KPATKA XAPAKTEPHCTHKA HA IIPOJAYKTA

1. HUME HA JIEKAPCTBEHHA MPOAYKT

WRNLAHATENHA ATEHLING N0 TEKAPCTBATA

Kpamx: xapaKmepucmura Ha npogyxma MMpynoxenue

Ckonpiun Kom6o 10 mg/5 mg Tabnerku
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2. KAYECTBEH H KOJHYECTBEH CbCTAB

Crkonpua Kombo 10 me/5 me tabnetku
Bceska Tabnerka chabpxka 10 mg nu3HHONPIN (KaTo THXHAPAT) H 5 mg aMIoaunyH (kaTo Ges3unar).

Cronpua Kom6o 20 mg/10 mg Tabnetku
Beaxa TaGneTka chabpika 20 mg nuskHonpua {kato auxuapar) v 10 mg amnoaunyH (kato Gesunar).

Cronpun Kombo 20 mg/5 mg tabneTkn
Bceska TabneTka chabpika 20 mg nM3MHONPHT (KaTo AUXMApPAT) M 5 mg amIoAnHH (KaTo Ge3unar).

3a MbIHHA CIHCBK HA MOMOLIHUTE BEUIECTRA BHXTE To4Ka 6.1,

3. JEKAPCTBEHA ®OPMA
TabneTka

Ckonpui Kom6o 10 mg/5 mg Tabnerku

Kpwrau, 6eny 10 noutu 6enm, nnocku tabnerkd ¢ auamerbp 8,00 = 0,15 mm, ¢ (acerka u nenurenna
YepTa OT ¢/HaTa CTpaHa ¢ ¢ rpaBupaH Haamuc L A* ot apyrara crpana.

Jlenurennara uepTa e camo 3a YJIECHABAHE HA CHYTIBAHETO C LIEN NO-JIECHO ILATAHE, & He 32 pasiensgHe Ha
PaBHH A034.

Crompua Kom6o 20 mg/10 mg Tabnerxy

Kpwriw, 6enu 1o noutd 6enn, nBoitHoM3mbEHANKM Tabierku ¢ auaMersp | 1,00 + 0,15 mm, ¢ nenutenna
YyepTa OT €AHATA CTpaHa H ¢ rpaBupand Haomuce L A 2% ot apyrata crpaHa.

Tabnetkara Moxe aa Obae pasaeneHa Ha paBHA J03H,

Cxonpua Kom6o 20 mg/5 mg tabnerks

Kpwrau, 6enu 1o noutn Genu, ZBOHHOM3MbKHANM TabreTky ¢ anameTrsp 11,00 + 0,15 mm, ¢ nenmrenna
YepTa OT eaHaTa ¢Tpasa M ¢ rpasipad Haanuc ,,L A 1% ot apyrara crpana.

JlenutenHara uepra ¢ camo 3a YIeCHABAHE HA CHYMBAHETO C LEN MO-NMECHO T'bIITAHE, a He 33 Pa3aenaiHe Ha
paBHH J034.

4. KJIMHHYHU JAHHHU




4.1 TepaneBTHYHH MOKAIAHHA
JleueHHE Ha eCEHLIHANHA XUIIEPTOHUsA HPH Bb3PacTHH.

CKOHpHﬂ KoM060 e nokazaH karo 3aMecTHTENHA TEPANUA 33 BB3PACTHH NJLHEHTH, YHETO KPBBHO
HANATAHE € KOHTPOIUPAHO B LOCTATLUHA CTENEH ¢ NHIMHONPHA ¥ aMAOIWTIVH, NPUeMaHH CAROBPEMEHRND
Nnpy €1HAaKBO HHBO HA ZO3HPaHe.

4.2 do3upoBKAa U HAYHH HA MPHAGKEHHE

HO‘SH[!OBKa

HpenopbquTenHaTa A03a € eaHa Tabnerka gHeBHO. MakcuMmanHaTa GHEBHA 1034 € €0HA TabaeTKa.
o NpHHLOHI KOMGHHHP&HHTG npenaparu ¢ Cl)HKCHpaHH JO3H HE Ca NOIXodALIH 33 Ha4alTHa Tepanis,

Crkonpun Kom6o 10 mg/5 mg tabnerka € nokasan caMo 3a MalHEHTH, PH KOUTO ONTHMAJTHATA
nojabpkallid 103a JAH3MHONIPHI H aMJIOAMITHH € THTpHpana Ha 10 mg n 5 mg.

Crkonpun Kombdo 20 mg/10 mg rabnerka e 1oka3aH caMmo 32 MALMCHTH, [IPH KOWTO ONTHMATHATA
ROUIBPIKALIE /1034 THIMHOIPHI H AMIOZHIEH € ThTpupana Ha 20 mg 1 10 mg,.

Cronpun Kom6o 20 mg/5 mg tabnetka € nokazaH caMo 3a MaUMEHTH, NPH KOUTO ONTHMANHATA
NOATLPIKALLA 4033 JHIHHOTIDHN M aMJIOAMIIMH € THTpHpaHa Ha 20 mg u 5 mg.

AXO ce HanoX® KOPWTHpaHe Ha no3ard, MOKe fa ¢ obMHUCIH THTPHUPAHE HA T034Ta HA OTAC/IHHTE
CLCTABKH.

Creyuauinu nonyaatui

bvbpeuno yepexcoane

3a 3 ce HAMEPU GIITUMANHATA HANATHA M MOAALPKAILA A03a NIPY NalidenTH ¢ 6B0peyHO yapexaaHe,
nauuenTHTe TpaGBa Ja ce THTPHPAT MHAMBHAYAIHO, M3MI0N3BARKY OTIENHUTE CLCTABKH JTM3UHONPUI U
AMITOAUITHH.

HeobBx0auMo e npocienasane Ha ObOpedHaTa QyHKUMA H HA HUBATA HA KanHi ¥ HaTpHil B cepyma 1o
speme na Tepanusta cbe Ckonpun KomGo. [Tpu Briomasane na oudpedunara dyukuns ynorpedara Ha
Cronpun KomBo TpsOBa na ce mpekpaTH 4 1a ¢e 3aMeHY C OTASITHHTE ChCTABKH, KOPHTHPAHH 1o
NOAX0AALL HAMWH. AMIOIMITHH HE MOXKE Ta C& AHANH3Npa,

Yepuodpobuo yepexcoaue

He ca ycTaHOREHH [IPENophLKH 33 JOZHPaHe APH NALMENTH ¢ JIEKO 0 YMEPEHO YepHoAPoOHO YEpeRaaHe
W 3aT0Ba H300PBT Ha 103a TpAbBa 1a Obe HATIPABREH BHUMATEAHO, KATO cE 3anovHe OT AOJIHATA rpaHHLUa
Ha 1030BUA AuanazoH (Bx, Todkd 4.4 W 5.2). 3a 1a ce HaMepH ONTUMATHATA HAYATIHA H TOANbpKALla
2074 NPH MALMEHTH ¢ YEPHONPOGHO yBpEXK/IaHe, NAaHHEHTHTE TPADBA Ja c¢ THTPHPAT HHAUBHAYAIHO,
H3MON3BAMKH OTIENHNATE ChCTABKH JTHINHOMPIIT H AMIONHITHH.

dapMakOKHHETHKATZ Ha aMIONIIMH HE € NPOYUBAHA [IPH NALHEHTH € TEXKO YepHOAPOGHO YspexaaHe.
T1pH nauMenTy ¢ TEXKO uepHOApOOHO YBpeKIaHe aMNoIuIMHE TPAOBRa 1a e 3aNOUHe ¢ Hal-HHCKaTa 1032
W Aa ce THTpHpa GABHO,

Heduampuuna nonyrayus (< 18 200unu)
BesonacHocTTa W euracnoctra Ha Cronpua Xombo B neanatpiuHaTa nomyna
18 roguny He ca YCTAHOBEHH.



Cmapuecka sw3pacm (> 65 zodunu)

[fauuenTuTe B cTApYScKa BEApAcT TpadBa fa ObAaT NeKyBaHn © FoNAMO BHRMAHHE.

B kaMHHUHHUTE NpOYUBAHKS He €A YCTAHOBEHH NPOMeHH Ha e HKacHOCTTa Wik §e30MacHoCTTa Ha
AMAOIKITHH UK THIMHOTIPUIT, CBBP3AHU ¢ BH3PAcTTa. 33 fa Ce HAMEPH ONTHMANHATA NOALBPKALLA N032
NPy NALKENTH B CTApuEcka BB3PACT, T¢ TPAGRA 12 C¢ THTPUPAT WHAHBHIAYATHO, H3NON3BAHKH OTAETHHTE
CBCTABKH JTH3WHOHPHIT H aMAOHITHH.

HayuH Ha npHIoxeHue
Camo 3a nepopanda ynotpeba,

Tt kaTo XpaHata He OKA3Ba BIHAHKE BLPXY abcopbunsaTta, Cxonpun Kombo TaGnetka Moxe 1a ce
NpieMa HE3aBUCHMO OT XPaHEHETO.

4.3 IporHBONMOKAIAHUSA

Cebpaanu ¢ 1usunonput

- CBPBLXYYBCTBUTEMHOCT KBM JIM3HHOMPUIL M/ KBM HAKOH JApyr HHXUOUTOP Ha aHTHOTEH3HH-
koHeeprupals eHzum (ACE);

- AHAMHE3A 32 AHTMOSIEM, CBEP3aH ¢ NpeanilHa Tepanks ¢ ACE nuxubutop;

- HAC/IeCTBEH WK HAMONATHYEH AHTHOCAEM;

- BTOPH U TPETH TPUMECTBP Ha GpeMeHHOCTT (K. ToHKH 4.4 1 4.6);

- ennoBpemennara ynorpeba Ha Ckonpun Kombo taGnerka ¢ ekapeTseHi NPOAYKTH, ChBPXALLHN
ANUCKHPEH, & IPOTHBOMOKA3aHA NPH TTALHEHTH CbC 3axapen anabet win 6uOpeuHo yapemnane
{GFR < 60 mi/min/1,73 m?) (Bxk. Touku 4.5 1 5.1).

- ennoBpeMenHa ynotpe6a ¢ Tepanusa ¢ue cakyOuTpun/Batcapran. Cronpun Kombo He Tpadea na ce
3AM0YBa NO-PaHo oF 36 yaca cie NOCHEANATA 1032 cakyOHTpHI/BancapTan (BXK. CbLLUO TOHKH 4.4 1
4.5).

Cewpzanu ¢ aMI00unUH

- CBPBXYYBCTBUTETHOCT KM AMIIOJHIMH M KbM APYTH AHXHAPOIUPHIHHOBH IPOU3IBOAHI,
- TEKKa XHNOTOHUS;

- 1IOK (BKINOYHTENHO KApIHOINeHEH MIOK);

- 0BCTpYKUMA HA W3XOOHMA TPAKT Ha nABaTa Kamepa (RUCOKOCTENEHHa A0PTHA CTeH03a);

- XEMOANHAMUYHO HECTAOWIHA ChpaeYHA HEAOCTATEYHOCT CIIEA OCTEP MHOKapAeH HHAaPKT.

Cevpzanu cvc Cronpun Kombo mabaemxa

Benuky NpoTHRONOKA3aNME, CBEP34HH ¢ BCAXA OTAENHA CbCTaBKa, HIDpPOEeHH No-rope, CE OTHACAT W 3a
thrKcHpaHaTa KOMOHHALIHA.

- CBPBLXUYBCTRUTEIHOCT KBM HAKOE OT TOMOLIHUTE BElllecTsa, n3dpoenn B Touka 6.1.

4.4 CrneunaiHy npeaynpesieHus 0 NPeINa3ZHu Me[ikH npu ynotpeda

BeHuky npeaynpexAenus, CBbP3aHN ¢ BCAKA OTAC/HA CBCTBKA, N30POeHH 1I0-10/Ty, TpADBa 14 ce p3eMar
npeaeya U 3a ¢pHkcapadara kombunanua Cronpun Kombo.

CEBBpP3aHH ¢ THIUMHOTIPHA

Cumnmomanmiting XUnomonHus
CHMNTOMAaTHYHA XHI0TOHUA ce HabnNaBa PAIKO NPH NaLHEHTH ¢ HEYCI0XKHEH
[Tpw NaUMEHTH ¢ XVNePTOHNKS, IPHEMAILIY NA3RHONPHIA, & IO-BEPOATHO a Bh3
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00eMBT TEYHOCTH B TAJIOTO HA NAIMEHTA € HAMANEH, HATIPUMED NPH IHYPETUUHA TEPanus, AHeTa ¢
OrpaHHyeH IpHEM Ha COJ, AMATH3A, IHAPHA MIIH MOBPBLLIAHE, HIH € HANWLE TEKKA PEHHH-3aBHCHMA
XHnepToHus {Bx. Touka 4.5 u touxa 4.8). Habnronasara € CUMATOMATUYHA XUNEPTOHKA TIPA NaLMEHT!
CBC ChpleuHa HeAOCTATEYHOCT, Che MM 0e3 cBrp3aHa ¢ Hed Ov0peuHa nepocrarburoct, Haif-ronama e
REPOATHOCTTA 34 Bh3HMKBAHETO i NP NAUMEHTH ¢ TIO-TEXKKA CTENEH Ha ChPASYHA HEAOCTATLYHOCT Karo
peakuia ot ynorpeara Ha BUCOKH 1034 OPHMKOBM IHYPETHLH, XUTIOHATPHEMAA HITH QYHKLIHOHAIHO
6b0pevHo yBpekaane. [Ipy nauMeHTH ¢ NOBWLIEH PHCK OT CHMNTOMATHYHA XNITOTOHMS 3aM04BAHETO HA
TEPANMATA W KOPUIKPAHETO Ha 103aTa TPEGsa fa 6baar creaeny BHHMaTenHo. [lonobnn chobpaxenns ce
NPUAAraT NPy MAUHEHTH ¢ HCXEMH4HA GOIECT Ha ChPLETO HIIH MO3BYHOCHAOBA DONECT, MPH KOHTO
NPEKOMEPHOTO NOHIWKABAHE HA KPHRHOTO HAJIATAHE MOMKE Ja JOBENE 10 MHOKAp/IcH HHPAPKT WAH
MO3IBYHOCH/I0B HHIMOEHT.

