KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA




1. UME HA JIEKAPCTBEHMUMS ITPOAYKT DAY /Y
Kooncapr 20 mg/12,5 mg ¢puimupanu TabieTku

Coolsart 20 mg/12,5 mg film-coated tablets 6 7"3‘?? 19 _-UZ- .2[]25

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Kooncapr 20 mg/12,5 mg ¢puimupanu tabieTku
Bceska punmupana tabnerka chabpxa 20 mg onmecapran Me1okcoMui (olmesartan medoxomil) n 12,5

mg xuapoxuoporuasua (hydrochlorothiazide).

[ToMO1IIHK BELIECTBA C U3BECTHO JEHCTBHE:
Bceska punmupana tabnerka ceabpka 139,10 mg nakro3a MOHOXHApAT.

3a IMbJIHKUA CITMCHK HA NMOMOLIHUTE BELIECTBa BHKTE TO4YKA 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupana Tabnerka.

Kooscapr 20 mg/12,5 mg ca »BbJITH, KPBIJIM, IBOHHO M3NbKHAIH QUIMHPAHH TaONETKH, C penedeH
Haanuc ,,346” ot eqHara u ,,L” ot gpyrara cTpaHa.

4. KJIMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHHA

JleyeHue Ha eceHUHMAIHA XUITIEPTOHMS.

Onmecaprad MEIOKCOMHII/XHAPOXJIOPOTHA3U] € PUKCHpaHa 1030Ba KOMOMHALIMSA, KOATO € N0Ka3aHa MpH
MalLUeHTH, YUETO APTEPHAIIHO HAJIAraHe HE C€ KOHTPOJIMpa aJIEKBaTHO OT MOHOTEpanMs ¢ oJIMecapTaH

MCOOKCOMMIJL.

4.2 [lo3HpoBKa H HAYHH HA NPHJIOKEHHE

I1o3upoBKa

Bwv3pacmuu

OnmMecapTaH MENOKCOMUII/XHAPOXJIOPOTHA3H HEe TpAOBa 1a ce U3M0JI3Ba KATO HaYalHa Tepanus, OCBEH
MpH NMalLMEeHTH, YAETO APTEPHAIIHO HAJIAraHe He C€ KOHTPOJiMpa ajgekBaTHo ¢ 20 mg onmMecapTaH
MeIOKCOMMJI, MpUJIaraH camoctoaTeIHo. OnMecapTaH MEAOKCOMMI/ XHAPOXJIOPOTHA3HU/] CE NpuUJiara

BEAHBX JHCBHO CbC HJIH be3 XpaHa.

Koraro e k1MHH4YHO 00YyC/I0BEHO MOXKe /1a c€ 00CHAM AUPEKTHO NIPEMUHABAHE OT MOHOTEpanus ¢ 20 mg
oJIMECApTaH MEAOKCOMMWJI KbM (PUKCHpaHaTa KOMOMHALIMSA, KATO CE UMA NpeBU/, Ye ~
aHTHUXHUIEPTEH3UBHHUA €(EKT Ha OJIMecapTaH MEAOKCOMUJI JOCTUIa CBOSI MAKCUMYM O
cJie/]l Ha4aJIoTO Ha JiedeHHeTo (BXK. Touka 5.1). [IpenopbsuBa ce TUTpUpaHE HA 103UTE
KOMIIOHEHTH.




Kombunauusta ot 20 mg onMecapran MegoKCoMWY/ 12,5 mg XUnpoxiaopoTHa3na MOXKe 11a ce [puiara
fIpH NALMEHTH, YHETO APTEPHATIHO HANAraHe He € aACKBaTHO KOHTPOJIHPaHO OT ONTHMAIHA MOHOTEpanus

¢ 20 mg onMecapTaH MEAOKCOMMIL.

KoMOunauusaTa ot 20 mg onMecapTad MEAOKCOMMIY/ 25 mg XMAPOX/I0pOTHA3H/ MOXKE A2 CE MpHiiara npu
NMAalMEHTH, YMETO aPpTEPHATIHO HaJIAraHe HE € aJeKBAaTHO KOHTpoauHpaHo ot 20 mg onmecapTaH
MegoKkcoMm/ 12,5 mg xuapoxXnopoTHa3n.

To3H exapcTBEH NPOAYKT HE € HAIMYeH B KoHUeHTpauus 20/25 mg, Ho Moxe aa 0bae u3noa3Ba-
MPOAYKT ChC CHLUATA KOHLEHTPALMs OT APYr NPHTEXAaTe ] Ha paspeLileHHe 3a ynotpeoa.

Cmapuecka év3pacm (65 wuru nogeye 200unu)
[Ipn nauMeHTH B CTApYECKA BB3PACT CE MPenopb4Ba ChillaTa RO3UPOBKA HA2 KOMOHHALMATA, KAKTO MpPH
Bb3PACTHH.

bvbpeuno yspesxcoane

KoraTo onMecaprad MEAOKCOMM/ XHPOXIOPOTHA3H C€ 3038 NPH MNALHEHTH C JIEKO A0 YMEPEHO
TexKO OnOpeuHo yBpexaaHe (kpearHHHHOB KIHpBHC OT 30 g0 60 ml/min) ce npenopbyBa NEPHOAUYHO
MOHMTOpHpaHe Ha 6b0peuHaTa PpyHkums (8. Touka 4.4). Onmecaprad MeIOKCOMWL/ XHAPOXJIOPOTHA3K ]
e MPOTHBOMNOKA3aH [PH NaUMEHTH ¢ TeXKO Ob6peuHo yBpexaaHe (KpeaTHHHHOB KTHPBHC < 30 mi/min)
(8. TOUKa 4.3).

Yeprodpobno yspearcoane

OnmecapTaH MEAOKCOMIWI/XHAPOXJIOPOTHA3UA TpA6Ba Aa ce H3n0N38a NPeAna3iHeEo NPH NALUKEHTH C
JIEKO A0 YMEPEHO TEKKO uepHoApoOHO yBpexaaHe (Bx. Touku 4.4 u 5.2). [Ipx nauyeHT ¢ yMepeHo
TEXKO YepHOAPOOHO YBpeXKAaHe ce Npenopbyuba HavanHa no3a ot 10 mg onmecapradH MEAOKCOMKI
BEAHBX AHEBHO, 8 MAKCMMANHATA 1034 He TpAOBa aa HaaBuuaea 20 mg BeAHBX AHEBHO. [Ipu naumeHTH
¢ YepHOAPOOHO YBPEXKAAHE, KOMTO NOMY4YaBaT JUYPETHLH W/ WK APYTH aHTHXHITEPTEH3MBHH JICKAPCTBA,
ce MpenophYBa BHUMATEIHO MOHHTOPUPaHE Ha apTePHATHOTO Haarade H ObOpeuHaTa ¢pyHxiuua. [Ipu
NaLMEHTH C TEXKKO YepHOAPOOHO yBpexaaHe HIMa OIMT OT ynorpedara Ha onMecapTaH MEIOKCOMMIT.

OnMecapraH MEAOKCOMWI/XHAPOXJIOPOTHA3HK HE TPAOBa 2a ce H3110/13Ba MPH NALMEHTH C TEXKKO
yepHOAPOOHO yBpexaaHe (BX. ToukH 4.3, 5.2), xonecrasa u GunmnapHa 06CTpYKIMA (BXK. TOUKA 4.3).

IleQuampuuna nonyaayus
Be3zonacHOCTTa H e(pHKACHOCTTA Ha OIMECAPTaH MEJOKCOMWI/ XHAPOXIOPOTHA3HA NPH JELA M FOHOLUH Ha
BB3pacT noA 18 roauuu He e ycraHosena. Hsima HanvyHuy naHHH.

HayuH Ha OpUnoKeHHne
TaGnerkara TpsaOBa 1a ce MOrTBILA ¢ JOCTATBYHO KOJIMYECTBO TEUHOCT (HaMp. eHa 4Yalia Boaa).

Tabnerkara He TpAOBa Aa ce AbBYE U TpAOBa A2 CE MPHEMA M0 €JHO U CHLIO BPEME BCEKU JIEH.

4.3 IIporuBonoka3zaHus

- CBpBXUYYBCTBHTENHOCT KbM aKTHBHHUTE BEIICCTBA MIIH KbM HAKOE OT [IOMOLUHMTE BELICCTBA,
u30poeHu B Touka 6.1, win apyru cyndpoHaMHAHH NPOU3BOHH (Thbil KATO XHAPOXJIOPOTHA3K €
IEKAPCTBEH MPOAYKT, NPOM3BOAEH Ha cyndoHaMHaUTE).

- Texxo 6B0peuHo yepexaane (KpeaTHHHHOB KUpbHE < 30 ml/min).

- PedpakrepHa XHIMOKATHEMHSA, XUTIEPKATILUEMUS, XMIIOHATPUEMHS U CHMITTOMATHYHA
XUNEPYypPUKEMUS.

- Texko yepHOOpOOHO yBpeXxaaHe, xonecrasza u Ouianapuu 0OCTPYKTHBHM HapyLLICHHMS.

- Bropu 1 TpeTH TpUMeECTEp OT OpeMerHOCTTa (BXK. TOUKH 4.4 U 4.6).

- EnnoBpeMeHHaTa ynorpeba Ha o/iMecapTaH Me0KCOMIWL/ XHAPOXJIOPOTHA3UA C ZNHESIDC - ﬂo%
CHABPIKALUM NPOAYKTH € NMPOTHUBOMOKA3aHa MPY NalHEHTH CbC 3axXapeH auabe B 40,
yspexaane (GFR < 60 ml/min/1,73 m?) (Bac. Touxu 4.5 u 5.1). [
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BbrpechioBa XHIOBONEMHA
[Ipu naiMeHTH ¢ XMIOBOJEMHA H/HIH XMITOHATPHEMHUs BCJICACTBHE HA MOLIHA AHYPETHYHA Teparius,

OrpaHHYEHHMS Ha COMTa, AMApUA WIH MOBPBILAHE MOXKE 1a C€ NOABH CHMITTOMATHYHA XUITOTOHHA Cliel
bpBaTa n03a. Te3u ChCToAHUA TpaOpa Aa 6bAaT KOPHrHPaHH NMPEIH MPHIOKEHHETO HAa OJIMECApTaH

MEIOKCOMIWL/ XUAPOXIIOPOTHAHAL.

Jpyry cheTOSHMSA ChC CTHMYNAUNS HA PEHUH-AHTHOTEH3HH-AI0CTEPOHOBATA CUCTEMA
[Ipu nauMeHTH, YHUTO ChAOB TOHYC M ObOpeuHa QyHKIMS 3aBUCAT NIPEIHMHO OT AKTHBHOCTTA HA PEHUH-

aHCHOMeH3HH-ANA0CTEPOBOBATA CHCTEMA (HANP. NALMEHTH ¢ TEXKA 3aCTONHA ChpACYHA HEAOCTATBYHOCT
WIH OCHOBHO 6u0peuHo 3a6omaBaHe, BKIIIOUMTETHO CTEHO3a HA OBOpeyHaTa apTepHs), JIEYEHHETO C
IPYTH JIEKAPCTBEHH NPOLYKTH, TOBJIMABAILHK TAa3H CHCTEMA, € CBRP3aHO ¢ OCTPa XHIIOTOHHA, a30TeMH4,
ONIMrypHs KNY B peAKH cly4yau ¢ ocTpa OsOpeyHa HEMOCTATBYHOCT.

PeHoBa3anHa XHNEPTOHHA
AKO NalHEHTH C IBYCTPaHHA CT€HO3a HA OLOpEeYHHTE APTEPHH HIIH CTCHO3a HA ApTEPHATA Ha

eAMHCTBeHM QYHKLOHHUpall Ob0peK ca ieKyBaHH ¢ JIEKapCTBEHH NPOAYKTH, NOBIMABAILH PEHHH-
aHTHOTEH3HH-ANIZOCTEPOHOBATA CHCTEMA, ChIIECTBYBA MOBHILEH PHCK OT TEKKA XMITOTOHHA H 6bOpeuHa
HENOCTATHYHOCT.

brOpeuno yspexnane u 6p6peuna Tpascnnanralns
OnmecapTad MeACKCOMML/ XHAPOXJIOpOTHA3HA He TpA6Ba Aa ce M3MOA3Ba MPH NMALMEHTH C TEKKO

616peuHo yBpexaaHe (kpeaTHHHHOB KiMpBHC < 30 ml/min) (Bx. Touka 4.3). [IpH nauMeHTH C JIEKO 10
yMepeHO-TexKo 6b6peuno yBpexaaHe (KpeaTHHUMHOB KIHPBHC 30-60 ml/min) He ce Hanara anantipate
Ha N03MPOBKATa. Bee nak npy nonoOHM NaluueHTH ONIMEcapTaH MEAOKCOMMI/ XMAPOXJIOpoTHa3u TpaOsa
Aa ce npuiara npeana’/iMBo i ce Nperopbyea NepHoaHYeH MOHHTOPHHI HA CepYMHHA KaJiii, KpEaTHHHH
M NMKOYHATa KHceHHa. CBbp3aHaTa C THA3MAHH AMYPETHLIM a30TEMHA MOXE Aa CE MOABH ITPH NALHEHTH
¢ HapyieHa Op0peuna QyHKLHMA. AKO ce MOABH KIMHHYHO U3ABEHa nporpecua Ha 6p0peuHo yBpexKaaHe
e HeoOXoaMMa BHMMATEHA MPEOIIEHKA Ha TEparuiTa, KaTo ce B3€ME NPEIBHA CIMPAHE HA AEYEHHETO C
AMYpeTHUH. HaAMa OMMT OT NPIIOKEHHETO HA ONIMECapTaH MEAOKCOMIL/XHAPOXJIOPOTHA3H]L NPH
MAlMEHTH ChC CKOPOLIHA OBOpeuna TpaHcIUIaHTaLKS.

YepHoapobHo yBpexnane
Hsama onut ot ynotpefara Ha onMecapTaH MEAOKCOMHII IPH ALMEHTH C TEKKO yBpe/leHa YepHoApoOHa

¢yuxkuma. OcBeH TOBA, HE3HAYNTEIIHH POMEHH BBB BOAHO-C/ICKTPOJIMTHUA OanaHc ro BpeMe Ha TepanHs
C TUR3MIHU MOXKE Ja YCKOPH Pa3BUTHETO Ha YepHOApoOHa KoMa MpH NAalMEeHTH ¢ YBPEACHA YepHOApoOHa
GYHKLMSA WIH nporpecupallo YepHoapoOHo 3a6onsaBane. [lopaay ToBa NpH NalMEHTH C JIEKO O YMEPEHO
4yepHOAPOOHO yBpexkaaHe € HeoOXoQHMO NOBHUIIEHO BHUMaHKE (BXK. Touka 4.2). Ynorpebara Ha
OJIMECapTaH MEAOKCOMMH/ XHAPOXIOPOTHA3HA NPU NALHEHTH C TEXKKO YEPHOAPOOHO yBpexKAaHE,
xonecTasa Wwin 6unHapHa o6CTpyKUHA € NPOTHBONOKAa3aHa (BX. TOUkH 4.3, 5.2).

