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1. WUME HA JEKAPCTBEHUS IPOAYKT ... on e = DAL
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bunamkap 8 mg/5 mg TBbpAM Kancyiu 010/?00’0-1 /06-/0 }/C’J)

bunamkap 8 mg/10 mg TBLpAM Kancyau
Bunamkap 16 mg/5 mg TBbpAM Karncyu

Bunamkap 16 mg/10 mg TBbpAM Kancyu BG/MA/ M 6. 7 }?7' "PO(? 2 6 QU ZU?EIJ'

Bilamcar 8 mg/5 mg hard capsules
Bilamcar 8 mg/10 mg hard capsules
Bilamcar 16 mg/5 mg hard capsules
Bilamcar 16 mg/10 mg hard capsules

2. KAYECTBEH U KOJIMYECTBEH CHCTAB

Bunamkap 8 mg/5 mg TBbpAM Kancyu
Bceska kancyna ceabpxa 8 mg kanaecapran uninexkcetun (candesartan cilexetil) u 5 mg amnoaunus
(amlodipine), ekBUBaJeHTHH Ha 6,935 mg amnoaunuH 6e3unnar (amlodipine besilate).

bunamkap 8 mg/10 mg TBbpAM Kancyau
Bceska karicyna ceabpka 8 mg kanaecapra uuiekcetun (candesartan cilexetil) 1 10 mg amnoaunus
(amlodipine), exBuBaneHTHHU Ha 13,87 mg amnoaunuu 6e3unar (amlodipine besilate).

bunamkap 16 mg/5 mg TBLpAM Kancyiu
Bceska kancyna cpabpxka 16 mg kanaecapraH uuiekcetun (candesartan cilexetil) U 5 mg amnoaunuH
(amlodipine), ekBuBaJieHTHH Ha 6,935 mg amnoaunuH Oe3unar (amlodipine besilate).

bunamkap 16 mg/10 mg TBbpAM Kancyau
Bcsaka kancyna ceabpxka 16 mg kanaecapran uunekcerua (candesartan cilexetil) u 10 mg amnoaunux
(amlodipine), exBuBasieHTHH Ha 13,87 mg aminoaunuu 6e3unar (amlodipine besilate).

[IoMOLIIHO BELIECTBO C M3BECTEHO AEHCTBUE
bunamkap 8 mg/5 mg TBbpAM Kancyau
Bceska kancyna ceabpka 101,95 mg n1akTo3a MOHOXHApaT.

bunamkap 8 mg/10 mg TBbpAM Kancyau
Bcsaka kancyna eceappxka 211,90 mg nakro3a MOHOXHApAT.

bunamkap 16 mg/5 mg TBbpAM KancyJiu
Bceska kancyna ceabpxka 203,90 mg nakro3a MOHOXHApAT.

bunamkap 16 mg/10 mg TBbpAM Kancyau
Bcsika kancyna ceabpxa 203,90 mg nakro3a MOHOXHMApAT.

3a NbJIHUA CMHCBK HA MOMOLLIHUTE BelleCTBa BHXKTe To4ka 6.1.

3. JIEKAPCTBEHA ®OPMA

TBbpaa kancyna

bunamkap 8 mg/5 mg TBbpAM KarncyJu: TBbPAH KEJAaTHHOBH Karncyau pasmep 3, ¢ 6s10 Henp03paLIH0
TAJIO U TBMHOXBJITO Karnaye, HalbJIHEHH C O€IM 10 NMOoYTH Oesn rpaHyJiu. o

bunamkap 8 mg/10 mg TBbpAM KancyJu: TBbPAH kKEJAaTHHOBH Kancyau pasmep 1, ¢ 0 0@?\
TAJ0 ¢ oTneyataH B yepHO Haanuc CAN 8 M XbJATO Kanauye ¢ OTne4yaTaH B YEpH C
HambJHEHH ¢ 6enu 10 noyTH GeNu rpaHyu.




Bunamkap 16 mg/5 mg TBbPAH KancyNu: TELPAH KENATHHOBH Karncynu paiMep 1, ¢ 6110 Henpo3payHo
TA/10 ¢ oTnevarad B YepHe Haanuce CAN 16 U O61ea0KbATO Kanaue ¢ oTrnedaTaH B 4epHO Haanue AML 5,
HanbJaHEHHU ¢ 6enu no nourH Oeny rpaHynu.

Bunamkap 16 mg/10 mg TBLpAM Kancyju: TBbPAH XKeJIaTHHOBH KancyuM pazMep 1, ¢ 6410 Henpo3pa4yHo
TANO ¥ 04710 HEMPO3pa4Ho Karnaye, HalbJIHeHH ¢ 6esd 10 noyTH 6e1M rpaHyy.

4. KJIMHHWYHH NAHHH
4.1 TepaneBTHYHH NOKA3AHHA

Bunamxap € MOKAa3aH 3a NEHCHHUE Ha CCCHUMAJIHa XUNEPTOHNA KaTO TEpanui 3a 3aMCCTBAHE, NPH
BBE3pAaCTHH NMALHECHTH, YU€TO KPbBHO HAIATAaHE € BEYE AACKBATHO KOHTPOJNPAHO C OTACIHHHUTE
KOMITOHCHTH, IIpHJarani CAHOBpEMCHHO IIpH CBLIATE A03H.

4.2 Jlo3upPOBKA H HAMHH HA NPHJIOKEHHE

O3HPOBKA
[TpenopbunTennaTa no3a bunaMkap € eqHa Kancyna Ha ReH.

KomOunauuaTa ¢ pukcupann A034 He € NNOAX0AAlla 38 Ha4anHo jiedeHHe. AJanTHpaHe Ha 103aTa, aKko
¢ HeoOxoauMo, TpsabBa Aa ce H3BLPIIBA C OTACTHUTE KOMITOHEHTH.

IMpenn npeMrHHaBaHe Ha bunamMkap, XUNepTOHUATA NTpY MALMEHTUTE TpAOBA Ja € KOHTPOIHpaHa ¢
YCTaHOBEHH JO3M Ha OTACHUTE KOMIIOHEHTH, NpUnaraHy eaHoBpemerHo. [losata bunamxap tpsabea
Ja ce HazMpa Ha JO3MTe Ha OTASITHUTE KOMIIOHEHTH HA KOMOMHALIMATA KbM MOMEHTA Ha MpeMBHaBaHe.

Crneyuanni nONYAauUY

Cmapuecka gv3pacm (65 200unu utu nogeue)

He ce Hanara kopMrapaHe Ha HavalHaTa 103a NpU NaUMEeHTH B CTapyecka Bb3pacT. M3ucksa ce
NOBHILERO BHUMaHKWe NpU NOKavBaHe Ha A03aTa. HalM4HH ca orpaHH4eHu AaRHH 3a ynorpeda npu
MHOTO CTapy MalHEHTH.

bvbpeuno yspeoicoane

He ce Hanara kopurupaHe Ha 1o3aTa NpH NAUMEHTH C JIEKO 10 yMepeHo Ov0peuno yspexnate. [Tpu
yMepeHo OBpOpeUHO yBpexaaHe ce IIpenopbYBa MOHMTOPHPaHE Ha HHBATa Ha KAJIUA M KPeaTHHHHA.
IpenopbuBa ce NOBHLIEHO BHUMaHHE NOPAAH OrpaHUYEHUA OIUT NIPH NALUEHTH € TEXKO ObOpeyHO
yBpexkaaHe, TepMuHanHa 0p0pedna HeaocratbyHOCT (Cler <15 ml/min) nny Ha Xemozuanmsa.
ITpoMeHnTE B Na3MEHUTE KOHLIEHTPALMK Ha aMJIOAUIIHH He ¢a CBbp3aHH Chbe cTaaus Ha 6pOpeyHo
yBpexkaaHe, mopaav KoeTo ce npenopbuba obHyaliHaTa A03MpoBKa. AMIIORMIIHH H KaHAecapTaH
LIMJIEKCETH HE MOJJIEKAT Ha AHaNU3a. BHXTE CbLIO Touka 4.4,

Heproopobuo yepesxcoane

[Tpn nallMeHTH ¢ NEKO A0 YMEPEHO YepHOAPOOHO yBpexkaaHe bunamkap TpabBa na ce npunara ¢
NOBHIIEHO BHUMaHKe. buiaMkap € npoTHBOMOKa3aH NPH NMalMEHTH C TEXKKO HepHOAPODHO yBpexkaaHe
H/WH Xonectasa (BX. Toukd 4.3, 4.4 u 5.2).

ITeouampuyna nonyrayua
BezonacHocTTa H eduKacHOCTTa HAa bunamkap npu Jeua Ha BB3pacT oA 18 roAMHH BCE OLLE HE €
ycTaHoBeHa. JInncear gaHHH.

HauuH Ha npunoxeHue

Ilepopanro npurnoxeHue




bunaMkap Moxe aa ce npueMa cbe uin 6e3 xpara. [IpenopbUYHTENHO € 1a e MPHEMA ¢ MAJIKO
KOJHUYECTBO TEHHOCT.

4.3 IlpormBonoka3zanus

- CBpbX4yBCTBUTEIHOCT KbM AKTHBHHTE BELLECTBA, AMXUAPONMAPHANHOBH IPOU3BOAHH HITH KBM
HAKOE OT MOMOLIHUTE BEIIECTBA, W30POCHH B ToUKa 6.1;

- BTtopu u TpeTn TpuMecThp HA OpeMeHHOCTTa (BXK. TOUKH 4.4 U 4.6);

- Texko yepHOAPOOHO YBPEKAAHE W/ UM OHIHAPHA OOCTPYKTHBHH HAPYIIEHHS H/UJTH
X0JeCTasa;

- ok (BKIHOYHMTENHO KapAHOIE€HEH HIOK);

- Texka XUIIOTOHUS;

- Ob6cTpykuyd Ha U3XOJHHA TPaKT Ha JiABaTa kaMepa (Halp. BHCOKOCTENIEHHA a0PTHA CTEHO3a);

- XeMOaMHAaMHYHO HecTaOuiHa chpfieyHa HEAOCTATHYHOCT Cled OCThP MHOKApAEeH HH(APKT;

- ChObTCTBAIOTO NPUIOKEHHE Ha bunaMkap ¢ NpogyKTH, ChABPKALIH aIHCKHPEH, €
NPOTHBONOKA3aHO NPH NAHUEHTH CbC 3axXapeH AuadeTr uiu 6uOpeuHo yBpexkaaHe (CKOpOCT Ha
rnomepyaHata duntpauns GFR < 60 ml/min/1,73 m?) (Bx. Touxs 4.5 u 5.1).

44 Cpennajnn npeaynpexicHAd H NPeANA3HH MePKH NpH ynorpebda
Kanpecapran

Bpemennocm

AnrnorensuH I peuentopHu 610kepu He TpaOBa Ja ce 3anouBar 1no BpeMe Ha OpeMEeHHOCT. AKO
MpOoAB/PKABAHETO HA TepanuaTa ¢ aHruoTeH3uH Il peuentopeH Onokep He ce cunTa 3a abCOJIOTHO
HeoOXOAUMO, NALUEHTUTE, NITAHHPALH OPEeMEHHOCT, TpAOBa Ja NpeMUHAT HA ANTEPHATHBHO
AHTUXHTIEPTEH3UBHO J€YEHHE, KOSTO MMA YCTAHOBEH mpodu Ha 6e30macHoCT 3a ynorpeda o BpeMe
Ha bpemenHoCT. Koraro ce auarsoctuiupa OpeMeHHOCT, TEYEHHETO ¢ aHTHOoTeH3uH ] penentopan
Onokepn Tpabea He3abaBHO Ma ce NpeyCTaHOBH H, aK0 € YMECTHO, TpsI0Ba /1a ce 3amo4He
anTepHaTMBHA Tepanui (BX. To4kd 4.3 H 4.6).

soumno 6roxupane Ha perun-arzuomen3un-anoocmepornosama cucmema (PAAC)

HMa paHHH, ye eqHOBpeMeHHOTO npuitokeHne Ha ACE #rxubuTopH, aHrHoTen3uH Il pelenTopHu
OnoKepU HAHM ATHCKHPEH NOBHLLABA PHCKA OT XHIIOTOHHUSA, XUNEPKATNEeMHd U HamaieHa Op0peuHa
dyskums (BIIHOUUTETHO ocTpa 6B06pedHa HenocTtaTbuHOCT). ETO 3a10 ABoliHaTa Omokaaa Ha PAAC
ype3 koMOHHHpaHo npunokedne Ha ACE nuxubutopn, anrnorensuH Il penentopHu GiiokepH wim
ATHCKUPEH He ce MpernopbyBa (BxK. ToUkH 4.5 U 5.1).

AKO Nle4eHHeTo ¢ ABOIHO ON0OKUpaHe ¢e CUMTa 3a abCoMOTHO HeoOX0AMMO, To TpAOBa 1a ce
MpOBeX/a caMo Noj HabNAEeHUETO Ha CNENHANIHCT, a NAIHEeHTHT Ja Ce MOITOKH Ha YeCTO
BHUMATEJIHO NpociensBaHe Ha OLOpeuHaTa GyHKIUUA, eJeKTPONIHTHTE U KpbBHOTO Handrane. ACE
uHxuOuTOpHUTE U aHrnoTeHsuH Il penentopHute 610KepH He TPAOBa A C€ U3NOJI3BAT €JHOBPEMEHHO
MpH NAalMEHTH ¢ AUabeTHA HEQPOMATHA.

bvbpeuro yspexcoane
KaxTo npu Apyru cpeicTBa, UHXUOUpAILIKM peHHH-aHTHOTEH3HH-ANA0CTEpOHOBATA CUCTEMA, MOraT Aa
Ce OMaKBAT IPOMEHM B OBOpeyHaTa QyHKIMA NPH NPEeAPA3NOJI0KEHN NALUEHTH, JIEKYBaHH C

KaHAECAPTaH.

