aHTHOTeH3HH [l anTaroHucTH € MPOTHRONOKA3aHO
npe3 2P 1 3™ TpumMecTsp Ha OpeMenHOCTTa (BIDK TouKa 4.3. 1 4.4).

EnuIeMHONOTHYHNATE AaHHH 110 OTHOWEHHE Ha PHUCKA OT TePaTOreHHOCT cies excrnosvius Ha ACE-
MHXHOHMTOPH N0 BPEME Ha IbPBHA TPHMECTHP Ha OpeMenHocTra He ca ybenuTenty; ¢1abo nosullaBaHe
Ha pucka, obage, He MoKe Na ce nakmoun, JlokaTo AUMCRAaT KOHTPOAMPATH ENWIEMHONIOTUYHH NAHHH TI0
OTHOUIEHHE HA PUCKa € aHTHOTEH3HH 1 aHTAaroHNCTH, CXOAER PHCK MOKE 12 CHLIECTBYBA 34 TO3H KJjac
nekapcTea. OcBeH aKO NPOABDKABAHETO Ha JIeYeHHeTo ¢ aHruoTensuH Il anraronncTH ce cuuTaza

| MBKIIOMHTRITHO BXKHO, MAIMCHTKATE, INaHHpaIH 6peme}moc"r TpsOBa Aa IPEMUHAT KbM am*epﬂamno o

ammymep'rempmno neqe}me 1{06’10 HMa YCT&HOBEH ]'[pOClJHJI Ha 6630]’130}100‘1‘ HpH npmome}me ]'IpH ;

" 6pemennoct. Koraro ce ycraHosH GPEMEHHOCT nedeHuneTo € anrHoTensuA 1l anTaronucTH IpaGBa nace

npeycq*aﬂosn HCBaﬁaBHO H axo E I]OI[XO,IISIIIIO ﬂa ce BBHOHHG aJI'I‘epHaTP]BHO JNeUeHue.

- M2BecTHO.€, ye eKCTIO3HIHA Ha Neyenve ¢ aHrHoTers I 1| AHTATOHHCTH 110 BpeMe Ha BTOPHA H TPETHA

TPMMECTBP IPHIMHABA (PETOTOKCHEHOCT NMPH Xopa (NomwKkeHa Gx6peana GYHKIYA, OMrOXHAPAMHHOH,
3a0aBsiHe Ha OCH(HKALMATA HA Yepena) ¥ HeOHaTaIHa TOKCHUHOCT (0BOpeuHa HeNOCTATBYHOCT,
XUTIOTOHMA, xnnepxannemm) (B Touxa 5.3). '

AKO €KCMO3HIMATA KbM aHrHOTerzuH 1 aHTaroHHCTH 3anoyHe OT BTOpH TPHMECTEP, CE NIPEHophYBa |

yATpa3ByKoB Nper/ien ha G1Ope1t H vepen. Kppmavera, uHHTO Maiiku nipuemar anrnoteHsud I
- AHTarOHMCTH, Tpaﬁaa ,ua 61=na-r pe,uonﬂo I]pOCJ]ef_[HBaHH 32 HACTBIIRaHE HA XHIIOTOHMA (BPD]{ Toqxa 4. 3 n-
4 4) ‘ :

HanHute 0T OrpaHKteH 6poil HpeMeHHOCTH, TIPH KOHTO ce ¢ mpUnarano aMIoan
AMJIO/IHITHH WK OPYTH 2HTATOHKHCTH Ha KNUMEBHTE PCLENTTOPH UMAT YBPEK/Ia
Ha ¢eryca. Moske, 0baue, n1a HMa pHCK OT NPOTPAXMPAHE Ha PaXKAdHE.
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Cnenosarento TecnanaH He ce nNpenopbusa No BPeMe Ha MbPBHA TPHMECTHP Ha OPeMEHHOCTTA M €

- TIPOTHBOTIOKA3aH TIO BpEME Ha BTOPHA ¥ TPETHA TPHMECTED OT GpeMenHocTTa (BIDK Touka 4.3 1 4.4).

KmeeHe

OnmecapraH ce excxpe’mpa B lcbpma'm npH nnsxose. He e HCHO oﬁaqe namm onmecapTaH npeMiHaBa B
KbpMaTa TIpH Xopa. AMIIOJHITHH ce eKCKPETHPa B HOBEIIKOTO MILIKO. Konnuecrsoro or MaifunRata nosa,
NPEMHHAIO B HOBOPOJIEHOTO, CE OTPEIENs Ypes3 HHTCPKBAPTHIIEH JHANa30H oT 3 - 7%, 10 MaKCHMYM
15%. EexThT Ha aMIOAMMMH BLPXY KbpMaieTa He € H3BECTEH.

Ilo epeme Ha kepMene ynotpebara Ha Tecnagan He Ce NPENOPHYBA H 34 IPCATIOUHTAHE € ;l,pyro NIeveHHE
¢ no-nobpe aokazan npodun na Ge30N0acHOCT 10 BPEME Ha KbPMEHE, 0CO0EHO aKo [IETETO & HOBOPOJCHO
HIH € POAEHO NPEKIEBPEMEHHO .

deprnurer

Ipy HAKOM NAIMEHTH, JIEKYBaHH ¢ GAOKePH Ha KANLIMEBKTE KaHanH, ca chobliasany obpaTuMu
GHOXHMIUHH DPOMEHH B TNaBaTa Ha cTiepMaTo3okuTe. K/IMHIYHHTE NaHHH OTHOCHO BB3MOKHMA ehexT
HA AMITOJMITMH BBpPXY (epTHInTETa ca HenocTaTbuii. B eo TIPOYHBaHe ¢ IUTBXOBE Ca YCTaHOBEHH
HEeXeTaHH eq)elcm BBEPXY deprunurera npn MEIKKH WHIMBHIA (BHJK TouKa 5.3).

' 4.7 E_cpelcm BBLPXY CHOCOOHOCTTA 32 Luoclmpaﬂe H paﬁd'ra ¢ MalllHHH

Tecnagan MOKe MUHHMAJTHO MIIM YMEPEHO /ia TIORITHse CIOCOGHOCTTA 33 NIogHpaHe H paboTa ¢ MalikHK.

* 3amagrocT, rMaBobONHE, TaleHe WIH YMOPa MOJKE Ja BE3HMKHAT ITOHAKOTa P HalieHTH, NpHEMamH9

AHTHXHIIEPTEH3UBHA Teparnns, KOeTo Moxke Ja HapylH €110coGHOCTTA 32 a pearupaie. I'Ipenopfbtma ce

- 'BHHMaHHC 00066}]0 B HAYAJIOTO HA ICUEHHETO.

4.8 Hexceﬂanu J]EKap(:TBEBH pealclllm ‘
Tecnapan:

Haii-yecTo noxnaasaHuTe HexeNany peakiiy npu ynotpebara Ha Tecnanan ca nepugepeH oTok
(11,3%), rmasobonne (5,3%) u 3aMasvocr (4,5%).

HexenaHuTe RekapcTBeHy peakumn npn ynotpedara ha Tecnanan oT }inHH4IK NPoyuBanis,
TIOCTMAPKETHHIOBH NPOYIBaHHS 3a 6E30NaCHOCT M CHOHTAHHK JOKITAH ca 06obLuenH B TabauumTe 1o-
JOITY, KAKTO M HEKE AN NEKApCTBENH Peaklii Ha OTACTHWTE KOMITOHEHTH ONTMECapTaH MCIAOKCOMUI H

aMJIOIHUIIHH, Bh3 OCH()BH HA I[p()qJHJ'JH Ha He3001aCHOCT Ha TE3H BEICCTERA.

CJICJIB&IJ.IHTC TGPMHHH ce PIBHOJ'{BBEIT c uen na ce xnacmbmmpa PISﬁlBaTa Ha HEKEnaH1 neuapcmeﬂn )

. peaxumm; -

Muoro yectn (>li IO)

" “Yectn (>I/100 no <1.v'10)

Heuecty (21/1 000 20 <1/100)
Pemiai (>1/10 000 no <1/1 000)

" "Muoro peaxn (<1/10 000)
C HeH3BeCcTHA 4eCTOTa (OT HAIMIHHUTE JaHHK HE MOKE na 613,ue Hanpasena oueH}(a)
. Cucremioc-opranHa - Hemenaﬂﬂ nekapcTBeHn | Yectota. . : :
KacH(PHKaLKAa no. | peaxun o Kom6unaims | OnMecapraH | AMAOIMITHH - |
MeDRA . . .7 | S . [ Onmecapran/ | - S
- T | Amnogpms
Hap)me}mﬂ Ha | JeBkotmronenns T
KpBBTa W uM(Hata :
cucrema - . .| TpombouuTonenus
Hapyenms Ha ‘Anepriina ‘ Penku
¥MYHHATa cuCTeMa - | peakuma/nekapeTeena :