HuTecTHHANICH aHTHOENEM
3a uHTeCTHHAJICH AHTHOEIEM ce ChoOLaBa NNPH NMALMEHTH, JIEKYBaHH ¢ aHrHoTeH3uH 1l peuenropru

AHTArOHHCTH | BKIIOUMTENHO onMecapTaH] (Bxk. Touxa 4.8). Tesu naunenTu umat xopemua 0onka, ranexe,
noBpblIaHe ¥ aHapua. CHMIITOMHTE OTUIYMSBAT CNEJ MPEYCTAHOBABAHE HA AHMMOTEH3HH 11
peLENTOPHUTE AHTArOHHUCTH. AKO Ce AHArHOCTHUMPA UHTECTHHAIEH aHTHOCEM, JICUCHHETO ¢
osiMecapTaH TpaOBa /1a ce MpeyCTaHOBH U a C€ 3alo4He NOAXOMALLO HabIIoNeHHE 0 MBJIHOTO
OTILYMSABaHE HA CHMIYTOMHTE.

CreHo3a Ha 4d0pTHA 1 MUTPAJIHA Kjlalla. DGGTE}’HTHBHﬂ KHHEQ:!:EO@H‘IH& KapaAHOMHOIIATHA

KakTo K 3a ocTaHanuTe Ba30JWIATATOPH NpHU NALMEHTH ChC CTEHO3a Ha A0PTHA WIH MHTP
uiH 00CTpYKTHBHA XHIIEpTpodHUHA KAPAUOMHOINATHSA CE NpenopryBa ocobeHa npean

[1pBHUYEH XHITEPANIOCTEPOHUIBM
[TaleHTHTE C ITBPBHYEH XHIIEPANZOCTEPOHH3BM OOMKHOBEHO HE OTTOBAPAT Ha TepaliHi C




3aroBa ynorpebara Ha ofiMecapTad MeJOKCOMMIL/XHAPOXIOPOTHASH NPYU TAKKBA NIALIMEHTH HE Ce
NpenopbL4Ba.

MeTtabonuTHH ¥ eHAOKPHRHH edeKTH
TepanuaTa ¢ THA3HAHKM AMYPETHUM MOXKe Ja HapyLUH NIIOKO3HUA Tonepanc. IIpy nauneHTH ¢be 3axapeH

nuaber MoXKe Aa C€ HANIOXKH AJalTHPAHE Ha JO3HTE HA MHCY/IMHA WIH Ha NEPOpAIHMTE aHTHAHA0ETHH
nexapcrsa (BX. TOuKa 4.5). B xona Ha THa3uqHa Tepanus MOXKe Aa C€ U3ABH JIaTEHTeH AHalerT.
[ToBHineHHe Ha XOJIECTEPO/a U HUBATA HA TPUIVTHLEPHIMTE Ca HEXKETAHH PEAKLIMH, 32 KOUTO € H3BECTHO,
ye ce aCOLMHpaT ¢ THa3HAHATA Tepanus.

[Tpn HAKOH MALUEHTH, NOXYYABALIH THA3UAHN AHYPETHLIH, MOXKE /13 C€ NOSBM XUNEPYPHKEMHS WM N3 CE
BJIOLIH CBLUECTBYBALNA MOAarpa.

Enexrponuren nucbanaHc
KaxTo npy BCHYKH NAUHEHTH, KOMTO Ca Ha JXYPETHYHA TEPanus, ¢¢ Npenopbysa NepHOIHYHO

oTpezeNsHe Ha CEPYMHHUTE E€ICKTPOJIMTH Ha MOAXO0JAIIM HHTEPBAIM OT BpeMe.

TuazdauTe, BKIFOYHTEHO XHIPOXIOPOTHA3H I, MOXKE Ja A0BEAAT A0 HApPYLLICHHE Ha BOAHHA WM
eJEKTPOHTHHA OanaHc (BKIIOYHTEIHO XUIIOKATHEMHS, XHIIOHATPHEMHSA U XHITOXJIOPEMHUYHA anKano3a).
[Ipeaynpeaure/Hy NpU3HALM 33 BOJHO-EIEKTPOIMTHH HAPYIICHUA €a CYX0Ta B YCTaTa, Xaxaa, cnadocr,
neTaprus, ChHIMBOCT, 6e3M0KOHCTBO, MyCKY/IHM DOJIKH HIH KpaMiH, MyCKyJ/Ha cnaboCT, XHIIOTOHH,
OJIMT'YPHA, TAXMKAPIHA H CTOMAWIHO-4YPEBHU HAPYILICHHA KATO rajieHe Hid NoBpBLIeHE (BXK. Touka 4.8).
PUCKELT OT XMITOKATTHEMHA € Hali-ronsM NpH NALMEHTH ¢ YepHOoAPoOHAa LUpO3a, NP NALMEHTH
noay4asaily GpUMKOBH AHYPETHLIH, PH NALMEHTH C HEaleKBAaTEH NepopaeH NPHEM HA €IEKTPOIMTH U
nalMeHTH Ha CHIIBTCTRAINA Tepamnus ¢ koprukocTepouan Hnu AKTX (Bx. Touka 4.5). Ot apyra crpana,
BC/IECTBHE HA AHTAroHH3Ma Ha aHrnorensuH ll-peuenropure (AT1) or cTpaHa Ha onmecapraH
MEJOKCOMMIIA B OJIMECAapTaH MeAOKCOMIL/ XMAPOXIOPOTHA3H, MOXKE A C€ NOABH XHNEPKATHEeMHA,
ocobeHo npy HanH4uue Ha 6BOpeyHo yBpexXIaHe W/WiK ChbpAeUHa HEAOCTAaTHYHOCT U 3aXapeH Auaber.
[Ip1 pyCKOBH MALMEHTH Ce NMPENopbUBa aJCKBATHO KOHTPONHPAHE Ha CepyMHHA Kanui. Kanuii-
CBHXPaHABALIMTE JHYPETHIM, KAnHeBHTe N00aBKH WIH KanHii-CbAbpKALIHTE 3aMECTHTE/IM HA COJITa U
IPYrH IEKApCTBEHHM NPOAYKTH, KOUTO MOXKEe a IMOBHLUAT HUBATA HAa CEPYMHMA KaHi (Hanp. XenapuH),
TpA6Ba Aa ce IpHNarat NpeAnasjiMBo 3aeJHO ¢ O/IMECAPTaH MEAOKCOMMI/ XHAPOXIOPOTHA3HA (BXK. TOYKA
4.5).

Hsama noka3zaTencrra, ye oJMecapTaH MEAOKCOMIUT MOXKE Ja HaMalld WIH NPeJOTBpaTH pa3BHTHETO Ha
HHEAYLUHPAHATA OT JUYPETHLH xunoHarprueMud. HemocTursT Ha XnopuaH 0OHKHOBEHO € JIEK H HE M3MCKBa
JICYCHHE,

TuasuauTe MOXKe 12 NOHIKAT EKCKPELIMATA Ha KA/IUMH B YPHHATA 4 1A Ca INPUYHHA 38 HHTEPMHTCHTHO H
NIEKOCTENEHHO NOBHILIEHWE HA CEPYMHHSA KaIIHIT B OTCHCTBHETO HA HIBECTHH HAPYIHCHHA Ha KATIHEBHA

merabonussm. [IposBaTa Ha XUNepKaNIMEMHS MOXXE Aa € A0KA3aTEJICTBO 33 CKPHT
xunepnaparapeouaussM. [Ipeau nposexaaHe Ha H3CICABaHE HA QYHKLMATA HA NAPATHPCOHURHHTE JKIIC3H
TpabBa Aa ce cnpe ynorpedara Ha THA3HAHYU AUYPETHIH.

HzBecTHO €, ye THa3uauTe NOBUINABAT YPHUHHATa CKCKPELMs Ha MarHe3nH, KOeTo MOXKe a f1oBejie A0
xunoMarae3neMus. Ilpu eneMaTo3Hu NaLHEHTH B ropeio BpeMe MOXKE Aa Ce pa3BHe AHITYLIHOHHA
XHIMOHATPUECMHMAL.

IBofiHo Oyi0kKMpaHe HAa PeHHH-aHrHOTEeH3HH-anAocTepoHoBarTa cuctema (PAAC)

Wma pannu, ye ennoppemenHara ynorpeba Ha ACE unxuburopu, anruoreH3uH lI-penentopau bnokepu
W/IH QIMCKHPEH, MOBHILABAT PUMCKA OT XMNOTOHHS, XMITEpKalHeMud U HaMmanaeaHe Ha OLOpeyHara
GbyHKUMs (BKIIOUHTENHO ocTpa O10pedHa HepocTarbyHOCT). Ilopanu ToBa He ce NpenophYBa ABOHHO
6noxkupane Ha PAAC upe3 komOunupanata ynorpeba Ha ACE unxuburopu, aHrnotreHsuH ll-penenropaun
OJ10KepH WK AIKCKUPEH (BXK. TOYKH 4.5 1 5.1).

AKo ce NpeleHH, Ye TepanusTa ¢ ABOHHO GnokupaHe ¢ abcomoTHO HeobxoauMa, Tosa TpsOB

(YHKLMA, CIEKTPOJIUTHTE H KPEBHOTO HANATAHE.
ACE unxuburopu H aHrsorexsuH ll-peuenropsy 61oxepu He Tpa06Ba Aa ce H3ION3BAT
NpH NauMeHTH ¢ AnaderHa HeponaTus.

JIuTuii




KakTo H npH ocTaHANKTE JIEKAPCTBEHH MPOAYKTH, ChAbPAKALIH AHIrHOTEH3MH [I-peuenTopuu
AHTArOHMCTH M THA3WACH JUYPETHK B KOMOHHaLKA, EAHOBPEMEHHOTO NPUICKEHHE HA OJIMECAPTaH
MENOKCOMIWL/XHMAPOXJIOPOTHAZKA U JIMTHHI, HE ce NpenopbuBa (Bx. TO4KA 4.5).

HInpy-nogobHa eHTeponaTHs
B MHOro penku ciry4au ¢e ¢bo0luaBa 3a TeXKa, XpOHHYHA JHApHS ChC 3HAYMTENHA 3aryda Ha Terno,

BEPOATHO MPHUYMHEHA OT JIOKAJIHA peaKLiia Ha CBPbXYYBCTBHTENHOCT OT 3a0apeH Tun. Te3u CHMITTOMM ce
NpOsSBABAT HAKOIKO Mecelia 10 FOJIMHM CJIe]] 3all0MBaHE Ha JIeYeHHETO. UpeBHuTe OHMONCHU Ha
NalHEHTHTE Y€CTO NOKA3BaT BWIO3HA aTpodua. AKO MAMEHT pa3BUE T€3U CUMITTOMH 10 BpEME Ha
JIeYEHHE C OJIMECAPTaH 4 NPH OTCHLCTBUE HA ApYra O4eBUAHA €THOJIONHS, JIEHEHHETO C OJIMecapTaH
TpaOBa He3abaBHO Ja ObAE NpeKpaTeHO U He TpaOBa Aa ce Bp300HOBABA. AKO AHApUATa HE ce noAoOpH
npe3 CeAMMIATA Clel NIPeKpaTABaHe Ha JICYCHNETO, TPAOBa aAa ce OOMMCIIN KOHCYITALHUA C APYT
cnenManMcT (Hafp. raCTpOEHTEPOJIOr).

XoponaaieH WITHB, OCTPa MHOMNKS U BTOPHYHA 3aKPHTOBIBJIHA INIaYKOMA

CyndoHamMuauTe WK JICKapCTBa, MPOU3BOAHH HA CYN(OHAMUANTE, MOTaT Aa NPEAW3BUKAT
MJHOCHHKPATHYHA PEaKLMs BOAELIA A0 XOPOHIAICH H3IMB ¢ ACPEKT HA 3PHTEIHOTO NONE, OCTpa
TPAH3UTOPHA MHOMHKS H OCTPa 3aKPHTOBIIHA rlayKoMa. CHMITTOMMTE BIKJTIOYBAT BHE3AIIHO HAYANO C
HaMaJjIeHa 3pUTENHa OcTpoTa WiH 6onka B ouuTe H 00M4yafiHO BR3HHKBAT B PAMKHTE Ha 9aCOBE A0
ceAMHULIA CeA 3aN04YBaHe HA JieyeHHeTo. HenekyBanaTa ocTpa 3aKpHTOBIHIHA INIAYKOMA MOXE Aa JOBEAC
10 TpaiiHa 3ary0a Ha 3peHueTo. [IbpBOHaYaATHOTO NeYcHHE BIUHOYBA BE3MOXKHO Hali-Obp30 NpeKkpaTaBaHe
NpMeMa Ha JIEKApCTBOTO. AKO BLTPEOYHOTO HANAraHe HE MOXe Ja OBbe KOHTPOIIUPaHO, MOXE Aa ce
HAM0XKH CNELIHO MEANKAMEHTO3HO WIH ONEPAaTHBHO Je4eHHe. PHCKOBUTE dakTopH 3a pa3BHTHE Ha OcTpa
3aKPHTOBIBJIHA [TIAYKOMA MOTraT Ja BKJIKOYBAT aHAMHE?3A 33 AJIEPrdd KbM CYNGOHAMHA WIH NCHHIMIMH,

HeMenaHoMeH pak Ha KOXAaTa

B nBe enuaeMuONOrHyHM [IPOYYBaHM, OCHOBABAIUM CE HA NATCKHA HALKOHAJICH PaKOB PErHCTDLD, €
HaOMOaBaH NOBHILEH PHCK OT HeMenaHoOMeH pak Ha Koxata (HMPK) [6asanHokneTrbueH KapiHHOM
(BKK) u ckpamosnoknersueH kapudHoM (CKK)] npu HapacTBalua excno3uiusa Ha KyMyJlaTHBHA 7032
xpapoxyoporuasug (XXT3). Qorocencubunusupaiyre edektd Ha XX T3 morar na neicTBar KaTo
BEPOATCH MEXAHW3bM 3a pa3sutie Ha HMPK,

[Tauuenture, npuemamy XX T3, Tpabea aa 6vaat unpopmupanu 3a pucka or HMPK H cbBeTBann
PEedOBHO [a NPOBEPABAT KOXKATA CH 332 HOBHM JIE3HH, H He3a0aBHO aa choOLIaBaT npyu nosea Ha
NOAO3PHUTENHN KOXKHHU Nne3ud. Ha nauuedTute TpadBa na ce npenophyuaT Bb3MOXKHH NNPEBAHTUBHHY MEPKH,
KaTO OrPAaHMYCHO M3/IaraHe Ha CTLHYSBA CBETNMHA H YJITPABHONETOBH JIBUM, & B CTy4yail HA €KCIIO3UIMA,
NOAXOA41Ua 3aLLHTA, 32 Aa C€ CBeJS A0 MUMHHMYM PHCKBT OT PaK Ha KOXKata.

ITono3purennuTe KOXKHM Ne3uu TpaAdBa aa 6bpaaT NoyIOKEHU HA He3abaBHO M3CneABaHe, NOTCHLHAIHO
BK/IFOYBAIO XHCTOMOrHYHHU H3C/ieABaHMA Ha OuoncuyHu MaTepuanu. [IpepasraexaaHe Ha ynorpebara Ha
XXT3 MOXe Oa ¢¢ HANIOXKHU U NPH NAUMEHTH, KOUTO ¢a uManu npeaxoned HMPK (Bx. ¢b1u0 To4Ka 4.8).