Koraro xaHzaecapTaH ce U3Mon3Ba NNPU NALMEHTH ¢ XUTIEPTOHHA U OB0peUHO yBpeKaaHe, ce
Mpenopb4Ba MEPHOJUYHO NPOCIEsiBaHe HA CEpPYMHUTE HUBA Ha Kanus ¥ KpeaTHHHHa. Mma
OTPGHHYEH OIHT IMPH NALKHEHTH ¢ MHOI'0 TEXKO Ob0pedHo yBpeXXaaHe HIH TepMHHAIHA OBOpe
HEJOCTATbYROCT (KpeaTHHNHOB KIHPBHC < 15 ml/min). [Ipu Te3n nammenTH KaHaecapTaH Tp
BHHMATEJIHO Ja ce TUTPUPA, IPH CTPUKTHO NpociesBaHe Ha KPbBHOTO HANSTARE.




Ouenkara Ha NalUEHTH CbC ChPACYHA HEAOCTATLUHOCT TPAORA Aa BKIIOUBA NEPHOAUYHH OLIEHKH Ha
ObOpeyHaTa ¢yHKLHA, OCOOEHO NpU NMalMeHTH B CTapuecka Bb3PacT, Ha 75 rOguHHA WK NoBeYe, U NpU
MalLMHEHTH ¢ HapyloeHa OpOpevHa QyHkuus. [1o BpeMe Ha TUTPHPAHETO Ha J03aTa HA KAHAECAPTaH ce
Npenopb4Ba NpOCIEAABAHE HA CEPYMHHA KPEaTHHUH U Kanuil. KIMHHYHHUTE U3MHTBAHUS NPH
CbpAeiHa HeJOCTATHYHOCT HEe BKJIIOUYBAT MALMEHTH ChC CEPYMEH KPEaTHHHH > 265 umnol/l

¢ 3 mg/dl).

Cvnememaawo rewenue ¢ ACE unxubumop npu cvpoeuna nedocmamvisocm

PUHCKDBT OT HeXKelaHH peaklui, 0COOEeHO XUMOTOHNS, XHUTlepkaTneMisa U HaMalneHa 616peuna ¢pyHkUHS
(BKoMHUTENRHO ocTpa 6bOpevHa Hel0CTaTBYHOCT), MOXeE Aa Ce yBelu4H, koraro bunamkap ce
u3non3ea B kKomOuHauua ¢ ACE unxuburop (Bx. Touka 4.8). TpoiiHaTa koMOuHaiug or ACE
HHXHOUTOP, AIAOCTEPOHOB @HTAMOHUCT M KaHecapTaH ChLIO HE ce npenopbuba. [[puioxeHHeTo Ha
Te3H koMOHHanuu TpAOBa Aa ce H3BbPIBA NOoA HAONIOASHHETO Ha CNELHANUCT U NPH YECTO
BHHMAaTENHO npocneasBaHe Ha ObOpeunaTa QyHKIMs, ENEKTPOJHTUTE H KPBBHOTO HansraHe.

ACE unxubutopure U aurnoressuH lI peuentopuute dnoxepu He TpsadBa fa ce npunarart
eJHOBPEMEHHO TIPH NaUUeHTH ¢ auabeTHa HedponaTus,

Xemoouanusa

[To Bpeme Ha AMann3a KPbBHOTO HalsraHe Moxe aa Onae 0co0eHO 4yBCTBHTEAHO KbM O/IOKHPaHETO
Ha AT 1-peuenTopHTe B pe3yJITaT HAa HAMANEH MIa3MeH 06eM H aKkTHBHpaHe Ha PEHHH-aHIHOTEH3HH-
anaocrepoHoBaTa cucTeMa. ETo 3a110 xaHaecapraH TpadBa BHHMATENHO A C€ TUTPHPA, PH CTPUKTHO
POCNEASBAHE Ha KPbBHOTO HANSATAHE MPU MALMEHTH HA XEMOAHANH3A.

Penosacxynapua xunepmonus

MiMa MOBHUIIEH PUCK OT TeXKa XHNOTOHHA i O6b6peyHa HeoCTaTbYHOCT NPU NAaLMeHTH ¢ AByCTpaHHa
CTeHO3a Ha ObpOpeuHaTa apTepus UM CTEHO3a Ha apTepuiaTa Ha €AKHCTBEH (YHKIMOHMpall O6bOpek,
KOT4TO C€ JIEKYBAT C JIEKAPCTBEHH MPOAYKTH, MOBITHABALII PEHHH-AHTHOTEH3HH-AA0CTEPOHOBATA
CHCTEMa.

Bvbpeuna mpancraanmayus
JIuncea ONMUT OTHOCHO NPHNOKEHHETO HA KaHAecapTaH NpH NalMeHTH ¢bC ckopoliHa 6pbpeyHa
TPaHCIUIaHTALUA.

Xunomonus

CuMnromMaTrHyHa XHNIOTOHHA, 0COOSHO Cae/ MbpBaTa 1033, MOXKE Jia C€ MOABH TPH NAIHEHTH ¢
XMIOBOJIEMHUS H/WJIH H3YEpIIBaHe HA HATPHA, Hanp. HHTEH3WBHA JHYPETHYHA Tepan#us, HeTa C
OTpaHHYEH MPUEM Ha HATpuil, 1Uapus WITH NOBpblIaHe. Te3u chbecTosHUA TpabBa na ObaaT
KOPHUTHPAHH NPEeaH NPHICKEHHETO Ha KAHACCAPTAH. AKO CE MOABH XHUIIOTOHHA NMPH NPHIOKEHUE HA
bunamxap, naudeHTbT TPAOBA A2 ObJAe NOCTABEH B JIEFHANO NOJOXKEHHE H, aKO € He00X0aKuMo, Ja ce
MPUAOKH HHTpaBeHO3HA HHGY31a Ha HaTpuer Xnopud 9 mg/ml (0,9%) nudy3noHeH pa3TBOp.
JleyeHueTo MOXE Aa NPOALJIKH, CIIE]l KATO KPbBHOTO Hansrane ce crabnnusupa.

Anecmesus u xupypeusna uHmepaenyus

[To BpeMe Ha aHecTe3Md U XHPYPruyHa HHTEPBEHLIUA NPH MALKEHTH, IEKYBAHK ¢ aHTMOTeH3MH |1
OnokepH, MOXe 1a Bb3HWKHE XMIIOTOHHSA nopaau 6nokana Ha peHHH-aHTMOTEH3UH-AIAOCTEPOHOBATA
cucteMa. MHOro pAAKO XHIMOTOHHATA MOXE /14 € TeXKKa, TaKa Ye Ja HAIOXKH NPHJIOKEHHETO HA
HHTPaBEHO3HH TEYHOCTH W/MJIH Ba30OMpPECOPH.

Cmeno3sa na aopmuama u Mumparsama xiana (06CmpykmugHa Xunepmpo@uuna kapouomMuonamus)
KakTo npu Apyry Ba3oAWNaTaTopH, CrieLMalHO BHUMaHHE € NOKa3aHo MpH NMalHeHTH, CTpajalli oT
XeMOJAHHAMHYHO 3Ha4y¥Ma CTeHO3a Ha aOpTHaTa WM MUTpAIHATa KJlana, Wi o0CTpyKTHBHa
XunepTpodyiHa KapaAHOMHOIIATHS.

ITepeuuen ardocmeporuzvm




[TauneHTHTE C NBLPBUYEH ANAOCTEPOHH3BM OOMKHOBEHO HE C€ MOBAMABAT OT AHTUXHIEPTEH3UBHH
NeKapcTBeHHW NPOAYKTH, ACHCTBALY Ype3 HHXUOHPaHE HA PCHUH-AHMHOTEH3NH-AJIA0CTEPOHOBATA
cuctema. ETo 3a110 NpHI0KEHHETO HE KaHAESCAPTaH He Ce NpenopbYsa.

Xunepxanuemus

Ynorpebara Ha N€KApPCTBEHH NPOAYKTH, KOUTO MOBAHABAT PEHHH-AHMHOTEH3HH-AN0CTEPOHOBATA
CHUCTEMA, MOXE A NPEAN3BHKA XHIICPKATHEMHA. XHUIICPKATHEMHATA MOXeE 1a Obae netanHa npy
NauMeHTH B CTapuecka Bb3pacT, NpH NauHeHTH ¢ Ob0peyHa HEAOCTaTbYHOCT, NPH NALMEHTH C AWaleT,
MPU MaUUEHTH, JEKYBAHH €AHOBPEMEHHO ¢ IPYTH NEKAPCTBEHH NPOAYKTH, KOUTO MOraT Aa NOBHILIAT
HUBATA HAa KalWii, H/WIH NP MAUKWEHTH ¢ HHTEPKYPEHTHH CHOUTHS.

Humecmunanen ancuoedem

3a MHTECTHHAJIEH aHM'HOEAEM ce ChoOLaBa Npy NaLKHeHTH, NEKYBaHH ¢ aHMMOTEH3UH i peuenTtopHU
AHTArOHUCTH [BKNIOYHUTENHO KaHaecapTaH]| (Bx. Touka 4.8). Te3u nauueHTH UMaT KopemHa 6onka,
rajeHe, NOBPbILAHE Y AHapHA. CHMITOMHTE OTLIYMABAT C/ICA NPEYCTAHOBABAHE HAa AaHTHOTEH3HH |l
pPELENTOPHUTE AHTArOHUCTU. AKO C& JHATHOCTHLIMPA HHTECTUHANEH aHTHOEAEM, JIEYEHUETO ¢
KaHaecapTaH TpabBa oa ce NpeyCTaHOBH M Ja Ce 3aN04HE NOAX0AAWO HabnoAeH e A0 MBAHOTO
OT3BYYaBaHE HA CUMIITOMHTE,

[Ipeaun na ce obMUCAM CHITBTCTRALIA YIOTpeba Ha IeKapCTBECHU MPOAYKTH, KOUTO NMOBIMABAT
PEHHH-aHTMOTEH3HH-AIA0CTEPOHOBATA CHCTEMA, TPAOBA Aa Ce OLICHH ChOTHOLUEHHUETO NON3A/PHCK.
OCHOBHHTE PHCKOBH (PaKTOpPH 33 XMNIEPKANIHEMHA, KOHTO TpAOBa Aa c€ HMAT NPEABUA, Ca:

- 3axapeH guadber;

- ObOpeyHa HeIOCTATBYHOCT;,

- BB3pacT (> 70 roogunu),

- KOMOMHALIMA C €1WH UH NTOBEYE APYIH JIEKAPCTBEHH NPOAYKTH, KOHTO NMOBJIHABAT PEHHH-
AHFHOTEH3UH-ANA0CTEPOHOBATA CUCTEMA W/ WK KAJTHEBU A00aBKH;

- 3aMECTHTENM Ha CONTA, ChABPXKALLH KAJTHH;

- Kanui-cbxpaHsBsally auyperuum, ACE uHxuburopy, anrnoreHsun Il penentopuu 6n0okepH,
HECTEpOUIHH NpoTUBOBBL3NanuTendu cpeacrea (HCIIBC, sxnountenno cenexruBuun COX-2
HHXHOUTODH), XeNapuH, IMYHOCYNPECOPH (LIMKIIOCNIOPHH WIIH TAKPOJIIMMYC) H TPUMETOIPUM;

- WHTepKYPEHTHHU CbOUTHA, NO-CNIELHANRO AeXHUApATaLIUA, OCTPA ChpeHHA ACKOMIIEHCALMA,
MeTaboNnuTHA alKa03a, BnowaBaHe Ha 6bbpeuHara PyHKUMA, BHE3aNHO BAOLIABAHE HA
O0bOpeuHus craryc (HanpuMep HHPEKLHO3HH 3a00N9BaHKA), KJIETbYEH JIM3HC (HaNIpUMep ocTpa
UCXEMHUA Ha KpalHUK, pabaoMHon3a, oOLIMpHA TpaBMa).

CepyMHHAT Kank# Tpabea na ce cheid BHUMATENHO NPHU TE3H NALMEHTH (BX. TOUKa 4.5)

Obwyu

[1pu nauveHTH, YHATO CHLAOB TOHYC M OBOpeuHa PYHKUMA 3aBUCAT NPEAWMHO OT AKTUBHOCTTA HA
pPEHHH-AHTHOTEH3UH-AI10CTEPOHOBATA CUCTEMA (HANp. MaUMEHTH ¢ TeXKa 3aCTOHHA ChpAeHHa
HEIOCTATRYHOCT WM OCHOBHO 61OpeuHo 3a0onaBaHe, BKIIOYHTEIHO CTeH03a Ha Ob0OpeuHaTa
apTepus), NEYEHHETO C APYrH NEKAPCTBEHH MPOAYKTH, KOUTO NOBJIMABAT Ta3H CUCTEMA, € CBBP3aHO C
OCTpa XHNOTOHUA, XHNEPA3OTEMHUA, OTUIYPHA WIH, PALKO, ¢ ocTpa Ob0pevyHa HeAOCTATBLYHOCT {BXK.
To4Ka 4.8). KakTo npHn BCEKW aHTHXHUINIEPTEH3UBEH JIEKAPCTBEH NMPOAYKT, [IPEKOMEPHOTO MNOHMUKABaHE
Ha KpbBHOTO HaJifraHe NpH NaUHEeHTH ¢ HCXEMUYHA KapIHOMHONATHA U HCXeMHYHa H0NeCT Ha
CHPLETO MOXKE Ra JOBEAE A0 MHOKapAeH UHDAPKT WK UHCYIT. AHTHUXUNIEPTEH3NBHUAT e(eKT Ha
KaHJecapTaH MOXKE Ja C€ YCHIIH OT ApYTH IEKapCTBEHH NMPOAYKTH C MOHHKABANUIM KPBbBHOTO HANAraHe
CBOWMCTBA, HE3ABUCUMO JANM Ca NPEANUCAHHN KaTO AHTUXUIEPTEHIUBHO CPEACTBO MM Ca NpeAnHCcaHU
3a ApYrH MOKa3zaHus.