AKO c& NOABH XHITOTOHHA, NAUMEHTET TPAGRA 0a ¢& HOCTARH B NETHANO NONGKEHHE U, AK0 ¢
HeoOXx0aHUMO, A3 Ce MPHITOKH HHTpaBeHO3HA MHY3HA Aa dm3nonoruden pasteop. [Npexoanusr
KMTIOTEH3NBEH OTrOBOP HE & MPOTHBOMOKA3aHHE 32 NPIarane Ha clefBalii 1034, KOeTo 0OHKHOBEHO
MOXeE [a CFaHe B3 3aTpy/IHeHNs, KOTaTo KPLBHOTO HANsrane ce MOBULIM CIEN yBenH4aBaHe Ha ofema Ha
KpPBETA.

ITpH HAKOH MANMEHTH ChC ChPHEHHA HELOCTATHHHOCT, KOWTO MMAT HOPMAITHO UM HHCKO KPBbBHO
HanAraHe, ynotpebara Ha JHIMHOMPHA MOXKe Aa JOBEAE N0 ACMBAHHTEIHO OHHKaBAHE HA CHCTEMHOTO
KpLEHO Hansrane, To3u edexT e NpeasuanM # 0DMKHOBEHO HE © PHYNHA 33 NPEKPATABAHE HA
NEYEHHETO. AKO XHNOTOHHATA ¢TAHE CHMITOMATHYHA, MOXE A2 C¢ HATOXKH HamMandBaHe Ha 103ara Hin
npeKpariBaHe HA NPHEMA Ha JIM3HHOMPUIL

Xunomonua npu ocmsp MUORAPIeH HHPAPKM

[Tpu naumMedTy € OCTHP MUOKapaeH WHOAPKT, KOUTO €a WANOKERW HA PUCK OT NO-HATATHINHO CEPRO3HO
XEMOJHHAMMYHO BIOLIABAHE CNEA JEYEHHE C BA30MIATATOP, HE TPAGBA 14 Ce 3aN0UBa ICUEHHE ¢
nu3nHONpHA. ToBA ca MALMENTH CbC CHCTOMHO KPbEHO Hangrane 100 mmHg unM ne-HUCKO, WK TaKHBA
B KapayoreHeH wok. [pes nypeute 3 nuu cnea uadapkra nozara Tpalsa jga 6ble HaManeHa, aKo
CHCTONHOTO KpbBHO HamaArawe ¢ 120 mmHg, uny no-uucko. [ogaspxaiite no3u Tpabea na Obaar
HAMANSHU 10 5 mg Wid, BPEMEHHO, 10 2,5 Mg, aK0 CUCTORHOTO KPLBHO nasarane e 100 mmHg. wnu no-
HMCKO. AKO XHIOTOHWATA PeALKABA (CHCTOAHO KPRBRO HaNAraHe, no-matko ot 90 mmHg 3a noBeue
ot 1 yac), npUeMbT HA JTHZUHONPHIT TpadBa ha Ce NPeKpaTH.

Aopmua u Mumpanna Kiansa emenose/xunepmpoguyna KapouomMuonamus

Kakro 1 octananure ACE uuxdBuTOpH, MU3HHONPUA TPRGBA A Ce NPUAAra BHHMATEIHO NPY NalNeHTH
¢ MUTpallH2 KNanHa cTeHo3a W 00CTpYKLMA B M3X0/1a Ha JIABATA KaMepa KaTo a0pTHA CTeHO3a HITH
XATEPTPOPUIHA KAPAMOMHONIATHS,

bvbpeyno yepeacoane
Mpu 6LOpeuHo yepexaane (kpeaTdHHHOB KIUpbHC < 80 ml/min) HauanHaTa 103a AW3uHOTIPMA TpaGea na
CE KOpHIMpPa CNOPe KPEATHHUHOBMA KIMPBHC HA NALlMEHTa H CJIE] TOBA — KaTo GyHKIHA OT OTroBOpa Ha
NALMENTa KbM neventeTo. Yact oT ofnualinaTa MeAMURHCKA MPAKTHKA 3a Te3H NMalKCHTH €
HABBPIIBAHETO HA PYTUHHO ClIEeHE Ha CTOHHOCTHTE HA KalMA H KPEATHHWH,

[IpH nauueHTH Che CHLPOCYHA HEAOCTATHYHOCT MTOABATA HAa XMNOTOHUA Cnefl 3an0yBaHe HA Tepanus ¢
ACE uHXn61TOpH MOe 14 JOBE/E 10 JOMBIHUTEIHO yBpexaaHe Ha OnOpeunara gyHkuuna. B takusa
cnyuaun ce crobiasa 3a ocTpa GrOpeyHa HeAOCTATBYHOCT, KOATO 0GHKHOBEHO ¢ 0bpaTima.

[pu HAKOW IAUMEHTH © ABYCTpaHHa cTeHo3a Ha 6p0peynyTe apTepui ¥k Che CTEHO3A HA BPTEPHATA KbM
eIHHCTBEH OLOPEK, KOHTO ca OUITH TEKyBaHH ¢ HHXMOHUTOPY H@ AHTHOTEH3HH-KOHBEPTHPALLKA €H3HM, Ca
HaOJ0AaBaHA MOBHIIEHM CTOMHOCTH Ha KPLBHATA YPEst H CEPYMHMA KPCATHHHH, KOMLo-H
0BpaTHMH CIeA npeKkpaTAeaHe Ha TepanuATa. Toea ¢ oco0eHO BepoATHO NPH Nalikgl
HEAOCTATBUHOCT. AKO € HATHIC M PeHOBACKYIApPHA XMNEPTOHHA, CHILIECTBYER IT




XHTIOTOHUS W OBEpevHa HegocTarbuHOCT. [1PH Te3H MauKeHTH eUeHHeTo TpAOBA 13 3anovHeE 1Moj
BHHMATENHO MEAMUMHCKO HAGMI0AeHNE, C HHCKH JI03H H IPH BHUMATENIHO THTPHpaHe Ha nosaTta. T
KaTO JIEYEHHETO ¢ AMYPETHLM MOXe fa OBl¢ JonpHHACHIE (akTop 32 HINOKEHOTO NO-rope, To TpadBa Aa
Onhe cripaHo, a 6s0peuHaTa pyHKUMs — na Oble HaON0AaBAHA NPE3 NEPBHTE CEIMULIA OT TEPANHATA ©
NU3HHONPHA,

Ipu HAKOM NAUNMEHTH ¢ XUNEPTOHUA 6e3 MpH3HALM Ha ChliecTByBawa Hs0peuHa chaosa GoMecT ce
pa3BHBA yBeAHUABAHE H& KPBBHATR YPes U CepYMHHS KPEaTHHHH, OOHKHOBEHO MaNKo H NPEX0/HO,
0coBeHO KOraro NU3HHOMPHN Ce TIPUIara eIHOBPEMEHHO ¢ Ay peTHK. [1o-RepoATHO € TOBa Aa & CAyYH
ApPH NALHEeHTH ChC ChIUECTBYBALIC OL0peuno yBpekaaHe. Moxe Ja ce HATOMH HAMANABAHE HA 103aTa
H/MIM npeKLCBate Ha NPUeMa Ha SHYPETUK W Wi TU3iHONPHD.

He TpsafiBa na ce 3anovBa jJedeHHe ¢ NU3UHONPUI NPpU MALMEHTH C OCThP MHOKapaen uHGapKT 1 ¢ AaHHH
3a GnOpeuna ancdynkuns, nedrnIpana kaTo CepyMHa KOHLEHTPALMS Ha KpeaTHHHH Han 177 micromol/!
u/uny npoteuryprd Han 500 mg/24 yaca. AKO N0 BPEME HA JIEHEHHETO C JIM3HHOMPHWI CE pa3Bie
o0peura auchynkumg (CepyMHa KOHUSHTPALMA Ha KPEaTHHUH Ha/ 265 micromol/l uan ynsossaHe Ha
CTOMHOCTTA NPenH Te4eHHeTO ), neKkapaT Tpadea a2 oOMiCHH NpeKparTapaHe Ha IpHeEMa Ha NU3NHONPHI.

CepuXxyyecmaumenHoch, anzuoedem

AHTHOGIEM HA NUUETO, KPAHHHIIHTE, YCTHHTE, €3HKd, THOTHCA H/WIH NTapHHKCa ce chofluaBa psaako npu
MauHeHTH, nekybaHd ¢ ACE HHXUOHTOPH, BKIOYHTENHO nu3HHonpuA. Toi Moke Ja RbIHHKHE 110 BCAKO
BpEME HA TeparuaTa. B TakuBa CIydYaM NPHEMbT Ha nH3HHONPU) Tpabea da ce npekpary HesabasHO u Ja
¢e 3aMoHHe ROAXOIAINO NeveHHe 1 HAGMIONSHUE, 3a 1a C& rapaHTUPa NbIHO OTIBYYasaHe Ha CHMNTOMHTE
ApeAu U3MHCBAHETO Ha NaledTa, JopH B CiydanTe, npy KOHTO HMA MOOYBAaHE CaMO HA €3HKa, De3
AUXATENHE HEAOCTATHUHOCT, MOKE A3 CE HAMOMH NPOABIKUTENHO HabNOIEHNE HA NALMEHTHTE, Thit
KaTo Ae4eHHETO ¢ AaHTHXUCTAMHHY H KOPTHKOCTEPOXIH MOXE Ja HE € JOCTAThYHO.

Mirioro paAKo ce choDLIABA 338 CMBPTHH CIYUaM MOpajgi aHrHoeIeM, CRbP3aH ¢ OTOK Ha TapHHKCE WK
OTOK Ha e3iKa. Bh3MOoKHO e nalHeHTHTe, IPH KOMTO HMA 3acHraHe Ha €3MKa, [MOTHCA WTH TIApHHKCA, 1a
AOy4aT OOCTPYKIINA Ha AMXATENHHTE MBLTHLOA, 0CO0CHO TE3M € aHAMHE3a 3a XUpYpruuHa onepauys Ha
AuxarejHUTe NBTULEA. B TaknBa clydan CoewHara Tepanus Tpadsa Aa ce 3anoqHe Hezabasno. Ta Moxke
[ BKITHOUBA NPHaraHe Ha anpeHajdH HUITH NoAIbPAEHE HA [IPOXOAMMOCTTA HA ANXATETHHTE MBTHILA.
TTaumenTbT TPAGBa fa Obje NOCTABeH NOI BHHMATENHO MEIHLUNHCKO HaOMIOAEHHE, IOKATO HE HACTBIM
ABAHO U TPailHO OT3BYYABAHE HA CHMIITOMHMTE.

HuxubutopyuTe Ha aHMHOTEH3IHH-KOHREPTHPALLUSA SH3IMM IIPHYHHABAT AHTHOSAEM ¢ N0-TONAME HECTOTa
NpH YEPHOKOXKH NAUWEHTH, OTKOJKOTO [PH HEYEPHOKOKH TaKHBa.

MNausenTHTe ¢ aHaMHe24 33 aHTHOe/eM, Hecebpzau ¢ Tepanuata ¢ ACE uuxubutop, moke fa ca
M310KEHH HA MOBUIIEH PHCK OT aurnoeaeM, aokaro npaemar ACE unxuburop (8. Touxa 4.3).

EnnoepemennaTa ynotpeda Ha ACE uaXHGUTOPY ChC cakyOHTPUN/BANCAPTaH € NPOTHBONOKA3aHA
NOPaAM TOBUIIEHNS PHCK OT aurnoeneM. Jleuenneto cue cakyGHTpuUn/BancapTan He Tpabaa aa ce
3aroyea Mo-paHo oT 36 yaca e NOCNeAHaTa 1038 An3iHonpHI. JIeueHHeTo ¢ TH3UMHONPHN He Tpabea
Ja CE 3armo4ea no-paHo oT 36 uvaca cied NocAenHaTa aosa cakyburpui/sancaprad (Bx. ToUkH 4.3 1 4.5).

EnnospemennaTa ynorpeta na ACE unxubutopu ¢ panexanorpun, mTOR nuxubutopn (Hanp.
CHPOJINMYC, eBEPONHMYC, TEMCHPONHMYC) ¥ BUIIAArMHNTHH MOKE d I0BEAE A0 NOBHIIEH PHCK OT
aHrMoeaeM (HANp. 0AyBAaHE Ha HHXATENHUTE IBTHIIA HITH €3HKa, CbC WIH 6e3 HapyLIEHHE HA AMILAHETO)
{&x. Touka 4.5). HeoGxoaumMo e na ce noaxoAW ¢ MOBHIIEHO BHUMAHKE MPH 3aroYBaHe Ha JIeHeHHE ¢
patiekanoTpun, mTOR HHXUGHTOPH (HANP. CHPOITHMYC, EBEPOTHMYC, TEMCHPOIIMMYC) Y BHILIATTUNTHH
fipK MAUMEHT, KoiiTo Beve npueMa ACE uuxuburop.