CBPBXMYBCTBUTENIHOCT
Anapunaxruuna . Heuectr
_ . peaKiu :
Hapymenne Ha X UTIEPTIHKEMMA. I MHOTO peliki
MeTabeNH3MA H - XHIIEpKANHEeMHA Heuectn Penxu '
XKPaHEHETO XuNEpPTpHIIHiepUaeMys YHectn
' XurnepypHkemns YecTH
Tleyuxyann O0bpranocT Penky
HapYyIIEHH Jenpecust Heuecn
BezcrHue Heuectn
Pasppa3HUTENHOCT Heuect
TloHmxenso nHOMIO Heyecrn
fIpomsHa B Heuectn
HACTPOEHHETO
{ BKJIIOUMTENIHO
TPEBOMKHOCT)
Hapywennana 3aMasHoOCT Yectn 1 Yecn YectH
HepBHAaTa cHCTEMa Jucresns Heuectn
I'napobonue Yeen Yectn Yectu
(ocobeno B
HAYAI0TO Ha
: | JIEUCHHETO)
XuneproHHs . MHoro peaxyu
| Xuroecrestis Heuectu Heuectw
Jleraprus Heuectn
TlapecTe3nn Hevectn Hewectn
TeprdepHa HEBpONATHS MHOTO pefiki
3amanHOCT B M3MpaseHo | Hedectu
TIONOXKEHHE
Hapyienns Ha cwHA Heuectv
CBHIABOCT Yectn
Cuykon Penxn Heuectn
Tpemop Heuectn
Excrpanupamuinng C HeuszeecTHa
| Hapyluchhna HeCTUTd
Hapywenns ba ounre | Hapylienna B 3peHHETO Yectu
‘ ' (BRTOUMTENHO |
: - JMIUIORHA)
| Hapymenns 1a yxoro | Tumirryc _ HeuecTH
¥ abppunTa, Bepruro. Heuectn Heuectn .
Copaeunn AHrMHA NEKTOPHC ' Heuecti Heuectn
HapylICHHUs . (BKTIOUMTENHO |
SR ' BJIOILABAHE HA °
aHIHHA -
AEKTOpME)
. APHTMHH (BKIIIOUHTENHO Heuecru
Gpanukapaus, KaMepHa
TAXUKAPOUA W )
NIPEACHPAHO MEXKZEHE) / _
. MuokapaeH HHpapKT - - s
Tannvraimus ' - Hewecrn & et
TaxuKapaus Heuectu /f 5725 e \ 9
Chbi0BM Hapywehus . | Xunotowus Heuecrn Pent{s | “odsHedeoqn. | &
: Oprocrarnusa - Heuectu \\:;\ » A .
XHMOTOHHA - > s y
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Jaucppapane Penxu YecTH
Backynar Muoro penku
Pecnipatopmu, BpoHxXHT Yectu
IPBIOHH H Kauyama Heuecrn YecTn Heuectn
MeAHACTHHANHK crHes Heuectn Yectn
HapYIICHHA DapuaruT Yeetu
PHHUT YecTu Heuectn
CromalllHo-YpeBHH Kopemna Gonka Yectn Yectu
HAPYIIEHHSA Ipomenena upesna Hectn
(GYHKIHA (BKTIOYHTENHO
JHAPHA WM 3arnek)
3anek Heuectn
Juapus Heuectt Yecrn
Cyxora B ycrata Heuectn Heuectn
Jucnencus Hevectn YectH Yecu
Tactpur Mmuoro penku
IactpoeHrepur Yectn
luarusanma MHoro peaku
XHIEPITA3HA
I'anene Heuectu Yecth Yectn
Ilanxpearur MHoro penku
Bonxa 8 ropHara yact Ha | HeuecTH
KOpema
Ilorpriyane Heuectn Heuectn Heuectn
Inpy-nopotuHa Muoro peaxu
EHTEPONATHA (BIKTES
Touka 4.4)
Xemnaro-OunHapHn IloBHIleHH HIBa Ha Yectr Mmnoro peaxu
HapyLIeHHs HYEPHOAPOOHHTE EH3UMHU (uecro
TMOCTICABAHA
OT XOJIecTas3a)
Xenarur MHoro penxu
Kenareuura MHoro pepkn
ABTOHMMYHEH XenaTur* C nemspecTHa
4ecToTa
Hapymwennd ga Anorenuns Heuectn
KOKaTa v AHIHOHEBPOTHUEH eieM Pemin Muoro penxn
MOAKOKHATA TEKAH Anepruden aepmatur Heuectu
Eputema mymmudopme MHoro peaxsH
Exzanrem Heuectn Heuectn
Excdonunarusen MHoro pezku
TEPMATHT
Xunepxuaposa Heuecrn
POTOYYBCTBHTENHOCT MHOrO peaku
Ilpypuryc Hevectu Heuectu
[Iypnypa Heuectn
Orok Ha Keunke MHoro penkn
Obpun Heuyectt Heuectn H
ITpomsHa B 1BeTa Ha
KOXKaTa
CuHapom Ha CTHBBHC-
JBKOHCEH
Tokcruna enuaepmanna
HEKponusa
Ypruxapua Penxn
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Hapytenusa Ha -
MYCKYAHO-CKENETHATA
cHCTEMA W _
CBHEMHUTEHATA
“THKaH '

HOH,)’BEIHC Ha rnc3cHa

Yectn

ApTpanrus

- ApTpMT

‘leém

‘Heuectn

- Bosika B repba

Heuectn

Yectn

Heuectn

MyCKyJIeH Criaspm

Heuectn

Pemxn

Yectn

Muanrus

Heuectn

-Heuectnt

Bonka B kpaliHuuyTe

Heyectn

KocTha 6onka

Yectu

Hapyiienns na
Gn6penyTe 1
MHKOYHUTE MBTHILA

Octpa 66peuna
HEAOCTATBYHOCT

Peaxn

Xematypus

Yectn

TloBHIIEHA YeCTOTA HA
ypHHHpaHe

Heuectnt

- Hapymrenua B

YPHHHPAHETO

Heuectu

Huxrypus

Hevectn

Tonaxmypust

HeuecTt

BrOpeuna,
HENOCTATBYHOCT

Peaxa -

Huderum va
NMKOUHHTE IMETHILA

Yecu

Hapymienua Ha
1 BE3mpoM3BONMTENHATA
cHcTeMa H TbPIMTE

Epextinna Jmccpy}lmm/

HMIIOTEHTHOCT

‘Hedectn

Heuectn

MaHexoMacTHA

Heuectn -

Obmy HapyIIEHUS H
-edexTH Ha MACTOTO Ha
TIPHIOKEHHE

AcTemia

Heuectn

Hevectn

Hectu

BonKa B FHPAVTE

Yecta

Heyectn

OTOK Ha THLETO

Penxu

Heyectn

Ymopa

YecTH

Yeetu

Yectn

I'punonono6nu
CHMITTOMH

Yecti

Jleraprus

Penxu

Obma cnaboct

HeuecTn

Heuyecrn

Orox

YecTH

Mpnoro vecTH

Bonka

Yecern

Hevecti

Tepudepen ook

Yeetn

Yectn

O’I‘OK C TecToBarda
KOHCHCTEHIMS

Hectn
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*[pe3 NOCTMApKETHHIOBHA NEPHOR ce CboOIlaBa 3a CAydaW Wi ABTOHMYHEH XENaTHT C NaTeHTEH nepuod oT
HAKONKO MECEIId 10 FOXHHY, KOHTO Ca o0paTHMH cIe/l CTIMpane Ha NPHEMA Ha 0IMECapTan,

Cro011aBaT ce eiMHMYHH CITy4aH Ha pabioMHOnu3a BbB BpEMERa BPB3KA ¢ NPUEMA Ha PELENTOPHH
GnokepH Ha anrnorensun IL Cwﬁmaaa}m ca ema}mqnn CITydaH Ha excrpannpamnnanen CHHApPOM IIPH
NALNEHTH, NEKyBaHH C aMIIOMIIAH. -

Crobmagane na NOAOIVPANA HEZKETIAHH PEaKLMH

CroburapaHeTo Ha ION03HPAHH HEXeNaHU peakuHH cllefl paspeillaBaHe 3a yroTpeba Ha IeKapCTBEHHA
TIPOAYKT € BaxkHO. ToBA N03B0/15B2 /1A NPOBIKH HaBMoACHHETO HA CHOTHOIICHHETO NO/I3a/PHCK 32
JIeKapCTBEHHA TpoaykT. OT MeMIUHCKUTE CIELMATTHCTH ce M3HCKBa [1a ChOoOLIABAT BCAKA TON03HPaHa
Heskellana peakiiys “Ype3 HAMOHAIHA CHCTeMa 3a ChollaBane:

HamrbiayTeNHA are I 10 JIeKapeTBaTa

yi. , Jaman Tpyes” Ne 8

1303 Codms

Ten.: +359 28903417

yebealiT: www.bda.bg

49 Hpendsn paHe

CHuMITTOMM:
Hama ompar ¢ npenor_mpane na Tecnanan. Hail-pepostruTe ed,)em Ha npeo3nApate ¢ onmecaprra:u
MeJOKCOMIUIT Ca XHIIOTOHMA ¥ TAXWKap/H; SpaiHkapaus Moxke Jia HACTHIH B ciry4aii ye UMa

- N2pacHMIATHKyCcoBa (Barycosa) CTHMYTAIIAA, Mosxe 13 ce 0MaKea, ve Tpefo3Hpate ¢ aMJIO/IMIIMH 18
AoBEAE 1O 3HauMMA neprdepHa BazomUIATALMA ¢ H3PA3cHA XUIIOTOHMA B BEPOITHO peheKTopHa
taxuKkapaus. HMa chofimenns 3a u3pasena ¥ NIOTEHLHATHO ABATOTpaiHA CHCTEMHA XHIIOTOHHA
JIOCTHrania ¥ BKIIOHUBALA 1OK ¢ daTajen H3xo.

Jleuenmne:

B ciiyuaii ve TabneTKMTE Ca IIPUETH CKOpO, MoKe na ce Hanpalm croMauma HpOMPlBKa IIpH IMPaBH LA
NPHUIOKEHHETO Ha AKTHBEH BLITIEH He3abaRHO WM [0 Ba Yaca cliefl IPHeMa Ha AMIIOIIHH € TIOKA3ano,
ye 3HAYMMO NoHWKagRa abcopbumaTa Ha aMIOANITHA,

K/1HAM4HO 3HaU¥MAaTa XHNOTOHKS, NIPOM3NK3aila oT npeaozupane ¢ Tecnaial, M3HCKEA aKTUBHO
MOAIBPAAHE HAa CHPAEYHO-CHAOBATA CHCTEMA, BKIMOUHTEHO CTPHKTHO NPOCNENSBaHe Ha Chp/ieyHaTa u
GenoapoOHaTa (JyHKLIMS, NOBAHIAHE HA KPABHWLIMTE W BHUMAHKE [10 OTHOWICHHE HA LIHPRYIHPaLLHA

- 0feM 1 AMypesaTa. 3a Bb3CTAHOBSBAHE HA CH/IOBHI TOHYC M ApTEPHANHOTO Haldrane 61 MOIb Ja

. [IOMOTHE Ba30KOHCTPHKTOP NPH. NOIOKEHHE, Y€ HAMa NPOTHBONIOKA3aHHA 32 TIPHIIOKCHHETO My.