ETHHYECKH pa3iuyusl

KakTo H npH 0cTaHANMTE AHTArOHUCTH HA AHIMOTEH3UH 1, MoOHWwKABALMAT APTEPUATIHOTO HANATaHE
edexT Ha ONMecapTaH MEAOKCOMMIL, € A0 W3BECTHA CTENeH No-cnad npu 4epHOKOXH MALMEHTH B
CpaBHEHHE ¢ TE3H OT APYrH PacH, BEPOATHO [OPAAM MO-4e€CTO CPELUaHHA HUCKOPEHHHOB CTaTyC Cpen
YEPHOKOXH NALMEHTH C XHIIEPTOHHAL.

AHTHAOIHHI TECT

ChrabpiKaHUeTO Ha XUIPOXJIOPOTHA3UM B TO3H JIEKAPCTBEH IIPOAYKT MOXKE Aa NO3UTUBHPA aHZR
pe3yJITaTH B H3C/IEABAHE 38 AOTHHI-KOHTPON.

bpemeHHoOCT

I[To BpeMe Ha OpemMeHHOCT He TpaOBa Ja ce 3ano4Ba Jie4eHHUe C AaHTArOHUCTH HA AHTHO
aKO TEpanMaTa ¢ aHTArOHHCTH Ha aHrHOTEH3UH 1l He ce cuuTa 3a ChIIEeCTBEHA, NaLUEHT
OpemeHHoOCT, TpaOBa Aa NIPEMHHAT HA AITEPHATUBHO AHTUXHIIEPTEH3UBHO JIEUEHHE, KOE
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npod Ha 6e3onacHOCT nNo BpeMe Ha OpeMeHHOCT. [Ipu ycTanOBABaHE HA OPEMEHHOCT JICYEHHETO C
aHTaroHMCTH Ha aHruoTeH3uH II Tpabea aa 6ba€e NpekpareHO HE3A0ABHO M AKO € NOAXOANLIO Ja C&
3a[I04YHE ATTEPHATUBHA Tepanus (BXK. TOukH 4.3 H 4.0).

ﬂp!l”ﬂ

I[Ipy nauMeHTH ¢ reHepanu3MpaHa aTepoCcKIepo3a, HeXxeMUyHa O0/lecT Ha CHPLIETO WIH HCXEeMUYHA
MO3BYHO-ChA0BA 00JIECT BHHACH € BB3MOXKHO Aa ¢€ Habnoaasa pA3KO NOHMIKABAHE HA APTEPHAIHOTO

HadaraHE, KOCTO Aa AOBEAC A0 HHll)apKT Ha MHOKAapa4a WIH HHCYJIT.

[Ipu naupeHTH Che MM 0e3 aHaMHE3a 33 aneprug WM OpOHXHANHA acTMa, KATO BEPOSTHOCTTA € NO-
rojaMa Ipy HATHYHMETO HA NOoA00HAa aHAMHE3a, MOXKE J1a C€ Pa3BUAT PEaKiMH HA CBPBXYYCTBHTE/IHOCT
KbM XUJPOXJIOPOTHA3H]I.

[Ipn ynorpeba Ha THa3uaM ca 6UIM nonyyeHH cHOOLIEHHA 33 H30CTPAHE WIM aKTHBMPaHE Ha CUCTEMEH
JIYITYyC €PUTEMATO3YC.

Kooncapt chaAbpaKa JaKTO33
To3u nekapcTBEH NPOIYKT ChObPIKA NaKkTo3a. [lanmerTn ¢ peaxu HacneACTBeHH NpodieMu Ha
rajakTo3Ha HEMOHOCHMOCT, Lapp-naxra3zeH qeHUMT WK [IOKO030-ranakrosHa MatabcopOiupa He TpabBa

Aad [IpUCMAT TO3H JICKAPCTBCH IIPOAYKT.

4.5 B3apMoaeHcTBEE ¢ APYIrH JEKAPCTBEHH NPOAYKTH H APYrH QOpMHA HA B3aEMOACHicTBHE

Ilomenyuannu esaumodesicmeun, C6bP3AHIU C KOMOUHAUUAMA OIMECAPMAN
MEODOKCOMUN/XUOPOXTIOPOMUA3UO

EnHospeMeHHaTa ynoTpeba He ce npenopbyBa

Jiumuii
IIpu eAHOBpPEMEHHO NIPWIOKEHHE Ha NMUTHH ¢ HHXUOUTOPH HA AHMHOTEH3UH KOHBEPTHPALLUS €H3UM H Mo~

PAIKO ¢ aHrMOTeH3HH LI-peLienTOpEN aHTArOHHCTY € NOKAaABaHo 3a 00paTHMO NOoBHILIABAHE HA
KOHIICHTPAIIHUTE MU TOKCHYHOCTTA HA NUTHH B cepyma. OCcBeH TOBa THA3MAMTE NOHWKaBaT ObOpeyHus
KIMPBHC Ha JIMTHA H BIOCNEACTBHE BOAAT A0 MOBHIIEH PUCK OT [I0SBAa Ha JIMTUEBa TOKCHYHOCT. [Topaan
TOBa ynoTpebara Ha ONIMECapPTaH MEeJOKCOMWL/ XUAPOXIOPOTHAZHA H JIHTHH HE CE NMpenopbyBa (BXK.
Touka 4.4). Ako ynorpedara Ha TazH KOMOMHALKMA € NoKa3aHO HeoOX0AuMa C€ MPenopb»YBa BHUMATE/THO
MOHHTOpPHPAaHE Ha CEPYMHOTO HHBO Ha JIMTHH.

EanospeMetiHaTa ynorpeda W3MCKBA MOBHUICHO BHUMAHWE

baxnoghen
Moxe pa ce NoABH NOTEHLMPAHE HA AHTUXHNCPTCH3UBHUA C(PEKT.

Hecmepoudnu npomusoevinanumennu cpeocmsa (HCIIBC)
HCIIBC (BKaIOMHTENHO aueTWIcAIRUMNOBa KucenuHa (> 3 g/aHesno), COX-2 naxuburopu u
HecenekTHBHH HCIIBC) Moxke Aa NOHKAT aHTHXHIEPTEH3IUBHUA eEKT HA THASUIHUTE AUYPETHLM H
aHrioTeHsuH [I-penentopraure aHTaroHUCTH. IlpH HAKOM NMaLHEHTH ¢ KOMIIpoMeTHpaHa 0L0peuna
¢yHKuMA (HAMp. DALMEHTH C AEXMAPATALMA WIM TAKMBA B CTAPYECKA BH3PACT C KOMNPOMETHpPaHa
O6bOpeuna pyHKUHA), eAHOBPEMEHHOTO NPUIICKEHHE HA aHTHOTeH3UH I-penenTopHH AHTANOHHCTH H
cpeacTBa HHXMOHpaY UHMKNOOKCUI€HA3aTa, MOXKE a JOBEAE A0 AOMBIHUTETHO BAOINABAHE HA
6bOpeunara pyHKIMA, BRITIOMHTENHO A0 OcTpa Ob0peuHa HeAOCTATHLHHOCT, KOMTO OOMKHOB
obparumu. CnenoBarenHo komOuHalyaTa TpadBa Aa ce npunara npeanasnuao, ocobeHo mn
crap4ecka Be3pact. [Ipeau 3ano4saHe Ha TepanuaTa ce nperopbyYba MOHUTOpHPAHE Ha 6

Cb}’HKHHH U aaCKBATHA xyUapaTailya Ha alucCHTa,

EnnoBpemenHaTa ynorpeba TpafBa fa ce uma npeasu: XA | .
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Anmughocmun
Moxe na ce NposBH NOTEHUMPAHE HA AHTHXHIIEPTEH3NBHHA e(eKT.

Lpyzu aumuxunepmen3ugru cpeocmsa

[ToHpDKaBAUIMAT APTEPHATHOTO HANAraHe eQekT Ha OJIMECAPTAH MEAOKCOMMI/XMIPOXJIOPOTHAZUA MOXKE
Ia Obe NOBMINEH OT CHITBTCTBALIOTO NPHIMKEHHE Ha JIPYTH AHTHUXHMIICPTCH3HBHH JIEKAPCTBEHH
NPOAYKTH.

Anxoxon, 6apbumypamu, HAPKOMUYU UNU AKMUOERDECAHMU
Moxe Aa ce HaOmoAaBa NOTEeHLMpaHe Ha OPTOCTATHYHA XHITOTOHHMA.

IHomenyuanru g3aumoodelicmeun, CEOPIARR C OAMECAPMAR MEOOKCOMUT

EnnoBpemeHHaTa ynoTpeba He ce npenopnusa

ACE unxubumopu, anzuomen3sun Il peyenmopnu baoxepu wiu QiucKupen

JlaHHM OT KIMHHYHE NIPOYYBAHHA OKa3BaT, Y€ ABOHHOTO OJIOKHpaHEe Ha peHHH-aHTHOTCH3HH-
anpoctepoHosata cucteMa (PAAC), upes kombunupanara ynorpeda Ha ACE uHxuOUTOpH, 8HTHOTEH3IHH
[I-peuenTopHH O610KepU KM ANMCKMPEH, CE CBBP3Ba C NO-BHCOKA YECTOTA HA HEXenaHH ChOHTHA, KaTo
HanpHUMep XMIIOTOHHA, XMIIEPKATHEMHS U HaMa/lgBaHe HA ObOpeuHaTa QyHKiHA (BKIIOYHTEIHO OCTpa
610peuna HemOCTaTHLYHOCT) B CPaBHEHHE ¢ ynoTpedaTa caMo Ha eqHO CPeACTBO, JeHCTBAINO BEPXY
PAAC (Biwxre. Touku 4.3,4.4 u 5.1).

Jlexapcmeenu npoOyKmu, ROGIUAGAYU HUBAMA HA KARUU

Karo ce uma npeaBua onura OT ynorpedara Ha ApYrH JIEKAPCTBEHH NPOAYKTH, [TOBIHABALIM PEHHH-
aHrHOTEH3HH-AII0CTEPOHOBATA CUCTEMA, €AHOBPEMEHHATa yoTpeba Ha Kanuii-CbXpaHiBally
OHYPETHULIH, KANKUH-CHAbPKALUM 3aMECTUTENHN HA COJITA HIH JPYTH IeKapcTBa, KOHTO € BE3MOXKHO A2
MOBHINAT CEPYMHHTE HUBA Ha Kanuii (Hanp. xenapuH, ACE uHXHOUTOpH), MOKE Aa C€ CTHTHE [0
NOBHIlIABaHE HA HUBOTO Ha CepyMHUs Kanuii (Bx. ToUuKa 4.4). Ako B KOMOMHALMA ¢ ONMECAPTaH
MEIOKCOMM/L/ XHIPOXJIOPOTHA3U, CE& MPEANHILE TEKAPCTBEH MPOAYKT, IOBIUABALL HUBATA HA KaIHH, ce
NpenopsyBa MOHUTOPHPAHE HA [UIA3MEHHTE HUBA HA Kanui.

Konecesenam, cexgecmanm na JCHo¥HUME KUCEUNHU

EnHOBpeMeHHOTO NPUWIOKEHHE HAa KOJIECEBe/IaM XHAPOXJIOPH A, IEKAPCTBO, KOETO CBbP3BA AUTbYHHUTE
KHCE/HHH, HAMAIABA CHCTEMHATA €KCAO3HLNA H MAKCHMAJTHATA NJ1a3MEHA KOHLICHTpailHs Ha
OJIMECAPTaH, M HAMAJIABA eTUMUHALMOHHUA MOJIYXHBOT (t12). [IpUnoxkeHHeTo Ha onMecapTaH

MENOKCOMHJI MCHE 4 yaca mpeaM KoJieceBeaM XHAPOXJIOPH HaMalaBa edeKTa OT JICKaApPCTBEHO
s3aumopneticrane. [IpunoxeHneTo Ha onmecapTaH MEJOKCOMMIII NOHE 4 Yyaca npeau Konecesenam

XHIPOXJIOPHA TpAOBa Aa ce HMa npeaBUA (BHKTE TOUYKa 5.2).

,HDITE:JIHHTBHH& HHQOEME_IQ,H_}I

Cnep neyeHue ¢ aHTHALMA (ANyMUHHEB MArHE3HEB XMAPOKCH]) € HabmoaaBaHa yMepeHa peaAyKIHs Ha
OMOHATMYHOCTTA HA OJIMECAPTAH.

OnmecapTaH MEIOKCOMHJI HAMA ChilleCTBeH eeKT BEpXY (PapMAKOKHHETHUKATA WIH (papMaKOJUHAMUKATA
Ha BapdapHH K (apMaKOKHHETHKATA HA JUTOKCHH,

EnHOBpEMEHHOTO NPHUIIOKEHHE HA OJIMECAPTAH MEIOKCOMII U NPABACTATHH IIPH 3JpaBH U
HAMA KJIMHHYHO 3HAYUMH ePeKTH BbpXY PapMaKOKMHETUKATA, HA KOATO H 14 € OT JABETE C}

B in vitro npoy4saHus OJIMECAPTaH HE € NPOABWI KIHHHYHO 3HAYUMH MHXHOMTOPHH eDEKER Prgiky Ry
4OBEILKHTE €H3MMH OT cUcTeMaTa Ha uutoxpom P450 1A1/2, 2A6, 2C8/9, 2C19, 2D6, 2K I% : "4: .ﬂ,
HMAJ1 HUKAKHB WIH € NPOSBWI MHHUMaNEeH edeKT BEPXY aKTHBHOCTTA HA LUMTOXpPOM P450\rpu\;

1
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He ce ouakBaT KIMHHYHO 3HAYHMH B3aUMOAEHCTBHUA MEXKIY OlIMecapTaH H Ch€AMHEHMS, KOMTO Ce
MeTaGoHM3HPAT OT FOPECNIOMEHATHTE CH3MMHM OT CUCTEMATa Ha UMTOXpoM P450,

Homenyuannu e3aumodelicmeun, CEbP3ARIU C XUOPOXOPOMUAI RO

EnHoBpeMeHHaTa ynorpeba He ce npenopbhysa

Jexapcmeenu npodyxmu, nognuseauju HUGOMO KA KAUL

Kanuii-moHwxasaluaT epeKT Ha XMAPOXJIOpoTHA3U (BxkK. To4Ka 4.4), MOXKE 214 C¢ OTEHLMpa OT
€HOBPEMEHHOTO MPHIOKEHHUE Ha APYTH IEKAPCTBEHH NMPOAYKTH, YHETO NPHIMKEHHE € CBBP3aHO ChC
3aryba Ha kanuii ¥ xunoxkaniueMHs (Hamp. APYrd KalUH-YPETHYHHA IMYPETHLH, IAKCATHBH,
koprTukocreporad, AKTX, amporepaivt, kapbeHOKCONOH, NEHHIMMH (G HATPHI HIIHM NPOU3BOJHHU Ha
canuunosaTa kuceauHa). [lopagy ToBa nonobHa cropTeTBaINa YNOoTpeda He Ce MpenophyBa.

EnHoBpeMeHHaTa ynotpeba M3MCcKBA NOBULIEHO BHHMAHHE

Kanyuesu conu

THasHIHHTE AHYPETHLM MOXE Aa MOBUILAT CEPYMHHTE HHBA Ha KAIHA BCIICICTBHE HA MOHMDKEHA
exckperus. Ako TpaOBa 1a ce NpeANUIaT KaJIUMEBU N00aBKHM, Ce Npenopb»4sa MOHUTOPHPAHE Ha
CEpYMHHTE HMBA Ha KaNLMI ¥ aZjanTHpaHe Ha A03aTa Ha KaluMA-CeAbpxKamara gobaska.