Angungeamoudny peaiciiii NPU RYYUEHMY Ha XeMOOUWH3T
Crobiasa ce 3a aHadHIaKTOAHA PeaKiiis NP MaLUCHTH, THATU3HPAHH C BH
memOpana (Hanp. AN 69) u eaHoBpemMenHO © Tosa nekysaHn ¢ ACE nuxuOn
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MpernopbYBa Aa ¢e H3N03Ba pa3iHvyeH By JHan3Ha meMGpaHa HITH paziMyeH KIEC aHTHXHNEPTEH3MBHO
CPENcTRO,

Anagunaxmoudnu pearyu no epeme Ha agdepesa Ha Aunonpomeuny ¢ Hucka nremiocm (LDL-agepesa)
HNaguenty, npuemamiy ACE unxuGuropn no speme Ha afiepesa Ha NHNONPOTENHN C HUCKa TUTLTHOCT
(LDL-adepesa) ¢ gexctpad cyndar, paiKo TONyYaBar >KHBOTO3ACTPALIABALLH aHA(HIAKTOH (HN
peakuni. Tesu peakuun ce H3DATBAT, KATO BPeMeHHO ce cnupa Tepanusta ¢ ACE vaxuduTop npean
Bcaxa athepesa,

Hecencuburuzanus

Maumenty, npuemamy ACE HHXHGUTOPH Mo BpeMe Ha aeceHcHOuIm3auns (vanp. Hvmenoptera venom),
NOaABLPKAT AHAPHIAKTONIHH peakuuu, [IpH chlMTe NalHEHTH Te3x peakliny ca H3berHaTH npy
speMerHo cnipane Ha ACE HHxHOHTOpHTE, HO ca ce MOABH/IY OTHOBO IPH HEBOIHO NOBTOPHO
NPUIOAEHHE HA EKApCTBEHHA MPOAYKT.

Hepnodpobua HedocmansYHocm

Mmuoro paako ACE HExHOHTOpPHTE Ce CRBLp3BAT ChC CHHAPOM, KOHTO 3a104Ba ¢ X0/1eCTaTHYHA
HBIATEHULA Y nporpecupa A0 GYMTMUHAHTHA HEKPO3a ¥ {TOHAKOra) CMBPT. MeXanuimeT Ha TO3H
CHH/IPOM He € H3acHeH. [TauuenTHTe, NpHeMalll JH3HHOMPHIL, NPH KOMTO C¢ pa3BUBa s bIITCHULA HITH
{Ma M3Pa3eHo NMOoBMLIABAHE HA YEPHOAPOOHNTE eH3UMHE, TPAGBA 1a CIPAT AUZUHONDIN K 1A NPEMUHAT
AOOXOAALIO MEAHIIMHCKO NMPOCHeSBaHe.

Heymponenus/azpanyioyumasa

Crobulasa ce 3a HEYTPONEHHA/ArpaHyNOHTO3a, TPOMOOLIMTONEHHA 1 AHEMHA [IPH HALHEHTH, MPHEMallH
ACE uuxuburopu. TpH nauuenTH ¢ Hopmaitna 6u6peuna Gy HKUps 1 Ge3 APYrH YCI0KHABALLN aKTOpH
PANKO Ce NogBABA HEYTPONEHHA. HeyTponeHnaTa 1 arpaHynoLmTe3ara ca o0paTHMu cell CupaHe Ha
ACE nnxutnropa. Jinzunonpun Tpadea aa ce U038 C U3KTIOUHTENHO BHHMAHHE NPH NAUHEHTH C
KONAreHO3a Ha CbIOBETE, HMYHOCYTIPECHBHA TepanHs, NEUEHHE ¢ anoMyPHHON HITH NPOKAHHAMHIL HIH
KOMOMHALMS 0T TE3M YCHOWARBAILY daxkTtopy, ocobeno ako Gubpeunata pynxkuna e npeaBapHTEnno
yBpenena, HAKoH 0T Te3H NauMeHTH pa3BHBAT CepHO3HH HHBEKUHMHK, KOHTO B HAKOH CITy4an He Ce
MOAAABAT HA HHTEH3UBHA AHTHOMOTUYHA TEPANUA. AKO CE UIMON3BA MH3MHONDUI (IPY TAKUBA NAUUEHTH,
ce MpenopbuBa NEPHOAHYHO CleieHe Ha 6pos Ha BGenute KpbBHI KACTKH, a NalKeHTUTe Tpabpa na Gbaar
npenyrnpeiaeHi 1a cboGIaBar 3a BcekH Npu3HaK Ha HHdekuus.

Meoiina Groxada Ha cucmemama PeruM-anziomensun-aioocmepon (RAAS)

ChluecTey BT A0OKA3ATENCTRA, Ye eIH0BPEMEHHaTa yioTpeba Ha ACE MHXHOUTOpH, aHMMOTEH3MH 1
peuenTopHH OIOKEpYU HITH aJIMCKUPEH NOBHLLIABA PHCKA OT XUNOTOHMA, XMNIEPKATHEMES 1 YBPOKAGHE HA
6nbpeunara GpyHkUMA (BKAUMTENHO PHCKA OT ocTpa 6u0peyuHa HenoCTaTLUHOCT ). 3aTOBa NBOMHATA
6aokana #a RAAS upes komOuHUpana ynorpeba Ha ACE HHXHOHTOPH, aHrHOTeH3HH || penenTopHi
OROKepU MY ANMCKUPEN He ce Npenopbuba {Bxk. Tovkd 4.5 1 5.1).

Axo nBoiiHarta 6noxana ce cuuta 3a abconroTHO HEeOX0IMMa, TPADBA 1A ce H3BLPLIBA CAMO NOA
HAOMIOMICHHETO HA CHEUUATHCT NIPK YeCTO B BHUMATERRO CeacHe ha GuOpeunata Gy KuMA, HUBATA Ha
ENEKTPONIUTUTE W KPLBHOTO HanAraHe,

ACE HHXHOUTOPH M anrkoTeH3rH [ peuenTopHH Gnokepu He TPAOGBA 1A ¢¢ M3MOIIBAT €IHOBPEMEHHO
Npy nauxeHTy ¢ nuadeTHa HedponaTya.

Emunuvecku paznuru
HuxuBUTOpHTE Ha AHTHOTEH3UH-KOHBEPTHPANA SH3UM NPUYHHABAT aHTHOSIEM C
MPH HYEPHOKOKH ALNEHTH, OTKOJIKOTO NPH HEYEPHOKOXH TAKHBA.

Kakto # octanaante ACE uHXHOHTOPH, NM3HHONPHA MoKe Ja Gble no-Manko
NOHWKABAHE HA KPBBHOTO HANATAHE MPH YEPHOKOKMTE MALIMEHTH, OTKOIIKOTO,




BEPOATHO NOPAIK RO-TONAMOTO Pa3IPOCTPAHEHHE Ha CHCTOAHUATA C HUCKY HUBA Ha DEHIH NP
MOy JAUMATA HA HEPHOKOKHTE MALUKMEHTH C XHTIEPTOHHS.

Kawnuya

Ipu ynorpeba Ha ACE wHXHGHTOpH ce chOOLIARA 3a KauliHUa, XapaKTEPHO €, Y€ TA € HENpoAYKTHBHA,
OpOABIKNTETHA € M OTIBYYABa CNef MPEKpaTaBale Ha Tepanuata. Manyunpasata ot ACE usxuburop
KalAua TpabBa 2a ce pa3rfexaa KaTo Yact oT JHgiepedLMaInaTa JHArHO03a HA KalyMLa.

XUpypauyna yHmepeeHyus/ aHecmesus

[Tpu nanuenTH, Ha KOUTO CE NPABYT roNeMY XHPYPTHYMHM ONEpaliiK, HIH N0 BPEME HA aHECTE3US Che
cpeacTsa, MPUUMHABAIM XUROTCHUA, TH3UHOIPUA MOXKe N2 Onoxupa o0pazyBaneTO Ha aHTUOTEH3HH 11
BTOPHYHOQ HA KOMIEHCATOPHOTO OTACAAHE HA PEHUH.

MNMp# nosBa Ha XHIIOTOHHA, KOATO CE CYNTA KATO PE3yJITaT OT TO3H MEXaHU3LM, TH MOXKE A3 CS KOpUIupa
4pe3 yBesIMuaraHe Ha o0eMa Ha KphETa.

Cepymen xaaui
ACE WaxHOHTOPHTE MOTAT Ja NPHYMHAT XUHEPKAIHEMHSA, ThH KATO HEXNOHPAT OTAENAHETO HA

anpocrepoH. EQekThT 0BHKHOBEHO He € 3HAYHTE/IeH MPH MALMEHTH ¢ HopManHa ObOpeyHa QyHKLus.
XHMNepKagHeMia MODKE 12 Bb3HUKHE 00a4ye H NPH MauKeHTH ¢ HapyiueHa 6s0peyna dyHKIHa HaK ¢
gualeT Wuny nNpH NALWEHTH, TIPHEMAIIH SAHOBPEMEHHO KailMeBH A00aBKH (BKTHOYUTENHO 3aMECTUTENH
HA COATA), KANKH-ChXPAanABatiy JRYPeTHHM (Hanp. CINPORONAKTOH, TPHAMTEPEH HIH aMHIOPHI} H
IPYrH TeKapcTBEHW TIPOAYKTH, KOUTO NOBMILABAT CePYyMHHA Kanuli (nanp. xenapuh, TPUMETONPHM H
KOTPHMOKCA3071, H3BECTEH ChIIQO KATQ TRHAMETMHIPUM/CYNdaMeToORCaz0Mm), B NO-CHSHUANHO AWTAFOHUETH
Ha anJOCTePOH HIH aH[HOTEH3HH pelenTopHH dnokepn. Kanuii-coxpaugauure ZlypeTHuy 1
AHIHOTEH3MH pelenTopHHTe Onoxepn TpsOBa 1a CE MINON3RAT € NOBHIIEHO BHUMARUE NPY TAUNEHTH,
npremaiud ACE MHXHOHTOpH, a CEpyMHMAT Kanuii M ObGpeqHaTta QyHKuHs TpaOBa na ObaaT ciiedeHu
(BK. Touka 4.5).

Huabem

T1py naumenTh ¢ Duaber, NeKyBaHu ¢ NepopanHK AHTHAMA0CTHH CPEACTRA WX MHCYIHH, THHKEMHYHMAT
KOHTPOA TPAOBA [a Ce CheAN BHUMATENRO NIPE3 TbPBMA Mecell Ha neverre ¢ ACE wuxnOuTop (83K,
Touka 4.5).

Humuia
EauoBpemeHHaTa ynotpeda Ha TUTHI M IM3UHONPAN 0GUKHOBEHO He Ce (Ipenophupa (mK. Touka 4.5).

bpemennocm
Mo BpemMe Ha OpeMeHHOCT He TpAGRA 12 ce zanousa nevedle ¢ ACE nHxubutopu. Ocsed korato

npoakkasadeTo Ha TepanuaTa ¢ ACE uHxubUTOp ce cMATA 32 HANOKWTENHO, NALHEHTKHTE, INAaHHPALIH
OpemenHoCT, TPAORA 44 NPEMUHAT HA ANTEPHATHRHO aHTHXHMEPTEH3UBHO NIEHEHHE, KOETO HMa
ycTatosen npodwun Ha OezonacHocT no Bpeme Ha OpemeHHocT. Koraro ce ycranosn OpeMEHHOCT,
aeuenueto ¢ ACE unxuButopn Tpadsa 1a ce npeycraHoeH HezabaBHO. Ako ¢ neof6xoauMo, TpadBa na ce
RANCYHE anTepHaTuBha Tepanus (Bx. Touxn 4.3 1 4.6).

CebLp3aHH ¢ aMIQAHIHH

BezonacHoCTTa H C¢HK5CHO0TT& Ha aMIOAHIIMA OPpH XUNCPTOHHYHA KPH3a HE Ca YCTAHOBCHH.

Copdeyna Hedocmattvynocm
[MauseHTHTE Che ChpIEYHA HEAOCTATEYHOCT TpaOBa Aa OwaAaT nekyBanH ¢ Mo
ABITOCPOUHO, MaleGo-KOHTPONUPAHO NPOYYBaHe P NALHEHTH ¢ TEXKKA ©

7



{kmac 111 u TV no NYHA) crobinasanara yecrora Ha GenoapobeH 01ok € Ouna 10-BUCOKA B TPYIIATA,
NEeKYBAHA ¢ AMIIOIHIIMH, OTKOIKOTO B rpynara Ha mnatedo (Bx. Touka 5.1). Brnokepu Ha kahijdesure
KaHANH, BICTHOHMTEHO aMITONUIIHA, TPAOBA 13 Ce H3MOM3BAT € TIOBUIICHO BHUMANKE NIPU TTANUSHTH CbC
3aCTOHHA ChpAeYHA HEJOCTATEYHOCT, Thil KATO MOraT 43 MOBUIIAT PHCKA 0T (bIeiiu CHPALHHOCHADBH
CLOWTHUA H CMBPTHOCT,

Yepnoopobro vepedcoane

MMonyXHBOTHT HAa AMAOIHITUH € YABIIKEH, & cToliinocTute Ha AUC ca nio-BHCoKM DPH NAUMERTH ©
Hapyluena yepHoapobHa dyHkuna. He ca ycranopeHu npenopbiy 3a Aosupase. CaenosartenHo
aMmJTOAHIIHA TPAOGBA Aa ce 3anoUHe ¢ Hal-HUCKATa 4032 # Ja ¢e NPoSBH BHUMAHUE KaKTO B HAYANOTO HA
NeueHHEeTo, TaKa U APy NOBKILABAHE Ha Ac3aTa. [TpH nanmenTH ¢ TeXKO YepHoaPobHO yBpEKAaHE MOKe
Aa ce HanoXu JABHO THTPUPAHE Ha JO3ATA ¥ BHUMATENHO CNENgHE.