" - VIHTpaBEHOIHMAT: KATILHEE [JFOKOHAT MOXe Aa 6’blle OT HIOJI32 TIpH npeo;[omaﬂe Ha etbem Ha

6]101{3,!13’1‘3 Ha Kammesme I(aHaJIPI

' TLH KaTo amno;mnnﬂ ce cm;pasa BLB BHCOKA CTETEH € Ta3MeHHTe NPOTCHHM, nnanmam HAMa nia Obae
OT NoMn3a. Cnocoﬁﬂoma Ha O/IMECAPTAH nace nnammupa He € M3BECTHA, -

5.  @®APMAKOJOrMYHY CBOMCTBA
51 @épméxﬁnnﬂat\iﬁqﬁn csoiié’rna-

_ Kon C09DB02

Méxarm%m Ha neﬁCTBHe
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AIHTHECH AHTUXUTIEPTEH3IHNBEH e(l)elcr HOHM:}\dBaHKI/] aple})HEU'IHOTO Hdllﬂl"aHe B [o-roiama CTCncH B
CpaBHEHPlC C BCEKH KOMINOHEHT NOOTAETTHO. '

Kimnana e(belcmnﬂocl‘ 1 GesoriacHOCT

Tecnanay

B 8-ceaMuuno, ABORHO-CIANO, PaHIOMH3HPAHO, Tatefo-KOHTPONMpano ¢ GakTopraner auakn
" npoyusane npu 1940 naripenty (71% nalpieHTH oT KaBkaskaTa paca H 29% MaUneHTH Be OT kaBKasKaTa
paca), TeYEeHHETO ¢ BeAkA koMGrHIpaHa no3a Tecnanan BOAM NO 3HAYMMO TIO-TOAAMO NOHWHKABAHE HA
JHACTOIHOTO U CHCTOMHOTO aPTEPHAITHO HAITAHE B CPABHEHHE CbC CHOTBETHHIC KOMIOHCHTH MPH
mMoHoTepanus. CpeIHOTO H3MEHEHHE Ha CHCTOJTHOTO/TMACTONHOTO apTepHalHO HanAraHe e 1030~
3aBHCHMO: -24/-14 mmHg (xoM6nnaipia 20 mg/5 mg), -25/-16 mmHg (xombunaims 40 mg/5 mg) u
-30/-19 mmHg (xomBunaumata 40 mg/10 mg).
Tecnanan 40 mg/5 mg NOHILKARA CHCTOTHOTO/ MACTONHOTO APTEPHANHO HANAraHe, M3MEPEHO B CENIHATIO0
HoJNoMKeHKe, ¢ AOmbIHUTeNnHA 2,5/1,7 mmHg cnpamo TecnanaH 20 mg/5 mg. Ilo cxomed HauuH
Tecnagan 40 mg/10 mg nonwkaea CHCTONHOTO/MMACTONHOTO apTEpHAJIHO HansraHe, 3MEpEHO B
CEIHANO TIONIOXKEHHE, ¢ non'bnumemm 4,7/3,5 mmHg cnpsMo Tecnanax 40 mg/5 mg.
TIpoNeHTT Ha NAIMEHTHTE, IOCTHTAllH TNIPULIEIIHOTO  apTCPHAIHO HAnAraHe (<140/90 mmHg 3a
naupenTH Ge3 auaber u <130/80 mmHg 32 narmentate ¢ anaber) e 42,5%, 51,0% n 49,1% 3a cvotBeTHO

Tecnanan 20 mg/S mg, 40 mg/ 5 mg 1 40 mg/10 mg.
1lo-ronsmara 4acT T aﬂmnneprremunmm ecbe}cr Ha Tecnapan kaTo NANo ce ROCTHrA B n'prH're 2

o CC,[[M]/IIIPI UI‘JIe‘-IGHI’IETO

" Bropo ABoiHo-cnsro, paii;non}!mnpaHo, I1a1e60-KOHTPONIUPAHO NPOYIBAHE OLIHABA eheKTHBHOCTTA Ha
TIpHOABAHETO HAa AMJIOFHIIMH KbM JISYEHHETO Ha NalMEHTH. OT KABKA3KATA pacd, YHCTO apTepnanHo
'HaNATane € ¢ HeMOCTaTRUEH KOHTPOJ ClieHl 8-CeIMMUna MOHOTepanks ¢ 20 mg onMecapTal MeNOKCOMAIL.
Ilp1 naLnesTH, KOMTO POILIDKABAT f1a puemar camo 20 mg onMecapTan MEJOKCOMMT,
CHCTOIHOTO/IIMACTOIHOTO ApTEPHAHO HaJAraHe ce NoHmkasa ¢ -10,6/ -7,8 mmllg cien nocnepgawm 3
cenmuma. [TpubagaHero Ha 5 mg aMaoaunHH 3a 8 CeIMHITE BOM 10 NOHHKABAHE HA
CHCTONHOTO/THACTONHOTO apTepHalHo Hamarane ¢ -16,2/-10,6 mmHg (p = 0,0006).

TTponeHTET Ha NIALMEHTHTE, KOMTO ROCTHIAT NPRICTHOTO apTepuanto Hansrane (<140/90 mmHg npu
naumeHTH Ge3 apaber 1 <130/80 mmHg npu nauwenty ¢ nuaber) e 44,5% 3a kombunatmsara 20 mg/5
mg B cpaBieHue ¢ 28,5% 3a 20 mg onmMecaprad MeA0KCOMUIL. '

I‘[ocwe‘mamo NPOVYUBAHE OUEHARR ﬂl’JHﬁﬂBﬂHCTO HO paziauyyn 10341 omMecapTall MeITOKCOMAI NPpH
NaurcHTH OT K@BKa3KaTa paca, YAETO dpTCPHAIHO RAJIAY aHe HE CC KOHT pcumpa AOCTdT’b‘lHO clen 8-
- €e/IMHMHA MOHOTEPANHS € 3.mg aMAOMITHH, '
Ipy HalMeHTH; KGHTO DPOILIDKABAT J1a NPHEMAT CaMo 5 mg amno;mrm}i CHCTOJ]HUIU/I[HaCTOJIHUI‘O
| SpTEepHAITHO HAIATAHE Ce NIOHMKARA C 9,9/ -5,7 mmHg npe3 CTENBALIITE 8 CETMULIK. Hpnﬁa}sanero Ha
20 Ing 0JIMECapTaH MEZOKCOMHII BOJH JI0. TIOHI/KAaBaHE Ha CHCTOJHOTO/ IHACTONHOTO aprrepﬂam{o '
Hansrage ¢ -15,3/-9,3 mmHg u npubasaHeTo Ha 40 mg oMecapTan MEOKCOMHI BOJTH 10 HOHmrcaBaHe _
Ha cncronﬂoro/,u}iacronﬂmo apTepHaliHO Haysrade ¢ -16,7/-9,5 mmHg (p <0,0001): '
- TIPOLIEHTET Ha NALMEHTHTE, JOCTHTALIH TIPHLIEAHOTO- aprepuaiso Hansrase (<140/90 mmHg 3a
 pmaimedTH He3 mpabet 1 <130/80 mmHg 3a maunenTiTe ¢ nraber) e 29,9% 3a rpynara, KOATo -
IPOABIKABA 1A MPHEMA CaMo 5 Mg AMIIOJHTIHH, 53,5% 3a TecnanaH 20 mg/S mgH 50,5% 3a Tecnanan '
40 mg,/S mg. ‘

' Parmommupaﬂn DAHHM NpH nauneﬂ'm C HEKOHTpOTMpaHa aprepnanﬂa XPII]epTOHHH ‘cpaBnsABalid
npunomeﬂuem Ha CpeniHa 1032 Komﬁmmpaﬁa Teparmn ¢ Tecnanan COPAMO TIOBMMABZHETO HO Han-
BHCOKaTa A03a MOHO’I‘E]J&HHH c amoxmnnﬂ W onMecapmH He ca HajIHH. o

TpirTe TIpOBENEHH NPOYUBAHNA I]O’I'B'bp)K.[laBaT ue nonmanammT apTepHa.nﬂoro H
Tecpanan emm}cpamo JHEBHO c€ NOJUIBLPHA Npe3 24-qacomdx RO30B UHTepBAa C tr
cboTHOIEHNA oT 71% no 82% 3a cHETONIH!A U AMACTONHNA OTTOROP W ¢ 24-4acoB

ROTBbpAECHA no_cpenCTBOM.aM6yﬂaT0pH0 MOHMWTOPHPAHe Ha APTEPHAIHOTO Hallsiiat
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AnTHXUNEpTEH3MBHUAT eekT Ha Tecranan e CXO/IEH HE3ABHCMMO OT B13PACTTa U 11041 M € CXOACH npu
TALCHTHA C WA 6e3 nmaber.