Xonecmupamur 1 KOKeCMunoa08u CMORU
B npuchCTBHETO HA aHUOH-OOMEHHHU CMOJIH C€ MOHKKABa abcopOLmaATa HA XMAPOXNOPOTHAZMA,

Huzumanucoeu 2ruxo3uou
HMunyumpaHara OT THA3MAHKTE NMYPETHLHM XHIIOKATHEMUA WIH XHITOMArHE3HeMHA MOXeE 1a
OsaronpuATCTRA MOABATA HA AUTCHTAIIUCOBA apUTMMA.,

Jlexapcmeenu npodyxmu, Koumo ce nogIuUASGM Om NPOMENY 8 HUSOMO HA CePYMHUR KATUU

Korato onMecapTaiH MEaOKCOMMWL/ XUAPOXJIOPOTHA3K C€ NpHara 3a¢JHO C JICKAPCTBCHHU NIPOAYKTH,

NOBAMABAILM CE€ OT NPOMEHH B CEpYMHHA KanHid (Hanp. AMrHTATMCOBH IMKO3MIM H aHTHADHTMHIIH),

KAKTO H C JIEKApPCTBEHU MPOAYKTH, BOAELIM A0 forsade de pointes (KaMepHa TaXHKapaua) (BKIIOUBALIM

HAXOHM AHTHAPMTMHLH), C€ NpenopbUBa NEPHOAUYCH KOHTPOI Ha cepyMHHA KamuH U EKT:

- AHTHapuTMHIM OT Knac la (Hanp. XMHWAHH, XMAPOXMHH\HH, NH30NHPaMHUA);

- Anrnapurmuiy Kac 1l (Hanp. aMuonapoH, coranon, AodeTHNKA, HOyTHNKA),

- HsaKxoM aHTUIICMXOTHIM (Hanp. THOPHAA3KH, XJIOPHIPOMa3HH, JIEBOMENPOMAa3nH, TpHGIyonepasuH,
LiMaMEMa3HH, CYANHPHUI, CYITONPUI, AMUCYJINPUI, THANIPHI, MTHMO3HK], XaNONepHaoil,
Aponepuno);

- Npyru (anp. Senpuawn, uy3anpui, AudemMaHus, epHTPOMHLMH 34 1.V, IPHIOKEHHE,
xano(aHTpHH, MM30JIACTUH, [IEHTAMUAUH, cnap@uokcaumH, TepdeHanut, BUHKaMHH 32
MHTPaBEHO3HO MPHAOKEHHE).

Heodenonspusupawyu muopenaxcanmu (nanp. myboxypapun)
EdexrbT Ha HefeNONApH3HpAILUTE PENIAKCAHTH Ha CKE/IETHATa MYCKY/1aTypa MOxe jia Obie noTeHupaH

OT XHAPOXJIOPOTHA3H.

Aumuxonunepzuunu azenmu (Hanp. amponuw, bunepuden)
[MoBumaBaT GHOHANMYHOCTTA HA THASHIHUTE AUYPETHLIM KaTo 3a0aBAT CTOMALUIHO-YPEBHHA MOTHIHTET H
CKOPOCTTA HA €BaKyallHsl HA CTOMALIHOTO ChIBPKUMO.

Aumuduabemnu arexapcmeenu npodyxmu (nepopanru npooyKmu 1 UHCYAuH)

103474 Ha AaHTHAMAa0EeTHHTE JIEKapCTBEHH NPOAYKTH (Bxk. TOUYKka 4.4).

Memdghopmun



MerdopmuHbT TpabBa fa ce U3M0138a NPEANA3NMBO, IOPAAM PUCK OT JIAKTATHA aLMA033, IPOBOKHpaHA
OT BeposTHA (yHKUHOHATHA 6BOpeUHa HENOCTATHYHOCT, ABJDKALIA CE HA XHAPOXJAOPOTHA3MIL

Bema-6noxepu u duazoxcuo
XuneprionkeMUdHHAT edekT HA OeTa-0/I0KepHTe M AHA30KCH L MOXKe 1a C€ YCHUIIH OT THA3HIHUTE.

IIpecopuu amunu (Ranp. HOPAOPEHANUH)
EdekTbT Ha NpecOPHUTE AMHHU MOXKE Na OBae HAMAJIEH,

Jlexapcmaenu npodyxmu, u3non3eanu 3a neYenuemo Ha nodazpa (npobereyud, CynuHnupazon u

AroONypUHON)
Toit KaTO XHAPOXIOPOTHAZMA MOXE AA NOBHILIK CEPYMHHTE HUB2 HA MMKOYHATA KMCEIMHA, MOXE a €

HeoOXO0AMMO afanTUPAHE HA NO3UPOBKATA Ha YPUKO3YPHYHHTE JIEKAPCTBEHH NPOAYKTH, BB3MOXHO € fa
Ce HaJ0KM NOBHILIABAHE HA 103aTa Ha npobeHeuun Wiy cyndunnupasod. EaHoBpeMenHara ynorpeda Ha
THA3MIMA MOXKE 12 [IOBHLIH YECTOTATA HA PEAKLIMHUTE HA CBPBXYYBCTBHTEITHOCT KbM AJIOIYPHHOII.

Amanmaoun
Tuasugure MOXE [a [IOBHILAT PUCKA OT HEXENAaHy peakilii NPpHYMHEHH OT aMaHTal1H.

Lumocmamuyu (nanp. yuxnopocgamud, memompexcam)
Tua3uauTe MOXKE 13 HaManaT 60peuHaTa eKCKpeLus Ha HHTOCTATHLMTE M [1a NOTCHLMPAT TEXHUTE
MHEIOCYNIPECHBHH €(EKTH.

Canuyunamu
IIpn BUCOKHM AO3H HA CATHLIAIATUTE, XMAPOXJIOPOTHA3K]] MOXKE Aa YCHJIH TOKCHUHMSA edekT Ha
CaIMIMIATUTE BbPXY LIEHTPAJIHATA HEPBHA CUCTEMA.

Memunoona
Hma nomyyeny H3014paHH ChOOMEHHS 32 XEMOJIHTHYHA aHeMHs1, Ha0ionasala Npy €JHOBPEMEHHATA

ynoTpeba Ha XUAPOXJIOPOTHA3UA U METWII0NA.

Luxnocnopun
CBIObTCTBALLIOTO NEYEHHE ¢ LHKIOCNOPHAH MOXKE Aia MOBHILK PHCKA OT XMIIEPYPHKEMHA H YCIIOKHCHUA OT

THI1A Ha noaarpa.
Tempayuxnunu

ChIBbTCTRALOTO MPWIOKEHUE Ha TETPALMKIIMHYA H THa3UAH, YBEIMYABA PUCKA OT TETPALIMIJIHH-
HHAYLHPAHOTO NOBHLIABAHE Ha ypeara. ToBa B3aUMOIEHCTBHE BEPOATHO € HENPHIOKHUMO 34

BOKCHLMKIHH.

4.6 DepraIHETET, OpeMenHOCT H KRPMEHE

bpeMeHHOCT

Karo ce uMat npeasui epeKTuTe Ha OTASNIHHTE CECTABKH Ha TO3HM KOMOMHHpaH OpPOAYKT BEPXY
6peMeHHOCTTa, ynoTpeGaTa Ha onMecapTaH MEJOKCOMWIL/ XHAPOXJIOPOTHA3HK], He Ce MpenopbyBa 3a
ynorpeda npe3 mbpeua TPHMECTHP OT OpeMeHHocTTa (BK. Touka 4.4). Ynorpebara Ha onMecapTaH
MEIOKCOMWL/XHIPOXIOPOTHASH € NPOTMBOMNOKA3aHA Npe3 BTOPHA U TPETHA TPUMECTHP Ha
OpemeHHocTTa (BXK. TOuKH 4.3 1 4.4). oy

Onmecapmar MeO0KCOMUR
Vnorpebara Ha aHruoreHs3HH Il peuenropHyd aHTATOHKUCTH HE Ce MPENopbYBa Npe3 MbpPs
GpeMeHHOCTTa (BXK. TOUKa 4.4). Ynorpebara Ha aHTarOHHCTH Ha aHrHoTeH3HH 1l e mpot
pe3 BTOPHUA M TPETHs TPHMECTHP Ha OpeMeHHOCTTa (BXK. TOUYKH 4.3 u 4.4).
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EnxaeMHOJOTHYHUTE AaHHU O OTHOLISHHE HA PUCKA OT TEPATONCHHOCT CJIE EKCMO3HMUMS HA
aHrMOTEH3HH-PELICATOPHHK OJI0KEpH Npe3 MHPBUA TPUMECTHP OT OPEMEHHOCTTA HE €3 KATErOPHYHH, BCE
nax J1eKo rNoBylIaBaHe HAa pyUcKa He Moxke na Obae m3knmoyeHo. JoKaTo MUNCBAT KOHTPOJIUPaHH
eMHAEMHONIOTHYHHM JaHHH M0 OTHOLICHHE HA PHCKA ¢ aHTHOTEH3HH 1l peuenTopHH aHTarOHUCTH, MOXE Aa
CBLIECTBYBAT CXOJHH PHCKOBE 33 TO3U K/IAC JIEKAPCTBEHH NPOAYKTH. OCBEH aKo NMPOABb/LKHTENHATA
ynotpeba Ha aHrHOTEH3HH PELIETTOPHM OJIOKEPH He C€ CUMTA 33 W3KIIIOUYMTENIHO He0bXxoanMma,
NalMEHTKHTE, IUTaHHpalin 6peMeHHOCT, Tpa0Ba 1a NPEMHUHAT Ba AITCPHATUBHO AHTHXUIIEPTEH3UBHO
Jle4eHHe, KOETO € ¢ YCTaHOBeH npodun Ha 6ezonacHocT no BpeMe Ha OpemeHHocT. [Ipu nqoka3Bane Ha
OpeMEeHHOCT, JIeYeHHeTO ¢ aHrnoTeH3uH 1l perenTopHu aHTaroHucTH, TpabBa 1a Obae He3abaBHO
NPEeKPaTEHO H aKO € MMOAXOAAIO A C€ 3aM0YHE ATTEPHATHBHA TEPAIU.

H3BecTHO e, ve EKCAO3ULMATA HA AHrMOTEH3UH ] peuienTOpHH aHTaroHMCTH Npe3 BTOPH H TPETH
TPMMECTBP, BOAM 10 PETOTOKCHYHM MPOABY NpH Xopa (noHuwxeHa 6vOpeyHa pyHkLMs,
ONHroXKAPaMHHOH, 3a0aBeHa ocuduKaums Ha Yyepena) U HeoHaTalnHa TokcHuHocT (610peyHa
HEe0CTATBYHOCT, XHIIOTOHHA, XHUIIEPKAJIHEMHA ) (BXK. ChLI0 Touka 5.3 , [IpeaxiuHuuHy AaHHH 32
6e3zonacHoOCT™).

[Ipu excrno3uuws ¢ aHrHOTeH3HH |l pelienTOpHY aHTArOHUCTH CJied BTOPUA TPHMECTHP Ha OpeMEHHOCTTa
ce NpenophyBa MPOBEKAAHETO HA YITPa3ByKOB KOHTpon Ha Ob6peunara pyukums n yepena. bebera,
YUHTO MaHKH ca NpYMeMaTl aHTArOHUCTH Ha aHrHoTeH3uH ll, Tps6ea na 6baaT BHHMaTENnHO HabmonaBaHH
33 XHMOTOHKA (BXK. CHILO TOYKH 4.3 U 4.4).

AXuopoxnopomuazuo
OnuTeT OT yroTpedara Ha XUAPOXJAOPOTHA3K] 10 BpEME Ha OPEMEHHOCT H 0COOEHO 1pe3 MbpBU
TPUMECTBD € orparH4eH. [Ipoy4BaHUATa NPU HKUBOTHH Ca HEJOCTATHYHH.

XuapoxjopoTHasuasT NpeMHHaBa nnaueHTapHaTa 6apuepa. Karo ce uma npeasua papMakogoruyRus
MEXAHU3BbM Ha AeiCTBHE HA XHAPOXJIOPOTHA3U, YIIOTpeOaTa My Npe3 BTOPHSA M TPETHS TPUMECTHP,
MOXe J]a KoMImpoMeTHpa (eToaLleHTapHHA KPBBOTOK H 2 N0BeAE A0 feTanHu H HEOHAaTaNHK eeKkTH
KaTO MKTEP, HAPYLICHHA Ha CJICKTPOJMTHHA Danasc H TpOMOOLIMTONIEHHS.

XuapoxnopoTHasu He TpabBa Aa ce H3MO38a NPH MECTALIMOHEH €AEM, FECTALMOHHA XUIICPTOHUA WM
NpeeKaaMCcHs MOpajgH PUCK OT HaMalaBaHe HA IiasmMeHusd obeM M mnaleHTapHa xunonepdysus, oe3
OnaronpuaTHH edekrH BbPXY Xo7a Ha 3abonapaHero.

XuapoxjopoTHasua He TpaGBa Ja ce H3IOA3Ba 33 JICYEHHE Ha €CEHLHAIHA XUIIePTOHUA [1py OpeMeHHU
KEHH C H3K/MIOYCHUE HA PEAKHUTE Cyyau, NPy KOUMTO HE MOXKE A3 CE H3NO38a APYro NEHECHHE,

Knpmene

Onmecapman MeOOKCOMIT
T'sif kaTo nuncea HHGopMaLus 3a ynorpeda Ha oiMecapTaH MeJOKCOMUWL/ XHIPOXJIOPOTHA3KUA, N0 BpeMe

Ha KbPMEHE, Ta3H (PHUKCHpaHA NeKapcTBeHAa KOMOHHALMA HE CcE NpenopbyBa 3a ynorpeda, kaTo 3a
npeAnoOYHTaHe € H3MOJI3BAHE HA AITEPHATUBHA Tepalnud ¢ no-nodpe yctaHoBeH npodui Ha 6e3onacHOCT

Mo BpeMe Ha KbpMeHe, 0co0eHO mpH HOBOPOAEHH WIIH NpeXAEBpeMEHHO poaecHH Gebera.

Xuopoxnopomuaszuo
XHOpOoXJIOpOTHA3HL C€ €KCKPETHPA B KbPMATa B MAIKH KOJHYESCTBA. THA3HAMTE BbB BUCOKH 103H BOAAT

10 HHTEH3HBHA AHYPE3a K MOXKeE Aa MHXMOUPAT NPOAYKLMATA Ha MNIKO. YnorpebaTa Ha OIMECapTaH
MeAOKCOMIL/XHAPOXNIOPOTHA3H] 10 BPEME HA KbPMEHE HE C€ NpenophyBa. AKO Ta3H PUKCHpaHa
neKapcTBeHa KOMOMHALMS Ce M3II0/3Ba N0 BPEME HAa KbPMEHE, A03HTe TpaAbBa aa ObIaT BE3MOXKHO Hali-
HUCKUTE.