Cmapyecka ewp3pacm
[TopKuiaBaneTo Ha HO3ATa TP NAlHEHTH B CTapuecKa Be3pacTt TpAGBa 1A ce H3BbPILBA C HIKMOYHTETHO
BHAMaHKE (B, Touku 4.2 u 5.2).

Fvbpeuno yepeacoane
AMIIOZNTIHKE MOKE 0d C€ M3MON3BA [TPH TAKMBA MAUMECHTH B HOPMaIHU Ro3d. IlpoMenuTe B pnaiMenHre

KOHUCHTPAUHH HA aMIQOHTNHH He Ca CBBP3aHH ChC CTENEHTA HA Gbﬁpeqm)ro YBpexiaaHe, AMAOOMIKH He
MOXE 14 CC ZHanH3npa.

Cxonpun KomGo crappia HaTpHii
To31 IEKAPCTREH MPOAYKT ChABKA No-Manko oT | mmol Hatpit (23 mg) B TabneTka, T.6. MOXE /a Ce
KAKE, Ye MPAKTHUECKU CHABPKA HATPHH.

4.5 BiaaumogeilcTEHE ¢ IPYTH JeKAPCTEEHH HPOIYKTH M ApYTH GopMu Ha B3auvoaeiicTaye

Biaumoaelcrais, CBbP3aHH C IHIHHOIPHI

Aumuxunepmensusri cpedcmea

AHTHXHNEPTEHIHBHUAT eeKT Ha TH3NHONPUN MOXe 13 ObIE YCHNSH OT APYTH, COROBPEMEHHD
NPHITAraHH AaHTHXHITEPTEH3IMBHE CPEACTRA (HAND. CNMUSPUN TPUHKHTPAT 1 APYTH HHTRATH WIH RPYTH
BAZONMIIATATOPH ).

JaHHHTE OT KIHHHYHUTE NPOYUBAHUA NIOKAIBAT, Y¢ ABOIHATA OnoKana Ha cHeTeMaTa peHHH-
aHruoTersuH-anaoctepod (RAAS) 8 xombunauns ¢ ACE unxuOuTopy, anrioTeniun 1l peusntopHy
ONOKEPH WITH AMHCKUPEH € NO-REPOSTHO AA NPEAMIBUKA HEXENaHA PEAKUMH, BKAIOYHTENHO XUMOTOHHH,
XurnepkaneMis w Hapyliena 6u6peuta GyHxuus (BKIIOUNTENHO 0CTpa 61OpeuHa HEAOCTATBUHOCT),
OTKONKOTO WANON3BAHETO Ha OTASIHO CPeACTBO, AehcTRaue BEPKy RAAS (B, Toukn 4.3, 4.4 n 5.1}

Jlexapemea, nosumasmyY PUCKE OM aHZHoEdEM

Ensospemesinara ynotpeGa na ACE MHXHOHTOpH cbe CakyOHTPHI/BANCAPTaH € NPOTHBONOKA3AHA, Thil
Karo NoBULLGRA PHCKA OT anrvoedem (Bx. Touku 4.3 u 4.4).

Ennospemennara ynorpeba va ACE unxuburopn ¢ mTOR HHxubHTOpH (Hamp. CHPONTHMYC, €BEPOITHMYC,
TEMCHPONHMYC) WIlM HeyTpaiHu enfonrentiaazan (NEP) HHXubHTOPH (Hanp. pauekajgoTpHn), ThKaHeH
NNA3MHHOIEH aKTHBATOP MM BRIJIATTUNTHH MOXe 2 JOBe/E 10 NOBHLIEH PHCK OT aHIMoeaeM (BiK.
Touka 4.4).

Huypemuyi
Ipu gobapaHe Ha AHYPETHK KbM TEPalHATA HA MALMEHT, TpUeMal TH3MHONPK
ederT 00MKHOREHO ¢ 3MuTHBeH. [TaUHeHTHTE, KOHTO BEYE NPHEMAT AHYPETHLL



OTCKOPO HasHaAYCHA NHYPCTHUHE TEpankd, NOHAKOra MOraTr aa nony4yat NpeKOMEpHO MOHMKAaBAHE Ha
KPBEHOTO HaAraHe, KoraTo ce ,[[06.':13!’! JHIHHOIIPpHA,

BBb3iMOKHOCTTA 33 BL3HHKBAHE HA CHMIITOMATHYHA XHIIOTOHHA NPy TH3IMHOMPHI MOXKE A4 61:}16 cBEREeHA
OO0 MUHHMYM, KaTO C¢ NPEKpaTH NIpHEMBT HA AHYPETHKA NTPEAH 3aM04YBAHE Ha JICHCHHETO C NHIHHONPHN
{(Bxk. Touka 4.4 1 TouKka 4.2).

Kanuti-coxpanasatiju Ouvpemuyy, kaniea 000agKy Wi 3aMECMUmMent Ha COAMA, CbOBp3CAY KATul
BBripeki ue cepyMHUAT kalai 0OHKHOBEHO OCTABA B PAMKHTE HE HODMAJIHHTE TPaHHLM, [IPH HAKOH
DAUMEHTH, NEKYBaHH ¢ TH3HHOMPHN, MOKe Ja Bb3HUKHE XMNEPKATHeMHs. YN0oTpeOaTa Ha Kalui-
ChXPaHABALLH NHYPETHUH (HAMP. CHMPOHONAKTOH, TPHAMTEPEH UITH aMHNIOpHI), KaTHesu 100asky UK
33MECTHTEIH Ha CONTA, ChABPKALILM KaNuid, MOWe Aa TOBejle 20 3HAYHTEHO NOBHIIARIHE HA CENYMHUA
kastuil, ocoGeHo NpH MauHeHTH ¢ Hapylena OBOpetHa GyHKUMA. TpsbBa ChlIO 14 ¢e BHUMABA, KOraro
JIHIMHONP#N Ce TIPUNAra eIHOBPEMEHHO C IPYTH CPEACTRA, KOMTO NOBUIIABAT CCPYMHUA Kanuii, kato
TPHMETOMPHUM U KOTPHMOKCA30N (TPHMETOMPHM/CYN(aMETOKCa30I), Thil KaTo € H3BECTHO, 4¢ ASitcTRAT
K4TO KanHi-ChLXpaHaBall AMYpPeTHK NOA0DHO HA aMunopHA. [Topaayu TOBa He ce npenopeuBa
KOMOMHHMpaHEe Ha JIH3HHOTIPIIT C TOPECNOMEHATHTE NeKapcTBa. AKO € [oKa3ana enHOBpeMeHHa ynoTpeda,
TpsOBa 24 Ce H3IOI3BAT C MOBHIIEHO BHUMAHHE H TPH YECTO ClegHE Ha CepyMHMA Kanni (B,

Touka 4.4).

AKO JIM3HHOMPHN CE NpWiara ¢ Kanui-ryoeul ZHypeTiK, MHAYUMPAHATA OT AHYPETHKA XUITOKAIHEM
MoxKe 1a bbae obnekueHa.

Huxrocnopun
[Tpu enrospemeHHa ynotpeba va ACE MHXMOHTODH M UWHMKNOCTOPHH MOXKE 12 Bb3HUKHE
xunepkarvemns. [Ipenopbusa ce cieleHe Ha CePYMHHA KanHid.

Xernapun
Tpu eanospemenna ynotpeda Ha ACE naxuburopu 1 XenapHa MOe Ja PbIHUKHE XHIEPKATHEMHA.
INpenopbupa ce cnenede Ha CepYMHUS KaTHid.

Jlumaudi

Tpu ennospemenno npunokedre Ha nuTui W ACE nuxubutopy ce chob1iiaBa 3a ofpariMo NosrILABaHe
Ha CEPYMHHATE KOHUCHTPALHH Ha AMTHIA 1 TokcwurocT. EQHOBpeMeHHaTa ynoTpeba Ha THa3uIHK
AHYPETHLH MOXKE 1a YBENHUH PHCKA OT TOKCHYHOCT Ha IMTHA M 1A 3aCHIIH Beye NOBHLIEHATa My
TokcHuHocT ¢ ACE unxuburopu.

Ynorpebara Ha NTH3HHONPHUN C THTHH HE ce MpenopbyBa, HO aKO KOMOHHAUMATA Ce OKaKe HeoOxoaMMa,
TpAGBa Ja C& H3BbPIUBA BHHMATETHO CIEAEHE HA CEPYMHHTE HHBA HA TUTHS (B, TOuKa 4.4).

Hecmepoudnu npomusossznaiumennu sexapemea (HCIIBJT), sxnovumento ayemuicaruyuioaa
Kuceaund a Oosu > 3 g/den

Ennoepemennara yrnotpeda Ha ACE unxuduropn y HCTIBJI (Hanp. aueruncaniumunosa KMCe/HHA,
M3[10M13BAHa B [IPOTHBOBBANANHTEIHA cXeMa Ha no3upane, COX-2 HHXHOUTOPH H HECENMEKTHBHH
HCTIBJI) mMoe Aa HaMainw aHTHXUNEPTeH3HBHIA edext. EnHoBpementara ynorpeba Ha ACE
uaxuburtopn # HCTIBJI moxe 1a yeenuuu prcka oT BioLuIasaHe Ha Ou0peyuHata dyHKusa ~
BKIIFOWHTEIHO ocTpa 610peuHa HeIOCTaTbHOCT — M NOBHIIEHH CePyMHH HHBA Ha Kanui, ocoDeHo npu
NaUMEHTH C NPEALIECTRALLD HApyWeHMe Ha Ob0peuHara dyHkums. Teau edektit cOHKHOBEHO Ca
obparami. KomOinHauuaTa tpabea da ce H3M0/A3Ba BHHMATENHO, 0COOSHO 11PM MALHEHTH B cTapuecka

HAYano0TO HA NEYEHHETO W NEPHOAHYHO MO BpEME HA TEUCHHETO.

Jrramo




Hutpuronsau peakiiny (CMMITOMM Ha Ba30ANNATALNA, 3a4EPBABAHE, I4/ICHE, 3aMasHOCT H XHIIOTOHHUA,
KOHTO MOTAT 13 GbAaT MHOTO TEKKM) CIell HHKEKIHU, CBABKALIM 3NaT0 (HAOPUMED HETPHER
4YPOTHOMANAT), ce ChodLIE@BaT No-4eCTO NPH MAUMEHTH, MPHEMAILM eTHOBpeMeHHo Tepannd ¢ ACE
HHXHOMTOP.

Touncaiuny aHMUGERPECaHMU AHIMUNCUXOMULLWY GHECHETIUNU

EnnospeMeHHaTa ynorpeba Ha HAKOM AHECTETHYHH NEKapCTBEHH MPOAYKTH, TPHUHKAHYHU
AHTHIETIpECAHTH H aHTHICHXOTULN ¢ ACE MHXHOUTOPH MOXE Na AoBeae HO Ne-TONAMO HaMAaltiBaHe Ha
KPLBHOTO HANSraue {Bx. Touxa 4.4).

CumnamuroMumenmiayu
CHUMNaTHKOMHMETHUMTE MOrAT 1a HAMANAT aHTUXHWIEPTeH3HBHUA efekT Ha ACE HHXHOHTOpHTE.

Anmuduabemnu cpedemea

EingeMHonoryiiy Npoy4YsanHs NOKa3Bat, de ¢IHOBPEMeHHOTC npunoxerdne Ha ACE nHxubHTopn #
aHTHAMa0ETHH NeKapCTRA (MHCYIIHHM, NEPOPATHH XUITOTNHKEMHYHH CPEICTBA) MOMKE 1a Ipean3BrKa
3aCHNIRAHE HA edieKTa HA NOHWKABAHE Ha KPbBHATA 32Xap C PHCK OT XxHunornnkemus, [o-sepoatno e To3n
()eHOMER j1a HACTHAY Npe3 MLPBUTE CCAMMLN HA KOMGHHHPAHOTO JIEYEHHE H NPH NauMeHTn ¢ 6BOpetHo
YRpEKIaHE,

Ayemurcanuyunosa xuceauna, mpomBonumuyu, Gema-6roKepy, HUMpani
JIuzuHonpun MoXe 1a C& H3N0/2Ba eHOBPEMEHHO ¢ aUETHACATHUIAN0OBA KHCENHHA (B A03H1TE,

OTpe/IENEHU 3a NPHAOKESHHE B KapAHONOrHATA), TPOMOONUTHLM, OeTa-BloKepH H/MIH HUTPATH,

BzauMmoneicTBHE, CELP3AHU C aMACAWIIAY

FEgberm na dpyeu nexapcmesiu BpoOYKIMU 8bpXY amaoOunuH

CYP3A44 unxubumopu

EjnnospemenHara ynotpeba Ha AMIOAMITHH Ch¢ CHITHW WK yMepeHH CYP3 A4 uuxubutopu (NporeasHu
WHXHOHTOPH, A30N0BH MPOTHBOILOHYHH NPOAYKTH, MAKPOJIHIH KATO ePHTPOMULIMH HITH
KIapUTPOMULIAH, REPANAMIN KM IMITHA3CM } MOXKE A4 JOBEAE A0 3HAYHTEIHO YBE/HuaBane Ha
€KCHO3MLIMATA HA AMIOMHUITHH, KOSTO Aa NOBUIIH PHCKA OT XUroTonus. KinHnyHaTa 3HauMMOCT Ha TE3H
thapMaKkOKHHETHYHH MPOMEHH MOKE Ja € NO-roJIAMa npH NalWeHTH B cTapdecka Bb3pact. [Ipenopryea ce
KJIHHAYHO HAONHASHNE HA TALMEHTHTE, MPH KOETO MOXKE /1A C€ HAMOXKH KOPUTHPAHE Ha J103aTa.