AMIOOUNKUH

Xunepmonuyna xpusa
be3sonacHocTTa ¥ ePUKACHOCTTA HA AMJTIOAMIHH MPH XUTIEPTOHHYHH KPU3H HE € Y

Covpoeuna HeoocmamuviHocm




[TaieHTHTE CHC ChpAEYHA HEAOCTATHYHOCT TPAOBA Ja ObJAT JEKYBAHH C MOBHLIEHO BHHMaHue. B
JTBITOCPOYHO TIaLe00-KOHTPOJIHPAHO NIPOYUYBaHe NMPH MALMEHTH € TEXKKa ChbpAcyHA HEAOCTaTHYHOCT
(xnac HI n IV no NYHA) noknansanara yecrora Ha 6enoapobes OTOK € Mo-BHCOKa B Irpyrara,
JIeKyBaHa ¢ aMJIOJMIMH, OTKOJKOTO B rpynara Ha nianebo. bioxepure Ha KaJLlWEBUTE KaHalH,
BKJIIOUHTETHO AMJIOIUIIMH, TPAOBA Ja Ce U3MOI3BaT C TOBHLIEHO BHHMaHHE NPH NAllUEHTH ChC
3aCTOiiHA ChpJeYHAa HeA0CTaTbYHOCT, Thil KaToO T€ MOraT Ja yBeJIXWUaT pUcKa OT Obaeiiu
CBHPAEYHOCHAOBH CLOUTUA H CMBPTHOCT (Bk. Touka 5.1).

Yepnodpobro yepexcoane

[TonyXHBOTHT HA AMIOAUNKH € YAbIKEH H cToOHOCTUTE Ha AUC ca no-BUCOKH NPH NAUHEHTH C
HapylueHa yepHoaApoOHa PyHKLMS; HE ¢ YCTAHOBEHH MPENOPBKH 3a Jo3upaHero. ETo 3allo
bunaMkap Tpadpa 2a ce H3NON3Ba ¢ NOBHILEHO BHHMaHHUE MPH NMALHEHTH C JIEKO 10 YMEPEHO
YEPHOAPOOHO YBpeXKIaHe. 3a TEXKKO YEpHOApoOHO YBpexnaHe BHKTE Touka 4.3.

Cmapuecka gv3pacm (6J 200uru uau nogeye)
[Tpy nauMeHTH B CTApPUECKa BH3PACT MOBHULLIABAHETO Ha J03aTa TpAOBa Na ce H3BbPLUIBA BHHMATEJHO

(Bx. Toukn 4.2 1 5.2).

Bvbpeuna neoocmamuvyurocm

AMJIOMIIMH MOXe Aa Ce MpHJiara NpH TaKHBa NalHeHTH ¢ oOudaiinuTe a1034. [IpomenuTe B
NJIa3MEHHTE KOHLUEHTPALMH Ha aMJIOZHITHH HE ca CBBbP3aHK ChC CTENEHTa Ha 6p0pedHoTo yBpeKkjaHe.,
AMIIOMNHMH He NOMIEXKH Ha IHalH3a.

Henonocumocm xem raxmosa

To3u nexapcTBEH NPOLYKT ChABPKA JIaKTO3a MOHOXHApAT. [TaniuenTH ¢ peaxy HacneACTBEHH
npobneMH Ha HEMOHOCHMOCT KbM IrajlakTo3a, MbJIEH JaKTa3eH AePHLMT HIIH MNI0KO30-TalakTo3Ha
manabcopOuus He TpabBa fa npueMar TOBA NeKapCTBO.

4.5 B3aumoaelicTBHE ¢ APYIH JIEKAPCTBEHH NPOAYKTH H ApYrd GOpMH Ha B3aNMOJeHCTBHE

He ca HabntogaBaHu B3aUMOAESHCTBHSA MEXIY /IBATA KOMITIOHEHTA HA Ta3d KOMOHHALIMSA ¢ QUKCUPAHH
J034 B KIMHKYHH NPOY4BAHHUS.

B3auMoaeACTBUATA, CBBD3AHH ¢ KAHAECAPTAR/AMIOAHITHH, KOMTO TpsiOBa fa 6bAaT B3eTU NPEABH
NpH CbOBTCTBALIA YNOTpeba

[pyeu anmuxunepmen3ugH 1eKapCmeeH nNpooyKmu

[ToHMXaBalMAT KPBBHOTO HalAraHe edekT Ha bujlamkap Moke fa ce YBENMUYU NpH ChNbTCTRALIA

Y1107 mﬁa Ha JPYIH aHTHXHUNEPTCH3NBHH JICKAPDCTBEHH NMTPOAYKTH.

Jlexapcmaenu npoodyKmu ¢ ROMERYUAR 30 NOHUNCABAHE HA KPLBHOMO HANA2AHE

Bb3 ocHOBa Ha TeXHUTE (papMaKoNOrHYHH CBOMCTBA MOXE /1a C€ O4aKBa, Ye CIeJHNTE JeKapCTBeHH
NPOAYKTH MOXE Ja NOTEHUMPAT XUIOTEH3UBHNA €(PEeKT Ha BCHYKH aHTHXHUIIEPTEH3HBHHU CPEACTBA,
BKIKOYHTENHO Bunamkap, ranpumep GakiiogpeH, aMUPOCTHH, HEBPOICNTHLIA UTH aHTUAETIPECAHTH.
OcBeH TOBa OPTOCTaTHYHATA XHITOTOHHA MOXeE Aa € BJIOLLH OT AIKOXOIL.

Kopmuxocmepouou (3a cucmemno npunoxcenue)
HamanapaHe Ha aHTHXANEPTEH3UBHHA CEKT.

B3anMoedcTBHA, CBBP3AHH € KAHAECAPTAH

CheIMHEHHATA, KONTO Ca K3CEABaHM B KITMHUYHH (apMAKOKUHETHYHH NPOYYBaHUS, BKJI
XHAPOXJIOPOTHA3N ], BaphapuH, AUrOKCHH, NEPOPAIIHU KOHTPALINITHBH (T.€. €ETHHHJIECTP
JieBoHOprecTpen), murbeHkIaMu g, HHdeaunuH 1 eHananpul. He ca ycTaHOBeHM KNHHH
dbapMakOKMHETHYHH B3aUMOJEHCTBUA C T€3H IEKAPCTBEHH NMPOAYKTH.



Kanuii-coxpanseawju ouypemuyu, kaiuesu 000aeKu, 3aMecmument Ha coama, CbObPICauiu Karui,
WU OpYy2U 1exapcemeen npooOyKmuy (HanpuMep Xenapur), KOumo Mo2am 0a nosuwam Hueomo Ha
Kanust

EnHOBpEMEHHOTO NPUIOXKEHHE Ha KANUH-ChbXPaHABANIN AUYPETULH, KATHEBH 100ABKY, 3aMECTUTENH
Ha COJITa, ChbABPXKALIM KANMIA, MM APYTH JIEKApCTBEHU MPOAYKTH (Hamp. XenapuH) Moxke Ja NOBULIU
HUBara Ha kanusa. TpsabBa aa ce H3BbpLIBA CHOTBETHO NPOCIEAABAHE HA HABATA HA Kanua (Bx.

To4Ka 4.4).

Jlumuu

HMMa cbobineHns 3a obpaTuMM NOBHIICHHA HA CEPYMHHTE KOHUEHTPALKK M TOKCUUHOCTTA Ha JIHTHA
no BpEME Ha CbIbTCTBRALLO NpRIoKeHHne Ha TUTUI ¢ ACE uHxubutopu. [loaoben edext Moxe na
BB3HHKHE U IpH aHruoteH3uH 1l penentopuute 6nokepu (AHPB). He ce npenopbuBa npuiioxkeHHETo
Ha KaHJecapTaH ¢ IHTHI. AX0o KOMOHHAIHATA & OKake HEOOX0AMMa, CE MPENOoPBbYBA BHHMATEIHO
npocieasBane Ha CEPYMHHTE HUBa Ha JIUTHS.

HCIIBC

Koraro AIIPB ce npunarat €e1HOBPEMEHHO C HECTEPOUAHM NIPOTUBOBLINAIUTENIHUA CPEaCTBA
(HCIIBC) (1.e. cenektuBHH uuaxubuTopu Ha COX-2, alleTHICANUIKIOBA KHCEIHHA (> 3 g/neH) U
HecenexkTiBHU HCIIBC), Moxe na HacTbnM oTcnabBaHe Ha aHTUXHMEPTEH3IUBHHA eeKT.

KakTto npu ACE nuxnburopnte, eaHoBpeMeHHOTO npunoxkenue va AlIPb u HCIIBC moxe na noseae
[0 MOBHLIEH PHCK OT BiolllaBaHe Ha ObOpedHaTa pyHKUMA, BKNIOYHTERHO Bh3MOXHA ocTpa ObOpeuHa
HEJOCTATHbYHOCT U NTOBHILABAHE HA CEPYMHHUA Kaiui, 0cOOeHO NpH NalleHTH ¢ NpeAllecTBALLO
HapyleHie Ha ObbpeuHara pyHxuus. KomOunaunsta tpabsa aa ce npuiara ¢ nOBHLIEHO BHHMaHUe,
0c0oDEHO NMpH NaUKEHTH B CTapuecKa Bb3pacT. [lanuenture tpabea aa Obaar aneKkBaTHO XUApaTHPaAHH
U Aa ce oOMHCIIM nipocieaaBade Ha ObOpeyHaTa QyHKIHA Cliell 3aN04YBaHe Ha €AHOBPEMEHHOTO
JIeYEHHE U NEPUOIHYHO Clie]l TOBA.

Heotivo baokupane na peHun-anzuomensur-aroocmeporosama cucmema (PAAC))

JlaHHKMTE OT KIMHUYHH W3NMTBaHMA NOKa3BarT, Ye ABoiiHaTa 6nokaga Ha peHWH-aHTHOTeH3HH-
annoctepoHoBara cucreMa (PAAC) upes koMOuHKpano npuaoxeHue Ha ACE unxuburopu,
aHrunoTeH3HH Il peuenTopHu 610KepH HIIH ATHCKHPEH Ce CBBP3Ba C N10-BUCOKAE YECTOTA HA HEXKETAHH
CHOUTHA KaTO XUINOTOHHS, XHUTIEPKATHEMHS M HamaneHa O0bOpeyHa GpyHKLMA (BKIIOYHTENHO OCTpa
OBOpeyHa HEQOCTATLYHOCT) B CPABHEHHE ChC CAMOCTOATENIHO NPUIOXKEHHE HA CPEACTRO, AeHCTRaLlLO
BbpXy PAAC (Bx. Touku 4.3, 4.4 n 5.1).

B3auMOoJeHCTBHA, CBbP3AHH ¢ AMJIOAHNHH

Ecdbexmu na opyeu rexapcmeenu npooykmu upxy amaoounun

Huxubumopu na CYP3A44

CBbIOBTCTBALLOTO MPHNOKEHHE HA AMIIOJMIIMH CHC CHITHK WK yMepeHH nHxubuTopu Ha CYP3A4
(mpoTeazHH MHXHOUTOPH, a30/I0BH aHTUMHUKOTHLIM, MAKPOAMAH KAaTO CPUTPOMHLIMH WUIIU
KNapHTPOMULIMH, BepanaMui WiIH AUATHA3EM ) MOXKE [1a JOBEE A0 3HAUUTENHO YBEIMYEHHE HA
€KCIIO3MLUATA Ha aMnoaunuH. KnMuHuYHATA nposBa HA Te3W PApMAKOKMHETHYHH BapHallid MOXe na
OBbAe No-u3pa3eHa NpH NALMEHTHTE B CTapyecka Bb3pacT. [lopany ToBa MOXe Aa €& HATOXKH
KIIHHAYHO MPOCIeJABaHe U KOpUITHpaHe HaA N034aTa.

KnapurpomuunH e uaxuburop Ha CYP3A4. Uma noBuineH pUcK OT XMITOTOHHA NPH NAUHEHTH, KOUTO
NpHeMaT KIApUTPOMHLKH ¢ amyioaunuH. [IpenopbiBa ce BHMMATENHO HAOMIOJeHUe Ha NMALHEHTHTE,
KOTaTO aMJIOZHUITHH C€ MPHNAra e AHOBPEMEHHO C KIAPUTPOMHLHH.

Huodyxmopu na CYP3A4
[Tpu cbIIBTCTBALLO NPHIOKEHHE ¢ U3BECTHH UHAYKTOPH Ha CYP3 A4, nnasMeHUTE KOHLUEH
aMJIOJIMMHH MOXe Na BapHpar. ITopanu ToBa KpLBHOTO HansAraHde TpabBa na ce npocneasns
OOMHCJIH aJanTUPAHE Ha 03aTa KAKTO MO BPEME Ha, TAKA H CNEJl ChbITBTCTBALLO npnnom
¢b¢ cHIIHA HHAYKTOPH Ha CYP3 A4 (Hanpumep pudamMnuuul, Hypericum perforatum).




[TpunoxeHHETO Ha AMJIOJUIIHH € IPEHN@PPYT WK COK OT FPpeHndpPyT HE Ce NpenopbyBa, ThbH KaToO MPH
HAKOH NaUHEHTH OHOHATHYHOCTTA MOXeE J1a C€ YBENHYH, BOASHKH A0 3aCHieHH edeKTH Ha
NOHHXKABAHE HA KPbBHOTO HAJISATAHE.