- B npe O’I'BOpeHH Hepajmommnpanu yu'meeHH NpOyYBaHHA 'rpauHaTa edmxacHocr TIPH TIPMJICHKEHHE Ha
Tecna,nau 40 mg/S mg ce ):LeMOHchupa Ha [ThPBATA TO/IMHA 32 49-67% OT nalMeHTHTE. -

Onmecaprran Me;lmccomnn (axTHBHO BellecTBO Ha TecnanaH)

BewecteoTo oAMecapTaH MEIOKCOMMII B CLCTaBa Ha TecrapaH € ceneKTUBeH aHTHOoTeH3HH 11 TN 1
(AT1) penenropen amraronuet. OnvecapTal MEIOKCOMII 6Bp30 Ce KOHBEpTHP2 110 hapMakoIOTHYHO
aKTHReH MerabonuT ojiMecapTaH. AHrnorensus I e rnaBHHA Ba30AKTHEEH XOPMOH OT PEHUH-
AHMMOTEHZHH-ANIOCTEPOHOBATA CUCTEMA M MIPae 3HAUHTENHA PONA B NaTOhU3HONOTHATA Ha
xunepronnata. Edexrire Ha anrnorensus 11 BK10UBAT BA3OKOHCTPHKIMA, CTHMYNALMA Ha CHHTE3A U
0cBOGOMCIABAHETO Ha ANOCTEPOH, CTHMYNHpaHe Ha ChpLETO H Ha GB6pednara peabcopliuis Ha HATPUH.
Onmecapran 610Kipa Ba3OKOHCTPHKTOPHHA H AITHOCTEPOH-CEKPETHPALILIS ehekT Ha aHTHOTEHINH I
NocpeacTBOM BNOKHUpAHE Ha CEBP3BAHETO My KbM pelenrropa Ha AT B TEKaHATE, BITIOUHTENTHO
CBHAOBATA TIIAKKA MyCKyNaTypa v HanOsOpeunHTe #ute3y. JIeHCTRHETO Ha ONMECAPTAH € HE3aBHCHMO OT
H3TOYHHKA WIH Ha4uHHA Ha CiHTE3 HA AHTHOTEH3MH L. CeneKTMBHISIT AHTATOHHIBM Ha PELEITOPHTE Ha
anrnotensus I (AT1) o onMecapTan BofM 10 NOBHIlIABAHE Ha [a3MeHHTe HHBA Ba peHHHa H
KOHIEHTpauHuTe Ha anrnorenzyy I n Il u H3BECTHO NOHMIKAaBAHE HA NIA3MEHHTE KOHUEHTPALHH Ha
ANAOCTEPOHA. :

Mpu xunepronus onmecap'ra}l Menoxcomm BOTH 710 HO30-3BHCHMO nponummrwmo MOHIDKABaHEe HA
_apTepHANHOTO HaaTaHe. HiMa NaHHHN 3a XMIIOTOHHA Ha ITEPBATA 032 KITH TaxuuIaKcHs mpy.
" IWITOCPOYHO NIPHIOKEHHE HIH 33 pnﬁay}m XMIIEPTOHHA Clen 61=p30 NpeycTaHOBABAHE Ha JIEYEHHETO.

Cneu E/IHOKPATHO THEBHO TIPHAOKEHHE npu MAUMEHTH C xunepTOHua, onmecapmﬂ MEIOKCOMMJ BOMIH 710
eEKTHBHO 1 MIIABHO MOHIKABAHE HA apTepHAIHOTO HAAArane Npe3 24-4acopHA 1030B HHTEPBAIL.
E,[lHO](paTHOTO JAHECBHO JIOZUPAHE BOMA A0 CXOAHO ITOHHKABaHE Hd aprepHanHOTO HAJAraHe KaKTo |
JBYKPATHOTO JHEBHO JO3UpaHe DPH €4Ha U cbila o0l AHeBHA 1033,

TIpu NPOXLIDKMTENHO JIeYeHHE, MAKCUMANTHOTO NIOHIDKABAHE HA apTePHAnHO HANATaHe Ce I0CTHra 32
8 cCeaMMIIM CREN 3aNovBaHe Ha JIEYEHHETO, BBHITPEKH Ue 3HAYKWTENHA YACT OT IOHHKABAIMA
apTepHanHoTG HanaTaHe edekT Beye ce Habnioasa cnesl 2-ceiIMMIHO JIeHeHHE.

E(bEKT']JT 11a OIMECAPTAH MEAOKCOMWN BHPXY CMBPTHOCTTA H 2a007TEBAEMOCTTA € BCE O1IE HEWZBECTEH.

. Tlpoyusanero Randomised Olmesartan and Diabetes Microalbuminuria Prevention (ROADMAP,
Pan,aommnpane ‘Ha.O7MECapTaH | NpeBeHyd Ha aHabeTHa. Mnxpoanﬁymuﬂypm) npy 4447 naupmenTn o

_c auaber Tun 2, Hopmo-anGyMnﬂypw: W 1I0HE eiH JOIBIHHTENEH C‘Lp,[le‘IHOC'BJIOB pHCKoB dakrop, .
W30NIEBA IANH JIEHEHUETO © onmecapTaH MOXke Jia 3a0aBM Ha4aNOTO Ha mukpoanGymunypus. Io
‘BpeMe Ha CpeiHus NpociefdBalll MepHoA oT 3,2 TOJTHHH, TALMEHTHTE NIONY4aBaT OIMECAPTaH HIH

quane6o B OONMBIHEHHE KhM [pPYH AHTUXHNEPTEH3WBHHM IIEKApCTRA,  © HIKTOYEHHME HA ACE
Hmmﬁmopn 50171 aHrHcrreHsHH penen'ropnn bnoxepn (ARB) .

3a l'l'hpBPlllHaTa KpaﬁHa Liel IPOYBAHETO N0KA3BA 3HAYMTENHO HAMAIABAHE HA BPEMETO 3a HAualo Ha
MUKpoanGyMuHyphs B Tonsa Ha onmecaprad. Cneil KOpeKUMs H3 pasiMKHTe B apTepHalHoTo
HajraHe TOBa HaMalgBaHE HA PHUCKA BCYE HE © CTATHCTHYECKH -3HAUMMO, 8,2% (178 or 2160) or
‘nayHesTHTE OT rpynara ma oamecapraﬂ H9, 8% (210 oT 2139) B, n.uaueﬁo rpynaTa ca pa:;mmn ;
-:-MHKpoanGyMHHypm '

3a B'mpnqnme xpaiiny 1jenn, C'bp,[[eqHOC'bJ].OBH HHLmneHTl—I BBL3HHKBAT [IPH 9
o onmecapTaH u npu 94 hanuenta (4 2%) ppu nnauebo. YecToTara Ha- cypﬂe'
NO-BUCOKA NPH JICYEHNETO € ONIMECAPTAH B CPaBHEHHE ¢ ‘mnaueGo (15 na
naumenta (0,1%)), BbIpeKkH CXONHUTe HUBa Ha HedaTaned MHCYAT | (14 na'
naumenta (0, 4%)) Heq)amneﬁ MHOhap,ueH HHGapKT (l’f' nanKeHTa (0 8%
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- KIMHMYHWTE 6ene3n ¥ CHMIITOMH.

(0, 5%)) Ob6uiata CMBPTHOCT TIPH ONMECAPTAH € UHC/IEHO YBENH'EHA (26 nauuenra (1,2%) cnpamo 15
nauuenta (0,7%)), KOETO € CHeJCTBHE OCHOBHO OT TIO-BHCOKHA 6poii (atanHu CHPASUHOCHAOBH
MHI[HOEHTH. <

TIpoyusanero Olmesartan Reducmg Inc1dence of End-stage Renal Dlscase in D1abetic Nephropathy
Trial (ORIENT, OnmecapraH HaMa/I9Ba 9ECTOTATA Ha TepMUHANHATA cTeneH Ha GL6pevuHa Gonect npu
mmaberna HeponaTHa) H3CIENBa e(bexTHTE Ha ONMECapTaH BLPXY GBLOPEUHNTE M CBPACHHOCHIOBU
KpaiiHn pe3ynraty 11py 577 paHIOMH3NPaHH NalMEHTH OT Anouns v Kuraii ¢ gnabet tin 2 ¢ n3gpeHa
Hedponaryg. 1o BpeMe Ha CpeARNA NIEPHOA HA NPOC/ICIIBaHE oT 3,1 rofiuHM, NanHEHTHTE NIOAYYaBaT
WIM onMecapTaH, HAH mnjanebo B ,[[OH‘bJ]HeHHe KBM JIPYTH AHTHXHIICPTEHIHBHH JICKapCTRa,
srunountendo B ACE naxuGuropu. -

ITrpeuubara komGuHMpana Kpafina uen (BpeMe 10 IbpBMA ClyHadl Ha YABOABAaHE Ha CEpyMHHA

KpeaTMHMH, TEpMMHANHA CTeneH Ha O6nOpeuna Gonecr, obwa cMBPTHOCT) ce nabmonaea npu 116

NalMeHTH B TpynaTa Ha onaMecaprar (41,4%) w npu 129 nammenTtn B rpynata Ha nnauc6o (45,4%)

(HR 0,97 (95% CI 0,75 no 1.24); p=0,791). Kombunupanara BTOpUYHa CLPCYHOCHAORA KpaiiHa nen

ce nabmonasa npy 40 nauuenTa, nexyeanu ¢ oamecapTay, (14,2%) 1 npu 53 naupeHra, IeKyBaHHU C

nnauebo, (18.7%). Tasy komOHHMpana 'ChPAEYHOCHIOBA’ KpaiiHa Il€N BK/IIOYBA CHPACYHOCHAOBA

eMbpT npn 10 (3,5%) naiwenTa, preMany onMecapran, cnpaMo 3 (1,1%), npuemany miauebo, obua
eMbpTHOCT 19 (6,7%) cnpamo 20 (7,0%), nedaranen uncyar 8 (2,8%) cnpamo 11 (3,9%) u nedatanen

MHOKapneH HHdapkT 3 (l,l%) cnpamo 7 (2,5%), cboTBETHO.

Amnomamm (aJ(THBHQ Bemecmo B Tecna,uaH)

: Bemecmom amnomm}m B CLCTABA HA Tecna):[aﬂ e Gnoxep Ha KIIMEBHTE KaHAH, KOHTO mnmﬁupa
TpaHCMEMOPaHHOTO HABNH3aHe Ha KATITHEBH HOHH Npe3 BONTaXk-3aBHCHMHTE L-THIT KaHATH B CHPLETO U
TNagKHuTE MYCKYJIH. EKCI]epHMEHTaJ’lHHTe- JAHHH NOCOYBAT, Y& aMIIOJIHIIHH CE€ CBBP3BA HC
AHXHIPOTTHPUANHOBHTE ¥ C HEMXH/IPONHPHIRHOEHTE CBBP3RALIMN MeCTA. AMIOJIUNIHH € CPaBHHTENHO
BA30CENICKTHEEH, C 10-ToJIaM Ed)el(‘]‘ BEPXY CbAOBHTC ]"JIa)lKOMyCK)’J'lHH KJACTKM B CpaBHEHlde CLC
CBPACUHHTE MYCKY/IHH KIETKH. AHTHXHIIEPTEHSHBHHAT eeKT HA AMJIOARINAH HPOU3/IA3a OT AIMPEKTHHA
penakcupali 6(1]6](’[‘ BEPXY apTePRANIHATE IMajgKa MyCKyiaTypa, KOETO BOOHA 0 NOHWKABAHE Ha
nepudepHaTa pe3CTEHTHOCT M N0 TO3H HATHH HA apTEPHAITHOTO HANATafIC.