KnapurpoMuuistT ¢ Haxubutop Ha CYP3 A4, [lpy naunenty, Nexysauy eAHOBPEMEHAO
KJAAPUTPOMHLIMH H aMIORHMIAWH, CBILECTBYBA NTO-TONIAM PHCK OT BR3HHKBaHE HA XHNoToHHY. [Tpenopbusa
€€ BHUMATEIHO HabJI0IEHHE HA NAIHEHTHUTE, NTPH KOATC AMIIOAHITHH CE NPHIAra eRHOBPEMEHHO ¢
KIapHTPOMHLIMH,

CYP3A4 unoykmopu

EaHoBpeMeHHaTa ynoTpeda Ha u3secTHH WHAYKTopH HA CYP3A4 Moxe na npoMetH Mnna3MeHara
KOHUEHTpAIMS 1A AMNOAWTINH. [Topann ToBa KPBLEHOTO HA/LAraHe TPAOBA Na CE CeM H 1A Ce 0OMUCITH
KOPUrHpaHe Ha [03aTa KAKTO M0 BpeMe Ha eHOBpeMeHHaTa ynoTpefa, Taka 1t ¢nesl Hes, 0Co0eHO Che
cunnn CYP3AS uuAykTopH (Ranp. pHGaMIHIMH, WBIT KaHTapron [Hypericum perforatum]).

HaManiBaHE Ha KPBBHOTO HAJIAraHE.
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Hanmponen (undhvanus)

[Tpu xmuBoTHN ca HabmonaBan NeTanHa kaMepHa (uGpHIaling 1 ChpleYHOCHI0B KONAIC, CRbP3aHH €
XUIEPKATHEMIA CeH TPHIOKEHUE HA BEpaTaMitll ¥ MHTPaBeHO3CH fanTponen. Tlopaan pHck ot
XHMEpKaAHEMHA H3NOI3BAHETO HA GIOKEPH HA KATIUHEBUTE KAHaiU KaTo AMIOANNIKE TPAOEa fia ce
130Area Npy NAIACHTH, NPEAPAITONONKEHH KbM JTOKAHECTBEHA XHIEPTEPMHUA, U [PH NEHEHHETO Ha
3N0KAYECTBEHA XUITEPTEPMHAL.

Edbexmu na amaodunun supxy Opyeu 1ekapcieeni RPOOVEMY

E(bGKTMTe Ha OOHHKABAHE HA KPLEHOTO HANATAHE Ha aMAOANHITNE CC HACIIArBaT KbM NOHWXKaBAINTE
KPBBHOTO HanATaHe ECbCKTH HA ApYTH NEKaPCTBCHU CPCRCTRA C AHTHXHNEPTCHINENH cBoficTaa.

Tarxponuvyc

ChuiecTBYBa PHCK OT MOBHLIABAHE HA HHBATA HA TAKPONMMYC B KpBBTA NPH ¢HOBPEMEHHa ynotpeba ¢
AMNIOANNAH, HO (PAPMAKOKHHETHYHHAT MEXAHU3IBM Ha TOBA B3aHMOAEHCTBHE BCE OLIE HE € HAThTHO
W3BECTEH. 33 Aa ce WIGErHe TOKCHYHOCT OT CTPAHA Ha TAKPOIHMYC [pH NALIMEHTH, TPHEMAaLIK
AMIIOAMIKA N0 BPEME HA TEPANUATA ¢ TAKPORUMYC, TPAOBaA Aa ¢e CIefli 0 HURO HA TAKPOJIMMYC B KpbBTA
1 12 Ce KOpHIHpa J03aTa HA TAKPONHMYC, AKO € HeOOX0HMO.

mTOR ( muwiena Ha panamuyuna npu 6ozaiinuyume) unxubumopu

mTOR HHXMOUTOPH KaTO CHPOTIHMYC, TEMCHPONHMYC B eBeponuMyc ca cyocTparn Ha CYP3A.
Amnoannui e cnad CYP3A unxuburop. EaHoppemennata ynotpeba da amnoannusa ¢ mTOR
HHXHGKTOPY MOME A2 YRCAMUM ekeno3nuuata Ha mTOR uaxubuTopn.

Luxnocnopun

He ca nposexaanH npoyuBaHys 32 JIEKAPCTBEHHTE B3AHMO/IEHCTRHA € LHKIOCTIOPHH W AMITOAHIHH [1PH
3ApaBy T0GPOBONTUM HITH NPH APYIH FPYIH MALMEHTH ¢ H3KITIOYERHE Ha NauueHTH ¢ 0p0peuna
TPAHCIUIAHTALMA, TIPH KOHTO ¢¢ Halmonasa yeeludaraHe Ha BapHadHIHara MHHIMATHA KOHLIEHTPALks
{cpenno 0 — 40%) na uuknocopud. Tpabea na ce cOMHCTH CeaeHE HA HHBATa HA HHKTOCTIOPHH TTPH
naupenTy ¢ Sp0peuna TPAHCTIINAHTALMA, KONTO NPOBEXKAAT NSYEHHE C aMIOTAIIHA, 2 103aTa Ha
UHKIOCMOpHH TPAGRA Oa Ce HaManu, ako € HeoOXOARMO.

Cumeacmamun

EanoBpeMeHHOTO NpIIToKEHHE Ha MHOrOKpaTHM 103u 1o 10 mg amnopumie ¢ 80 mg cHMBacTaTHH BOOH
JI0 NOBUILABAHE HA EKCITIO3MUMATA HA CHMBACTATHH CLC 77% B cpaBHEHME ChC CAMOCTOATEMHOTO
TIPUNOKEHNE Ha CHMBACTATHH. J]03aTa HA CUMBACTATHH TPAGEA Ja ce HaMann Ha 20 mg JHERRO NMPH
NANWEHTH, TIPHEMALIH AMIOAHNHH.

B knuHMYHH npoy4BaHHUA 33 B3aHMOJASHCTBHATA aMITOQUTIHH HE NOBIUABE d,)apmaonHHeTuKaTa Ha
aropBACTaTHH, AMTOKCHH WITH Bapd)apldﬂ.

4.6 @epTHAHTET, HPpEeMEHHOCT H KbpMeHe

Bpemenunoer

VYnorpebara na Crxonpun KomGo ve ce npenopsusa 1o BpEMe Ha HhPhis TPRMECTDD Ha OpementocTia
€ NPOTHBONOKA3AHA 110 BPEME HA BTOPUA H TPETHA TPHMECTBD HA OPEMEHHOCTTA, e

Jluncea onuT 3a ynoTpe©aTa Ha TH3NHONPHA H aMIIOAWIIUA NpH OpeMEeHHH Ke
KOHTPOJHPAHH KNHHHYHH Npoy4BaHui. Brunpeky ToBa ynotpedara U HA OBET
BpEME HA BPEMEHHOCT UAH HE & MPenopLYBd, HITH € NPOTHBONOKA3aHa (3a crl
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BCHAKO BELISCTBO BHXTE NO-A01Y ).

Koraro ce ycraHOBH OpeMeHHOCT, NeueHneTo ¢se Cronpun KomGo 1pabsa na ce npeyCTaHosH
He3a0aBHO. AKo € HeoDX0IMMO, TpsOBa 3 ce 3aMoyuHe alTePHATHUBHA Tepanvia (8. Todka 4.4).

ITo Bpeme Ha OpeMeHHOCT He TpaOBa Aa ce 3anousa neueHue cvc Cronpun Kombo, Oceend koraro
NpoIbLBkaBaHETO Ha NeveHHeTo cbe Cronpin Kom6o TabneTku ce cMATA 32 HAIOXWTETHO, NALHEHTKHTE,
nnanpaiiy dpeMeHHocT, TpaGsa Ja NPeMHHAT Ha ANTEPHATHRAO AHTHXMITEPTEH3MBHO TEUEHHE, KOETO
¥Ma ycTaHoBeH npodnin Ha Ge30nacHoCT Ho Bpeme Ha GpeMeHHOCT.

Cevp3saru ¢ ausuHonpwl

VnorpeGara Ha ACE WuxubHTOPH He e NPeHopERHBa [0 BpeMe Ha ILPBUA TPHMECTLD Ha GpeMenHOCTTa
(8. Touka 4.4),

Ynorpe6ara va ACE uHxuGHTOpH € NPOTHBOMOKA3aHa N0 BPEME Ha BTOPHA H TPETHA TPHMECTBP (B,
Touku 4.3 1 4.4),

EniaeMuoioriiHNITE 10KAZATENCTBA OTHOCHO PUCKA OT TEPATOFEHHOCT crie exeno3uums Ha ACE
HHXMOUTOPM [0 BPEME HA ITHPRUA TPMMECTRp Ha OpeMeHHOCTTa He ¢a YOSAHTENHH, BRIPEKH Ye Malko
YBEHYCHHE HA PICKA HE MOKe fa Oble makmoueso. OCBeH KOraTo Nponb/kaBaleTo Ha TepanunTa ¢
ACE uuxuburop ce cMATa 32 HAUTOXKUTETHO, AAUMEHTKHTE, [IaHApalll OpeMeHHOCT, TpadBa aa
HPEMUHAT HA ANTEPHATHEHO AHTHXMIEPTEHIUBHO IEUEHHE, KOSTO MMa YCTaHOBeH Npodun Ha
GezonacHoCT 10 BpeMe Ha OpemenHocT. Koraro ce ycTaHOBH GpeMeHHocT, neucHneTo ¢ ACE
HHxHGuTOpY TpROBA Aa ce NMpeycTaHeBH HezaGaBHO M, ako € HeobXoauMo, TpAOBA Ja ce 3alovuHe
anTepHATHRHA Tepants.

HzpecTuo €, ue excnosuuuyTa Ha tepanna ¢ ACE naxuurtopn no speme Ha BTOPHS W TPETHA TPUMECTBD
Npeax3BHERa HETOTOKCHUHOCT PH xopa (HaManena 6uipeuna GyHKuma, OIMroOXUaPaMHNOH, 3abaBena
ocHHKaUMA Ha Yepena) H HEOHATANIHA TOKCHYHOCT (fu0peuHa HEAOCTATLYHOCT, XHIIOTOHWS,
xunepkaniuemus ) (Bx. Touka 5.3). Ipenopwusa ce exorpadicko wicaenBaHe Ha ObOpeuHaTa dyHKUHA U
uepena B ciyyall, ue ekcnozuupata Ha ACE uuxuburop e craHana npes ETOpHs TPHMECTLP HA
OpeMeHHOCTTA # cie]l TOBA. HoBOpoaeHHTE, YHUTO Maitku ca npueMani ACE unxnduropn, Tpabea na
©baaT HabnionasaHk BHHMATETHO 34 HATHYHE HAa XHITOTOHKA (B, TOUKH 4.3 n 4.4).

Cevpsanu ¢ amacdunuH

Be3onmacHOCTTa Ha aMITOANITHH 110 BpeMe Ha GpeMeHHOCT NpH Xopa He € YCTaHOBEHA.

B npoy4yBaHMs [pH KHBOTHY € HabJII0MaBaHA PEeNpoAYKTHEHA TOKCAYHOCT NPH BHCOKY A03H {BK.
Touka 5.3). Ymorpe6a no Bpeme Ha GpeMeHHOCT ce NpenopbyBa caMo Koraro Hiama rno-6e3onacHa
aNTepHATHBA M Korato fonecTTa caMa no cebe ¥ HOCH NO-TONAM PHCK 3a MaiKkaTa W naoaa.

Kupmene
Hama Hanu+Ha HHPOPMaLIMA OTHOCHO yoTpedaTa Ha MMIMHOTIPUN 110 BpeMe Ha KhpMeue.

AMIONMMHH e eKCKPeTHPa B KbpMaTa NPy Xopa. YacTra OT fo3aTa na Maiikata, Nony4eHa ot
KBLPMAYETo, & H3YHCIEHA C UHTEPKBAPTUIEH dHanasoH 3 — 7%, Ho He noseue ot 15%. EdexTnTte Ha
AMJIO/LHITHH NP KbPMAUETA HE €4 H3RECTHM,

Ynotpebara Ha Ckonpun Kombo He ce npenopbyBa No BpEMe Ha KBPMEHE, & C€ NPeAno4YuTar
AnTEpHATHBHY NEYEHAR ¢ 10-100pe YCTAHOBEHHM Npod UM Ha De30NACHOCT 10 BPEME HAa KBPMEHE,
ocobeHo MPH KbpPMEHe HA HOBOPOAEHO N TIPeKASBPEMEHHO poacHo bebe.

Deprinvrer
Jluncea onuT 3@ edieKTa HA JIMIMHOMPH U aMIOANNNH BBPXY deprunurera

KITHHAYHH NpOYYBAHUA.
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Cewpsanu ¢ amaodunun

Croduiasa ce 3a 00pariMy GHOXHMHYHY MPOMEHH B IABMYKHTE Ha CIEPMATO30MINTE NpPK HAKOH
MALKEHTH, NeKyBaHU ¢ OIIOKepH Ha KANLUHEBHTE KAHATH. KITMHHYHHTE IAHHH OTHOCHO NMOTEHLHANHWA
edexT HA AMAONUINH BbPXY PepTUANTETA ca HeAOCTATbYHK. B e1HO npoyysaHe Npy MbLXOBE Ca
OTKpUTH HexenaHH edexTr BepXy MbXkHa ¢epTiuTeT (BikK. Touka 5.3).

4.7 EdexTn Bbpxy cnocofHocTTa 33 modHpaHe v padoTa ¢ MATHAH

Cevpiant ¢ TusuHONpLI
[pu wodupane Ha NpeBO3IHY CpencTia UMK palora ¢ MaMWHK TpaOBA Az C& HMa JIPEABHA, Y€ NOHAKOra
MOe 1A ce TTOJYHH 3aMasHOCT HIH YMOPa.