Haumponen (unghysus)
[1pn xkuBoTHH ca HabMOAABAHM NIETANHO KAMEPHO MBXKJEHE U CbPACYHOCHAOB KOJAMNC BbB BPb3Ka ¢

XHINEpKaIHEeMHA Clie NPUJIoKEHUE HA BEpANaMKil H HHTPABCHO3HO NPUIIOKEHHE HA JAHTPOJICH.
[Topanu pHucka OT XUNEPKATHEMHUSA C€ NPENOPDbYBA Aa ¢& H3DArBa eAHOBPEMEHHOTO NPHIIOKEHHE Ha
brnoxepH Ha KalleBUTe KaHalW, KaTo aMJIOUIINH, MTPH NALUEHTH, NPEApa3noN0KEHH KbM
3JI0Ka4eCTBEHA XUTIEPTEPMHS H NPH JIEYEHUETO HA 3/I0KAYECTBEHA XUIIEPTEPMUS.

Edbexm na amnodunun 8upxy Opy2u AeKapcmeesy npooyKkmu.

Taxporumyc

[Tpu egHOBPEMEHHO NPUIMKEHHUE ¢ AMAOJUITHH MMa PHCK OT NOBHUILABAHE HA HUBATA Ha TAKPOIUMYC
B KPbBTA. 32 Aa c€ W30€rHe TOKCHYHOCT Ha TAKPONTUMYC, ITPUIIOKEHUETO Ha AMAOJUITHH NPYU NALUEHT,
JIEKYBaH C TAKPOJUMYC, H3UCKBA NMpocielsBaHe Ha HUBATA HA TAKPOJIMMYC B KPBBTA H, IPU
HeoOXOHMOCT, KOPUTHpaHe Ha 403aTa Ha TAKPOIKMYC.

L{uxnocnopun

He ca npopexxaaHy Npoy4BaHHA 3a ICKAPCTBEHH B3aMMOJECHCTBHS ¢ LUMKITOCIOPHH H AMIIOAUTIHH NIPH
3ipaBH AOOPOBONILIM WM APYTH NONMYJAaLMHK, ¢ H3KIIOYEHHE Ha NALHEHTH ¢ ObOpevHa
TPAHCIIAHTALIAA, TIPH KOUTO ¢a Habn10AaBaHH MPOMEHIIHBH NOBHILIEHUA HA Hali-HUCKaTa
xoHueHTpauus (cpexuo 0% - 40%) Ha uuknocnopuH. Tpabsa aa ce 0OMUCAH MpocaeRsgBane Ha
HHBATA HA UHKJIOCIOPHH NPH NalKeHTH ¢ ObOpeyHa TpaHCIUIAHTalMA, Ha aMJTIOAUNHH U, [IpH
HEeOOX0AUMOCT, A03aTa LKKIOCITIOPHH A C& NOHHXKH.

Cumeacmamun

EnHOBpeMEeHHOTO NPUNIOKeHHe Ha MHOTOKpaTHH ao3u oT 10 mg amaonunuH ¢ 80 mg cumBacTaTHH
BOJAH 00 77% yBENMHYEHHE HA €KCIO3ULMATA HAa CHMBACTATHH B CPaBHEHUE ChC CAMOCTOATENHOTO
[IPUIOKEHUE Ha CUMBacTaTHH. [Ipu nanuenTH Ha aMnoaunuH Tpa6Ba a ce orpaHHy4M J03ara Ha
CHMBACTaTHH 0 20 mg AHEBHO.

B XNMHHYHHTE MPOYYBaHKHS 332 B3aWMOJEHICTBHATA aMNIOJUITHH He MOBJIKABA (JapMakOKHHETHKATA Ha
aTOPBACTATHH, TUTOKCUH WIH BapdapHH.

4.6 @Pepraanrer, 6peMEeHROCT H KbPMEHE

bBpeMeHHOCT

Bve epv3xa ¢ kandecapman/amioounuH

Bunamkap He ce npenopbyuBa no BpeMe Ha MEPBUA TPUMECTHP Ha OpeMeHHOCTTa, Thit KaTo IUNCcBaT
AaHHY ¥ npo¢HIBT Ha 6€30MaCHOCT HE € YCTAHOBEH KAaKTO 3a aMJIOAMIUH, TaKa U 3@ KaHJEcapTaH.
Ynorpebara npu paHHa GpeMEeHHOCT ce NpenopbyBa CaMo KOraTo HAMa rno-0e3onacHa antepHaTHBa H
KOraTe caMoTo 3abongeaHe HOCH MO-TOJIAM PHCK 3a MaiikaTa u deTyca.

Bunamkap e MpoTHBONOKA3aH Mpe3 BTOPUSA H TPETUA TPUMECTBP HAa OpeMeHHOCTTa Nopaiu
ChIbPXKAHHETO HA KAHAECAPTAH.

Bvs apb3ka ¢ xkandecapman
Ynorpebara Ha AIIPB e nporuBonokazaHa npes BTOpUA U TPETHA TPUMECTBD Ha OpeMeHHOoCTTa (BXK.

Touku 4.3 U 4.4). U3BecTHO e, ue excno3uuuaTa Ha AIIPb npes Bropus v TpeTns TpuMecThp
npean3BHkBa GEeTOTOKCHYHOCT NpH Xopa (HamaneHa 6bbpedna dyHKuMs, OMUroXHapam
3a0aBsiHe Ha ocH(HKAlMATA Ha Yepena) ¥ HEOHaTaltHa TOKCHUYHOCT (OpOpeuHa HeaocT
XHIIOTOHHA, XHUIIepKATHEMHA ) (BXK. Touka 3.3).

Ako e HacTenuna ekcriozuuus Ha AlIPb ot Bropus TpumecTsp Ha SpemMeHHOCTTa, Ce
YITPa3ByKOBO H3cneaBaHe Ha ObOpeyHaTa yHKUMA N Yyepena Ha deTyca.




He ce npenopbvuBa ynotpeba Ha AIIPb npe3 nbpBus TpuMecTbp Ha OpeMEHHOCTTA (BXK. TOYKa 4.4).
EnuaeMHOJOrHYHHTE JaHHH 33 PUCKA OT TepaToreHHocT cael ekcno3uims Ha ACE unxuburopu npes
NMbPBUA TPUMECThP HA OPEMEHHOCTTA HE ¢a yOEAUTENIHH, HO HE MOXKE 4 C€ H3KITIOYU MAJIKO
yBeJIHYSeHHE Ha pUCKa, BBIIpEeKU Ue HAMA KOHTPOIMPAHH eMUREMUOJIOTHYHY JAHHH 32 PUCKa [pH
AlIPB, nono0HK pHCKOBE MOXKE J1a CBLISCTBYBAT MPH TO3H KIIAC IEKAPCTBA. AKO MPOABIDKABAHETO HA
tepanuaTa ¢ AIIPb He ce cuurta 3a aGconoTHO HEOOX0AMMO, TALIMEHTHTE, MAAHUpPAILH OpeMEeHHOCT,
TpAOBa na NPEMHHAT HA aNTePHATHBHO AaHTUXUNEPTEH3NBHO JieYEHHE, KOeTO KMa YCTaHOBeH Npodun
Ha 0e30macHOCT 3a ynortpeba no BpeMe Ha OpeMeHHOCT. Koraro ce nuarHocTuuupa OpeMeHHOCT,
nevenneTo ¢ AIIPb Tpabea He3abaBHO 1A ce NpeyCTaHOBH H, aKO € HeoOX0oAUMO, TPAOBa f1a ¢
3alovHe aJITCPHATHBHA TEpanHs.

KvpMauera, unnro Maiiku ca npueManu AllPb, tpabsa aa 6baat BHUMarenHo HabnroxaBaHy 3a
XHIOTOHUA (BX. TOUKU 4.3 U 4.4).

Bvg gpv3ka ¢ aMaoounun

Be3zonacHOCTTa Ha aMJIOJUITHH NpU OpeMeHHH KEHH HE € YCTaHOBEHA.

B npoy4BaHud MPH KMBOTHHU ce HabNoAaBa penpoayKTHBHA TOKCHYHOCT NPH BUCOKU J03H (BXK. TOUKA
3.3).

KnpMeHe

Bva apw3xa ¢ xandecapman/amroounun

Toh kaTo nuncea uHpopManus oTHOCHO ynoTpedaTta Ha KaHaecapTad U aMNOAHIIHH 110 BpEME Ha
KbpMeHe, bunamkap He ce npenopbuBa U ce NPeanoOyYHTaT alTePHATUBHH JIeYEHUA ¢ no-106pe
ycTaHoBeH npodun Ha 6e30nmacHoOCT 1o BpeMe Ra KbpMeHe, 0C00eH0 NpH KbpPMeHe Ha HOBOPOIEHO
WK NIPEXIAEBPEMEHHO POACHO IeTe.

Bve epw3xa ¢ amaodunun

AMNOIHITHH CE€ eKCKpeTHpa B KbpMarta. JlensT oT 103aTa Ha MaiiKaTa, MoJyueH OT KbpPMaveTo, ¢
OLEHABA B HHTEPKBAPTUJIEH JUana3oH oT 3 - 7%, ¢ MakcuMyM 15%. EdexThT Ha aMJIOJHITHH BBPXY
KbpMaueTaTa He € U3BecTeH. PelieHueTo Jany Aa ce NpoabIKIH/ MPeyCTAaHOBH KbPMEHETO WM 1A ce
NPOABbJIXKH/NPEKPaTH JIEYSHHETO ¢ aMJIOAUNUH TpsAOBa fa ce B3eMe, KaTo C€ UMA NPEABHI MONI3aTa OT
KbPMEHETO 3a AETETO M MoJI3aTa OT NEYEHUETO ¢ aMJIOJMITHH 3a MalikaTa.

DeprUaurer

Bws epb3xa ¢ kandecapman/amiodunun
Hsima HanuiHa UHOpMaLIHA OTHOCHO NOTEHUHANHHSE eEKT Ha KaHAeCApTaH ¥ AMJIOZUINTHH BBPXY

peprunurera.

Bve gpv3ka kandecapman
[Tpoy4yBaHHMATA [PH KHBOTHH HE NMOKA3BAT HEONArONPHATHH e€EKTH Ha KaHJecapTaH BbpXY
(epTHNUTETA NPH TUTbXOBE (BXK. TO4YKA 5.3).

Bwe gpv3ka ¢ amrodunun

HmMa cpobmenns 3a odpatimu OMOXMMUYHU MPOMERH B I1aBaTa Ha CNepMaTO30HANTE MPH HAKOH
TIAIAEHTH, TeKyBaHM ¢ 6J10KkepH Ha KanuueBHTe KaHani. KIIMHHYHHTE JaHHY ca HEAOCTAaThYHU N0
OTHOLII€HUE Ha NOTeHUHaNHUA eeKT Ha aMJIOAUIHUH BbpXY (epTunuTera. B eano npoyyrade npu
NIbXOBE Ca YCTAHOBEHHW HeOnaronpuaTHH eQeKTH BbPXY PEPTHIUTETA NPH MBXKUTE (BXK. TOUKA 5.3).

4.7 EdexTn BbpXy cnocobHocTTa 32 110dupane H paboTa ¢ MAIUAHHA

He ca npoBexxaaHy npoy4BaHus 3a e(peKTHTE Ha KaHAeCapTaH BbPXY CMOCOOHOCTTA 33 11O
pabota ¢ MamuHy. Tpabpa obaue na ce UMa NpeaBHI, Ye TIO BpeMe Ha IeYeHHUETO ¢ Ka
MOX€E Aa C€ NOABH 3aMasHOCT UJIH YMOpa.
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AMJIOZMITHH MOXeE J1a NIOBJIHAE B MAJIKA HJIH YMEPEHA CTeNneH cnocodHocTTa 32 wodupane U pabora ¢
MalllHH.

AKO MaleHTUTe, KOMTO NpHeMaT aMJIOAHNHH, CTPaJaT OT 3aMaliBaHe, rinapobonne, yMopa HUiH
rajeHe, cnocoOHOCTTA 3a peakuusa Moxe Ja 6bae HapylueHa. [IpenopbuBa ce NOBULIEHO BHHMaHME,
oco0eHO B HAYAIQTO HA NIEYEHHETO.

4.8 HexeaRH JeKapCcTBEHH peakuun

Obobwenue Ha npogura wa bezonacuocm

Kombunawus ¢ guxkcrpanm ao3u

He ca npoBexnaHy KIMHHYHM NPOYyYBaHHA. Hexenanure peakuun, HabmozaBaHH 33 OTACTHUTE
aKTUBHH BELIECTBA, ¢4 ONUCAHH NO-A01Y.

Hexxenanure peakUuH, NpeALIECTBALLO CHOOIMABaHU NPY €AHH OT OTAENHNATE KOMIOHEHTH
(xanpecapTad MM aMJIOAUNMH), MOraT Aa ObaT MOTEHUHANKEH HEXENAHH peakuud A npy bunamkap,
JOpH ako He ca HabnRaBaHW B KIMHHYHY U3NUTBAHKA WA N0 BpEME Ha MOCTMAPKETHHTOBUSA
nepuo..

KannecaptaH

Jeuenue na xunepmorusn

B koHTpONHpaHK# KNMHHYMHHY NPOYYBaHHUA C KaHJeCcapTaH 3a JleueHHe Ha XUIEPTOHHUA HeXeNaHUTe
peakL¥H ca JIEKH H npexoAHH. O0L1aTa 4ecToTa HAa HEXENTAaHHWTE ChOUTHA HE NOKa3Ba Bpb3Ka ¢ 103aTa
WJIM Bb3pactTa. [TpOLIeHTHT Ha YYaCTHULIMTE, NPEKPATUNH JIEUEHHETO NTOPATH HEXENAHH CbOUTHS, €
nonobeH npy xanaecapra (3,1%) u ninauebo (3,2%).