TIpH NauMeHTH ¢ XMNEPTOHNA, aMNOIMITHH TIPHYHHABA J0303aBUCHMO NPOXb/DKUTERHC DOHWKABAHE Ha
apTepuaiHOTO HanaraHe. Hama Aannn 3a XMNOTOHHA TIPH TIPHACKCHHE Ha IThpBaTa 4034, Ha
TAXMPUAAKCHS NPY NPOTRDKUTENHO JICHeHHe MW 2a pUbayHl XHIIEPTOHWS Chelt Pi3ko
HPEYCTAHOBRBAKE Ha JEHEHHETO. |

Cnen npnnoncemiem Ha wpanemm-m 71034 HA NAUMEHTH C xrmepronns anmommHH BO}lH no
e(CKTHEHO. TOHWXKABAHE HA APTEPHANHOTO HAATAHE B JIEAKALIQ, CEAIL0 1 M3MPABEeHO, NOTIOHKEHHE.,
XpOHMHHOTC MPUNCIKEHHE HA AMTIOMUIIKH 1O ¢ CEE[3RA CBC 3RATMMH npoMens B CLPACUHATA JeCTOTA
_ MITH NJIa3MEHHTE HUBA HA KATEXONaMUHUTE. Tpw TALMEHTH C XHIEPTOHMA A HopManHa Ob0peuna .
GbYHKLMA, TepaneBTHYHK [I034 aMIOIHNHH NOHMKasaT 616peunaTa CH0BA PE3UCTEHTHOCT H NOBHILABAT
CKOPOCTTA Ha INIoMepynHaTa Gurparms edJeK'mBHnn 6’L6]JE‘-]BH TIa3MOTOK 6e3 na np0MeHsn" : :
(hbunTpaLMOHHaTa QpaKLyd WK NPOTEMHYPHATA. .

B XEeMOJWHaMHYHN NPOYYBaHKA NPH NAUHEHTH CBC ChpaedHa HEAOCTATHEYHOCT H B KJJHHHYHH
npoy4saHHa, 6a3HpaHy HA TECTOBE ¢ HATOBAPBAHE MPH NALMEHTH CbC ChpIeHHa HeJOCTaTEHHOCT knac H-
IV no NYHA, e ycTaHOBEHO, Ye aMIOIHIIMH He NPHYHHABA HHKAKBO KIIHHHYHO BAOIIABAHE, oueHeHo ' _
MOCPEACTBOM H3IPWITHBOCTTA Ha cbnsﬂt:ccxo HamBapBaHe J[eBOKaMepHaTa q)pamm Hg MZERACKBAHE H.

- Hnaueﬁo I(OH’I‘pOJIHpaHO npquBaHe (PRAJSE), c }Z[H?.&PIH 3a oueHKa Ha TIaLHeHT)
nenocrarbusoct. ¢ HI-IV knac no NYHA , xouto aneMar JMTOKCHH, IHYPETHL i

" IOKA3Ba, Y€ AMJIOAKITHH HE BOAM 10 TIOBHILIZBAHE HA PHCKA OT CMBPTHOCT HITH KHiMia
1 SONECTHOCT IPH NAMMEHTH CBC ChP/IEUHA HEAQCTATLYHOCT.
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T1pu npocneassaio KLIrocpoyHo, Nnauebo-koHTponpano npoyusane (PRAISE-2) ¢ amnoaunmn npu
NALMEHTH Che ChpAcuHa HeocTarbunoct I v IV knac no NYHA Ge3 knHHHYHE CUMIITOMM WITH
0GeKTHBHH JlaHHM 32 TIOJUIEXKAINA HCXEMUHA 60nec1‘ npH nocTosHHM 1034 oT ACE uHXH6uTOpH,
AMTWTaIAC H IMYPETULH, aMJIONHIHH He OKa3pa BIMAHME BHPXY of1IaTa HIIH ChpAeYHaTa CMBPTHOCT. B
CHIATA NOMyNALHA, aMIOZIMITHH Ce aCOLIMHPA ¢ TIOBHILIEHA YECTOTA Ha CLODIIEHNATA 34 6€J'IOJ1p066H
OTOK, BBITPEKH JTMNCATa Ha AHIMA PAAHIKA B tlecro’ra:ra Ha BIICLIARAMEATA CE cnpneqﬂa Henoc’rarhquocr
B CpaBHEHHE ¢ Mnavedo.

Ipoyusane 3a jeveHye 3a NPEBECHIHA HA ChPICHHH HHHWIEHTH (ALLHAT)

PaHaoMH3MpaHo, ABOHHO-CIIATIO NPOYYBaHe 3a 3a60NeBaeMOCT - CMBPTHOCT, HAPEUEHO Antihypertensive
and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT, npoyusane 3a
AHTHXMIIEPTEH3MBHO H THIHIOTIONIDKABALLIO JIEYEHHE 3a IPEBEHIINA HA CHP/ICYHH HHIMACHTH) €
NPEACTABEHO, 3a /13 CPaBHH NI0-HOBH JIEKAPCTBEHH Tepanuy: amnosunut 2,5-10 mg/nen (6nokep Ha
KaNIMEBHTE KAHAIH) Wi JiusuHonpun 10-40 mg/nen (ACE-uHxubuTop) KaTo TEpankk Ha NbPEH H300P
CIPAMO THA3HIEH AWYPETHK, XHopTanuacH 12,5-25 mg/uen npH eka 10 yMEPEHa XHIIEPTOHHS.

0610 33 357 NalueHTH C XUNEPTOHKSA Ha BB3PACT 55 FOAMHH MIIH 110-BL3PaCTHH ca pPAHAOMH3HPAHH H -
npociienesH cpenHo 3a 4,9 roguuy. TaiyMeHTITe HMaT [oHe ¢AHH IOTBIHATENEH PUCKOB (akTop 33
'KOpoHapHa GonecT Ha CHPLETO, BRIFOUMTENHO: NPEAXO/EH MAOKDTIEH uH(apKT WK HHCYNT (> 6 Mecelia

Npeny BKIOYBAHETO) WK OTIHCAHO APYTO aTepocKiepoTiHO CHPACHHOCHIORO 3a0onasaHe {obumio 51,5

%), guaber tan 2 (36,1%), HDL-C<35 mg/di (11,6%), nepokamepa xunepTpodus, AMarHOCTHLMPaHa
ypes eneKTPOKApAOrpaMa Wil exokaparorpadus (20,9%), HacTogIo TIoTIoHoywere (21,9%).
[Tspeiranata Kpaiina 1eN ¢ KOMOHHMpaHa OT ipaTana koponapHa GoNecT Ha ChpLETO M He- -atanen
MHokapyier uugapxr. Hiama 3HauuMM pasivKy B Ha4anHata Kpaina Jen MeXTY TEpArHaTa C aMIJOJHIMH . -
HTA3MC xnopranunod: RR 0,98 95% CI(0,90-1 07) p=0 65. OT BTOpHYHHTE LIE/IH YeCTOTaTa Ha '
CHpIleMHa HEOCTATEUHOCT (YacT oT KOMGHHUpaHATa CHPIEYHOCHIOBA Kpaiina 1en) SHEYMTENTHO 110~ -
'BHCOKA B TPYTIaTa Ha AMAOAMIMH B CPABHEHMe ¢ TazH Ha xnopTamazod (10,2% cipamo?,7%, RR 1 ,38,
95% CI [1,25-1,52] p<0,001). Brnpeku ToBa HIMAa 3HAUAMA PAANTMKA B 0fUIATa CMBPTHOCT MEXKLY
TepaiiiaTa ¢ aMIONMIHH M Task ¢ xnopramaoH (RR 0,96 95% C1[0,89-1,02] p=0,20). -

I[]ﬁyra HHbopMams

Jlze roneMy paHNOMUINPAHEA KOHTponupany npoyusanus — ONTARGET (ONgoing Telmisartan Alone
and in combination with-Ramipril Global Endpoint Trial - Tekyl10 rroSamH0 H3NMTBAHE 32 KPaitHH TOUKH
Ha TEIMMCAPTAH, CAMOCTOATENHO W B KoMOHHawma ¢ pamunpuir) 1 VA NEPHRON-D (KiMHHuHO
TIPOYUBaHE, CBLP3AHO C PA3BHTHE Ha HedponaTha Nph aualet, npoBeneno oT MUHHCTEPCTRO NO
RBLIPOCHTE Ha BETEpalnTe) — MPoyuBaT ynotpebata Ha koMbunaimata o1 ACE uHxuduTop M
anrnoTensut L-penentopen Gaokep.
: ONTARGET € TpoyBatie, NPOBe/ICHO NPH HALMEHTH C aHaAMHE3A 3a cyp,ueqﬂochuona HITH :
" MOZBYHOCHI0BA osecT, Wik 3aXapeH AualeT THI 2, TPUAPYKEHH C AHRH 3a.YBPEXIAHE | Ha e)eKTOpHH .
oprann. VA NEPHRON—D e npoytmaﬂe DIPH TAUMCHTH ChC 3aXaper; ,ruaaﬁe’r THIT 2 H nnaﬁema '
_Het])pona'ms = .
Tean npqunanm He nonasna'r 3Hath ﬁnar'onpnsrreﬂ ed)em‘ B’pry 6},6peqmrre H/pmﬂ
CBPAIEUHOCHAOBHTE NOCTEAHITH H CMBPTHOCT, KATO CHLIEBPEMEHHO ¢a HaﬁHIO,[[aBaHH TOBHLIEH PUCK OT
- XMPIepKATHEMHS, OCTPO YEperkIaHe Ha GEOPelTe WK XHIIOTOHIS B cpaBHEHHE ¢ MOHOTEPATHATA. -

" - -Karo ce HMaT IIpeB1uA CXOIHHTE UM (hapMaKotiHaMUYHM CBOHCTBA, TE3H PE3yATaTH ca nplmomumu H3a

- Tepanms ¢ ACE urxuburop mig anrvorenzus -penenrropen 6noxep npu 1@

- apyra ACE unaxuGuropu 1 anrrorensnH I-peienTophn Snoxkepn. _
ACE nnxnbutopu 1 aHrnoteHzus I-peuentopny Oiokepu cie0BaTeIHO He TpﬂﬁBa 114 CE M3MON3BAT
€IHOBPEMEHHO MIPH NAUHEHTH C ;maﬁe'ma HedponaTns. -

ALTITUDE (KuupuHQ NPOYYBaHe NPOBEIEHO C ANHCKHPER npu namae}im ¢Be 3axapei 2 Haﬁer THII 2 c
M3NON3BAHE Ha ChPACHHO-CHIOBH U 66peunn 3abonaBaHns KaTo KpaiiHi TOURH .