Ceaspzanu ¢ amaocdunus

AMIOIATIMH MOXKe 11d NOBITHMAE B MAIKA CTENCH WM B YMEpeHa cTeneH crnocoOHOCTTa 3a wodnpane H
pabora ¢ Mawnny. [Ipy nauxedTH, cTpazaniy 0T 3aMasHOCT, rasefonie, yMopa Wiu rajeHe,
crioco0HOCTTA 32 pearupane Mowe aa Obie HapyweHa. [Tpenopeura ce NOBUINEHO BHAMAHKE, OCODEHD B
HAYAOTO HA JIEYEeHHEeTO.

B3 ocnosa Ha ropenznoskenoto Crkonpun Kombo Moxke Ja oKawe BIHAHNE BLPXY CNOCOOHOCTTA 34
wrogupade u padoTa ¢ MauHy (ocobeHo B paHHUA €TAN HA JISYEHHETO).

4.8. HexenaHH JdeKapeTseHH peaklHH

Tlo BpeMe Ha KOHTPONMUPAHO KNIMHUYHO npoyusate {n = 195) qecToTaTa HA HEKENAHUTE PEAKLHH HE €
MO-BHCOKA MPH Y4aCTHULIN, NOMyYaBallllt U IBETE AKTHAHE BEIIECTBA €AHOBPEMEHHO, OTKOJIKOTO NpH
NaUMeHTH Ha MoHoTepalks., Hexenannre peakuny CLOTBETCTRAT Ha CLOGILIABAHKTE TIPEH TOBA IPH
AMJIOAMMUH H/WW THzMHONPHI. Hexxenanure peakuiu 0OUKHOBEHO Ca NEKY, NPEXOANH ¥ PAIKO ca
OCHOBaHME 3a NPEKPATABAHE Ha IeucHreTo. Hall-uecTUTe HeXenaHu peakLiu Npy KOMOWHAIINATA ¢
rnasobonme (8%), xamnuua (5%) 1 3amagHocT (3%).

YecToTHTE Ca onpeieneHy cnopes cAEIHATa KOHBEHUML, MHOTO decTh (= 1/10), uectu (= 1/100 no

< 1/10), neuectu (= 1/1000 10 < 1/100), penxn (= 1/10 000 no < 1/1000), MHoro peaku (< 1/10 000), ¢
HEH3BECTHa YeCTOTA (OT HATHYHHUTE JIAHHH He MOke Ja Obae HanpaseHa ouenka). [1pu Beaka kateropus B
3aABUCHMOCT OT YECTOTATA HENKETAHNTE PEAKIMH e W3DPOABAT B HURXOAM U] pel N0 OTHOLIEHHE Ha
TAXHATA CEPHO3HOCT,

Tto BpPEME Ha HE3ABUCHUMOTO JIEHCHHE C TM3WHONPHIA H aMITQAMITHH ca ChOOINEHH CNeHUTE HEXelaHH
JIEKAPCTBEHH pCaKHiH:

\ Cucremo-opraHes Kjaac YecroTa HJIP npu au3aHonpa HJIP npu amaoaHnHH
Hapyuienns Ha KpLBTa B Penku Hamansagpake Ha
JaumdHaTa cHcTeMa KOHLEHTpalMsTa Ha
xemornobnna,

HaMaNsABZHE HA
CTOMHOCTHTE Ha
XEMATOKPUTA

MHoro TMoTHckaHe HA KOCTHHS
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penkH MO3BK, NEBKONCHHA
arpaHynoLHTO3a (BX.
Toyka 4.4), IeBKONIEHHUA,
HEeYTPOMNeHHS,
TpoMOOUUTONEHHA,
XeMOMHTHHHA AHEMHA,
AHEMHH,
nMQaneHonaTHH
Hapyuwienns Ha HMyHHATA Mmnoro ABTOMMYHHM HapyHIieHHA | ANeprUyHH peakuHH
CHCTEMA pelkH
C AHadwiakTHyHa/anauna |
HEM3BECTHA | KTOWAHA peakuma
4eCTOTA
HapyuleHus Hua Penxu Heapexpatsa cexpeuna
eHAOKPHHHATA CHCTEMA Ha aHTHIUYPETHYEH
xopmoH (SIADH)
Hapywenun na Muoro XunornuxeMnus XHnepriukeMns
MeTaGrAH3IMA H XPAHEHETO penxy
Icuxnuan HapymenHs Hewectn [TpomMenn B HHcomHus,
HACTPOSHUETO, ApOMEHH B
HapylUeHHA Ha ChHA, HACTPOCHHETO
XanrurHalHH (BKIIIOUUTEHO
TPEBOKHOCT),
AENMpecHa
Penku [Tcuxu4Ha 06bpKaHOB O6npKBane
C Henpecus
HEH3BeCTHA
4ecTOTa
Hapywenns Ha HepBHATA YecTH 3aMasHoCT, CBHIMBOCT,
cHCTEMA rnarobonne 3aMasHoOCT,
rnaso&onue (ocobeHo B
HAYaNnoTo HA
JeUeHHEeTO)
Heuectu Bepruro, Cunkomn,
napecTe3us, Tpemop,
JUcrey3ns JUcTey3nd,
XMTIECTE3HA,
napecTesns
Penku TlapocMiis (HapyieHUe
BbE BB3NPUATHETO 32
MHUPHC)
Muoro '_XHHBpTOHHH,
penKn nepudepHa HEBponaTYUA
C Cungon EkcTpanupaMHAHO
HEH3BECTHA Hapylwenne
4ecToTa
Hapymnenns Ba oyute YectH 3puTenHH HApYLISHHA
Hapywenuns Ha yxoro u Heuectn

naGupuuta
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Chpaeunn sapylleHHs YecTy | Tlannuranin
HeuectH MuokapaeHn HHGapKT, APUTMHHK
BBLIMOXKHO W BTOPHUSH {BKAIOUMTERHO
nopaau npexomepHa Bpanukapana, KaMepHa
XUNOTOHHMA NPH TaxHKapIan,
BHCOKQPHCKOBH NpenchpaHo MbXKAeHE)
NauHeHTH {BIK.
Touka 4.4),
TaxMKapaua,
NaNTUTaLHH
Mnoro MHokapaeH HHdapkT W
penku
ChaoBH HapyLIeHHA YecTu OprocratnyaH edektH 3auepsapaHe
(BRNIOUNTENHO
XMIOOTOHMA)
Heuectu LlepeOpopackynapeH Xunotonusa
HHLMAGHT, BL3MOKHO H
BTOpHYEH Mopaan
NpeKoMepHa XMIOTOHNA
NIPH BUCOKOPHCKOBH
NAUMEHTH (BIK.
Touka 4.4),
dernomen na Raynaud
MHoro Backynut ﬂ
pPeaKH
PecnupaTopHH, rpbaHH H HecTH Kannmua Jucnines
MeAHACTHHAJHH HapyHienus | Hedectn Punur Kawnnna,
| pUHMT
MHoro Bporxocnazem,
peakM ajlepruyen
anBeonnT/eo3nHodUIHA
MHEBMOHHA,
CHHY3HT
CToMaHo-YpepHHn YecTu Amapus, KopemHa Gonka,
HApYILEHHS NoBpPBILAHE rafeHe,
IHCTIENICHS,
NPOMEHEH HaBHK Ha
Hepeara (JHapvs u
3aMeK)
Heuyectn Kopewmsa Gosika, [ospbwane,
rajgexe, CYXOTa B yCTara
XpaHOCMMIATERHO
pazCTPORCTRO
Penkn Cyxota B ycrara I |
Muoro [Tankpeatur, [Nankpearur,
pelKH 4PEREH AHFHOSIEM racTpur,
FMHrUBanIHA
XenaTobMaIHapuu MHuoro Xenarut —
HADYLICHHSA peakm XenaTouenynapes uny
XOJeCTaTHUEH;
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HCBJITEHHLIA, HepHOAPOOHH
yepHoapoGHa EHIUMH**
HEOCTATBYHOCT (BK.
Touxa 4.4)
| Hapywmenus ia Komara Heuecrn Qbpus, Anonenus,
NOKOKHATE THKAH cbphex 00pusB,
eK3aHTEMA,
nypnypa,
NpoM#AHA Ha LBeTa HA
KOXaTa,
XHIEpXuapo3a,
cuplex,
KONPHBHA TPECKa
Penxw ITcopuazuc,
YpTHKapus,
anoneums,
CBPBXYYBCTBHTEMHOCT/aH
FHOHEBPOTHYEH OTOK:
AHMHOHERPOTUYEH OTOK
Ha NHUEeTO, KpaliHUIHTE,
YCTHHTE, 831Ka, IMoTHea
W/MnM napuHkca (8.
TOuKa 4.4)
Mnoro Tokcnuna enuaepmanda | Eputema myatugopme,
penxu HEKpOonH3a, aHTHOEOeM,
CHHAPOM HA CTHBEH- ekconnaTvseH
JIKOHCBH, JIepMATHT,
eputema myntndopMe, cuuapom Ha CTusbH-
nemuryc, JOHCEH,
XUNEPXNAPO3a, otok Ha KeHHke,
KOMEH NcesgonuMdom™ (pOTOHYBCTBUTENHOCT
C Toxkchuna
HEH3BECTHA ernuaepMAanHa
HeCTOTA HEKPOTH3a
Hapymenna Ha MyCicyJIHo- Hecru [Tonyeane Ha
CKeJ1eTHaTa CHCTeMa H TIIE3CHHTE,
CHLEAUHUTEANATS ThKAH MYCKYJIHH KpaMiiH
Heuectn Crasna Bbonxa,
MYCKYIiHa QOnKa,
Gonka B repha
Hapymenna Ha 6ufpeunre n | Yectu bubpeuna aucdyHrnus
[EMKO4YHHTE DbTHINA Heuectu 3arpyaHeHo
YPHHUDAHE,
HUKTYpUA,
[OBHIICHA YECTOTA HA
YpHHUpaHe
Penxu OcTtpa 630peyra
HEOOCTATBYHOCT,
ypeMH3l
| Muoro Onurypus/anypus
PeoKH
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Hapyuienns vua Heuectn HmnorenTrocr HMnoTeHTHOCT,
BLINPOU3IBOIUTEIHATA PHHEKOMACTHA
CHCTEMA U IbLPAATA Peaxn I"HHEKOMACTHA ]
O06mu Hapymenns 1 egexrn | Muoro uecth Orok
Ha MACTOTO Ha Npuaoxendve | Yectn VYMopa,
acTeHHs
Heyectn VYmopa, Bonka B repauTe,
acTeHHs Gonka,
HepasnoaoxeHie
Hacneawanna Heuecrn [loBuinena ypes B YpennuaBaHe Ha
KpLBTA, TETNOTO
NOBHILIEH KPeaTHHHH B HJ1 HAMANABAHE Ha
cepyMa, TETNOTO
XHAEpKaTHEMHU,
TIOBHIICHH YePHOIPOOHH
CH3HMH
Peaxu FloBuieH cepyMeH
SHTHPYOHH,
XMNOHATPHEMHA
* Croluiasa ce 3a KOMIIEKS OT CHMITOMH, KOHTO MOKe J1a BKIKYBA €/{HO HIH [10BEY€ 0T CNEAHHTE;

BUCOKA TEMTICPaTyPa, BACKYIIHT, MUAITHA, apTPanrua/apTpHT, NONOKHTENHH AHTHHYK/ICADHH dHTHTENA
{ANA), nopuliicHa CKOPOCT Ha yTanBaHe Ha HepBeHHTe KpbBHH kieTky (CYE), eosunodunua n
NeBROIMTO3a, 00pB, HOTOUYBCTBRTENHOCT MY APYFH AEPMATONOTHIHH MPOABH.

¥*¥  CnOTBETCTBA Hali-Beve Ha xonecrazara.

Jannute 33 GE30NacHOCT 0T IIMHWYHY NPOYYBAHHA MOKA3BAT, ¢ IHIHHOMPHA OGHKHOBEHO C& MOHACH
noGpe NP NeAUATPUYHA NOTYALNS © XMNIEPTOHN, 3 TM3HHONPHA 1Ma noaobeH npoduin Ha
0e30MacHOCT KATO TO3M iPW BHIPACTHM.

Crofuasage Ha NOA03UPARY HEKEIAHN PEAKING

ChofluaBaHeTo Ha NOAOIMPAHY HEKENARY Peakn CNesi paspeasake 3a ynorpeba Ha JlekapeTBCHHS
npoayxT ¢ sakuo. ToBa 03BOAABA 12 HPOXBIKY HaGA0NEHHETO Ha CLOTHOLIEHHETO NON3Y/ PUCK 32
AekapeTBeHud npoAyKT. OT MEAULUHCKUTE CTISLMAINCTH CE U3NCKBA A3 ChODLIABAT BCAKA MON03NPAHE
HeXeNaHa peakius Upes:

H3nbnHATENHA areHuds No AekapeTara

yi. JHamsau UCpyer” No 8

1303 Codus

Ten.: +359 2 8903417

yebeaiit: www . bda.bg.