B ¢6opeH asanu3 Ha JaHHUTE OT KIMHUYHHU W3NMHTBAHMA NPH NALMEHTH ¢ XHIIEPTOHHSA HEXKENAHUTE
peakLiHH Ha KaHAeCapTaH LUMNEeKCeTU]l ¢a ONpeieeHN Bb3 OCHOBA HA YECTOTA HA HEXeNlaHUTe
cbOMTHA NpH KaHAECapTaH LHIEKCeTH N, ¢ Haii-Manko 1% no-Bucoka ot yecrorara, HabnogaBaHa Npy
mianedo. o Tazu aeuHnLMA Hali-yecTo ChOOIIaBAHATE HEXKENAHN PEAKLIMM ca 3aMaliBaHe/BEepTHUTO,
rnaBodoNne U pecnupaTopHa MHQEeKIHA.

AMIOIUTOHH

Haii-yecTo choOlaBaHHTE HeXelaHU peaklMy 110 BpeMe Ha JIEHEHHETO ca efleM (MHOro YecTH),
COMHOJIGHTHOCT, 3amaliBaHe, raBo0one, ManlnuTalldy, 3a4epBABaHe, KopeMHa OoJlKka, rajcHe,
NnojlyBaHe Ha rie3eHuTe U yMopa (HecTH).

Tabruwer CHUCHK HA HEXCERaRUMe PeaKyuy

Kareropuure no 4ectoTta, H3n0a38aH4 B Tabauuure B TOo4ka 4.8, ca:

- MHOTro YectH (= 1/10)

- yectH (> 1/100 go < 1/10)

- HeuecTH (> 1/1 000 no < 1/100)

- peaku (= 1/10 000 no < 1/1 000)

- MHOTO peaku (< 1/10 000)

- C HEM3BECTHA 4YeCTOTa (OT HATMYHUTE JaHHKH HE MOXe Ja ObJe HanpareHa OLUEHKA).

Kannecapran
B tabnuua 1 no-gony ca npeACTABEHU HEXENAHUTE PEAKLIMH OT KITHHHYHUTE MPOYYBAHHA H

MOCTMAPKCTUHTOBHA OINKT.

Tabanna 1
CHcTeMO-Oprase’ Kiac no YecToTa
MedDra
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HapylleHHs

Uudexumu ¥ uudecrauuu Yectu PecnupatropHa uadexuns
Hapyluenus Ha kpbBTa U MHoro peaku JleBKONEHHSA
nuMdHaTa cHcTeMa HeyTtponexns
ArpaHyJouHTosa
Hapyuienus Ha Metabonusma U | MHoro peaku XunepkanueMmus
XPaHEHeTo XUNOHATPUEMHA
HapylieHusa Ha HepBHaTa Yecrn JamaiiBane/BepTHIO
CUCTEMA ["naBobonue
PecnupatopHm, MpbAHH 4 Muoro peaxu Kauinnua
MEUACTHHAIHY HapyLIEeHHs
CroMalIHO-YPEeBHH MHoro peaku ['aneHe

HMuTecTRHaneH aurvoenem

C HeKW3BecTHaA 4YecToTa

Juapug

NMHKO4YHHUTE IIPTHLIA

XenarobunnapHu HapyweHuss | MHoro peaku [loBriIEeHM MepHOAPOOHH
EH3UMH
HapyuieHa uepHoapobHa
¢yHKUHA
Xenarur
HapyweHnus Ha koxara H MHoro peaxu AHrunoeaem
NOAKO’KHATA ThKaH ObpusB
YpTHkapus
IIpyputyc
HapyuieHua Ha MyCKynHO- MHoro peaku bonka B repOa
CKeJIeTHATa CUCTEMA H Aptpanrus
ChEAWHHUTEIHATA ThKAH Muanrns
Hapywenus ra 6s0peunte u MHoro peaxu bbOpeuHo yBpexaaue,

BKNIIOYHTENHO ObOpeyHa
HelOCTAaTLYHOCT NpH

NpeAPa3nOJOXCHH ITaLlHCHTH

Jlabopamopnu naxooxu

Kakro npu ApyruTe HHXHONTOPH HA PEHHH-AHTHOTEH3HH-AI0CTEPOHOBATA CHCTEMA, Ca
HabNMI0JaBaHH MaKH NOHWKEHUA Ha xeMoraobuua. [1pu nauuenTH, npHeMaliy KaHaecapTaH,
OOMKHOBEHO He € HeoOX0AMMO PYTHHHO NpocieaBaHe Ha 1abopaTopHHTe nokasatend. [Ipu

nmanueHTH ¢ 6x6pevno yspexaane obave ce npenopbuBa NEPUOAMYHO NPOC/IEASBAHE HA CEPYMHUTE

HHBA Ha K4aJIHd H KPCaTHHHHA.

AMJIONHNHH

[1pn BCAKO rpynupase 8 3aBHCHMOCT OT YECTOTATA, HEXKEJIAHNTE peakuuu B Tabnuua 2 ca
NpeACTABEHH B HU3XOMALL PEJ 1O OTHOILIEHHE HA TAXHATA CEPHO3HOCT.

Tabanna 2
CucreMo-opramen Kkjac mo YectoTa Hexenann peaknnn
MedDra
HapyuieHus Ha KpbBTa U MHoro peaxu JIEBKOLUTONEHHA
nuM@HaTa CHCTeMa TpomboLiuTonenns
Hapylienus Ha UMyHHaTa MHoro peaxu AJIEpruyYHU peakiuu
cCUCTEMA
HapyweHus Ha MetabonnsMa u | MHoro peakn

XpaHEHETO

[IcuxHYHM HapyLIEHUS

HeuecTH
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[IpoMeHH B HACTPOEHHETO
(BKNIOUMTENHO TPEBOXKHOCT)

Henpecus

Penxu

O6vpkaHocT

Hapyuenua Ha HepBHaTa
cUCTEMa

YecTn

3amaiiBaHe
CoOMHONEHTHOCT
I'naBoOonue (ocobeno B
HAKI0TO HA JEYECHHETO).

HeuecTn

Tpemop
Hucreysus
CuHkon
Xunoecresus

[TapecTte3un

MHoro penxku

XHUnepTroHnd
IlepdnpHa HeBponaTHA

C HeM3BECTHA YECTOTA

EcTpanipaMHAHO HapylleHHe

Hapyuienns Ha ounTe Yectu Hapymenue Ha 3peHunero
(BKIIOMMTEIHO AUITOJIONHSA)
Hapymenus Ha yx0TO H HeuecTu Tunutyc
nabUpHHTA
CbpaeyHH HAPYLICHHA Yectu [Nannuranu
Heuectn ApUTMHA (BKITIOYMTENIHO
Opaaukapans, kaMepHa
TaXMKapAUa H NpPeACHPAHO
MBKAEHE)
MHoro peaku Hudapkr na MHokapaa
CbIOOBH HapylleHHA Yectu 3auepBsaBaHe
Heuecti XHNOTOHUA
MHoro peaku Backyaur
PecniupaTopHH, IPBAHH H Yectu HucnHes
MEIUACTHHAJIHH HApPYLUIEHUA
Heuectn Kauiuna
Punut
CroMalIHO-9peBHH Uectu KopemHua 6onka
HapyuleHus ["apeHe
Hucnencus
[MpoMeHeH pUTBM Ha
aedexalms (BKAOYUTEHO
IHApHA U 3aMnek)
Heuectn [ToBpbiuane
Cyxora B ycTara
MHoro peaku [Tankpearut
[‘acTpur
['MHrHBalHa XUIIE
Xenarobunnapuu Hapywenus | MHuoro peaxn Xematut
KbateHuna
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[NoBuineHH yepHOAPOOHH
eH3uMu *

HapyieHus Ha koxara U Heuectn Anoneuus

NOAKOXHATA ThKaH [lynpyna

[IpoMsHa B L|BeTa HA KOXaTa
XKHnepxuaposa

Ipypuryc

ObpuB

Exk3aHTema

YpTukapus

MHoro peaxu AHruoeaem

Eputrema Mmyntndopme
YpTHkapus

ExconnaTripeH aepMaTur
CuHapoM Ha Stevens-Johnson
Orok Ha Quincke
DOTOUYBCTBHTEHOCT

C HeM3BECTHA 4eCTOTa TokcuuHa enuaepManya
HEKPOJTHA3a

HapylueHus Ha MyCKyIHO- Yectu [loxyBaHe Ha rne3eHUTE
CKeJIeTHATA CHCTEMA H
CheHHUTENIHATA THKAH HeuecTH ApTtpanrug

Muanrus

MyckynHu xpamnu

bonka B repba

Hapyinenus Ha 6n0penure u HeyecTu Hapyiierue Ha ypUHHPAHETO
NHKOYHHUTE MBTHINA Hoktypus

[loBuiieHa yecroTa Ha
YPHHHpaHe

Hapymenus Ha Heuectn MMnoTeHTHOCT
BB3NPOU3BOAUTENHATA CUCTEMA ["'HHekOMacTHA

H I'bpaaTa
O61uy HapylieHHA U eeKTH Muoro yectH Enem
HAa MACTOTO HA MPHJIOKEHHE

Hect YMopa

AcTeHud

Heuectn Bonka B repauTe

Bonka

HepasnonoxeHue
H3cnenpanud HevecTn YBeM4yaBaHe Ha TETIOTO
HaMmansaBaHe Ha TerjioTo

*Hail-Beue CBBP3aHO ¢ XonecTasa

CpobLuaBaHe Ha MONO3MPAHH HEXENAHH peaklHH
Crob1uaBaneTo Ha NOJO3HPaHH HEXKENAHU PeaKLHH Clel pa3peliaraHe 3a ynorpeba Ha IeKapCTBEHHA

NPOAYKT € BAXHO. Tosa nospoasea ja NNpoAb/IKH HabaAeHHEeTO Ha CbOTHOINEHHETO HOJIBprHCK 3a
JICKAPCTBCHHUA TIPOAYKT. OT MeZHMUHHCKHTE CIIeHIHATHCTH ce H3HCKBa Aa ChoOIaBaT BCAKA
NoAO3HpaHa HEXEIIAHA pCAKLHA YPE3:

HanbaxuTeNHa areHLMA 10 IeKapCTBaTa
ya., JaMan I'pyeB” Ne 8

1303 Cogus

Ten.:+359 2 8903417

yebcaiiT: www.bda.bg
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4.9 Ilpemo3apane

Cumnmonmu
Hsma onuT ¢ npeno3upane Ha KoMOuHauuaTa ¢ pUKCUpaHH 03 KaHIecapTaH/aWwIOAUNHH NPH Xopa.

HanuuHHUTe faHHK Npeanonarar, Y€ rongMo Npeao3upaie Ha aMmJIOHIIHH MOXe Aa J0Bene 10
NpeKOMEpHa nepudepHa BazoauaTaLNg H Bb3MOXKHA pediiekTopHa Taxukapaua. UMa crobiuenus 3a
N3PA3eHa H BEPOATHO NMPOOBDKUTENHA CHCTEMHA XUITOTOHMS, BOJACILHIA BKIIOYUTENHO A0 NMPEIlIOKOBO
CBHCTOSHHE H LIOK C JIeTajieH N3X0A.

Hexkapauorenen 6enoapobeH 0ToK ce crob1iasa paako KaTo nocaeauua or Npeao3npane ¢
aMJIOJUIIMH, KOUTO MOXKE Ja ce MpoABH CbC 3a0aBeHO Hauaso Ha edexta (24-48 yaca caen
MOr;TbLIAHE) B Ja U3UCKBA H3KYCTBEeHa BeHTHNALMA. PaHHHUTE peaHWMallMOHHH MEePKH (BKNKOYHTEIHO
HATOBAPBAHE C TEUHOCTH ) 3a NOAABPXKAHE HAa nepdy3uaTa U ChbpACUHUA AeOUT Morart Ja 6baar
YCKOpABALIH (aKTOPH.

B1b3 ocHOBA Ha ¢apMaKoNOrHYHH CbOOpaKEeHHA, OCHOBHATA MPOABA Ha NMpeJo3upaHe Ha KaHJecapTaH
€ BepOSATHO NoABaTa Ha CHMIITOMATHYHA XHITOTOHHA H 3aMaiiBane. B otaenHu cnoliueHus 3a cnyyau
Ha fpeaosupaHe (10 672 mg KaHAECaPTaH LIHNEKCETHI) IIPH BB3PACTHH, Bb3CTAHOBABAHETO Ha
MaLUeHTHTE € NPOTekIo 6e3 CLOMTHA.

Jevenue

AKO ce NoABH CHMIITOMAaTHYHA XUINOTOHMA, TPIOBA J]a C€ NPHUIIOKH CHMIITOMATHYHO JIeYEHHE H Ja ce
NpOCACAABAT KU3HEHHTE nokasaren. [launenTsT TpabBa Aa 6bae nocTaBeH B erHano NONOKEHHE €
MOBAMIHATH KpaKa. AKO TOBA He € JOCTaTb4HO, NIa3MeHHAT 06eM TpaOBa Ja ce yBenuuHu ypes
HH(Y3Hs HalpHMEP Ha HaTpueB xnopul 9 mg/ml (0,9%) nHdy3noneH pastsop. Moxe na ce
NPUNOXAT CHMNATUKOMHMETHYHH JIEKAPCTBEHH NPOAYKTH, aKO rOpPEeCcIOMEHaTHTE MEPKH HE ca
AOCTATBYHH.

KangecapTaH He ce OTCTpaHABa Ype3 XeMOAHaIun3a.

KnuHUYHO3HAYMMATA XHIIOTOHKA NIOpaaH MpeAo3upaHe Ha aMIOAUNMH H3UCKBA aKTHBHH
NOATbPXKAIIA MEPKH MO OTHOIIEHHE HA CHPASYHOCHAOBATA CUCTEMA, BKIIOYBALIH Y€CTO
KOHTPOJIMPaHE HA CbpAEYHATa X AMXaTenHa GPYHKLMA, MOBAUIraHe Ha ZONHUTE KpallHHLIY U BHHUMAaHKe
M0 OTHOLIEHHE HA HPKYIATOPHUA 00eM H KOJIHYECTBOTO Ha OTIE/IEHaTa YPHHa.