.) € TIpoyuBaHe, NpeHA3HAYeHO Aa H3CNeBa NoJI3aTa OT AeGABIHETO Ha aTTHe

THR 2 " XPOHHYHO 656pe'11-10 saﬁomsaﬂe CHPNCYHOCEAOBO 2ab0oNngBane Wik
npexpa-mao TpEKACBPEMEHHO n0pa)m ROBMILEH PHUCK OT HEONarONpPHITHM I
CLDHE‘-]HOCB}IOB&T& CM'pr, TaKa H HHC}'HT‘]:T ca I'IO qecm B. rpyna’ra Ha aJ']HCK

- Ha nnanebo, a NPENCTABASBALIMTE HHTCPEC HEMENAHH CLOMTHA U CEPHO3HA
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(xunepkasinemus, XUNOToHKUA ¥ GbOpeuHa AnchyHKUMA) ce CbOOLLABAT M10-4eCTO B FPynaTa Ha
aJJMCKHPEH, OTKONKOTO B TpynaTa Ha nnauebo.

52 dapmMakoKHHETHYHH CBOHCTBA -
Tecnapan

Crnien nepopainen npueM Ha TecnaniaH, MaKCHManHH NAa3MERR KOHIIEHTPALIMH Ha ONMecapTaH ¥
AMIOMMIMH ce IOCTUraT ChOTBETHO Ha 1,52 yac u Ha 6-8 uac, CxopocrTa K ctenetra Ha abcopbuus Ha
JiRETE AKTHEAK BEWECTRA Ha Tecnafan ca CKRWRANCHTHY Ha CKOPOCTTA ¥ CTeNeHTa Ha abcopOums,
NOCIeABaLIK TIPHEMA Ha JIBATA KOMIIOHEHTa KaTo OTAeNHH TabneTkd. XpaHara He OB1HgBa
OMOHANMYHOCTTA HA OJIMECApPTaH M amyoaHIMa oT Tecnmanan.

OnmecapraH MeAOKCOMMI (aKTHBHO BelllecTBO Ha Tecnanam)
Abcopb11ag M pasnpenenenre.

Onmecapran MeaoKCOMMN. ¢ Tipenekapereo. Toil Obp30 ce KOHBEPTHPA 0 PapMakoNOriyHo aKTHBEH
METAGONKT OAIMECAPTaH OT eCTEPa3H B YPEBHATA JINTABHUA M B NOPTATHHA KPBBOTOK IIOCPEICTBOM
aGcopGupst B CTOMAIIHO-YPERHNA TPakT. B MNa3MaTa HIM CeKPETHTE He Ce YCTAHOBSABA HHTAKTEH
olIMecapTaH MEAOKCOMIUT MM HHTAKTHA CTPAHWYHA BEPHMTA Ha MacTTa MeJIOKCoMm. CpeniHaTa
abcomorna GHOHANMYHOCT Ha ONIMECapTaH oT TabneTHara dopma e 25,6%.

. CpepHaTa MaKCHMATTHA I1a3MeHa KOHLICHTPAS (Cmax) Ha OIMECAPTAH CE JIOCTHTa B paMKHTe HA 2 Yaca
CNeN TiepopaneH pUeM Ha OTMECAPTAH MeJOKCOMIUT H [ITa3MeHUTE KOHLIEHTPALIMH Ha OJIMecapTaH ce
TIOBVITIABAT TIPUOIIM3UTENHO IMHEHHO ¢ NOBHINABAILH C€ eIHOKDATHH NIEPOPANHH I03H; NOCTUTALIM. 10
oxoio 80 mg. '

XpaHaTa HMa MHHEMaJIEH ediekT RbpXy OMOHAIHYHOCTTA Ha OJIMECAPTaH H IOPAA TOBA ONMecapTaH
MEZIOKCOMHMII MOXKE 12 ¢& [IpHUIara ¢ WK 0e3 XpaHa,

He ce HabmogaRaT KIMHHYHO 3HAUMMK PasiIM4Ms, CBbP3adH C [1071a, 10 OTHOMIEHHE Ha
tapmakoxiHeTHKaTA.

OnmecapTaH ce cBbp3Ba BbB BUCOKA CTENEH ¢ MnasMednTe npotennk (99,7%), HO BL3MOKHOCTTA 32
KAWHHYHO 3HATMATH B3aHMOTeHC TR, CRBHP3AHKU ¢ KOHKVPHPAHE 38 CRBD3BALLMTE MECTa C NnnasMenuTe
ﬂpOTeldHl/] Me}Kle onmecap'ran H npym €AHOBPCMEHRO I1pYAaraly akTHBHHM BCLECCTEA, KOUTO CE€
‘CBEBP3BAT BBR BHCOKA CTENCH € nnasMeHHTe H]JOTEHHH € HHCKa (KOET 0 ce MOTBBPAAABA UT JMncara Ha
* WIMHAYHO 3HAMMMO B3AHMOIEHCTRAE MEKY OIIMECAPTaH MEAOKCOMH H BapdapuH). CerpapateTo Ha'
0IMECAPTaH KEM KPBBHHTE KIIETKH € npeHeﬁpe)lmMO MAJIKO. Cpemnm’r obeM Ha paanpenenelme cien .
mﬂpaneﬂosno nosnpaue e HACHK (1 6-29 ..

Bnmpaucdaopmaum H enumnﬂupaue

: Dﬁumsrr MNAsMEH KIIHPBHC Ha onmecaprraﬂ 1o npmmlf[n e 1,3 1f4ac (CV, 19%) He OTHocuTeI[HO 6aBeH B
cpaBHeHMe ¢ uepHOApoGHIA KpLBOTOK (okono 90 Wuac). Cnen npunaraHe Ha eMHIYHA NIepopania f03a
¢ Bennzan ¢ 14C-onmecapran menokcomun, 10%—16% o npunoskeHara panMoaKTHBHOCT C€ €KCKpeTHpa
© B ypuHaTa (DO-TONSMATA YACT B PAMKHTE Ha 24 H4CA OT NPHICKCHAETO HA 1103aTa) U 0CTaThKa OT '
yc*ranonena*ra pa,umoamBHocr ce elcc.}cpe'mpa BBB d)eueca Bz OCHOB Ha CHCTEMHATA HAJIY

ocTaThuHa pa,rmoajcrﬂBHocr €€ YCTAHOBSBA KATO ﬂnmecapTaH ‘He ce ycranopas
Meraﬁonm. EnTtepo-XenaTaiHuar KPBroBpar Ha OnMecapTan € MUHHMAJIEH. Ts
ONIMECapTaH ce EXCKPETHPAT 1o, HITBYEH MBT, IPHIOKEHHETO npp] nauHE:H'm ¢ of
MLTHLIA € NPOTHBOIIOKA3aHO (BH)K Touxa 4.3). .
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KpaiiHuaT NosyKHBOT Ha eIMMUHMPAHE Ha onMecapral € Mexay 10w 15 yaca ¢aea MHOTOKpaTHO
nepopanko Ao3rpane. PaBHOBECHO CHCTOSHIE CC JOCTHIA CIIET ITBPBYTE HAKONKO I03H 1 HE C8
HabmopnaBa nocneaBamo aKyMyaupase ciea 14-nHeseH NOBTapsIL ce aneM  Brbpeunmar ximpBHC €
np}lﬁHHBH’I‘eﬂHO 0,5-0,7 l/uac n ne 3arucH or Aozata. : .

,Hexapcmemi Bsaimoneﬁcﬁm

KOHSCSBG}IE{M .neKapcho KOf:TO CBBP3BA AITHbYHHTE KHCCAMHM!

E,uHOBpemeHOTo npunoxenne nHa 40 mg. OJIMECApTaH MEOKCOMM | 3750 mg konecepenam
XRAPOXITOPHA TIPH 3APaBA NHIa BoAM 10 28% HamanaeaHe Ha Cuax B 39% namanssane na AUC va
onmecapran. Ilo-cnab edexr ce nabmonasa, cboTBeTHO 4% 1 15% Hamanssane Ha Cmax ¥ AUC, aKo
ONMECApTaH MEJIOKCOMHUN ce MPHNOXKH 4 Haca Npels KolecerenaM XHAPOXIOopHiL _
EjiMMHUHALIORHMAT NONYXHBOT HA ONIMECAPTaH Hamansea ¢ okxolo 50-52% He3aBuCHMO JanM e
NPHAMKEH €JHOBPEMEHO WK 4 uaca IPelH KoJeceBesaM XMapoXopua (Brkre Tovka 4.5).