4.7 Edekrn Bbopxy cnocobHocTTa 32 modupane A pabora c MamIAAH

OnmMecapraH MeIOKCOMHIL/XHAPOXJIOPOTHA3H/ HMA HE3HAYUTENIHO WIH YMEPEHO BIIUAH
cnocobHocTTa 32 wodupase v pabora ¢ mamuHy. [Ipy nauMeHTH, NpUeMalld aHTHXHI
Tepanus, MoXe J1a € [IOABAT 3aMasHOCT WIH OTMAAHANIOCT, KOETO MOXE Z1a HRPYLIH CII
pearvpase.

11



4.8 Hexenann JeKAPCTBEHH PeaKIuH

Haii-uecTo ¢H00IIABaHHTE HEXENAHMA PeaKlUMH N0 BpEME Ha JIeUeHHETO C OJIMECapTaH
MEAOKCOMMWIL/ XHAPOXJIOpOTHa3KA ca rnasoSonue (2,9 %), 3amagsoct (1,9 %) 1 ornaananocr (1,0 %).

XHAPOXJIOPOTHA3WA MOXKE Aa NPHYMHH HIM 3aCHIH 0OeMHHA NePHLIAT, KOETO MOXeE Jia JOBEAE A0
enekTpondren gucbananc (Bx. Touka 4.4).

B xiuHHYHM npoy4BaHus, BKntouBainM 1 155 nauueHTH Ha neyeHne ¢ KoMOMHaUMATa OMeCapTaH
MEIOKCOMWL/XMapoxaopoTuazuz B ao3u ot 20/12,5 mg unu 20/25 mg, u 466 naiueHTH, KOHTO ca
npyueMany wiaueto 3a nepuoau Ao 21 meceua, odmara HECTOTa HA HEKEIAHUTE PEaKIMHM 32
KOMOMHHpaHaTa Tepanua ¢ OJIMecapTaH MEAOKCOMU/ XUAPOXIOPOTHA3HA € Orla CXONHa ¢ Ta3u NpH

miauedo.

CnupaHeTo Ha JIeYEHHETO, IOPAAH HEXENaHH PEAKLHH, CBIIO € CXOIHO M0 YECTOTa 32 KOMOMHALMATA
onMecapTaH MeaokcoMuw xuapoxioporuasug 20/12,5 mg unu 20/25 mg (2%) 1 nnauedo (3%). Obriara
YeCcTOTATA HAa HEXXENaHUTE peaKly 3a OJIMeCapTaH MeIOKCOMWI/ XHAPOXIOPOTHA3H], CIpAMO nuauedo,
M3IJIEK /A YE He 3aBMCH OT BB3pAcTTa (< 65 roauHu cnpaMo > 65 roauHH), N0JIA WIH pacaTta, BBIPEKH Ye
4EeCTOTATA HA 3aMasHOCT, € /IO H3BECTHA CTEMNEH MNOBHILEHa NPU NMALMEeHTH Ha Bb3pacT 2 75 rOAHHH.

B ponbiHeHHe, 0€30MacHOCTTa HA OJIMECaPTaH MeAOKCOMIY/ XHAPOXJIOPOTHA3H/ KATO BUCOKA
KOMOMHHpPaHa 71033, € IPOyYeHA B KIIMHMYHH M3NHTBaHHA NpH 3 709 naupeHTH, noTyyaBaid olMecapTaH
MEIOKCOMMII B KOMOHHalMA ¢ XxugpoxyioporHasua B 1034 40 mg/12,5 mg n 40 mg/25 mg.

HexenaHuTe peakLHH OT OJIMECAPTaH MEAOKCOMIL/ XHAPOXIOPOTHAZH ] OT KIMHUYHH NPOYyYBaHuUA,
Npoy4BaHus 3a 6e30MacHOCT, C/IER NOJIyYaBaHe Ha pa3spelICHHE 3a ynorpeda, # CNOHTaHHH CHOOLICHNA,
ca 00001eHH B TabauuaTa ro-a0iy, KakTo H HEXEJIAHUTE peaku|y OT OTACIHHUTE KOMIIOHEHTH
OIMECAPTAH MEROKCOMII H XHAPOXJIOpOTHA3K], 6a3npaHn Ha no3HaTUs npodun Ha 6e30MacHOCT Ha

BELICCTBATA.

CneaHaTa TepMHHOIOrHUA € U3M0J3BaHA 33 K1acH(HUMpPaHEe HA YECTOTATa HA HEXEIAHHUTE PEeaKLIHH:
mHoro yectd (> 1/10); ywectn (= 1/100 ao < 1/10); nedectu (= 1/1 000 no < 1/100); peaxn (= 1/10 000 no
< 1/1 000); muoro peaxu (<1/10 000), ¢ Hen3BecTHa yecToTa (HE MOXKE Aa OpAE onpeaeneHa ot
HATHYHHUTE JaHHM).

YecToTa
Cacremuo-opragaa | Hexenann peaknud
KiacHGHKANAS 00 Oamecapran Oamecaprad | Xmapoxiaopo-
MedDRA MEI0KCOMHEIL/ THAZH]
Xaapoxjoporna3nj
Hudekiuu u CuanoaneHur Penku
UHpecTaLun
Heomnasmu — HemenanoMed pak Ha C HeusBecTHa
nobpoxauecTeeHM, KOXAaTa YyecToTa
3I0KAYECTBEHH H (bazanHOKAETBHYECH
HeonpeaeneH! (BKII. KapLITHOM H
KHCTH M IIQJIMIIH) CKBaMO3HOKJIETbYEH
KAPLIMHOM )
i | |
Hapymenua Ha xpbBTa | AIuiacTU4HE aHEMUA
H TMM(HATA CUCTEMA | [ToTyckane ByHKUMSTA
HAa KOCTHUA MO3bBK

XeMOJIMTHYHA aHeMHUA

JleBkomnenua

HeyTponenns/
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arpaHynouuTos3a

TpombouuToneHus Heuectn Peaku
Hapyuexus Ha AHa(punaxTH4HH Heuyectu HeuvecTH
HMYHHATa CHCTEMA peaKkiMy
Hapylienuns Ha AHOpeKcus . HedyecTH
mMeTabonu3ma 4 I'mokosypus Yectn
RPAHERETO XHIICPKAJILIMEMU S YectH
Xunepxonecreponemus | HeuectH M#uoro 4yecru
XHNCPIIUKEMMA Yectu
XunepkanueMus ‘ Penxu
XunepTpurauuepuaemus | Hewectu Hecru MHoro yecTH
XHNCPYPHKEMHA | Heuectun YecTH Mpmuoro yecti
XunepxnopeMus YecTu
XHNOXJIOPEMHKYHA MHuoro peaxu
ajKano3a
XHMnoKaJIueMHus YectH
XHIIOMarHe3ueMms i Yectu
XMNOHATPUEMHA Yectu
Xunepamunaszemus Yectu
[TeuxuyHM HapylIeHUs | AnaTHs Penxu
Henpecus Peaxu
besnokoficTBo B Penxu
HapymeHus Ha CbHA Penxu
HapyuieHus na CreTosAHME HA Yectu
HepPBHATa CUCTEMA oOBpKaHOCT .
KouByncum Penkn
Hapymenus B Penxu
cb3HaAHHETO (KaTo 3aryda
Ha Ch3HAHHUE)
3aMmasHocT/puMangeane | Yectu YecTu YecTu
['naBobonue YecTH Yecru Peakn
3aryba Ha aneTHT | HeyectH
[1apecresuns | Penku
[locTtypanna 3amasnocr | Heuectu
COMHONEHTHOCT Heuectn
CuHkon Heuectn
Hapyuienusa Ha ouute | [loHimkeHo Penku
CBJIZOOTACHAIHE

BpeMeHHO 3aMbriaBaHe
HA 3PEHHETO

BnomasaHe Ha

ChIICCTBYBAIINA MHOIIHA

OcTpa MHonua, oCTpa
3aKPHTOBIBIIHA
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rjlaykoMa, XopouaaicH
| H3/IMB
Kcanroncus Penku
Hapywenus Ha yxoTo H | Bepturo Heuectu Hexectu Penku
nabupusTa
ChpAaeyHH HApylIeHUs | AHIHHA MMEKTOPUC Heuectnt
ChpaeyHH apuTMHUH _ | Penxn
[lannuraumu HeuecTn
CobaosH Hapywenns | EMOomns Peaku
XHIIOTOHHA Heuectn Penxu
Hexporusupai aHrMuT Penku
(BacCKYJIMT, KOXEH
BACKYJIUT)
OprocTaTuysa Heuectu Heuectun
XHIMOTOHUA
Tpom0Oo3a Penku
Pecnuparoptu, rpbaHH | BpoHXHT i Yectu
U MEAHAcTHHALHA Kauuuua | Heuectu YecTH
Hapy LR IIncnHes rPEJ],KH
HurepcTunmanza Penku
IMHEBMOHMA _
DapUHCHT Yectu
benoapoben oTok Penxu
PecniiparopeH aUCTpec | Heuectu
| PusuT _ Yectu
CroMamHO-4YpeBHU Kopemna bonka | HeuectH Yectu Yectn
HapyCHHA Kouctunauus Yectn
Huapus Heuectu YecTu YecTu
Jucnencus | Heuectu HectH
CromMaluHo apa3HeHe Yectu
["acTpoeHTepUT | HectH
Mereopu3pm YectH
["apene Hevectu YectH Yectu
[lankpeaTut | Peaku
[lapanuTyudeH uneyc MHOro peaku
[loBprpluane Heuectu Heyectn | Hectn
HUHTecCTHHANIEH Penku
aHrgoeneM
Inpy-nogobHa MHoro penku
EHTCPONaTHA (BHK TOUYKA
4.4)
XenaroOwinapHu OcTBp XONEeUMCTUT
HapyLICHHA JXbaTennua
(MHTpaxenaTajiHa
X0JleCTaTHYHA
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AKBJITECHHULIA)

ABTOUMYHEH XEMATHT

C "HeusBecTHa

HCCTOTA

Hapymesus Ha KoXara
H MMOAKOXHATA ThKaH

AJlepruveH JCpMATHT

HeuecTH

AHadHnaKTHYHH KOXKHH
peakumm

Penxku

AHrMOHEBPOTHYEH OTOK

Penku

Peakn

KoxHu peakuui,
noaoOHM HA NyIyc
€PHTEMATONEC

Penxn

Ex3zeMa

HeuecTH

Epurema

Heuect

Ex3anremMa

HedectHn

Peakiiuu Ha
GOTOYYBCTBHTENHOCT

HeuectH

[Ipypuryc

Heudectn

Hedvectu

[lypmypa

HeuecTH

|

| Obpus

HeuecTn

HeuectH

HeuecT

PeakTUBHUpaHE HA KOKEH
Nymnyc epUTEMAaToAEC

Penku

TokcuuHa enkuaepMasHa
HEKpONHU3a

Peaku

Yprukapus

Penxu

HevdecTH

HeuecTH

HapyuieHud Ha
MYCKYJIHO-CKEJIETHaTa
CUCTEMA H
ChCOMHHUTENHATA ThKAH

=

ApTpanrus

HeuectH

i

Aptpur

Yect

bonka 8 repba

HevectH

YecTn

MyckynHu criazMy

HeuyectHn

o

Penxu

MyckynHa cnaboct

iy

Penku

Muanrua

Heuyectu

HeuecTH

bonka B xpaliHHLIUTE

HevecTH

IIapesa

Penku

CxenerHa Honka

YecTH

Hapywenusq va

6b0penure 1
MUKOYHHTE [THTHULIA

-

Octpa 6u0peuna
HEAOCTATBYHOCT

Penxu

Peaxu

XeMaTypua

HeuecTH

YectH

HurepcTHimaneH Hedpur

Penku

brbpeuna
HEAOCTATBYHOCT

Penxu

br6peuna npuchyHKUUR

Hudexkuus Ha NHKOYHHUTE
MbTULIA

YecTH

Hapyuienud Ha
BB3MPOH3BOIHTE/NHATA
CUCTEMA H I'bpaaTa

EpexTtunna puchyHxums

HeuectH

.

O6mu HapylIeHUA H

AcTeHus ‘

YecTH

HedectH
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e(eKTH HAa MACTOTO Ha
NPAIOXKEHHE

bosnka B repauTe

YecTH

YecTH

OT0OK Ha AHLIETO

Heuect

YMopa

YecTH

YecTu

Tpecka

Penku

['punonoaobuu
CUMITTOMH

YecTH

Jletaprusa

Penxw

HepasznonoxeHnue

Penxu

HeuecTH

bonka

YecT

[lepudepen otok

YecTtHn

Yectn

Cnalocr

HeyecTn

HacnenBaHus

[IoBHIilIeHH HHMBA Ha
anasHuH
aMHHOTpaHchepa3a

HeuecTH

[lopuiucHn HUBA HA
acnaprar
aMHUHOTpaHc(epasa

HeuectH

IlosuiieHK HBA HA
KanuuH B KPBBTA

HeuyecTH

IIoBuiiieHH HUBA HA
KPEaTHHHH B KpbBTAa

Hedyectn

Penku

YecTH

[IoBHilIEeHKX HHBA Ha
KpeaTuH ¢ocpoKUHa3a B
KPBBTA

YecThs

[ToBHImeHH HUBRA Ha
rNOKOo3a B KPbBTa

HeuectH

IloHIDKaABaHE HA
XEMaTOKpHUTa

Peaku

I[loumwxeHH HUBA HA
XeMoriicoun

'

Peaku

IloBHIIIEHHM HUBA HA
JTUIIMAKTE B KPHBTA

.

HeuecTn

[ToHu>xeHW HHBA Ha
KaJauid B KpBBTA

Heuect

[loBuuieHH HUBA Ha
Ka/IMi1 B KpbBTa

HeuecTH

[ToBuiIeHH HMBA Ha ypes
B KPBBTa

HeuectH

YecT

YecTHn

IloBuiieHK HUBA HA
ypeHHuUs a30T B KPbBTa

Penxku

[lopHieHH HUBA HA
NMHKOYHATA KMCEJIHHA B
KpbBTa

Penxm

I[loBHiIIEHU HHMBA HA

ramMa-riryTamui
TpaHcdepasa

Heuectn

IloBUunieH® HUBA HA

YecTH
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YECPHOAPOOHUTE EH3UMH

" [Ipes nocTMAapKETHHIOBUA NepHo ce cholluaBa 3a Cy4an Ha aBTOMMYHEH XCMATHT ¢ JTATSHTEH NEPUOA
OT HAKOJIKO MECeLa A0 roJMHH, KOUTO c¢a 00paTuMy cyef] CIIMpaHe Ha NTPUEeMa Ha OJIMEeCapTaH.

EnuuuunM ciny4au Ha pabaoMuosnnsa ca chobliiaBaHy KaTO BPEMEHHO CBbP3aHH C MPpHEMa Ha
aHrnoTeH3uH 1l-peuenropHu SnokepH.

HemenanomeH pak Ha koxata: Bb3 0CHOBa Ha HANMMYHWUTE JAHHH OT CIIHACMHUOJIOrHYHH NPOYUBAHHA €
HabnonaBaHa 3aBUCHMA OT KyMYJlaTHBHATa 1033 Bpb3ka Mexxay XXT3 u HMPK (ex. ¢bino Touku 4.4 n

5.1).