[TpunoxxeHHeTo Ha BA3OKOHCTPHKTOP MOXE A4 € OT NOJ13a 32 Bb3CTAHOBABAHE HA ChAOBHS TOHYC H
KPBbBHOTO HAIAraHe, NP yCJIOBHE, Y€ HAMA IPOTHBOMOKA3aHHA 34 NPUIIOKEHHETO MY.
MHTpaBeHO3HOTO NPHIOKEHHE HA KANLHEB ITIOKOHAT MOXE Ja € OT noJi3a 3a oOpbinaHe Ha edeKTuTe
oT 6110Ka1aTa HA KANHEBUTE KaHAJIH.

CromalnHaTa mpoMHBKa MOXE Ja € OT N10J13a B HAKOM ciyuad. [1py 3apaBu 40OpOBONLM H3NON3BAHETO
HA AKTHBEH BBINICH A0 2 Yaca cned NPUIOKEHHETO Ha amiioauniH 10 mg e HaManuo CTENeHTa Ha
abcopbiiia Ha aMNOHITHH,

Toif kaTO aMJIORHIIUH CE CBHP3Ba BbB BHCOKA CTENEH C MIA3MEHHTE MPOTEHHH, € MATKO BEPOATHO Ja
¥Ma f0JI3a OT JUAIN3a,

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 dapmakoaUHAMHYHH cBOMCTBA

(dapMakoTepaneBTHYHA Ipya: CpeACTRa, AeHCTBALLH BbPXY PEHUH-AHTHOTEH3IMHOBATA CHCTEMA,
anruoreH3uH Il 6nokepu u Onokepu Ha kanuuesute kaHanu, ATC koa: CO9DB07.

bBunaMkap kOMOHHHpA ABE AHTUXHUNEPTEH3HBHH CHEAHHEHMS ¢ JOMBIIBAILH CE MEXAHH3M
Ha KPbBHOTO HaJIAraHe IIpH MalMeHTH ¢ eCeHLHANTHA XRNIEPTOHHUS: aHrHoTeH3uH 11 pene
Onokep, xaHzecapTaH HHNCKCETHA U IUXHAPONHPHAUHOR ONIOKep Ha KaluMeBUTE KaH
Kom6uHauusTa OT TE3H BeLllecTBa MMa aJHTHBEH aHTHXHIIEPTEH3UBEH €(deKT, KaTo Mo
KPbBHOTO HANArAHE B NIO-TONAMA CTENMEH OT BCEKH €AMH OT KOMIIOHEHTHTE.
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Kanoecapmau uurexcemiin

MexaHHU3bM Ha AeiCTBHE

AHTHOTEH3HH ] € OCHOBHHMAT Ba30aKTHBEH XOPMOH Ha PEHUH-aHMMOTEH3UH-AIZIOCTEPOHOBATA
CHCTEMa M Hrpae pois B 1aTOPHU3HOJOrHATA Ha XHNEPTOHUATA, ChbPASYHATA HEAOCTATLYHOCT M ZIPYTH
ChPACUYHOCHAOBH 3abonaBanHa. To# UMa pons U B MaToreHe3aTa Ha XUNePTpoUATA H YBPEXKIAHETO
Ha TAPreTHHTE OpraHu. [ naBHuTe QUIKONOrHYHU €(PEKTH Ha aHTHOTEH3UH II, KaTo Ba30KOHCTPHKLINA,
CTHMYJIMPAHE Ha AIOCTEPOHA, peryupaHe Ha XOMEOCcTa3ara 110 OTHOWIEHHE HAa CONUTE ¥ BOAATa H
CTUMYJIMPaHe Ha KJIETbYHUS PacTeX, c€ OCBIUECTBABAT Ype3 peuentopa tdn 1 (AT1).

Kaunecapran LUueKceTN e npeasiekapeTBo, MOAXOAALN0 3a NepopanHo npunoxerue. Toit ce
npeBpbla Obp30 B aKTHBHOTO BELECTBO KAHAECAPTAH YPe3 ECTEPHA XMAPOaNH3a MO BpeMe Ha
abcopOuusara B cromatno-upeBHud TpakT. Kanaecapran € AlIPB, cenextuBen 3a ATi-peuentopure,
ChC 32paBO CBbp3BaHe KbM M OaBHa JUCOLHalMa OT peuentopa. HaMa aroHHCTHYHA aKTHBHOCT.

PapMakoJHHAMHYHH €DEKTH

Kannecaprad He uuxubupa ACE, koHTO npespbila aHrioTeH3nH [ B anrmotensut I ¥ pasrpaxaa
6paauxuHKHA. Hama edext Bbpxy ACE H He noTeHuHpa 6paauknkuHa win cyocraduus P. Ipu
KOHTPOJIMPaHu KIIHHUYHY U3MUTBaHUs, cpaBHaBallA kanaecaptad ¢ ACE mHxubutopure, yecrorara
Ha KalllIMLa € No-HHCKA [IPH NaUXUeHTH, oJ1y4aBally KaHAecapTad uunekceTl. KanaecapraH He ce
CBLP3Ba CbC HIIH ONokMpa Apyryu XOPMOHAIHH PeUenTopd WiH HOHHH KaHAIH, 33 KOMTO € H3BeCTHO,
ye ¢a BaXKHH NPH CHPACYHOCHAOBATA PEryylauna. AHTarOHH3MBT Ha aHHOTeH3uH [I-peuenTtopuTe
(AT)) BoaM A0 N0303aBHCHMO NOBHLIABAHE HA MNA3MEHUTE HHBA HA peHHHA, HUBATa HA AHTHOTEH3HH |
H aHrHOoTeH3HuH 11, ¥ HaMangBaHe Ha NJIa3MEHATa KOHLEHTpALMA Ha aNnJOCTEPOHa.

KnuHnuyHa ehHKacHOCT U 0e30nacHOCT

XUunepmoHun

I1pu xuneproHus KaHaecapTaH BOAK A0 A0303aBHCHMO, IPOABIKHTENHO NMOHKHXAaBaHe Ha
apTEPHAIHOTO KPBBHO HajAraHe. AHTUXHNEPTEH3IUBHOTO ACHCTBHE Ce IBJDKH Ha HAMANIEHOTO
CHCTEMHO NepUpepHO CLNPOTUBNEHUE, Oe3 peduiekCHO NOBUIIABAHE Ha ChpJeYHAaTa YecToTa. Hama
JAHHH 32 CepHO3HA HIIK NPEKOMEPHA XUITOTOHHUA Cllel MMEPBATa 1034 WM pebayH] edekT cnen
[IpEeyCTaHOBABaHE HA NEHEHHETO.

Cnen npunoxeHue Ha CIHHHYHA 1032 KAHAECAPTaH LIWIEKCETHII, HA4YANIOTO Ha RHTHXHNEPTEH2UBHHA
edexT 0OHKHOBEHO Ce NMpOoABABa B paMKHTe Ha 2 vaca. IIpy npoabaxUTeNHO JIeyeHHe, MAKCUMANHHAT
AHTUXWUINEPTEH3HBEH e(QeKT IPH BCiAKa OT JO3UTE Ce NOCTHra OOMKHOBEHO B PAMKHTE Ha YeTHPH
CEAMHIH H Ce MOAABPKA IO BpeMe Ha ABJIroCpouHo JeueHue. Cnopea METaaHaIN3, CPEAHUAT
JONBJIHUTENEH e(eKT OT yBeNIM4aBAHETO HA N03aTa OT 16 mg Ha 32 mg BeIHbK JHEBHO & MATTHK.
Karo ce nma npeasua HHTepHHARBUAYANHATA BAPHAOUITHOCT, NPUH HAKOK MAlHEHTH MOXe Ja ce
o4aksa e(peKkT, KoHTOo e no-ronsam ot cpeaHna. KanaecapraH LHIEKCETHIT BEAHBX AHEBHO OCHIypABa
e(EXTHBHO ¥ IJIaBHO MOHWKaBaHe HA KPbBHOTO HAJIAraHe B NpoAb/KeHHe Ha 24 vaca, ¢ Manka
pa3;Mka MeX1y MAKCUMAaJIHUA H MUHUMAaJIHHA e(eKT [0 BpeMe Ha HHTepBana Ha NpuJiaraHe.
AHTUXHNEPTSH3IUBHHUAT €EeKT U MOHOCHMOCTTA HA KaHAeCcapTaH M JIOCAPTAH ca CPABHEHH B IBE
pPaHAOMH3HPAHH, ABOHHOCAENH Mpoy4BaHus npu obwo 1 268 mauuenTy ¢ eka 10 yMepeHa
xunepToHHs. [loHMxeHneTo Ha Hal-HUCKOTO KPbBHO HATIATAHE (CHCTOHO/IHACTOJIHO) €

13,1/10,5 mmHg ¢ xanaecapran uunexcetun 32 mg peanbx aHesHo u 10,0/8,7 mmHg ¢ nocapran
kanii 100 mg BeAHDK AHEBHO (pa3/inKa B MOHWKEHHETO HA KPLBHOTO HandraHe ot 3,1/1,8 mmHg,
p<0,0001/p<0,0001).

Koraro KaHACCapTaH LWICKCCTHIT C€ NMPHJlara 3a¢HO ¢ XHAPOXNOPOTHA3H A, MOHUXABAHETO Ha

KPBLBHOTO HasgraHe e aauTHUBHO. [1oBHIIEH aHTHXHNEpTEH3UBEH edekT ce Habmoaasa H K
KaHJecapTaH UMJIEKCeTH ce KOMOMHHpA ¢ aRMJIOAMITUH HIH (eI0JHITHH.

JlekapcTBeHHTE MPOAYKTH, KORTO OJIOKHpAT PeHNH-aHTHOTEH3HH-ATA0CTEPOHOBATA C
no-cnabo u3paleH AHTHXHNEPTEHIUBEH €EeKT NPH YePHOKOXH NalMeHTH (0BUKHOBE
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HUCBK PEHMH), OTKONKOTO NIPH NALMEHTH, KOUTO HE €4 YEPHOKOXKH. Takbe € U CnyyasnT ¢
KaHJaecapTaH. B OTBOpeHO KIMHUYHO U3NUTBaHe nipd 5 156 nauMeHTH ¢ AWACTONHA XHITEPTOHUS,
MTOHHXKABAHETO Ha KPbBHOTO HANATAHE MO BPEME HA JICUCHHETO C KAHAECAPTAH € 3HAYUTEIHO No-
MANKO [IPH YEPHOKOXKHTE, OTKOJIKOTO Npy ApyruTe naunenTtH (14,4/10,3 mmHg cnpsamo
19,0/12,7 mmHg, p<0,0001/p<0,0001).

Kanpecapran yeeanyasa 6b0pedyHUs KPBBOTOK KaTO He MOBIMABA HIIH YBEJINYaBa CKOPOCTTa Ha
rImoMepynHaTa QuITpanus, roxkato ObO0peyHoTo ChAOBO CHITPOTHRIICHKE U dpaklMATa HA HUATPALUA
ca HamaneH. B TpHUMeceuHo KWIMHHYHO MPOYYBaHEe MTPK XUNEPTOHUYHH NALHEHTH ChC 3aXapeH
aHabetr THN 2 U MUKXPOANOYMUHYPMA, AHTHXUIIEPTEH3IUBHOTO JICUEHHE C KAHAECAPTAH LIHJIEKCETHII
HaMaJIsBa €KCKPELUATA Ha andyMHH B YPHHATA (CHOTHOLIEHHE at0yMHH/KPEAaTHHHH, cpeano 30%,
95% CI 15-42%). TlonacroauieM HAMa BaHHH 3a edeKTa Ha KaHAEeCApTaH BhPXY NPOTPECHATA KbM
auabeTHa HedponaTus.

EdexTure Ha KaHaecapTaH wunekceTun 8-16 mg (cpenHa go3a 12 mg) BegHbXK AHEBHO BBPXY
ChPACYHOCHAOBATA 3a00NEBAEMOCT H CMBPTHOCT €a OLIEHEHHW B PAHJAOMH3HPAHO KIIHHHYHO H3MHTBAHE
npH 4 937 nayHeHTH B ctapyecKa Bu3pacT (Ha Be3pacT 70-89 ronusu, 21% Ra 80 unmn noseye roauHH)
C JICKA 10 YMEPCHA XUNIEPTOHMA, NIpocieneHa 3a cpeato 3,7 roadum (IIpoyuBaHe 3a KOTHHTHBHA
¢yHKU¥A H NPOrHO3a B CTapyecka Bb3pacT, Study on Cognition and Prognosis in the Elderly).
[TaueHTUTE NONYyYaBaT KaHACCApTaH LIKJIEKCETHA HAK Nnauebo ¢ Apyro aHTUXHNEPTEH3UBHO
nedeHue, nobapero npu HeobxoauMocT. KpbBHOTO HansraHe Hamanaga ot 166/90 Ha 145/80 mmHg B
rpynara Ba kaHaecaptaH 1 ot 167/90 no 149/82 mmHg B koHTponHara rpyna. Hama ctaTucTHYeCKH
3HaYMMa pa3/ivKa B [TbpBHUYHATA KpaliHa TOUKaA - [OJIEMH ChPAEHHOCHAOBH CHONTHA (CHPAECHHOCHAOBA
CMBPTHOCT, HENETANEH HHCYNT H HENCTANEH MHOKapAeH HHapKT). Peructprpanu ca 26,7 cxbuTHA Ha
1 000 nauxeHTOroAMHHU B rpynara Ha kanaecaprad cnpamo 30,0 cs6uTg Ha 1 000 nauMeHTOroAMHH B
KOHTpOJIHaTa rpyna (otHocureneH puck 0,89,95% CI 0,75 no 1,06, p=0,19).