Amnonunud (axTHBHO BetlecTBo Ha TecnanaH)
A6copbuma 1 pasnpesereH e;

'Cnel NepopallHO TIPHTOKEAHE Ha TEPANIEBTHYHM 103K, aMTOMMNHH ce abcopbrpa robpe ¢ MaKCHMATHH
1a3MeHH HHBa oKono 6-12 yaca cne/l pyeMane Ha noza. AGcomoTHaTa GMOHATHYHOCT € OlEHeHa
meacy 64 u 80%. OGembT Ha pasnpesienerye € oxono 21 Ikg. In vitro mpoyusanus MIOKA3BAT, Y& OKOJIO
97,5 % OT MPKyMpalHs aMIOIKIIHH € CBBP3aH.C NJIa3MEHWTE MPOTEHHH.

7 A6copbMATa HA AMIOJHITHH HE Ce NOB/HSBA OT SAHOBPEMEHHMS NPKUEM C XpaHa.

BroTpanchopMalHg ¥ eNAMAHUpaNe:

KpaiHust nony<HBoT Ha eAHMHHHEpaHe € okono 35-50 yaca, ChOTBETCTBALL, IIPH I03HPAHE WA MBT
JHEBHO. AMIIOJANTIHH C& MeTaGoNH3HPa eKCTEH3HBHO OT YEPHHS Ipob A0 HCAKTHBHH MeTaGoIHTH, KATO
10% m3xoaHOTO BewecTBo H 60% oT MeTabOITHMTHTE Ce eKCKpeTHpat B ypHHAaTa.

OnmMecapTaH MeIOKCOMHI M aMITOJIMITHE (2KTHBHM Bemécrsa Ha Tecnajan)
Cneumaim nonyﬂaunu

Tlenarpuina nomviaumns (1a su3pacT noa 18 roaunu):

:'_ I1pu nena AumcsaT .q)api.aaxommemqﬂﬂ ,uaﬂim.

AHauneHm B C‘I‘ﬂp‘IGCKa Bwpatrr (Hafnan 65-roxmmﬂa B'bspam*)

- 'l'lpu nauHeH'm c xnnepmﬂm LAUC na omecapraﬂ B paBHOBeCHO c1,c'r051HHe ce TIOBMINIABA C oxono 35%
TIp¥i MALHEHTH B CTAPYECKa BL3pacT (65-75 rommm) n c 44% npi MHOI'O BB3PacTHH naiedTH (>75.
TOMIIHA BB3PACT) B cpaBHetme C mo-MnagaTa swpacrona rpyna (Bk Touka 4.2). Tosa Moske a2 Opne
NiGHE JOHAKbAE CBLP32HO Cbe CpeHO NOHIKABAHE Ha 6'56peqﬂa'ra ({YHKLHA PY Ta3K Ipyna NauyeHTH.
TIpenopBbuBAHMAT 0308 PEHM 33 TAHHEHTH B CTAPYECKa Bb3pacT, obave, € ChIyA, BHIPEKH Y¢ €
HeoGX0AMMO NOBMILEHD BHRMAHNE, KOTATO Ce TIOBHIIABA NO3aT4a.

BpeMeTo 3a JOCTHIAHE HA MAKCHMANH TUa3MEHa KOHIEHTPalA Ha aMIIOAMIMH € €IIHO W CBIIO NIPH
TIALMEHTH B CTApYecKa BE3PACcT M MPH NI0-MNaAH Mua, KnHpBHCHT Ha aMITORMITHE MOZKE 12 CE NIOHIKH B
pesyJITar Ha yBennuapane Ha AUC u Ha nonyamBoTa Ha eNTHMHHNpPaHE NP nauHeH"m B CTap‘-IE:CK .
BE3pAacT. YBenmaBaHero na AUC nna IIOJIy)!{HBO’I‘a Ha eAMMHHEpPAHE TIPH TIAUHACHTH ChC 34071
' C'bpﬂ,e‘!HEl He,uomanquocr ca OuaKBaH} 32 Bhspacroxaam rpyna B TORA npquBaHe (B

Bhﬁpeqﬁo pre:»KﬂaHe:
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Ipn naunentu ¢ Oudpeuno yppexaane, AUC na onmecapTat B paBHOBECHO ChCTOAHNE CE [I0BHILIABA C
62%, 82% 1 179% CBOTBETHO NPy NALMEHTH C JIEKO, YMEPEHO 1 TEKKO OLOpeuHo premaHe B
cpaBHemLe CBC 3/IPABUTE KOHTPONH (BILK TOUKH 4.2, 4.4). :

AMJ]OI_[}]I]P]H ce Me'r'aﬁomsnpa EKCTCH3HBHO 110 HeaKTHBHH MeTaboimry. JleceT mpouenta or
BEIIECTBOTO CE EKCKPETHPA HENPOMEHEHO ¢ ypHHaTa. [IpoMeHUTE B IUIA3MEHHTE KOHUEHTPALIMH Ha
aMJIOZIMTIHH He €A CBLP3aHM Che cTeneHTa Ha Guopeunoro yepexaane. [1pyn Te3u nauveHTH aM.I'lOI[H]'IH]-l
MOXKE /1a C€ NIPHITara B HOPMAanHaTa 103a. AMIOININH HE CE ANANN3Hpa.

YepHonpobHo ynpe@anc;

Cnej| eHOKPATHO NepOPAIHO TpANoskenme, Hueata Ha AUC na onmecapTaH ca 6% u 65% 110-BHCOKH
CHOTBETHO TIPH NALMEHTH C JIEKO H YMEPEHO YBpeicHa uepHoapobta dyBKIHA, B CPABHEHHE CBC
CHOTBETCTBAILMTE MM 311paBH kontponu. HecsbpzaHaTa ¢paiiys Ha onMecapTaH 2 vaca cief| npaeMa
TIPH 3APABH WA, IPH TAFESHTH © JIEKO YepHOAPOBHO YBPEIK/IAHE | NPU TALCHTH ¢ YMEpeHo
uepHOApoOHO yBpexaane e cboTBeTHO 0,26%, 0,34% 1 0,41%. Cnei 1OBTapALLO ce 103HpaHe NpH
HALMEHTH C YMEPEHO HEPHOAPOGHO YBpeknaHe, cpentara AUC Ha oliMecapTaH OTHOBO €
NpUGNU3UTENHO 65% MO-BHCOKO OT CHOTBETHHTE 3/IPaBH’ koHTporm. CpeRHHTE Crax HYBa HA onmecapraH
ca CXOZHU NMpA nauneﬂ'm ¢ uepHOAPOGHO YBpEXJIaHE W NpH 3apasu akua. ONMecapTa MEZIOKCOMMIL HE ¢
J3CTIeIBaH NPH RAIMEHTH ¢ TEXKO YepHOApoOHO yBpexkaane (B Touku 4.2, 4.4).

Hanuynu ca MHOrO OrpaRHYeHH KJIHHHYHH JAHHH OTHOCHO NPHIIOKEHHETO HA aMIIOJIMIHH TIPH
TiallieHTH C JepHOApPOGHO yspexaane. KInpbHCET Ha aMJIOZIMITHH & TIOHIDKEH H ONYXHBOTET € -

' . yABIDKeH NPY NAleHTH ¢ HapylmeHa JepHonpobna (bymmm, KOETO BOIH [0 NOBHIIABAHE HA AUC c

T npnﬁnusmenno 40%-60% (sirK TOUKH 42,4.4).
53 l'lpemc.unnuqnn JanHH 3a Oe30nacHOCT

B13 0CHOBA Ha HEXTMHHYHHS HPodMI Ha TOKCHYHOCT Ha BCAKA OT CHCTABKHTE HE CE OYaKBa YCHIBAHE Ha
TOKCHYHOCTTAa 332 KOMOMHAIMATA, Thif KaTO BCAKO BEIECTBO MMa PadIMYHH MpHLUETHH OpTaHH, T.e. -
6B6pelTe 3a OJIMECAPTaH MEIOKCOMHIT H CBPLETO 33 aMJIOAHITHH.

B 3-MeceuHO TpoyJBaHe 32 TOKCHYHOCT Ha MOBTAPALLM ¢e JAO3H Ha TIEPOPANHO TIpHNarasa koMOuHaLuA

Ha ONMecapTal MeIOKCOMMT /aMIOIHITHH NPY TUILXOBE ce HabnioaBaT CNeIHMTE HapYIlleRns:

NOHWKARAHE HA NOKA3ATE/INTE Ha YEPBEHNTE KPbBHN KIIETKH ¥ NTPOMEHH B OBOpEUHTE, KaTo U ABETE

MOraT 1a 6'1.:,[[?1']' APHYHHECIIA OT BEIIECTBOTO QMMECAPTAIE MEAORCOMNTY H3IMEHEHWA B YEPDBATA (LLHIIHTHLIHH

Ha lyMeHa M Audy3H0 YIUTETHABAHE HA MyKO3aTa Ha M€yMa M KojloHa), HandbOpeyuHH xuiest

*(xumeprpodus Ha riloMepyAapHUTEe KOPTHKATHH KISTKA H BaKYOIH3alus Ha (bacumcyﬂapnnm

- KOPTHRAIHH Icnerm) H xnnepro¢m HA KaHAJTATE Ha MICUHITE AUTE3H, KOETO MOXKe 113 Ghiic IPHIHEHO
oT Bemec'mom amnomnrun. Tean MPOMEHH He ycmma'r 'HMTO EJIHA OT CHOOLIEHATA NPEAH TOBAH

- CHIECTBYBAIIA TOKCHIHOCT Ha OT/E/HITE KOMIIOHEHTH, HUTO npmmeBa HOBA TOKCHYHOCT H He ce
HaﬁnmnaBaT TOKCHKOJIOTHHHO CHHEIJ]"H'-]HH ec])ek'm : :

Onmecap'{aﬂ ME/IOKCOMHJE (axmno Bemecmo Ha Tecnanau)

Mpu npquBaHm 3a xponmﬂa TOKCMUHOCT NIPM MITXOBE M KYJETa OJIMECAPTaH MeOKCOMHIII 110Ka3Ba
cxonny edexry na apyrure AT peuenropun attaronicti H ACE-nHxHOHTOpH: nopulieHa KphEHA
. ypes (BUN) M. KpeaTHHHH; NIOHIDKABAHE TETJIOTO Ha CHPLIETO; NOHIPKARAHE NOKA3ATC/IMTE HA HEPBEHMTE .
KPHBHH KIETKN (EPHTPOLATH, XEMOTnobun, xema’roxpm) XMCTONOTHYNM JiahHh 3a GpOpeuno YBPEIIAHE |
: (peFeHepaTHBHH Je3uu Ha GROpednKs enuTer ynm:manane ‘Ha GazannaTa MemOpana, NMIATALYA Ha |
TyOyiure). Tesu HE>KETAHH PEAKITMA NPHUMHEHH OT d)apmaxonomqﬂorro RelcTBHE BgA
MEJIOKCOMMII CBIII0 TaKa HACTHIBAT B npe;umnnnqme IpOY4BAHUA 32 apyru ATH e
| AHTACOHUCTH U ACE-uHmﬁmopu u Morat fa Gbaar HAMAJICHH BOCPENCTBOM C

H3rnemaa, Y€ HaMaT KiIHHHYHa 3HatHMOCT.