4.9 [Ipesosupaue
Hsima nanuH 3a npeposipaune opu xopa cbse Cronpun Kombo tabneTtiu,

Bwe apuika ¢ npedosupanemo Ha AU3UHORPUL
Hain4ng ca orpaHiyeHy JaHHN 32 NPSIO3UpAHe NPH Xopa, CAMATOMYUTE, CBBP3AHHN C NIPEIO3Hpane Ha

TPEBOKHOCT H KAIITHIIA,
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TIpenopbYHTENHOTO JIEUEHHE pH NPeNo3HpaHe ¢ HHTpaBeHo3Ha uHy3ug HA HopMmaneH QU3HONIOrHYEeH
PazTBOP. AKO HACTHAM XHEOTOH#MA, HAUMEHTHT TpAdea Aa Oble NOCTaBeH B IIOKOBA NO3UUNA. AKD €
JOCTBITHO, MOXe [1a ce 0OMUCIIH H NpHiaraHe Ha JicdeHue ¢ hHdy21d Ha aHrHoTeH3uH 11 w/unu
WHTPABEHO3HHM KATEXOAAMUHEH. AKO TabneTkaTa e O1nA rIBTHATa HACKOPO, B3EMETE MEPKH, HACOYEHN
KBM €TUMUHUPAHE HA THIMHONPUN (HANp. NOBPbIANES, CTOMAIHA NPOMKBKA, Npyunarane Ha abcopGenth
u Hatpues cyndar). JlusuHonpua Moxe aa 6bae oTcTpaHeH o7 o0IOTe KPREOOOPAIlEHHE Ypes
XeMoaxnanHza {Bxk. Touka 4.4). Tepanus ¢ nedcMefikbp € MOKA3aHa 3a PE3HUCTEHTHA HE TepPanus
Opaauxapzua. JKu3ieHUTE NOKA3ATENH, CEPYMHUTE SNEKTPOARTH W KOHUEHTPALMNHTE Ha KPEaTHHHH
TpAGEa na ce cneaar Yecro,

Buve spvika ¢ npedozupanemo na amiedunuy
OnHTBET ¢ YMHIUICHO IPENo3upaHe MPH X0pa € OrpaHHYeH.

CHMNTOMH

HanuyHiTe AaHHW NOKA3BAT, Ye 3HAUHTEIHOTO Npeno3ipane MoXe Na J0BEAE A0 NPeKOMepPHA
nepudepHa Baz0O/IHIATAIMA W BBIMONHA pediexTopHa Taxukapous, Hma ceofilenns 3a n3paseHa u
BEPOATHO NPOABIKHTENHA CHCTEMHA XHNOTOHHSA, IOCTHTAMIA 10 H BKIEOUBALLA V10K ¢ daTaneH U3Xon.

Hexapanorenen GenonpodeH oTok ce cpoblIaBa PAAKO KAaTO MOCASANLA OT NPeRO3MPAHE ¢ AMIONNITHH,
KOHTO MOXKE Jia Ce NPOsABH che 3abaBerHo Hayano ua edexra (24-48 uaca cnel NOrMBILAHE) U A4 HIHCKBA
M3KYCTBEHa BERTHRALMS. PaHHUTE PeaHHMALMOHHH MEPK# (BKITFOYHTENHO HATOBAPBAHE ¢ TEUHOCTH) 32
NOAALPKANE Ha Nepihy3naATa N CLPASUHNR 1e0HT MoraT Ja ObAaT yekopABailld (pakTopu.

JleueHue

KauHuM9yHO 3HauMMaTa XUNoTOHWA, IBJKAINA Ce Ha NPEA03HPAHE HAa aMITOAMITHH, H3HCKBa AKTHBHE
ChPAEHHOCHAOBA TO/UIPBIKKE, BKTOYHTEITHO YECTO CIENEHE Ha ChPASUHATA U IMXaTeNHaTa (yHKUMA,
NoBAMraHe Ha KpalfHHUMTE ¥ BHUMATENHO clledeHe Ha 00eMa Ha UHPKYMMPALLNTE TEUHOCTH W OTASNEHATa
ypurua.

Ynorpe0aTa Ha BA30KOHCTPHKTOP MOXKE JIa IOMOTHE 33 BB3CTAHOBABAHE HA ChIOBHA TOHYC M KPBBHOTO
HanAraHe, AP YCACBHE Y€ HAMA NPOTHBONOKA3AHHA 34 yroTpedara My. MHTpaBeHO3ZHOTO NpHIoxenye
Ha KaNMes IIIOKOHAT MOXe fa Oblie OT NoNia 3a eIMMHHNpane ha edexTuTe oT OIOKUpaHETo Ha
KallIHEBHT¢ KAHATH.

B HaKOM Ciyuad MOXKE /12 € YMECTHO JIa C€ HarpaBH CrOMalllHa NPOMHBKA. Y CTaHOBEHO e, e ynorpebara
Ha 2KTHREH BLIJISH N0 2 Yaca cheld npunarade wa amnonumus 10 mg npi 3npask noSposonuy namanaea
cTeneHTa Ha abcopbuis Ha aMInoAWMUH,

Tlopaau BUCOKATa CTENEH Ha CRbP3BAHE HA aMTOAMTIMH C IPOTEHHHTE NHATH3ATA BEPOATHO HaMa Ja Oble
OT mon3a.

IIpedosupanemo cve Cronpun Kombo Moke Ia noBeae 10 APeKOMepHa Neprud)epHa BA3OANIATALNA C
HapazeHa XUIOTOHUS, [IMPKYNATOPEH ILOK, ENeKTPONUTHY Hapyends, Gb0peuna HeioCTaTLYHOCT,
XHMNEPBEHTHIALNA, TAXHKApANA, cChpuelneHe, OpajuKapans, 3aMasHOCT, TPEROKHOCT H KALLNHLA.
Tpenopbusa ce NposexIaHe Ha CAMNTOMATHYHO fieveHHe (1OCTABAHE HA MALMCHTA B JIETHANO
NOAOKEHHE, ClHEIEHe H, KOTaTo € HEOGX0IHMO, NOANBLDKAHE HA ChPASHHATA U AUXATEIIRATA DYHKUMA,
KPBLBHOTO HANATaHe, OanaHca Ha TEYHOCTHTE, €NEKTPONIHTHHA (ANaHC U KOHLUEHTPALMHTE Ha KPEAaTHHUH).
B cayuait Ha Texxa XHNOTOHHA JOMHHUTE KPaliHHUH TpaOBa Ja €& NOBIMIHAT H, KOTATO MHTPABEHO3HUTE
BiIHBaHMA HE MTOKA3RAT 3a00BONHTENCH PE3YNTAT, MOKE A C& HATOKH NPOBEKAAHE HA TOANLPKAILO
Ne4EHHE upeR BLBCKAAHE HA nepudepHH Ba30NpEcOPHH CPECTBA, OCBEH AKO HAMA NIPOTHBOMOKA3AHUS 38

aurnoreHsuH I1. MHTpaBeHO3HOTO NPUIOKEHHE HA KAILIMEB TNIOKOHAT MOKE A4
eMHMHUHHpaHe Ha eeXTUTe oT BNOKUPAHETO HA KATIIHEBHTE KaHAH, .
Jin3unonpun Moxe na ObAe OTCTpaHeH OT CHCTEMHOTO KpLBOOOPALLCHHE YPE, fdld Bpche
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na jvany3a Tpa0sa oa ce H3DATBA H3NON3BAHE KA MONTHAKPHIOHHTPHIHN BHCOKOIPONY CKITHBH
MeMOpaHH.

5. @®APMAKOJIOrHYHH CBOHCTBA
5.1 dapmakoaHHAMHYHH CBOHCTBA

GapmaxoTepanesTydna rpyna: ACE HHXUOHTOpH 1 ONOKEPH HA K&ILHEBHTE KAHAMM, TM3HHOMPHN H
amnoaunun, ATC kon: CO9BB03

Cronpun KomGo e xoMOuuaims ¢ GUkcHpany A03H, ChABLPIKAENA AKTHRRUTE BEIIECTRA IM3HHONPUI H
aMIOMHITHH.

JIMzaHONpHI

Mexannibm ua neficTene

JInsuHonpun e HHXMOUTOp Ha ReATHAMI AdnenTHaaza. Tol HHXHOHPA AHMHOTEH3HH-KOHBEPTHPALIHA
en3uM {ACE), koiiTo kaTanu3ypa npeBpplIaHETO HAa AHTHOTEH3MH | #BB BA30KOHCTPHKTOPHUA NENTH]
anrpoTerzdn [l Aurnotersvd Ll cruMynupa v CeXpenMaTa Ha anJOCTCPOH OT KOopaTa Ha HanOudpeunTe
sknesu., Muxubupanero Ha ACE Boawu 10 NOHMMKaB2HE HA KOHUEHTPAUUATAE HA AHrHoTeH3HA 11,
BCJICACTBHE HA KOETO & HANKLE NNOHWKARAHE HAa BA3ONPECOPHATA akTHBHOCT M HAMANABAHE Ha
cexpenMsTa Ha anfocTepod. IloceaHoTo CNOMEHATO HAMANABAHE MOXKE 1A NoBee 10 NOBHIIABAHE HA
CepyMHAaTa KOHLEHTpalua Ha KalHii.

DapmMakoIHHAMHYHH edeKTH

Makap aa ce CMATA, Y€ MEXAHU3MBT, Ypes KOHTO JHIMHONPHIT MOHMKABA KPLBHOTO Hataraxe, €
MPeNMMHO NMOTHCKAHE HA CHCTEMATA PEHUH-aHMHOTEHIUH- AN JOCTEPOH, THIMHONPII €
AHTHXHHEPTEH3MBEH AOPU IPH HALMEHTH C XMIIEPTOHHA ¢ HUCKH HHBA Ha pedmnH. ACE e uaeHTHueH Ha
eH3MMa kHHaza H, koiiTo pasrpaxna OpanHkuHKH. Tpeacron aa e M3acHH AANH NOBHIIEHWTE HHBA HA
OpaaMKuHHH, MOLICH BA30AHTATATOPEH MENTHA, MIPaAT POJIs B TEpAneBTHYHHTE edeKTH HA TH3HHONPHIT,

Knuduuna edukacHocT ¥ He3003CHOCT

EdexTbT Ha NTM3AHONPUT BBPXY CMBPTHOCTTA H 3a001eBAEMOCTTa NIPH CHPAEUIHA HEAOCTATHYHOCT €
fpOyUeH Ypes CPpaBHABAHE HA BHCOKA 1033 (32,5 mg un 35 mg BeAH®H AHEBHO) ¢ HHCKaA po3a (2,5 mg
WM 5 mg BenHBK JHEBHO), B poyusaHe ¢ 3164 mauneHTH Che CPeleH NEPHO Ha IpoCigasane

46 Mecena 3a MpekUBETTE NAIMEHTH BUCOKATA N03a IH3HHONPIIT BOAK 10 HAMANABAHE HA PUCKA B
rkoMOMHKpaHaTa kpalfHa ToUKa HA CMBPTHOCT MO BCAKAKBA NPHUMHA H XOCTIUTANH2ALMS NIOPaAH BCAKAKBA
1puyuHa ¢ 12% (p = 0,002) 1 no HaManABaHe Ha pHCKa OT CMBPTHOCT MO BCAKAKBA IPHYHHA W
XOCTTUTANH3ALIMS NOpaiM ChpASHHOCkLAoBa npiyuHa ¢ 8% (p = 0,036) B cpaBHEHHE C HICKaTa 4034,
HaGnropaeanu ca HaMansggaHe HA PHCKA 0T CMBLPTHOCT No Beskaksa nprwnba (8%, p=0,128) w
cbpaedHoCbaoBa cMBpTHOCT (10%; p = 0,073). [1pn post-hoc ananu3a SpodT Ha XOCMTHTAAH3ALHNTE
nopany Cbpje4Ha HeJ0CTATEUHOCT ¢ Hamanan ¢ 24% (p = 0,002) npu nauHeHTHTE, JEKYBAHH C BHCOKA
1033 IH3IWHOMPUIT, B CPABHEHME C JIEKYBAHHTE ¢ HHCKA 1033, CHMNTOMATHUHKTE HON3KM OPH TAUMEHTH,
NEKYBAHH ¢ BUCOKM W HUCKH J103H JIM3UHOMIPKUI, ca Noao0HH.

Pesyitarute oT npoyYBaHeTo nokassar, ye obLNTe Npo@HNM Ha HEXENnaHuTe ChOMTUA TTPH NAUHEHTH,
JIEKYRAHH ¢ BHCOKA WM HHCKA 11032 JIM3HHOTIPK, Ca MOACOHH KaKTO N0 eCTECTBC, TaKa W N0 6pou

[Mpeasunumure cenTrd B pezyntat Ha urxubupanero Ha ACE xato xunoToHHs
OBOpevna hyHKUMA ce MOANABaT Ha JICYeHHE H PAIKO BOLAT 10 NPEeKpaTABaHe Ha




HHCK& 003a.