Bouno 6roxkupgHe na pesun-aHeuomeHn3us-anrdocmeporosama cucmema (RAAS)

ABe ronemMy paHAOMHU3HpaHH, KOHTponupaHu usnutBaHud - ONTARGET (ITpoasmkasaiio
npoyueaHe ¢ rnobanHa kpaliHa TouKa, ¢ TEIMUCAPTAH CAMOCTOATENIHO H B KOMOHHALMA ¢ paMHIIPHA
(ONgoing Telmisartan Alone and in combination with Ramipril Global Endpoint Trial)) 1 VA
NEPHRON-D (Hesponarus npu anaber Ha [{lenapramenTa no BbnpocuTe Ha Betepannte (The
Veterans Affairs Nephropathy in Diabetes)), u3cneasar u3nonssanero Ha koMbuHaiusta or ACE
HHXH6HUTOP ¢ aHrHoredsuH Il peuentopen 6nokep.

[IpoyuBanero ONTARGET e apoeeaeHo npH nauMeHTH ¢ aHaMHe3a 3a ChpASYHOCHAOBO HIIH
MO3bYHO-ChA0BO 3a00saBaHe, HIIH 3axapeH auadeT Tvn 2, NpUApyXeH OT JaHHH 33 YBpexJaHe Ha
tarpetHuTe oprany. [Ipoyusanero VA NEPHRON-D e npoBsezeHo npu naldeHTH ¢bC 3axXapeH
nuabet THN 2 U auabeTHa HedponaTus.

Tesn npoy4YBaHMA HE NOKA3BaT 3HAUKM OaronpuaTeH eexT BbpXy H3X0/Ja Ha 6LOpevHOoTO H/HH
CBhPASYHOCHAOBOTO 3a00NABaHe H CMBPTHOCTTA, 4, B CPaBHEHHE C MOHOTEpANHUATA, ce Habmoaasa
NOBUIICH PHCK OT XUITEPKATHEMHUSA, OCTPO OBOPEYHO YBpexk AaHe W/ UTU XHITOTOHHUA. Te3n pe3yTaTi
ca ChLIO OT 3HaueHHe 3a Apyrute ACE unxuburopu u anrnotreHsuH Il peuenropun 6nokepu, npeapua
cXoaHHMTe HM apMaKoJHHAMHYHH CBOHCTBA.

CnenoBarenno ACE uaxubutopute U aHrnoteHsnH Il peuentopiute 61okepn He Tpabsa aa ce
U3NON3BAT €AHOBPEMEHHO NPH NALMEHTH ¢ JHabeTHa HedponaTus.

ALTITUDE (M3nuTBaHe Ha anUCKUPEH NMpH AUabeT THN 2, ¢ KpalHH TOYKH ChpAeYHOCHAOBO U

6u6peunHo 3abonasane (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Dise
Endpoints) e npeaHasHaueHo fa W3caeaABa nonzara oT 400ABAHETO Ha ATUCKUPEH KBM CT
Tepanud, Bkmoyamla ACE naxuburop unu anrnorensu Il peuenropen 6nokep, npu m
3axapeH auadeT TN 2 M XpoHHUHO OB0pedHO 3a00onaBane, CHPACYHOCHAOBO 3a00NABaH
[IpoyuyBaHeTo € NpeyCTaHOBEHO NPEeXAEBPEMEHHO NNOPAAH NOBHIIEH PUCK OT HeXeNaH
KakTo cppiedHOCHAOBAaTa CMBPT, TaKa H HHCYJITBT ¢a YHCNEHO MO-YECTH B IPyNara Ha
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OTKOJIKOTO B rpynara Ha mnauebo, a HexxenaHuTe CbOHTHA M CepHO3HHU HeXeslaHH ChONTHA,
NpeACTaBNABALIH HHTEpEC (XHNEPKATHEMHA, XUITOTOHHS U OBbOpeuHa mucdyHkuus), ce crodinasar
Mo-yeCTO B rPyNaTa Ha ATHCKHPEH, OTKOJIKOTO B rpynara Ha miauebo.

AmMroounun

MexaHH3bM Ha JelicTBHE

AMJIOJMIIHH € HHXHOHTOP Ha HH(IyKCca HA KaILIMEBHTE HOHH OT AWXUAPONHPHIHHOBATA IpyIla
(6nokep Ha 6aBHHTE KaHA/IM MIH AHTANOHUCT HA KAJILIMEBUTE HOHHM) M MOTUCKA TPAHCMEMOpPaHHUS
MHPNYKC HA KalniueBd HOHHU B KJIETKUTE HA CbpAECYHATA H ChI0BATA IMAZKa MyCKYJaTypa.
MexaHu3MbT HA AHTHXHIIEPTEH3UBHOTO AeHCTBHE HA aMJIOAUITHH ¢€ IB/DKU HA JUPEKTEH peakcHpalll
edeKT BEPXY ChAOBATA IMIagKa Myckynatypa. TOUHUAT MEXAHU3BM, IO KOHTO aMNOAMNKH 0beK4aBa
CTEHOKAPJHATA, HE € HAThJIHO U3ACHEH, HO aMJIOAMIHHE HaManaBa ofLI0TO HCXEMUHHO HATOBApBaHe
o ¢CICAHUTE ABa HauMHa:

AMIOJHITHH NPeIH3BHKBA JHIaTauns Ha nepuepHUTE apTEPHONH M MO TO3H Ha4MH NOHUXKAaBa
061010 neprdepHo CHIIPOTURIIEHHE (CNeHATOBapBaHe), CpeIlly KoeTo ChpLeTo pabotn. ThH kato
CbpAeYHaTa YecToTa 0CcTaBa ctabuiiHa, TOBa pa3TOBapBaHe Ha ChPLETO HaMangBa eHepruiHara
KOHCYMAaLMA H KHCIOPOAHHUTE HYXAH Ha MHOKapJa.

MexaHu3MbT Ha JeiCTBHE HA AMJIOAMIHH CHLUO TaKa BEPOATHO BKIIKOYBA JAHJIATALIHA HA OCHOBHHUTE
KOPOHApHH apTEpHH U KOPOHAPHHUTE apTEPHOIH, KAKTO B HOPMAJIHHTE, Taka H B HCXEMHYHHATE
obnacty. Tasu aunaTanus NOBHIABA JOCTABAHETO HA KHCIOPOA A0 MHOKApJa NPH NALMEHTH C
KOPOHapeH apTepHajieH cIa3bM (aHruHa Ha Prinzmetal vy BapuaHTHA CTeHOKapansa).

dapMaKOIHHAMHYHH edexTH

[NpH nauHeHTH ¢ XUNEPTOHHA, NPHIIOKEHUETO BEIHBX AHEBHO OCHTYPABA KJIIHHHYHO 3HAYHMO
MOHHXaBaHe Ha KPLBHOTO HaJIAraHe KaKTo B JIETHANO, TaKa H B H3NPABEHO NOJIOXKEHHE, Npe3 LEIUs
24-yacos HHTepBai. [Topaan 6aBHOTO Hayano Ha AeHCTBHE, OCTpaTa XHIOTOHHA He € XapaKTepHa 3a
MPHIOKEHHETO HA AMJIOUTIHH.

[Tpn nauKeHTH CBC CTEHOKAPAMS, NPUII0KEHHETO Ha aMIOAHITMH BeIHBK JHEBHO yBeJHYaBa o0woTo
BpeMe Ha (PU3MUECKO HATOBapBaHe, BpEMETO A0 HayaJoTO Ha CTEHOKapAus H BpeMeTo A0 1 mm
genpecus Ha ST cerMeHTa, H HaMallsiBa KaKTO YECTOTATa HA CTEHOKAPAHHMTE MPUCTHIIH, Taka U
ynorpebara Ha TabneTKH rULePUITPHHUTPAT.

AMNOJMIIFH He ce CBBP3Ba C HexeNlaHu MeTab0oUTHY eeKTH HITH NPOMEHH B IIJIA3MEHUTE NUMUIH K
€ NOAXOAAL 33 NPUICKEHHE NPH MalMEeHTH ¢ acTMa, JHabeT H nojarpa.

5.2 PDapMaKOKHHETHYHH CBORCTBA

Kaunodecapman wunexcemiun

A6copbuns ¥ pasnpeacneHne
Cnen nepopalHo NpUIOKeHHE KaHASCAPTaH LUMIIEKCETHI C€ TIPEBPbINA B AKTHBHOTO BELIECTBO
kaHaecapTaH. AOcomoTHaTa OHOHATUYMHOCT Ha KaHaecapTaH e npubnusurento 40% cnen npueM Ha
nepopajieH pa3TBOp Ha KaHjaecapTaH uuaekceTnn. OTHocuTeNHaTa OHOHAIHYHOCT Ha ChCTAB HA
KaHJecapTaH B KalCyiH, B CpaBHEHHE CbC ChLUHA NTepopasieH pasTBop, € npudbnuzutento 34%, ¢
MHOI'0 Majika BapHaOHIHocT. M3uncnenara abconoTHa 6HOHANHYHOCT Ha ChCTaB Ha KaHecapTaH B
Kancynu ciaegopareaHo € 14%. Cpeanara makcuMantHa cepyMHa KOHUEHTpauus (Cumax) €€ JOCTHTA 3
00 4 yaca cjen npreMa Ha xancyaure. CepyMHHUTE KOHUEHTPALMH Ha KaHLeCapTaH Ce yBeIUYaBaT
JTHHEHHO ¢ MOBHINIABAHETO HA J03aTa B TépaneBTHYHHA A030B Auana3oH. He ca Habniogas '
CBBP3aHHU C M0J1a pa3nuyus BbB (JapMaKOKMHETHKATA HA KaHaecapTaH. [Inowmra noa kpH
koHUeHTpauus-speMe (AUC) Ha kaH1ecapTaH He ce MOBIHABA 3HAYUTENHO OT NMpUEMa
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KanaecapTaH ce CBBP3Ba BbB BUCOKA CTEINEH ¢ NIJIa3MEHUTE NpOoTeHHH {noBeue oT 99%). [TpuBnauusr
of0eM Ha pa3npenencHue Ha kanaecapraH € 0,1 1/kg. Buonana4HOCTTa HA KaHJECapTaH He ce
MOBIMABA OT IPHEMA HA XpaHa.

buotpanchopmanms ¥ eNUMUHUPaHE

KasgecapraHd ce eIMMUHHpA [TIaBHO HEIIPOMEHEH Upe3 YPHHATa M JKThUKAaTa H CaMO B MajIKa CTETNeH
ce eTHMHHHpPA 4pe3 YepHoAapodbeH MeraboauspM (CYP2C9). HannunuTe npoy4BaHus 3a
B3aumopeficTeuaTa He noka3Bat egekT BbpXy CYP2C9 u CYP3A4. Br3 ocHOBa Ha in vifro AaHHH He
CE€ OYAKBa Ja Ce MOABAT B3aUMOAeHcTBUA in vivo ¢ nexapcTia, YUHTO MeTabONH3BM 3aBHCH OT
uutoxpoM P450 mzoensumute CYPLA2, CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E1L unu
CYP3A4. TepMHHaNHHAT NOAYXHBOT Ha KaHJecapTaH € npubnn3urento 9 yaca. Jluncsa kyMynupaHe
cjiel MHOTOKPaTHH J03M.

OOLMAT MJIa3MeH KIMPHHC Ha KaHaecapTaH e okono 0,37 ml/minkg, npu 6p6pedeH KHpbHC 0KOIIO0
0,19 ml/min/kg. br6peuHoTo enHMHHIPaHE Ha KaHAECAPTAH € KAKTO vpe3 IMoMepyiHa GpUATpalus,
Taka H 4Ype3 akTHBHa TyOynHa cexpenus. Cien nepopanHa 103a H30TONHO MapkupaH *C kannecaprau
uaekceTH npubnausnrenno 26% ot n03ara ce eKCKpeTHpa B YpPHHATa KaTo KaHaecapTaH U 7% Karo
HeaKTHBEeH MeTa00nT, AoKaTo NMpubAn3uTeNHo 56% OT Ao3aTa ce OTKpHBA BbB (perieca KaTo
kaHaecaptad U 10% kaTo HeaKTUBHMS MeTa0OJIHT.

dapMakokHHETHKA NPH CHCUHATHY NONYAALINK

Cmapuecka ev3pacm (65 200unu wiu nogeue)

[Ipu nauueHTH B cTapyecka Bb3pacT (Haa 65 roanHn) Cmex W AUC Ha KaHAecapTad ¢¢ yBEIHYABAT
cboTBeTHO ¢ 50% n 80% B cpaBHeHUE ¢ MnaauTe UHAUBHAHU, [TOBNMABAHETO HA KPBBHOTO HAATaHE U
4yeCcToTaTa Ha HeXXeNaHUuTe cpOuTHA 00ade ca CXOQHHU ¢S] MPHETa A03a KaHAecapTaH pyu Miaan
NaHHAEHTH H NALKEHTH B CTAp4Yecka Bb3pacT (BXK. Touka 4.2).

Bvbpeuno yspesicoane

[Ipu mauueHTH ¢ Meko 10 yMepeHo 6n0peuHo yBpexaaHe, Cma H AUC Ha kaHzecapTaH ce
YBEIMYABAT TPH MHOI'OKPATHO NPHJIOKEHHE CHOTBETHO € npubnnzurenno 50% u 70%, Ho t..He ce
MPOMEHA B CPaBHEHHE C NAllMeHTUTE ¢ HOpMaHa 6bOpevHa pyHkIHA. CHOTBETCTBALUMTE NPOMEHH
MpH NauHeHTHTe ¢ TeXKKO 6pOpeyHo yBpeknaHe ca cboTBeTHO pHbmusnTento 50% u 110%.
TepMUHANHMAT NONYXKHBOT (t,;) HA KaHaecapTaH € NpUOAU3UTENHO ABA TBTH NO-ABJIBI [TPH NaUHEHTH
¢ Texko 6u6peuno yepexaaHe. AUC Ha kaHaecapTaH NpH NalHeHTH, TOAJI0KEHH HAa XEMOAHANK3a, €
Mojo0Ha Ha Ta3H MPY NalMeHTH ¢ Texko OBOpeuHo yBpexaaHe.