Kaxro n ApyTHTE AT1 peuemopHH AHTATOHWCTH € YCTAHOBEHO, 4¢ oJIMecapTaH MeZIOKCOMMI TIOBHINARA
YECTOTATA HA XPOMO3OMHHTE HAKBLCBAHMA B KIICTHUHH KYJITYPH in Vitro. He ce nabmonasar cLOTBETHA
edeKTH B HAKOTIKO. in vivo npoyuBaHHs, B KOMTO Ce TIpHNIara OIMecapTaH MEZOKCOMEI B MHOTO BHCOKH
nepopanHu no31 gocthramu 2000 mg/kg. LisnocTHure AaHHH OT pa3lIMPEHATA IIPOTPaMa 3a mcnemsane
Ha TeHOTOKCHYHOCT NPEATIONArar, 9¢ € MHOTO ManKo BEPOATHO. O/IMECApTaH [1a IpUTekKaBa
FEHOTOKCHIHH e)eKTH B YCIIOBHUATA HAa KIHHUYHO TIPHIIOKCHHE.

OnmMecapTad MEAOKCOMMI HE MOKA3Ba KAHLEPOreHHOCT B 2-TOAMLUHO NPOYYBaHE NPH DIIBX0BE HUTO B
IiBe 6-MECEeUHH NPOYUBAHHA 33 KAHLICPOTEHHOCT NPH TPaHCT€HHH MHIIKH.

B pefipoayKTHBHH NIPOYHBAHMS JIPH TUTEXOBE, OJIMECAPTAH MEJIOKCOMMII HE TIOBIHSBA (epTHIIMTETA K
HsIMa JiaHHA 33 TepaToreneH edext. TlonobHo Ha pyrwre anrnorensud Il anraronuciy,
NPEXHMBAEMOCTTA Ha MOKOJIEHHETO € HAMAICHA CJ1€/] eKCTIO3HIMA Ha OIMecapTaH MeJJOKCOMMI H ce
Hab/IoAABa Ta30Ba AMIIATALMA Ha GLOpEITE criel eKCNO3UIMA Ha MAMKHTE B KbCHA OPEMEHHOCT M 110
BpeMe Ha KbpmeHe. [TonoGHo Ha ApyruTe aHTHXHMIIEPTCH3UBHH CPEACTBA, OJIMECAPTaH MEAOKCOMMN €
TIOKa3a7l, e € TI0-TOKCHYEH 3a SpeMeHHH 3aiLy, OTKONKOTO 3a GpeMenHH IITbXOoEe. BBIpeky ToBa HAMa
TAHHH 32 PETOTOKCHMEH edeKkT, E

Amnonunud (aKTHBHO BEIECTBO HA Tecnanan)

PenpoayxTHeHA TOKCHYHOCT

- PenpomyxTHBHM TIpOYHBaHNA TIpH IUTHXOBE M MHLIKH Ca NoKa3aIH 3a0aBIHE HA POKIAHETO, yBeaneHa
TPOXBIUKUTENHOCT Ha PAKIAHCTO B NOHIKEHA IPEHBACMOCT Ha [TOTOMCTBOTO TPH IO3KPOBKA OKOIIO
S50 e NO-BHCOKA OT npenopquenﬂa'ra JIO3¥ TIpH X0pa Ha Gaza croTHOmeHHeTo mg/kg. -

YBper_laHe Ha d)epmnme'ra

Hama edexT BupXy QepTuiyTera Ha NITbX0BE, TEKYBaHH ¢ AMNOUNHAHE (MBKKH 32 64 HH H JKEHCKH 32
14 num npeny wadroceaneTo) npu 4034 1o 10 mg/kg/nreHo (8 mbTH* MaKCHMANHATA NPENIOpbUKTENaa
71032 TIPH X0pa Ba GazaTa choTHOEHHETO Ha 10 mg Ha GasaTa Ha ChOTHOWEHHMETO ME/m?2). [pu apyro

'NPOYYBAHE C ILTHXOBE, B KOSTO MBKKHTE HHAMBHHM Ca& JICKYBaHH C aMIoAMnkH Oesunar 3a 30 i ¢ -
N03a, CpaBHHMa € Ta3H NpH xopa Ha Ga3aTa Ha choTHoeHHeTo mg/kg, ca YCTaHOBEHN HaMalleHH HHBA B
TnasmMaTa Ha GOTHKYI-CTHMYNHUPALIHS XOPMOH W TECTOCTEPOH, KAKIO ¥ HaMalABaHe Ha NIKTHOCTTA Ha
cniepmara W B Gpoa Ha 3penuTe cnepmathin i CepToiMuesH KITETKH.

KZ‘I.HL[QD(\!“EHKK')CT, M'_'v'TﬂFEH'rK\CT

IlnwxoBe 1 MHLLKH, HEK}’BaHH C aMIIOZAMIKH NPH NPHEM 38 IBC FOAMHH, npx KOl‘lLleHTp’lU,HH H3YUCAEHa

- Jla OCHTYPH HMBA Ha [IHEBHA 71032 OT 0,5,1,2512,5 mg/kg/MHEBHO, He TIOKA3BAT IOKA3ATENICTRA 33

- Kam.leporelmocr Haii-sucoxara foza (3a Mmmm, nozodHa Ha MakCHMAaJlHATa TPETIOPBYHTenHa
KITMHHYHA f03a 0T 10 mg: Ha 6azaTa Ha CHOTHOLIEHHETO mg/m2 232 IUTHXOBE ABA ITBTH* [10-BHCOKA OT

- MAKCHMaJIHATA TIPENIOPRIMTENHA) € GyIM3Ka 710 MAKCHMAITHATA TIOHOCHMA Z1032 33 MHIIKH, HO He 33

' MTBXOBE. Myramm—m NpOy4BaHH HOKaBBaT ue HAMa nexapcmeno-cm,psaﬂn ed,'velml KaKTO Ha reHHo, :

TAKA M H2 XpOMO30MHO HHBO.

*Ha 6a33'ra 14 TeTTI0 Ha naipeHT 50 kg

6.  ®APMAIEBTHYHH IAHHU
6.1 ‘Cnncuc'n‘a néﬁbmnﬁ‘fe Bemgérsa -

- C’hpueBHHa Ha Taﬁne'rxami
I_lapem—rq}lo HMITIECTE, npe}fcenamﬂmnpaﬂo : ,
MHKpOKpHCTaJ’IHa uenynoza Cumanics nnoxczrm, KOJIOMJIEH, 6e350ﬂen
Kpocxapmenosa HanHH
Marnesues cTeapar '

(6B1BKa Ha TabneTKaTa:
’ o ' 21




TTOJIHBMHUAOB anKoXo
Makporon 3350

Tank

Turanor JIMOKCHIL (EI 71)

nanan 40 mg/ 5 mg u 40 nglO mg)
Tecnanan 40 mg/ 10 mg)

6.2 HecbBmecTHMOCTH

Henpnnon_mmo. ‘

6.3 Cpoxk Ha rogHocT

5 roAiMHHA.

6.4 CnennajHH YCJOBHS HA ChbXpaHeHHe

" To3M IeKapCTBEeH MPOAYKT HE H3UCKBA CIELMAIHH YCJIOBUS Ha ChXPaHEHHE.

6.5 Buau chabpikanne Ha onalcom-ca'ra

OPA/Anymunuii/PVC/Anymunnes 6nwcrep.

Pa:s;we_}; Ha ONaKoBKHTE: 14, 2_8, 30, 56, 90, 98,10x28w10x 30.(1)}U1Mi4pam méne’nm B GrMCTEpH.
10x1, 50x1 » 500x1 ¢ramupanu ;[aﬁnerkﬂ B nép@opnpaun enﬂﬁnosoﬁu bnucrepu.
He BCMUKM BHI0BE ONAKOBKK Morat 1a ObJ1aT MycHaTH Ha nasapa.

6.6 CnenmanaHu NpeanasHA MepKH IPH H3XBhLpJisiHE

Hsma crneumanHyl U3UCKBaHHUA.

i MNPUTEKATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA
Menarini International Operations Luxembourg S.A.

1, Avenue de la Gare

L-1611 Luxembourg

IJIJOKceMGypr

8. HOI\iEP(A) HA PABPEII.IEBHETO 3A YIIOTPEBA

Tecnanan 20 mg/S mg ¢umvmpann Taﬁnerm 20080196

Tecnanan 40 mg/S mg ¢punmupann tadbaeru: 20080197

9. ,ILATA HA II'I)PBO PA3PEHIABAHE/IIO£HOB}]BAHE HA P
YHOTPEBA el :

Jlata na nepeo paspewasane: 14.10.2008 1.
Jlara na nocneano noaHosapane: 14.10.2013 F:
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- 10.  JATA HA AKTYAJIM3HPAHE HA TEKCTA

02/2022
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