3a CJIyuan Ha XOpPOMAANIEH H3MUB ¢ Ae(EeKT Ha 3PUTENHOTO Nnone ce chobluaea caea ynorpeba Ha THa3HIH
¥ THa3HA-NMOAOOHN JUYPETHLH,

CrobmaBaHe Ha N10A03HPAHH HEKEIaHU peaKUMU
CrobiaBaHeTo Ha NOJ03UPAHH HEXEJIAHM JISKAPCTBEHH PeaKUMK Clica pa3peulapaHe 3a ynorpeda Ha
JIEKAPCTBEHHS NMPOAYKT € BaXHO. TOBa NO3BONABA Ja MPOABIKM HaONIOASHHETO Ha CHOTHOLIEHHETO

non3a/pucK 3a JEKAPCTBEHHA NPOAYKT. OT MEAMLIMHCKHTE CIICLHAJIMCTH C€ U3HCKBA Ja cboOlaBat
BCAKa MOAO3HPAHA HEXKEeNaHa peaKklia 4ypes.

H3nenHUTENIHA areHUMa 1O JIeKapCcTBara.

ya. ,,Jdaman ['pyeB” Ne 8

1303 Codus

Ten.: +35 928903417

yeOcaiir: www.bda.bg

4.9 Ilpenozupaue

JInncea cnenduyuHa HHPOpMALMA 332 eeKTUTE WM JICHCHHETO Ha peo3HpaHe ¢ OIMecapTaH
MezokcoMuw1/xuapoxnoporuasua. Hanpuenrure Tpabsa na 6baaT BHUMATEIHO MOHHTOPHPAHH, &
neueHHeTo TpAOtBa Oa ¢ CUMIITOMATHYHO U NIOAABPKALLO. JIeyeHHeTO 3aBHCH OT BpEMETO, H3MHHAJIO OT
NOrNBIAHETO U TEXKECTTa HA CHMITTOMUTE. [IpeanonaracMUTe MEpPKH BKITIOYBAT MPOBOKHPAHE HA EME3UC
W/WIK CTOMAILHA IPOMHUBKA. B nevenueTo npu npeno3upate MoOXe [a € NoJie3Ha ynotpedaTa Ha aKTHBEH
BeINIeH. TpsaOBa yecTo a ce KOHTPOJIHPAT CEPYMHHTE €IEKTPOIUTH U KpeaTHHHHA. [1pu nossa Ha
XUMOTOHMA MALMUEHTET TPAOBA a ObA€ MOCTaBeH B JIEFHAJO NONOXeHUe no rpLo ¥ na ce nposene 6vp30
obeMHa ¥ COJMEBA 3aMECTUTENIHA TEpaIu.

Ouakga ce Haif-BEpOATHHTE NIPOABHA Ha MPEXO3HPaHE C OJIMECAPTAH [a Ca XUINOTOHMA H TAXHKApIKA,
MOXKe 1a ce noABH 1 Opaaukapaus. Ilpego3upaHeTo ¢ XMAPOXJIOpPOTHA3H OOMKHOBEHO CE CBBP3Ba C
M3YEpPIBate Ha eJICKTPONUTUTE (XHIIOKATTHEMHSA, XHIIOXNIOPEMHA) M AEXHAPATALMS, KATO CIICACTBHE HA
CWIHO [IOBHIIEHATa Juype3a. Hali-uecTHTe NpH3HAUU ¥ CUMIITOMH HA NPENO3HPAHE Ca raficHE »
COMHOJIEHOCT. XHIMOKAITHEMHMATA MOXKE Ja AOBEAE A0 MYCKYAHH CNa3Mid H/WIHM NORYECPTAHH CHPACHHH
APUTMHH, ACOLMMPAHH CHC CHITBTCTBALNA YNOoTpeOa HAa AUTHTAIHCOBH [NIMKO3HIY MK HAKOH
JIeKapCTBEHU MPOAYKTH C AHTHAPHTMUYHO JICHCTBHE,

JInncpa uHGOpMaLK NANH OIMECapTaH WIH XHAPOXJI0POTHA3H] Ce AHAIH3HPAT.

5. @®APMAKOJOIMYHHN CBOHCTBA
5.1 apmMaxkoaMHAMHYIHH CBOHCTBA
dapmakoTepanesTHyHa rpyna: AHrnoreHs3uH Il anraronucTn ¥ guyperhu, ATC kox:

Mexauu3bM Ha aedcreue/PapmMako aMH4YHH eDEKTH
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OnMecapras MEJOKCOMMIYXHAPOXJIOPOTHA3UT € KOMOHHaLMA OT aHrHoTeH3uH ll-penienropex
aHTACOHHCT, O/IMECAPTAH MEAOKCOMMI M THA3HCH AUYPETHK, XHApoxnopoTHasua. KombuHauuaTa ot
TE3U CHCTABKH MMA a{UTHBEH AHTHMXUIIEPTEH3UBEH e(EKT, MIOHHKABA apTEPHAIIHOTO HANATAHE B {10-
u3pa3eHa CTereH, B CPaABHEHHE, C KOSTO U [1a € OT ABETE ChCTABKH, H3IIOM3BAHH CAMOCTOSTEIIHO.,

[IpunaraneTo Ha 103aTa ONMECapTaH MEAOKCOMWL/ XUAPOXJIOPOTHA3H/ BEAHBXK JHEBHO OCHIYpsBa
e(DEeKTHBHO ¥ MOCTENEHHO NOHMKCHHE Ha aPTEPHATHOTO HANIATAHE B NPOAL/UKEHHE HA HHTEPBAN OT 24
yaca.

Oumecaprad MeIOKCOMMII € AKTMBEH [IPH NEPOPAIHO NPHIOKEHHES, CENEKTHBEH aHrTMOTeH3HH 11-
peuentopeH (THn AT;) aHTaroHucT. AHrHoTeH3uH Il e rnaBHHAT Ba30akTHBEH XOpPMOH OT PEHHH-
AHFHOTECH3HH- ANA0CTEPOHOBATA CHCTEMA M WIpae 3HaUMUTE/IHA Pond B NaToPU3HONOrHATA HA
xunepronuara. Edexrure Ha aHruoreH3ud I Biroysar Ba3OKOHCTPHUKIIHA, CTHMYJIRPaHe CHHTE3a H
0CBOOO0XKIABAHETO Ha AJIAOCTEPOH, ChpAeyHa CTUMYaLua u OpOpeuHa peabcopOuma Ha HaTpHH.
OnMecapran 6/10kMpa Ba30KOHCTPUKTOPHHUTE H AJIAOCTEPOH-CEKpeTHpalUTe edexTH Ha aHruoTeH3uH Il
KaTo 0sIoKMpa cBBbp3BaHeTO My ¢ AT peLenTopa B ThKaHHUTE, BKIIOYHTENHO [N131KaTa MYCKYJIaTypa Ha
KPBBOHOCHUTE Chbli0oBe MU HanOuOpeunmTe xue3u. JlelcTBHETO Ha OJIMECAPTAaH € HE3ABHCHMO OT
M3TOYHHKA WIH IMETA Ha CHHTe3a Ha aHrHoTeH3HuH [1. CenexTUMBHMAT aHTArOHU3BM Ha aHrHOTEH3HUH 1l
(AT)) peuerrropure OT CTpaHA HAa OJIMECAPTaH BOAH A0 MOBHILIEHHUE Ha [UIA3MEHHTE HHBA HA PEHHMH H
KOHLIEHTpaLMUTE Ha aHroTeH3uH I 4 11, kakTo ¥ 10 H3BECTHO NOHKKEHWE HA KOHLIEHTpauMATa Ha
anJoCTepOH B IUTa3Mara.

[Ipu XHNEPTOHHA OJIMECAPTAH MEAOKCOMMII BOJM A0 A030-3aBHCHMa, ABLJIO MPOAb/DKABAIIA PEAYKIIH HA
apTepHaIHOTO HanaraHe. He ca mosyyeHu RokazaTencTsa 3a XMIIOTOHUA CII€ IThpPBa 033, TaXHpUiakcus
110 BpEMeE Ha ABJIrOCPOUHA Tepanua WiM pebayH] XUNEPTOHH CIE CIIMpaHe HAa Tepanusira.

[IpunaraseTo Ha OJIMECAPTaH MEAOKCOMMI BEAHBK AHEBHO OCHIypABa ePEKTHBHO H NOCTENEHHO
MOHIDKABAHE H2 apTePHANIHOTO HANAraHe B MPOAL/DKECHHE HAa 24-yacoB uHTEpBall. IIpuioxeHHe BeJHBK
JHEBHO BOAH OO CXOMAHO MO CTEeNeH NOHKEHHE Ha apTEPUATTHOTO HAJIATAHE, KAKTO NMPHIIOKEHUE 1BA

[TbTH JHEBHO NPH €4HA W chLIa 001Ia JHEBHA 4034.

[Ipu HenpeKbCHATO JIeYEHHE MAKCHMAIHOTO NMOHWKEHHE HA apTepHaIHOTO HaIAraHe ¢e MocTHra Ao 8-
MAaTa CeIMHLIA CJIE HAYAJI0TO Ha TEPAIMATa, BHIIPEKH Y€ 3HAYMTEIEH NOHKABAILl apTEPHAITHOTO
HanaraHe edekT ce HabMonasa owle Ha 2-paTa CEAMHKLA OT JICYEHHETO.

EdexThT Ha onmecapTaH [0 OTHOLIEHME HA 3a001eBaeMOCTTa U CMBPTHOCTTA BCE OLIE HE € H3BECTEH.

B npoyusaHeTo Randomised Olmesartan and Diabetes Microalbuminuria Prevention (ROADMAP,
PanpoMH3MpaHe Ha OJIMECAPTAH M NpepeHUMd Ha JuabeTHa MUKpoanOyMuHypus) npH 4 447 nauHeHTH ¢
AHadeT THN 2, HOPMOANOYMHHYPHA H NOHE €JHH JOIMBJIHHTENICH ChPAEeYHO-ChIOB PUCKOB GaKTop,
M3CleiBa JalH JISYSHHETO ¢ OIMecapTaH MOoXe Aa 3a0aBu Ha4anoTe Ha MuxpoandymuHypus. I1o Bpeme
Ha CpeHHUA MpoceAsBall NepUoa Ot 3,2 roAMHH, NALMEHTHTE NOMy4YaBaT OIMECAPTAH WIH 1auedo B
NONMBJIHEHHE KbM OpYrd aHTUXMNEPTEH3MBHH JIeKapcTBa, ¢ n3KnoueHue Ha ACE naxuburopu unu
aHTHOTEH3HH peuenropHH O/10kepu (ARBs).

3a mepBHYHATA KpaiiHa TOYKA MPOYHBAHETO NOKa3Ba 3HAYMTE/IHO HAMAIIBAHE Ha BPEMETO 3a Ha4aJlo Ha
MHKpoanOyMHHYpHA B ITON13a Ha oiMecapTaH. Crel Kopekiys Ha Pa3jIHKHTE B apTEPHANHOTO Ha/sAraHe
TOBa [TOHKXXEHHE Ha PHCKA BEUE HE € CTATHCTHYECKH 3Ha4YHMO, kaTto 8,2 % (178 or 2 160) or nauueHTHTE
OT rpynarta Ha onMecaptaH 4 9,8 % (210 ot 2 139) B auedo rpynara ca pa3suinn MUKpoanOyMHEypit

g\\\l.“ﬂ No %
[To oTHOWIEHHE HA BTOPMYHMTE KPAHHH TOUKH, ChPASYHO-CHAOBH HHLUHICHTH BE3HUKBAT NP A8~
nauuenTa (4,3 %) npu onmecapraH 4 mpu 94 nanuenra (4,2 %) npu maue6o. Yecrorara S
CBAOBA CMBPTHOCT € MO-BUCOKA MPH JIEYEHHETO C O/IMECAapTaH B cpaBHeHue ¢ manebo (1YnB bty >,
%) cnpamo 3 nauentd (0,1 %)) BuIpeku cxoauure HHBA Ha HedarTanex uacy T (14 nmanmepg (G, 65%8) *
cnipaMo 8 nauuent (0,4 %)), Hedparanen muokapaeH undapkr (17 naunenru (0,8 %) cnp F26. " par:
nauueHTH (1,2 %)) 4 CMBPTHOCT, pa3iH4HA OT ChpACHHO-ChAOBA, {11 maumeHTH (0,5 %) cnﬁ R 64%5._ - \
VEIKASS
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nauueHTd (0,5 %)). O6mara CMBPTHOCT NPH OJIMECAPTAH € YKCICHO noBuuieHa (26 nauyentr (1,2 %)
capsamo 15 nauuenrtu (0,7 %)), KOETO € clteICTBHE OCHOBHO OT NO-BUCOKMA Opo# daTanHu ¢hpaeyHOo-

CbHbAOBH HHIIMACHTH.

ITpoyusanero, Olmesartan Reducing Incidence of End-stage Renal Disease in Diabetic Nephropathy Trial
(ORIENT, OnmecapTan HaMa/IgBa 4e€CTOTATa Ha TepMMHaNKO 61L0peyno 3abonssane npu n4abeTHa
He(dponaTus), u3cneapa ePeKTHTE HA OMECAPTAH BbpXY OBLOpPEYHHTE H CHPACYHO-CBAOBM KpalHH
pe3ynTaTH npu 577 paHIOMH3HpaHU nauxeHTH or Snonus u Kuraii ¢ auabet THn 2 ¢ n3ssena
Hedponarus. [To BpeMe Ha cpeaHHs NEAHOA Ha NIPOCAEAABAHE OT 3,1 rOAMHH, IAUMEHTHTE NMOY4aBaT
HIIH OJIMECapTaH, WiH mianedo B A0MbIHEHHE KM APYTH AHTHXHIICPTEH3UBHH JIEKAPCTRA, BKIFOUUTETHO
1 ACE uBxXuOHTOpH.

[TepsryHaTa KoOMOHHUpaHa KpaiiHa Touka (BpeMe N0 MbPBUA CIy4al Ha yJBOABAHE HA CEPYMHUSA
KpeaTHHHH, TepMHHANHO 6b6peuHo 3abonsBane, 06ma cMupTHOCT) ce Habnonaea npy 116 nauueHTu B
rpynara Ha onMecaptaH (41,4 %) n npu 129 nauuentu B rpynara Ha nnauebo (43,4 %) (HR 0,97 (95 %
CI 0,75 oo 1,24); p = 0,791). KomOunvpaHata BTOpHYHa ChpPAEYHO-CHII0BA KpaiiHa Touka ce Habnioaasa
npH 40 nanmedTH IeKyBaHu ¢ onMecaptat (14,2 %) u npu 53 naumesTs nexysanu ¢ nnauetdo (18,7).
Ta3u koMGHHHMpaHa ChPACUHO-CHAOBA KpaiiHa TOUKA BKIIOYBA CHPACYHO-CBA0BA cMBPT npH 10 (3,5 %)
nal{eHTH, IpueManu onMecaptan cnpamo 3 (1,1 %), npuemany naanedo, odbia CMBPTHOCT, CHLOTBETHO
19 (6,7 %) cnpsamo 20 (7,0 %), nedaranen uucynt 8 (2,8 %) copamo 11 (3,9 %) u HedaTanen MuokapaeH
uH(papkr 3 (1,1 %) cnpamo 7 (2,5 %).