Yeprnodpobro yapesicoane

B nse npoyuBaHHs, BKIIOUYBALUK NALHEHTH C JIEKO A0 YMEPEHO YepHOApPoOHO YBpexkaaHe, €
HabnoaaBaHo moBulleHHe Ha cpeadara AUC Ha kavaecapran ¢ npubnusurentHo 20% B eqHoto u 80%
B JPYroTo npoy4BaHe (Bk. Touka 4.2). JIuncea onut npu NalKdeHTH ¢ TeXKO YePHOAPOOHO

yBpexKaaHe.
Amroounun

Abcopbuus H pasnpereneHmie
Cnej nepopaiHO NPUNOXKEHHE HA TEPaneBTHYHH 1034, aMJIOAMITHH ce pezopbupa nobpe, kato
MaKCHMANHUTE NJIa3MEHH KOHUEHTPAUUH ce JOCTHraT Mexay 6-12 yaca cnen npuema. M3uucneHo e,
ye abconroTHaTa OHOHANHYHOCT € Mexay 64% u 80%.

O06eMbT Ha pasnpeacneHue € npubnmnsutento 21 kg, Jdannute ot in vitro npoy4saHus nokaspa
npudau3urenHo 97,5% ot amnoaunyuH B KPbBOOOPBLIEHHETO CE€ CBbP3Ba C NUIA3MEHUTE I
BuonanuyHOCTTa Ha aMJIOJHITHH HE Ce MOBAKABA OT NPHEMA Ha XpaHa.

buotpaHchopmManys U eNTHMHHUPAHE
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TepMUHATHHAT NJ1a3MEH eNMMHHALMOHEH NOMYXHUBOT € 0kono 35-50 yaca M ce 3ana3Ba NOCTOSHEH
NpH NpUIOKEHHE BeAHBXK AHEBHO. AMIOJHIIHH ce MeTabONMH3Hpa B 3HAYUTEJIHA CTeNeH B YEPHHA
Apod J0 HeakTHUBHH MeTabOJIMTH, KaTo B YPHHATA C¢ eKCKPeTHPAT 10% OT OCHOBHOTO ChEIHHEHHE H
60% ot metabonutuTe.

d)apmaxoxuﬂe'mxa NpH CTIEHHaTTHH NMTONYJaalluHi

Yeprodpobro yepesicoane

MMa MHOTrO OrpaHH4eHH KIHHHUYHH JAHHH OTHOCHO NPHJIOKEHHETO Ha aMTOAMITHH NIPH NALMEHTH C
yepHOAPOOHO yBpexaane. [TalueHTHTe ¢ YepHoApoOHa HEAOCTaThYHOCT UMAT HaMalleH KIHPBHC Ha
aMJIOAMIHH, KOTO BOIH JO MO-ABIBF NONYKHBOT H yBenndenne Ha AUC ¢ npubnusutento 40-60%.

Bbvbpeyno yepexcoane
[TpoMeHHTE B INTa3MEHHTE KOHUEHTPallMK Ha aMJIOJUITHH HE ca CBBP3aHU ChC CTENEHTA Ha
OBOPeYHOTO YBpexXaaHe. AMIOAMIHH He NOLIEKH HA JHANN3A.

Cmapuecxa év3pacm (63 2o00unu unu nogeue)

BpeMero 3a 1OCTHraHe Ha MAKCHMAJIHHUTE TUTa3MEeHH KOHLEHTPAUMH Ha aMJIOJMITHH € CXOAHO IIPH
MAaLMEHTHUTE B CTapyecKa Bb3pacT H N0-MNaaH UHAUBHAH. [IpH naumMeHTHTE B CTapyecka Bb3pacT
KINHPBbHCHT Ha aMJIOJIMIIMH € ¢ TEHACHUHKA KbM HaMaJIaBaHe, KoeTo BoAH 10 yeenuueHusa Ha AUC u
ENUMUHAKMOHHUSA NTONTYXUBOT. YBenH4eHUATa Ha AUC ¥ enHMHHALMOHHHA NONYXHBOT MPH
NauHEeHTH ChC 3aCTONHHA ChpPACYHA HEROCTATHYHOCT Ca B PAMKMTE Ha OYaKBAHOTO 3a MPOYYBaHATA
BBb3pacTOBa rPyna.

5.3 IlpeaxnHHHYHH JaHBH 33 6e30DacHOCT

[MpeaxTMHHYHKUTE AQHHH 32 KOMIIOHEHTHTE HAa KOMOUHALMATA ¢ PUKCHpPAHH O3H A NPEACTABEHHU NO-
07Ny

Kawndecapmar

Penpoodyxmusna moxcuunocm

Jluncear faHHH 3a CHCTEMHA TOKCHYHOCT MIH TOKCHYHOCT 3a TapreTHUTE OPraHy MPH KIHHUYHO
3HAYHUMHU J1034. B npeaxnuHHYHKUTE MpOoy4YBaHHA 3a 0e30MacHOCT KaHecapTaH OKa3Ba €EeKTH BhPXY
O6p6penure U BEPXY MOKA3aTEAMTE HA YEPBEHHTE KPBBHU KIIETKH MPH BUCOKH J03H [IPH MHILKH,
NAbXOBE, KyueTa U MaliMyHH. Kanzaecaprad Boau 10 HaMansBaHe Ha CTOMHOCTHTE Ha noKa3aTeNInTe
Ha YepBEHHTE KPbBHH KIETKH (EPUTPOLIMTH, XEMOTNOOHH, XeMaTOKpHUT). EdexkTure BopXYy OB6peunTe
(xaTo uHTepcTHLHaNeH HeDPHUT, TyOyaHA eKkTa3ua, TyOynHa 6a30(uins, NOBHILEHH IUIa3MeHH
KOHLEHTpalMH Ha ypes H KpeaTHHHH ), NPeAM3BHKAHH OT KaHAECAPTaH, MOXE Jla ¢a BTOPHYHH Ha
XMNOTEH3UBHUA edeKr, Boaell A0 NpoMeHH B ObOpeunarta nepdysus. OcBeH ToBa kKaHAECapTaH
NpeaX3BUKBA XHIIEPINIa3HA/ XHNIEpTPOPgHA Ha IOKCTArJIOMEPYTHHTE KICTKH. Te3u IPOMEHH C€ CYUTAT
3a MPHYHHEHH OT QapMaKoOJIOTHYHOTO AeACTBUE Ha KaHaecapTaH. [Ipu TepaneBTHMHY KO3H Ha
KaHAecapTaH NpH Xopa XuilepIuasHaTa/xuneprpopuiara Ha ObOpeuHHTE I0KCTAarNOMEpYJIHH KIETKM He
M3TNIeXAa A2 KMa HAKAKBO 3HAUYCHHE.

(DeTOTOKCUYHOCT € HabmoaBaHa B KbCHa OpeMEHHOCT (BK. ToukKa 4.6).
Kanyepoeeneza, mymazenesa

HaHHUTE OT in Vitro M in vivo TECTOBETE 3a MyTareHHOCT MOKa3BaT, ue KaHAECApTaH HAMA MYTareHHO
UJTH KJIACTOT€HHO ASHCTBHE NMPH KIMHHYHY YCNOBHSA.

JInrncear JaHHH 3a KaHIIEPOIrC€HHOCT.

Amnoounun
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Penpodyxmuena moxcuvHocm

PenpoayKkTHUBHM NMpOYyYBaHHA MPH INTEXOBE U MHULUKH NMOKA3BAaT 3aKbCHABAHE HA aTaTa Ha paxXKJaHe,
YABIDKCHA NPOXL/IKHTENHOCT HA POKAZHETO H HAMAIEHA NNPEXXHBAEMOCT Ha MOTOMCTBOTO NPH AO03H,
npubaH3uTenHO 50 MbTH MO-BHCOKH OT MaKCHMAJIHATA NPENopLYUTEHA 103 NPH XOpa, H3UKHCIIEHA
Ha Oa3a mg/kg.

Hamanaeane va gepmuiumema

He e ycranoBeH edeKT BbpXy depTUNMTETA U NTHX0OBE, TPETHPAHH C aMJIOAMITHH (MBXKH B
NMPOAB/DKEHHE HA 64 THU M XXCHCKH B POALIDKEHHE HA 14 THH npea YHQTOCBAHETO) NPH A03M N0

10 mg/kg/nen (8 nbTH* MO-BMCOKH OT MaKCHMAJIHATA MPENOophYNTENHA 103a npu xopa 10 mg,
H3uKciaeHa Ha 6asa mg/m?). B Apyro npoyusane NpH UYbXOBE, B KOETO MBXKH ILTEXOBE €4 TPETHPaHH
¢ aMJOAMMUHOB 6e31naT B npoAbkeHHe Ha 30 aHH ¢ 032, CpaBHUMA C [103aTa NPH X0pa, H3YHCIIeHa
Ha 6a3a mg/kg, ca yCTaHOBEHH NOHMKEH PONUKYTOCTHMYIHpALL XOPMOH M TECTOCTEPOH B NJIA3Mara,
KaKTO H NOHH)XEHMA B IUTBTHOCTTA Ha criepMaTa H B 6pog Ha KbCHHTE CIEPMAaTHIHN M CEPTONHEBHTE
KJIETKH.

Kanuepocenesa, mymacenesa

He ca ycraHOBeHH JHaHHH 34 KAHUEPOreHHOCT NPHU IUTEXOBE K MUIIKH, TPETHPAHH JBe FOJHHH ¢
aMJIOAMNUH B JHETATa, B KOHUEHTPALUH, U3UUCNEHH Ja OCHTYPAT AHEBHHU A034 oT 0,5,1,25 u

2,5 mg/kg/nen. Hali-Bucokara no3a (npu MULIKH - MOR00HA, a MPH IUTBXOBE J1Ba METH* MO-BHCOKA OT
MaKCHMallHaTa NnpenoppuuTe/Ha KIHHHYHA A03a oT 10 mg, uauucneHa Ha 6aza mg/m2) ¢ 6nuzka
MaKCUMAJIHATA MOHOCHMa 1033 NPU MULIKH, HO He W NpH IUTbX0Be. [IpoyuBaHHATA 3a MYTareHHOCT He
[1OKa3BaT JIeKapCTBEHO 00YCNOBEHH edeKTH HUTO Ha N'eHHO HUTO HAa XPOMO30OMHO HHBO.

*B13 0CHOBa Ha Terno Ha nauveHTa 50 kg

6. GOAPMANIEBTHYHHU TAHHH
6.1 ChnHCbK HA NOMOIIHHUTE BEIIECTBA

KancyiHo ChabpKUMO:

JlakT03a MOHOXHApPAT

LlapeBHyHO HHLIECTE

Kapmenozsa kanuuii

Makporon 8000

Xuapoxcunponunuenynosa/tun: EXF, 250-800 cps
Xugpokcunponunuenynosa/tumn: LF, 65-175 cps
Marsesues cTeapar

CoeraB Ha kancynara (8 mg/S mg, 8 mg/10 mg):

XunonuHoBo XxbiTO (E 104)
KeneseH okcua, Kuat (E 172)
Turanos gnoxeug (E 171)
Xenatux

Cueras Ha kancynara (16 mg/3 mg):
XHHONHUHOBO XBbATO (E 104)
Turanor nnokcng (E 171)

XKenatuH

CucTaB Ha kancynara (16 mg/10 mg):

Turanos quokcua (E 171)
KenaTun
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[TeyatHo MacTio (8 mg/10 mg, 16 mg/S mg):
[llennak (E 904)

XKeneseH okeuf, yepel (E 172)

I IpOnUAEHIIIHKOI

AMOHSK, KOHLEHTpUPaH pa3TBOp
Kanues xuapokcus

6.2 HecbBMeCTHMOCTH

HenpHunoxumo

6.3 Cpok na roasocr

3 roJMHH

6.4 ChnenHaiaHH YCIOBHA HA ChHXpPAHEHHE

Ha ce cpxpansaBa nmog 30°C,

6.5 BB H cLALPKAHHE HA ONAKOBKATA

PA/AI/PVC/AI 6auctepn B KapTOHEHA Ky THA.

Onaxosku ot 14, 28, 30 unu 56 TEbpAH KaNCyIIH.

He BCHUYKHM BH0BE ONAKOBKH Morar Ja ObsAat nycHaTH B npoaax0a.
6.6 CnennajJHu Npeana3HH MEpPKH IPH H3XBLpAAHE H paboTa
Hena3non3BaHHAT JIEKapCTBEH NPOAYKT UJIH OTNAABUYHHTE MAaTEPHAIM OT HEero TpAOBa Ja ce U3XBBPIAT
B CLOTBETCTBUE C MECTHHTE U3HCKBaHUA.

7. TIPHTEXATEJI HA PAZPEIHEHHETO 3A YIIOTPEBA
»dalikadapma Bucoxokauectsenure Jlekapcrea™ AJl

Oyn.” I'. M. Humutpos” Ne |

rp. Codua 1172, brarapus

Ten.: +359 2 962 54 54

daxc: +359 2 9603 703
e-mail: info@tchaikapharma.com

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

Per. Ne: bunamkap 8 mg/5 mg: 20190005
Per. No: bunamkap 8 mg/10 mg: 20190006
Per. No: bunamkap 16 mg/S mg: 20190007
Per. Ne: bunamkap 16 mg/10 mg: 20190008

9. IATA HA ITBPBO PASPELIABAHE/TIOAHOBSIBAHE HA PA3ZPEIIIEHHUE
YIIOTPEBA

Jara Ha mepBo paspetuaBane: 09.01.2019
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10. HAATA HA AKTYAJIUZHUPAHE HA TEKCTA

Anpun, 2025
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