XuIpoXJI0pOTHA3K] € THa3WACH AMYPETUK. MeXaHH3MBT Ha AHTHXHIIEPTEH3HBHUA e(PEeKT HAa THAZHUAHHUTE
IMYPETHLH HE € HAMMBIHO M3sACHEH. Tha3uaure noBnussat 6b0peunuTe TyOynHH MEXaAHM3MH HA
eNeKTPONUTHA peabcopOuys, THPEKTHO NOBHLIABAT €KCKPELMATA HA HATPUIA W XJIOPHIH B
NpUOAU3UTENIHO EKBUBAJIEHTHH KOMMYECTBA. JINypeTHUHOTO ACHCTBHE HA XMIPOXJIOPOTHA3HA HaMaNiBa
riasMeHus o6emM, MOBUIIABA IUTa3MeHaTa PeHHHOBA aKTHBHOCT M YBE/IHYABA CEKPELIMATa Ha aJIIOCTEPOH,
¢ mocJeBao ycHaBare 3arybara Ha xanuii u 6ukapboHaT B ypHHaTa, H NOHIDKEHUE HA CepyMHMA
xanuii. Bpeakara peRHH-aJIIOCTEPOH C€ Meauupa OT AHFMOTEH3UH 1, mopagu KoeTo ChIbTCTBAMIOTO
MPUIIOKEHKHE HA aHrHOTeH3KH [I-peLleITOPHY aHTArOHMCTH HMa TCHJCHIIMSA J1a KOMIICHCHpa 3arybara Ha
KaiMii, AB/DKALLA CE HA THA3UAHUTE JUypeTULH. C XHUAPOXJIOPOTHA3HA AUYype3aTa 3armo4usa okono 2 yaca
cleA NpWIoKKEeHHETO, a NHKOBHAT edekT ce Habmonasa okono 4 yaca cnej A03aTa JOKATO ACHCTBUETO My
nepcyucTMpa 3a okosno 6-12 yaca.

EnsiaeMMONOrHuHHTE NPOYYBAHUA Ca YCTAHOBHIIH, Y€ NPOABLDKUTETHOTO JICYEHHE C MOHOTEpanua ¢
XUAPOXIOPOTHAZH] HAMATIABA PUCKA OT CHPAEYHO-ChA0BA CMBPTHOCT B DONECTHOCT.

KnnuuyHa eUMKaCHOCT U 0€301acHoCT

KomOHHALMATA OT oaMecapTad MeIOKCOMMII H XHAPOXJIOPOTHAZHA BOIAY A0 aAMTHBHO NOHMKABAHE HA
apTEpUATHOTO HAJLITAHE, KOETO NPHHIRIIHO CE YCHIIBA C 03aTa Ha BCAKA OT CheTaBKMTE, B 00001eHH
r1anefo-KOHTPONUMPAHH KIHHHYHM NPOYYBaHUA PAIOKEHHETO HAa KoMOHHawwmvTe 20/12,5 mg n 20/25 mg
ONMECapTaH MEAOKCOMMWI/XHAPOXIIOPOTHA3H, € JOBEIO [0 CPEAHO NOHIKEHHE HA CHCTOIHOTO/IHACTOJIHOTO
aprepuanHo Hanarase ¢ 12/7 mmHg u cvorBeTHo 16/9 mmHg. Bu3pactra 1 nona se ca HMan# KIIHHHYHO
3HAYMMO BIHAHHE CAPAMO OTroBOpa Ha KOMOMHUPAHOTO NIeYeHHe ¢ OIMECAPTaH

MEIOKCOMIWL/ XHAPOXOPOTHA3HA.

[Ipunoxkenne Ha 12,5 mg ¥ 25 mg XuapoXJIOpOTHA3HU/ [IPH NALHEHTH C HEAOCTATEYHCO KOHTPONUPAHO OT
20 mg onMecapTaH MEAOKCOMMII apTEPHAIIHO HANAraHe 1aBa JONBIHHTEIHO NOHWKEHHE HA 24-Y3CoBOTC
CHUCTOJIHO/IMACTOHO APTEpUAnHO HandraHe cbe 7/5 mmHg ¥ crorsetHo 12/7 mmHg, namep -' No
amOynaropHo MoHuTOopHpaHe Ha AH cnpaMo u3xonHaTa MOHOTEpANHA C OIMeECapTaH MeagkogM)E:
JOMbAHUTENHO CPEAHOTO MOHMKEHUE HA CHCTOIHOTO/AHACTOIHO APTEPHAIHO HAIATaHE e % opagi
C H3XOJHHTE CTOMHOCTH, U3MEPEHHU C KOHBEHLIMOHAIHH MeTOAH, € 6o 11/10 mmHg u ¥ pev

mmHg.

Y
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EdexruBHocTTa HA KOMOMHALMATA OJIMECAPTAH MEAOKCOMUWI/ XHAPOXOPOTHA3H] C€ NOAXBPXKA NPH
NPOABLDKMTENHO (eAHa roauHa) nevycHue. CnupaHe Ha TEpanuaTa ¢ 0JMecapTaH MEAOKCOMMI CBC WY

6e3 CHILTCTBAINO NPHIOKEHHE HA XHAPOXIOPOTHA3UA HE € ROBEJIO 10 pebayHI XHIIEPTOHMA,

Edexrure Ha pukcHpaHaTa 103082 KOMOHHALIHA OIMECAPTaH MEAOKCOMMWI/ XHAPOXIOPOTHA3UA NO
OTHOIIECHHE HA CMBPTHOCTTA H CLPAEYHO-Ch0BaTa 3a001€Ba€MOCT NMOHACTOAINEM CA HEU3BECTHH.

Ipyra undopmanug

Ilse ronemn pangomusupand kourponupanu npoyusaHua — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekyuo rinobanHo H3n4dTBaHe 3a
KpaiiHH TOYKH Ha TEJIMUCAPTaH, CAMOCTOSTEIHO # B KomOuHauund ¢ pamunpwi) 1 VA NEPHRON-D
(KnuEH4HO npoyuBaHe, CBbP3aHO ¢ pa3BHTHE HA HedponaTud npy Auaber, MPOBEACHO OT
MHHHCTEPCTBOTO MO BHIPOCHTE HA BETEpaHUTE) — Npoy4BaT ynorpedara Ha koMOuHauusaTa or ACE
urXHOMTOp M anrnoreH3uH [I-peuerrropen bokep.

ONTARGET e npoy4paHe, NpoBEACHO NpPH NalHEHTH ¢ aHAMHE3a 33 ChPACYHO-ChAOBA WK
MO3BbYHO-ChA0BA DONECT, WK 3axapeH auaber Tun 2, NPUAPYXKEHH C JaHHK 32 YBpeXKJaHe Ha
edexropan oprand. VA NEPHRON-D e npoyuBaHe np NauMeHTH CbC 3aXapeH AualeT THI 2 U
auabeTHa HePpoNaTHA.

Te3u npoyuBaHHs He NOKA3BAT 3HauuM OnaronpusreH eQekT BbpXy 0BOpeUHHTE WIWIH CHLPACYHO-
ChIOBHUTE NOCIETHIH H CMBPTHOCT, KATO ChIIEBPEMEHHO ca HabmoaaBaHH NOBUIEH PHCK OT
XHIEPKATHEMHA, OCTPO YBpekaaHe Ha 6pOpenyre H/WwiK XUNOTOHHA B CPABHEHHE C MOHOTEpAIIHATA.
Karo ce umaTt npeasua cXoAHUTe HM apMakoIMHAMHYHHA CBOKCTBA, TE3H PE3YJITATH €A ITPHIOKHMH
u 3a gpyrd ACE unxuburopu u anruorensus ll-penenropau 6noxepn.

ACE unxu6uropu u anruoren3u Il-peuenropuu 610KepH ciieaoBaTenHo He TpAOBa aa ce
M3NOA3BAT €AHOBPEMEHHO MPH NauxeHTH ¢ AuabeTHa HedponaTus.

ALTITUDE (KnHHHYHO Npoy4BaHe, NPOBEAEHO C ATMCKUPEH NpPH MALMEHTH ChC 3aXapeH aHaber
THI 2, ¢ H3MOJ3BAHE HA CHPACYHO-CHA0BH H OBOpeuHu 3ab0nABaHHA KATO KpalHA TOUKH) €
Npoy4BaHe, NPeAHA3HAYEHO A3 M3CieBa Noa3ara oT 400aBAHETO Ha aNMCKMPEeH KbM CTaHAapTHA
reparmisa ¢ ACE HHXuOMTOp MM aHrHoteH3uH Il-peuernrropeH 6/10kep NPpH NauKEHTH CHC 3aXapeH
naber Tun 2 ¥ xpoHuuno 6s0peuto 3abonapane, CbpACYHO-CHAOBO 3a00N9BaHe WIH H ABETE,
[TpoyuBaHETO € NMPEKPaTeHO NPEKAEBPEMEHHO MOPaNH MIOBHUIIEH PUCK OT HEOMArONPHATHH
nociaendid. Kakro ¢bpaeyHO-CbAOBAaTa CMBPT, TRKA H HHCYATHT Ca N0-YE€CTH B rpynara Ha
aJIMCKHPEH, OTKOJIKOTO B IU1aueGo-rpynara, a npeJcTapsaBalluTe HHTEPEC HEXENAHH CHOMTHA U
CEPUO3HH HEeXeNaHu ChOMTHA (XHNepKaTHeMus, XUNoTOHUS U Ob0peuHa auchyHKUmg), ce
chobIaBaT no-4ecTo B rpynara Ha anHMCKMpPeH, OTKOIKOTO B rpynara Ha riauebo.

HeMenaHoMEeH KOXKEH paK
Bb3 OCHOBa Ha HANMYHWTE JaHHH OT eNHAEMHONIOrMYHM NTpOoYy4YBaHud ¢ HaOnoaaBaHa 3aBHCHMA OT
KyMYJaTHBHATA 1032 BpB3ka Mexay XXT3 u HMPK. Easo npoy4ysaHe BKNOYBA NOMyJialys, ChCTOSUIA
ce ot 71 533 cayuan na BKK u 8 629 cayuaun Ha CKK, u nomynaums ot ceotsetHo 1 430 833 1 172 462
NOJXOAALIHY KOHTpoH. Brucokata ynorpe6a na XXT3 (kyMynarusso 250 000 mg ) e cenp3aHa ¢
kopurupan OR 1,29 (95% IU: 1,23-1,35) 3a BKK 1 3,98 (95% JIH: 3,68-4,31) 3a CKK. Habnonaeana e
SCHa BPB3Ka KyMynaTHBHA n03a-orrosop kakto 3a bKK, taka u 3a CKK. Jlpyro npoyusaHe nokassa
BB3MOKHA BPB3Ka MexXay paka Ha ycraute (CKK) u ekcriosnuusTa va XXT3: 3a 633 ciyyad Ha pak Ha
YCTHHTE € noadpaHa nomynaanms ot 63 067 noaxoadiy KOHTPOIH, KATO C¢ U3MOI3Ba CTpaTeru 3a
B3eMaHe Ha npoOH onmpeacneHa OT pucka. JleMOHCTpHpaHa € Bpb3Ka KyMyJlaTUBHA 4033-0TrOBOP C
kopurupad OR 2,1 (95% OH: 1,7-2,6), napacteaw no OR 3,9 (3,0-4,9) 3a sucoxa ynorpeba (~25 000
mg) u OR 7,7 (5,7-10,5) 3a Haii-BucokaTa KyMynaTusHa 103a (~100 000) (Bx. ceio Touka 4.4)

5.2 @apmMakKOKHHETEIHR CBOHcTBA

Abcopbua 1 pasnpeneaeHue

Onmecapman Meo0oKCOMW
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OnmMecapraH MEAOKCOMKI € NpeKypcop. Toi Obp30 ce npeoOpa3ysa OT ecTepasHTe B YPEBHATA MYKO03a U
B KPBLBTa Ha MOPTAJIHATA BEHA MO BpeMe Ha abcopOuuara OT CTOMAIIHO-YPEBHUA TPAKT BbB
¢apMaKOIOrMYHO AKTHBEH META0O0NUT onMecapTal. B mnasmara unu eKCKPETHTE HE Ca OTKPHTH
MHTAKTEH OnMecapTad MEJIOKCOMMI HIIM HEMPOMECHEHA CTPaHHYHA MEAOKCOMTOBa Bepura. CpeaHara
abcomoTHa OMOHANMYHOCT Ha onMecapTaH Tabnetku € 25,6%.

CpenHara nukosa nnasMeHa KoHUeHTpauusa (Cuax) Ha ONIMECApPTAH Ce NOCTUra 0 2 yaca clen nepopaniHo
NPUIOKEHUE Ha OJIMECAPTaH MEAOKCOMMIL, KAaTO IUIA3MEHUTE KOHLIEHTPALMK Ha OJIMECAPTaH Ce
MOBUILABAT [IOYTH JIMHEHHO ¢ NMOBMILIABAHE Ha €AHOKpaTHATA NEepopasHa Ao3a a0 0koio 80 mg.

XpaHara ©¥Ma MEHHMANEH ePEKT BEPXy OHOHAIHMYHOCTTA HA OJIMECApTaH, NOpaay KOETO OJIMECApTaH
MEIOKCOMMJI MOXKE Aa € npujara cs¢ Hay 6e3 xpaHa.

He ca nabnionaBaHy KIHHMYHO 3HAMHMH MEXAYIONOBH pa3iinyKs BbB (papMakOKHHETHKATA Ha
ONIMECAPTaH.

OnmecapraH ce cBbpP3Ba B ro/iiMa CTefeH ¢ iasMeHHre nporeuu (99,7%), Ho sepoaTHOCTTa 33
KJIHHHYHO 3Ha4YHMH B3aBMOAECHCTBHA, ABH/DKALIH CC HA H3MECTBAHE OT MICTOTO Ha CBEP3BAHE MEXAY
OJIMECApPTaH U RPYIH JIEKAPCTBEHH MPOIYKTH ¢ BHCOKA CTEINEH HA CBBP3BAHE ¢ MJIA3SMCHUTE IPOTCHHH, €
HHCKaA (KOeTO e DUNo NOTBRBPAEHO OT JIUICATa Ha KIHHHYHO 3HAYMMO B3aHUMOACHCTBHE MEXIY
0JIMecapTaH MEAOKCOMIWI H BapdapuH). CBbp3BaHETO HA ONIMECAPTaH C KPBBHMTE KIIETKH €
HeaHauuTenHo. CpeaHusat obeM Ha pasnpeaeneHue cael HHTPaBEHO3HO IIPWIOXKEHUE € HUCBK (16-29 1),

Xuopoxnropomuqsuo

Cnen nepopanHO NpUNOKECHHE Ha OJIMECApTaH MEAOKCOMMWI H XHMIPOXJIOPOTHA3HA B KOMOHMHALHA,
CPEOHOTO BpEME 3a JOCTHIAHE Ha MMKOBH KOHUEHTpaLUMH Ha XxuapoxjaoporHasug € Omno 1,5 1o 2 vaca
clIeA [IPWIOKEHHETO. XUAPOXAOPOTHA3H] CE CBbP3Ba C IIa3MEHUTE NIPOTEHHH B 68%, a BUAHMUAT 0DeM

Ha pasnpeaeacuse e 0,83-1,14 kg,
buorpancdopm U €TUMHHHPAHE

Onmecapman MeoOKCOMUWT

ToranHusT nnasMeH KIHpBHC Ha ojMecapTaH 0OMKHOBEHO € 1,3 Vh (CV, 19%) 1 e cpaBHUTENHO HUCHK B
cpaBHeHHUe ¢ YepHOoApoOHuUA KpBBOTOK (0Koio 90 I'h). Cnex nepopanHo npuinoxXeHHe HA €THOKPATHA
no3a mapkupal ¢ *C onmecapran menoxcomusn, 10-16% ot npunokeHaTa paiMOaKTHBHOCT € 6ua
EKCKpPETHpaHa B YpHHaTa (I0-rojisiMaTa YacT B pAMKWTE Ha 24 yaca ciie[] MPUIOKEHHETO), 8 OcTaHanara
yacT ¢ Ouna oTKpUTa B M3npakHEHUsTa. KaTto ce MMa npeapua CUCTEMHATA HATHYHOCT OT 25,6% MOxKe
Aa ce U34UCIIH, Ye abcopOHpaHHAT onMecapTaH ce ouucTBa Ype3 6s0peuHa ekckpenns (okono 40%) u
xenaroOunuapHa ekckpeuus (oxono 60%). YcraHoBeHO €, Ue La1aTa Bb3CTAHOBEHA PAAYOAKTHBHOCT CE
NbbKK Ha onmecaptad. He ca HaMeperd Apyru chllecTBEHM MeTabonuTu. EHTepoxenaraaHusaT
KpBroBpaT Ha ONIMecapTaH € MUHMMaIeH. ThH KATO roiaMa 4acT OT OJIMECAPTAH Ce EKCKPETUpa npe3
HITBYHUTE NBTHUIA, yrIOTpebaTa My NpPH natedTH ¢ SwinapHa oOCTpyKLMA € NPOTUBONOKAa3aHa (BXK.
TOuKa 4.3).

TepMUHATHUAT €IMMHHALHOHEH MONY)KKHBOT HA OJiMecapTaH Bapupa mexay 10 1 15 yaca cnen
MHOT'OKpPaTHO MEpOPaHO npuioxkeHue. CTtaljnoHapHO cheTosHME (steady state) e nocTUrHaTo cnen
IbPBUTE HAKOJKO A03M U cnel 14 nuu He ca HaMepeHU JOKA3ATE/NCTBA 32 AOITBJIHUTE/IHO HATPYIBaHE.
bubpeunusT knupeHe € Oun npudbnuzurenHo 0,5-0,7 L/h, xato e 6un He3apHcHM OT 103aTa.

Xuopoxnopomuazuo

[Ipu xopa XuaApOXIOpOTHA3KI He ce MeTaboNn3upa, a ce eKCKpeTUpa MOYTH HAITBIIHO KaTo &
AKTMBHO BeLIECTBO ¢ ypuHata. Okono 60% ot nepopanHara 1032 ce €IMMUHHPA KaTO HENpME
AKTHBHO BEtECTBO B paMKHTe Ha 48 yaca. brOpeununsar inpbHe e okono 250-300 mi/min, '
TepMMHANHUAT eNUMHHALMOHEH TNONYKUBOT Ha XUApPOoXJIopoTHa3ua e 10-15 vaca.

Onmecaprad MEAOKCOMHIL/ XHIPOXJIOPOTHAZHIL

21



CucTeMHaTa HATHYHOCT Ha XHAPOXJIOpOTHA3H] ce Hamanasa ¢ okono 20%, koraro ce npunara
€IHOBPEMEHHO ¢ OJIMECAPTaH MEAOKCOMHJI, HO TOBA YMEPEHO MOHKEHHE HAMA KIMHHYHO 3HA4YCHHC.
Kuxerurkara Ha OJIMECAPTaH € HEMPOMEHEHA OT CHITLTCTBALLOTO NPHICKEHHE Ha XHAPOXIOPOTHA3ZHA.

PapMaKOKMHETHKA OPH CNELHATHH NOMYNALHH

Cmapuecka ev3pacm (Ha 65 unu nogeve 200unu)

[Ipu nauuenTd ¢ xuneproHua AUC Ha onMecapTaH B CTALHOHAPHO CHCTOAHME € OKNla NOBHILEHA C OKOJIO
35% npu nainyeHTH B cTapyecka Bb3pacT (65-75 roaunu) u ¢ okono 44% npu MHOTO Bh3PACTHH
nauyeHTd (> 75 roaMHy) B CpaBHEHME C IPYNMTE B 110-MJ1aJa Bb3pacT (BIK TouKa 4.2).

OrpaHH4€HH AaHHH [0KA3BaT, Y€ CUCTEMHHMAT KJIMPBLHC HA XHAPOXJIOPOTHA3K] C€ MOHKWKABA KAKTO MpH
3JpaBM, TaKa U NpY NALHUEHTH B CTapuecKa BB3pacT ¢ XUINEPTOHHA, NPH CPABHCHHE ¢ MNAAH 31paBH

A0OpOBOJILH.

brbpeuno yspescoane

[Tpu naumenty ¢ yBpeacHa On0peqna pynkums AUC Ha onMecapTald B CTALMOHAPHO CHCTOSHHE CE €
nosuiunna ¢ 62%, 82% 1 179% cHOTBETHO NpPH JIEKO, YMEPEHO TEXKKO M TEXKKO yBpeacHa OB0peuHa
dyHKIMA B CPABHEHHE CHC 3APaBU KOHTPOIM (BX. TOUKH 4.2 U 4.4).

[Mony»HBOTET H2 XHAPOXJIOPOTHA3MUS CE YAB/DKABA NPH MAUMEHTH ¢ YBpeaeHa 6n0peuna QyHkuma.

UeprnoOpobro yspeoscoane
Ciien nepopajiHO NPUIOKEHHE Ha eHOKpaTHa 1033, cToiiHocTuTe Ha AUC Ha onmecapraH ca Ounu 6% u

65% Mo-BHCOKHM NpH MaLMEHTH C JIEKO H YMEPEHO TEXKO YBpeAeHa YepHoApoOHa GyHKIUA B CpaBHEHME
CBC ChOTBETHHTE 3/IpaBH KOHTponH. HecBbp3aHaTa Gpakuus Ha ONMECAPTaH Ha 2-pHA 4ac CIeR
NPHIOKEHHETO MPH 34paBH NOGPOBOILM, NPH MALMEHTH C JIEKO YBpeaeHa YyepHoApobHa QyHKUHA ¥ NpH
MALMEHTH C YMEPEHO TEXKKO yBpeaeHa yepHoapobHa ¢yHkius e 6una ceoTBeTHO 0,26%, 0,34% 1 0,41%.
Cnen MHOMOKpaTHO NPWICKEHUE HA MALMEHTH C YMEPEHO TEXKKO YBpEASHa YepHOApoOHa (hyHKIKS
cpeanara AUC Ha onmecapTaH ¢ O1na OTHOBO OK0J10 65% M0-BHCOKA OTKOJIKOTO NPH ChOTBETHMTE
3apasu KoHTponH. CpeaHata Cpax Ha O/iMecapTaH € Owia CX0[Ha NpHY NALMEHTH C YBpPEeAEHA
yepHOAPoOHA PYHKUMA U [IPH 3ApaBH UHAUBHAK. OnMecapTaH MEAOKCOMHII HE € NPOY4BaH IpH
NALUEHTH C TEXKO YBpeAeHa uepHoapoOHa pyHKuus (BxK. TOUKH 4.2 1 4.4).

YepuoapoOHOTO YBpekKIaHe HIMA CHINECTBEHO BIAMAHUE BBPXY PapMAKOKHHETHKATA Ha

XMAPOXJOPOTHA3HA.

JlekapcrBenn B3aHMOICHCTBAN

Konecegenam, cexsecmanm Ha JCAbHHAMA KUCEAURA

EnsospeMenHOTO npwioxkeHue Ha 40 mg onmecapTaH MeJoKCOMHI H 3 750 mg koneceBenam
XHJIPOXJIOpHJ NPH 34paeH fMuua Boau A0 28 % namangsane Ha Cpax M 39 % Ha AUC Ha onmecapran. Io-
cnab edekr ce Habmonasa, croTBeTHO 4 % U 15 % HamaisnBaHe Ha Cpax 1 AUC, aKko onMecapTaH
MeIOKCOMII ce MPUWIOKH 4 yaca npeay KojeceBeaaM Xuapoxiaopua. ENHMHHALMOHHMAT NOIyKHBOT HA
ONIMECapTaH HamanaBsa ¢ okoJyo 50-52 % He3aBHCHMO Jaiid € NPWIOKEH €AHOBPEMEHHO WM 4 yaca npeau
KoJleceBesiaM XHAPOXJIOpHA (BUIKTE TOUKZ 4.5).

5.3 Ilperxiuan9HA jannu 33 HezonacHoCT

TOKCHYHUAT NOTECHLIMA HA KOMOHMHALMATA OT OJIMECAPTAH MGI[O[{CGMHJI/XHJIPOXJIOPDTHEEHI[ € OLICHCHA B

Npoy4saHHd 338 TOKCHYHOCT fIpH NEPOpaIHO MHOIOKpaTHO [IPHIOKCHAC B NDOAB/LKCHHC MECE
NPH ILTBXOBEC H KY4CTa. @t\'\ WA f n()%

KakTo ¥ npu BCAKO OT OT/AENHHUTE BEIIECTBA M JPYTH JIEKAPCTBEHH NPOAYKTH B TO3H Kia

NpUIENEeH OPraH 3a TOKCHYHM NMPOABH Ha KoMOHHauuaTa ca 6unn 6x0peunre. Kombune ,
ONMecapTaH MEeJOKCOHR/ XHAPOXIOPOTHA3KA BOLH 10 PyHKUMOHANHK OBOpeyHn npo | "i’
Ha CEPYMHATA yped H KpeaTuHuH). Bucokure 103MpoBKM NpHYMHABAT TYOy1Ha nereHepd ¥ e
pereHepauua Ha ObOpeuMTe Ha IIBXOBE M KyUera, BEpOSTHO Ype3 NpoMsaHa Ha 6‘56[)8'-11—! T, AN {‘3 j,
XeMOAMHaMuKa (noHikeHa 6s6peyHa nepdy3us cneacTBHE Ha XMNOTOHUATA ¢ TyOY/IHA XUOKCHA K ...~ (&
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TyOy/HO KJ1eThb4HA AereHepalud). B fonbiHeHHE 0JIMECapTaH MEAOKCOMIWE XMAPOXJIOPOTHA3H] BOAHU A0
HaMalleHHe Ha NOKa3aTe/uTe Ha epuTpoudTHTe (Opoii EpUTPOLMTH, XEMOIJIOOKMH U XEMATOKPHT) U
HaMaNABaHe Ha TerJIOTO Ha ChPLIETO APH IUTbXOBE.

Te3n edexru ca Habmoaasanu U npu ApyrH AT, peuentopHH aHTaroHUCTH U ACE HHXHOHTOpU H
M3I7IEXKAa C€ Ob/DKAT Ha apMaKoJIOrHYHOTO ACHCTBHE HA BUCOKH JI03H O/IMECAPTaH MEIOKCOMMI,
BEPOATHO HAMAT 3HAYECHHE NNPM XOpa B TEPANICBTUYHH JI03H.

Hpuyqaauuﬂ'ra 34 rCHOTOKCHYHOCT MpOBCACHN C OJIMCCADPTAH MCIOKCOMMI H XU POXJIOPOTHA3H, KAKTO
H C OTACIHHUTE CBCTABKM HC Ca NNOKA3AINIH HUKAKBH IMPH3HALIK 3a KIMHHYHO 3Ha1MMa I'CHOTOKCHYHaA

aKTHBHOCT.

KapunHOreHHMAT NoTeHuMaa Ha KOMOHHALMATA OfIMEecapTaH MEAOKCOMWI M XHIPOXJIOPOTHA3UA HE €
Oui npoyuBaH, Thif KATO HAMA JOCTATEYHO JOKA3ATEACTBA 33 CHOTBETHH KaHIIEPONeHHH €(EKTH 3a
OTIE/HHTE CHCTABKH B YCIOBHATA HA KIIMHMYHA yrioTpea.

[Ipy MHLIIKH M IUTHXOBE TPETHPAHH C OJIMECAPTAH MEAOKCOMWY XUAPOXIOPOTHA3H/ HE Ca MONyYeHH
A0KA3aTEACTBA 33 TEPATONCHHOCT Ha KOMOMHaLMATa. B ChbOTBETCTBHE C OYaKBaHHATA 32 TO3H Kj1ac
NIEKAPCTBEHH MPOIYKTH, NPH [LTbXOBE, HA KOMTO € AaBaHa KOMOHHALWMATA OMIMecapTaH
MeIOKCOMM/ XHAPOXJIOPOTHA3HI 10 BpeMe Ha OpEMEHHOCTTA, ca fOJIyYeHH AaHHH 3a deranHa
TOKCHUYHOCT ONpeAeseHH OT 3HAYMTEIHOTO HAMAJICHUE HA TErnoTo Ha deryca (BK. Toukd 4.3 u 4.6).

6. CAPMAINEBTHYHHU JAHHH

6.] Chnuachk Ha NOMOIMHHETE BEIECTBA

Hopo na mabremxama

JlaKkTo3a MOHOXHOpAT

MuKpOKpUCTANHA LIETYJ103a

YacTUyuHO 3aMeCTeHA XHAPOKCUIIPONHI LIETYJI03a
XNAPOKCHOPOMUILETYI03a

MarHe3ues creapar

Obsuexa na mabaemxama

XHnpomMenosa

TuTaHOB QUOKCHLA
Makporon/nponuieHr THKON

JKBIIT 2KeneseH OKCH

6.2 HecbBMEeCTRMOCTH

Henpunoxumo.

6.3 Cpok ma roasocr

4 ronuHH

6.4 ChoenuajlHa yCJI0BES HA ChbXPAHEHHE

Ila ce cbxpaHaBa np Temnepatypa noa 30 °C,

6.5 BajgnchAbpKAHEE HA OMAKOBKATA

Kooncapr 20 mg/12.5 mg punmupanu tabnerku ce npeanara 8 A/Al win PVC/PVDC/A
no 28 wiu 30 rabnerxy.
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He BcyuKH BUAOBE ONMAKOBKH MOTaT Ja Obaar mycHaTH Ha nasapa.
6.6 Choenuajng nNpeANa3HE MEPKH IPH H3XBLPJSHE

Heus3noa3BaHuAT 1EKapCTBEH NPOAYKT WK OTIIaJbYHUTE MATEPHANH OT HEro TpA0Ba Ja ce U3XBLPIIAT B
CBOTBETCTBHE C MECTHUTE U3UCKBAHHA.

7. IHIPHATEXATEJ HA PASPEIIEHHUETO 3A YIIOTPEBA
,,daiikadapma Bucokokayecrsexure Jlekapcrsa™ A/l

6yn. ,,I°. M. lumurpos” Ne 1, rp. Codua 1172, Bearapus

Ten.. + 359 2 962 54 54

dakc: + 359 2 9603 703

e-mail: info@tchaikapharma.com

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Perucrpaumonend Ne: 20150414

9, JATA HA ITBPBO PA3PEIIABAHE/TIOTHOBABAHE HA PASPEINIEHHUETO 3A
YIIOTPEBA |

Tata Ha mppBO paspemaBane: 08 nexemspu 2015 r.
Ilata Ha nocneaHo noaHoBaBaHe: 06 HoemBpu 2020 r.

10. JATA HA AKTYA/IMIUPAHE HA TEKCTA

01/2025
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