B uznmureanero GISSI-3, koero n3nonssa 2x2 gaxroprenc An3aiiH 3a cpaBHABAHE Ha eeKTHTE Ha
JIU3MHOMPHA ¥ MULEPHIT TPHHHTPAT, TPHEMaHK CAMOCTOATEIHO HITH B KOMOMHALM B NPOIBIDKEHHE Ha
6 cenMHLUH, COPAMO KOHTpoaa npu 19 394 nauueHTH, NpW KOUTO JIGUEHHETO € MPUIArado B pAMKHTE Ha
24 vaca cnen ocTup MHOKapaeH HHDAPKT, THIHHONPHA BOIH [0 CTATHCTHYECKH 3HAYMMO HAMANsdBaHE Ha
pucka ot cMbpTHOCT ¢ 11% cnpamo koatponara (2p = 0,03). HamaiapaHeTo Ha pHcKa ¢ TMKULIEPHI
TPHHUTPAT HE € 3HA4YKHMO, HO KOMOHHBAUMATA Ha TH3HHOIPUA M THUSPIN TPHHUTPAT BOAH 10 3HAYHMO
HaMaNARAHE HA PHCKE OT CMBPTHOCT ¢be 17% cnpamo xontponara (2p = 0,02). B noarpynure na
MaUEHTHTE B CTapYecKka Bb3pacT (Be3pact > 70 NOOHHM) H NallHeHTHTE OT KEHCKH [0, IpeIBapUTEIHO
onpeiencHd KaTo HAMOKEHH HA BHCOK PUCK OT CMBPTHOCT, e Habnofaga 3Haquma nonsa npu
KoMOUHHpaHaTa KpaiiHa TOYKa 32 CMBPTHOCT W chpicyHa dyukis. Cnen 6 Mecetla koMOGHHIpaHaT4
KpaiiHa TOYKa 33 BCHYKH [ALUMEHTH, KAKTO M 33 BUCOKOPUCKOBHTE MOArPYITH, CBL0 NOKA3BA 3HAYHMA
NO/34a 32 NEKYBAHHTE C JTHIMHOMPEIT HITH JTH3MHONPHI TUTI0C TNHLEPHT TPHHUTPAT B NPOOBIKCHHE HA

6 cenMHLIA, KOETO O3HANABA, Ye IHIHHONPUI UMa NperaHTHBEH ediekT. Kaxkto 61 ¢e oyakpano Npu BCAKO
TeyeHHe ¢ Ba30ANIATATOD, NOBHILEHATA YECTOTa HA XMHOTOHKA W Ov0OpetHa AHChYHKUNA € CEbP3aHa ¢
JE4EeHNETO ¢ JH3IHHOMOPHI, HO HE € CBLP3aHA ¢ NPONOPLHOHATIHO YBENMYABAHE HAa CMBPTHOCTTA.

B aBoliHO-CiIAR0, pPAHAOMW3HPAHO, MHOTOLEHTPOBO MPOYUBAHE, CREaBHABALIO NH3HHONPHA ¢ 6N0Kep Ha
KanugeBHUTE KaHAAW TIPH 335 yYACTHHUN ¢ XMACPTOHUA W CbC 3axape AuadeT THh 2, KakTo U ¢ Havanna
HegponaTys, XapakTepu3Hpalla ce ¢ MHKpOanGyMHHYpH, iMsiHonpun 10 mg po 20 mg, Npunaran
BE/IHbK JHEBHO B HPOIBIKeHHe Ha |2 Mecela, HAManaBa CHCTONHOTO/AMACTOMHOTO KPhBHO HAMACAHE C
13/10 mmHg, a ckopocrTa Ha ekckpeuus Ha anbyMuH B ypunara — ¢ 40%. [Mpw cpasnenne ¢ 6nokepa Ha
KaNUHEBHTE KaHaH, KOHTO BOAM A0 TOACOHO MOHHkKABAHE HA KPLBHOTO HANATAHE, NEKYBAHHTE C
AM3HHOAPM)1 HOKA3BAT 3HAYUTENHO NO-TONAMO HAMAIABAHE Ha CKOPOCTTA HA EKCKpeuHs Ha anGymuH B
ypvHara, KoeTo e aokasarenctso, ye ACE naxubMpallioTo A¢ACTBHE Ra NH3HHONPHN HAMAABE
MHKpPOANGyMUHYpPHATA 4pe3 AMPEKTEH MEXAHH3BM BBPXY OBOpeUHHTEe ThKAHH B /I0NbIHEHNE KbM edeKTa
Ha NOHHXKAaBAHE HA KPBBHOTO HAIATAHE.

JleyeHHeTo C NMU3MHONPUA HE 0KA3BA BIIMAHUE BHPXY NIHKEMHUYHUA KOHTPOM, KAKTO ce BHXIa OT funcara
Ha 3HAYMM edeKT BBPXY HHBATA HA rMKUpaHus xemornoGuu (HbA.).

Cpedcmea, nogIuséaytl Per uH-AHEUOMCHIUHOBAMA CUHCTHEMA
Kom&uunpanara ynorpeda na ACE wHxubuTOp ¥ Ha anrdoTeH3HH 11 peuentopen 6nokep € H3Ce1BaHa B
ABE roJieMH PaHAOMH3MPaHU KoHTpostipany uanuteanua: ONTARGET [ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texyiluo rnofanHo #inuTBane 3a KpaiHK
TOYKH HA TeJIMHCAPTAH, TPHIOKEH CAMOCTOATENHO M B KOMOMHaNMs ¢ pamutipuin] n VA NEPHRON-D
[The Veterans Affairs Nephropathy in Diabetes — npoyuBane 3a pasgHBaHeTo Ha HedpornarHs npu
Anabert, mposeaeHo oT MUHUCTEPCTROTO Mo BBOpPOCHTe Ha BeTepannte B CAHI].

Hanureanero ONTARGET e uporeaeHo npy NayMeHTH © aHaMiS3a 32 ChpaciHOCHA0BA WK
MO3BLYHOCHA0BA BONECT MM 3axapeH AnabeT TN 11, cBLP3aHK ¢ yRpexknaHe Ha opranute. M3nuTBanero
VA NEPHRON-D e npoeeaeno npu nauuentH ¢ auaber Ton 1l u arabetna Hedponaths.

Tesn MpoyuBaHUa He NOKAIBAT IHAUUMK G61aronpHaTHY edeKTH BbpXY NOCIeIHUMTE 3a GLDpeltTe W HITH
ChPACHHOCHIOBATE CHCTEMA M CMBPTHOCTTA, KaTo ChIIEBPEMEHHO € HANHLIC IIOBHIIEH PHCK OT
XHIEPKAIHEMHEA, OCTPO yBpekAaHe Ha ObBpeunara ¢yHKUHA W/iIn XMIOTOHHSA B CPABHEHHE C
sMoHorepanuaTa. Kato ce Mmar npensun cxoaHHTe $apMakoaHHaMHUHH CBOMCTEA, TE3H PE3yATATH ca
npuanoxumu M 3a apyrn ACE uaxnoutops 1 anruoTeHsuH 1 peuentopHu 6noxepu.

SIHOBPEMCHHO NPY NANMeHTH ¢ NnabeTHa HedponaTha.
Llenrta na uznursanero ALTITUDE (Aliskiren Trial in Type 2 Diabetes Usi
Disease Endpoints — n3nuTeaHe, NPOBEEEHO ¢ ANWCKUPEH, MPU NAUKHEHTH ©
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Ha ChPASYHOCHAOBH 1 ObGpeurn 3abonABaHig KATO KpalitHH TOUKH) € 1a M3CIeEBa [101138Ta OT
A00aBAHETO Ha ATHCKUpPeH kuM cTaHaaptHa Tepanusd ¢ ACE unxubutop mnu anruotensun Il penentoped
Gnoxep npy nauuent! ¢ apaber Tun 2 v xponniHo Gulpeuano 3abonsnare, CHPASHHOCHAOBO 3ab0nABaHe
Wi ¥ ABeTe. M3MMTBaHETO e NpeKpaTeHo NpekISBpeMEHHO NOpalH NOBUILIEH PHCK OT HEXETaHH
peakunh. BpoAT Ha cMBPTHHTE CAYYaH MOPafi CHPJACHHOCHAORA TPHUYHHA U HA CAYYAUTE HA UHCYT €
YHUCASHO NIO-rofAM B rPynaTa ¢ ATKCKMPEH & CpaBHEHMe © TPYNaTa Ha nnauedo, karo 3HaYHMHTE
HEJKENAHH PeaKuiy i CEPHOHHTE HEXENaHH ChOMTHA (XMNEPKATHEMUS, XHITOTOHHA U OhOpeuHs
IHCchYHKLMS) CBLLIO ca MO-4ecTH B IPyNaTa ¢ ATHCKHPEH, OTKONKOTO B IpyNaTa Ha naauebo.

[NenuaTpuuHa nonyIalus

B xnmHHMYHO MpoyYraHe, BKIIOYBALIC | 15 neqHaTpHyHy NALMEHTH C XMICPTOHHS HA Bb3PacT

6 — 16 ronuuy, naugenture ¢ terno nog 50 kg ca npuemanu 0,625 mg, 2,5 mg nnu 20 my pusndonpun
BeNHLXK JAHEBHO, a NalHeHTH, YyheTo Terno e 50 kg wnn noseue, ca npuemany 1,25 mg, 5 mg unu 40 mg
TNU3MHONPUN BEAHBLXK AHEBHO. Cnea 2 ceIMHUM TH3MHOMPHIL, MPUIAraH BEAHDbK AHEBHO, NOHMKABA
MHHUMATHATA CTOHHOCT HA KPLRHOTO HANATAHES 110 A0303aBHCUM HAUMH, C NOCTORHNA
AHTHXHMCPTEH3HBHA e(pCKTHERHOCT, IEMOHCTPHpAHA NPH 1031, no-ronemMy ot 1,25 mg.

Tozn edrext ¢ noTRLPACH BuB (azaTa HE OTTErIfHE, KOTATO AUACTONHOTO HANATANE CE fOBUINY ¢ OKOO
9 mmHg noeeye npu naUHEHTHTE, paHAOMH3HPaHH HA MTalebo, OTKONKOTO MPH NAUWEHTHTE,
PaHOOMU3HPAHH & POOALIKAT JECUYCHHUE CBC CPEOAHUTE H BUCOKHTE A03H JIH3NHOIIPHN. ,ﬂ0303aBPICHMPIHT
AHTHXUMEPTEHINRER eeKT HA THINHONPHUN € NOCTORHEH B HAKOMKO AeMorpadcku NOArpyny: no
BB3pacT, craavi Ha TaHep, nos W paca.

AMIOAKHTIHH

AMIIOMNIIHH € HHXHOUTOP Ha uHGITYKCa HA KaNuHeBHTe HOHH, NPHHALNEXH KBM rpyriaTa Ha
AMXKHAPONUPUAHHKTE (ONoKep HA O4BHMUTE KAHAIM WIW QHTATOHWUCT HA KanuMesute HOHW) U UHxubupa
TpaHcMeMOpaHHK: MHPIYKC HA KaniMeRH HOHM B raakaTa ChpAevHa H CbA0BAa MYCKYAaTypa.
MexanH3MBbT Ha AHTHXMNEPTEH3UBHOTO JEHCTBHE HA aMIOIHNUH CE ABKH HA JHPEKTCH OTILYCKal
ehekT BLPXy rnaaKara CbIoBa MyCKYNaTypa.

HauunsT, no koiiTo aMNoAHAMH 0GNeKuaBa CTEHOKAPAHATA, HE € HAITBJIHO M3SICHEH, HO aMJTOAHMHH
HaMansga o0LIOTO UCKEMHUYHO HATOBAPBAHE YPE3 CEIHHTE JiBa MEXaHH3MA:

- AMIOAMIMHH NpelU3BHKBa AWIATALMA Ha [TepHhepHUTE apTEPHOIH H Taka peaylinpa o61oTo
nepupepho cHIPOTHEREHNE (Cel HATOBAPBAHETO), CPELLY KoeTo chplero paSoTh. Tl kaTo
ChplgeuHaTa YECTOTa OCTaBa CTA0WHA, TOBA OTOPEMEHARAHE HA ChPUETO HAMANARA @HEPTHAHATA
KOHCYMAalUsl H KUCIOPOIHHUTE HYXKAH HA MHOKAPAA.

- MexaHH3IMBT Ha NCHCTBHE Ha aMAO/MITUH BEPOATHO BKIOYBA AHNATAUMS HA [NIABHUTE KOPOHANHU
apTepHH W KOPOHAPHUTE APTEPHOIH, KAKTO B 3/IPaBUTE OONACTH, TAKA B OOJIACTHTE ¢ HCXEMHYHH
Ae3nn. YBeNnHYeHaTa iMNaTaliA Ha KPbBOHOCHHTE ChIOBE MOBNIIABA JOCTABKATA HA KHUCIOPCA
KbM MHOKapaa B CNy4ail Ha KOPOHApPeH apTepuaneH cnasbum (anruya Ha Prinzmetal wiv sapuanTHa
CTEHOKApAMA).

Ipu nauMeHTH ¢ XUNEPTOHKA TTPUAMKEHHETO BEIHEX THEBHO OCHIYPABA KNHHWYHO 3HGUHMO
NOHKWKEHHE HA KPBBHOTO HANATAHE KAKTO B JIETHATO, TAKA H B H3MPABEHO TIOJI0KEHHE, 34 HHTEPBRAN OT
24 yaca. [Nopanu 6asHOTO My Hadas0 Ha NelCTBIE OCTPATA XHNOTOHWS HE € XapaKTepHa 3a
MPUIOKEHUETO HA AMTOIHITHH,

anJ'[O}KCHHeTO Ha aMNIOAHITHH BSAHDXK AHEBHO MPH MAOHESHTH CBC CTEHOKADAH
BpeMe Ha (IJH3H‘<]ECKO HATOBApPBAHE, BPEMETO J0 HAYANOTO Ha CTEHOKAPAEH TP g?é
o
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nenpecua Ha ST-cerMeHTa ¢ 1 mm, KaTo HAMATABA KAKTO YECTOTATa HA CTEHOKAPAHHMTE NPUCTHIIN, TAKA H
HY>(I2TA OT NPHEM Ha TaONEeTKH RUTPOrMUUEePUH.

AMJOIHNKH HE Ce CBBbp3Ba ¢ HHKAKBH mMeTaboIuTHH HeXKeNaHH peakuHy HITH [TPCMEHH B [MNA3MEHUTE
JTHWAK H € NOAXOOALI 33 NE€UYCHHUE Ha MATUEHTH C 6p0HXHaJ1Ha acTMa, 3axapeH nuaber u nogarpa.

Copdeuna HedocmamuvyHocH

XeMOAMHAMWYHH W3CNEABAHHA W KOHTPOIHPAHH KIMHHYHE U3MHTBAHHA HA MALMEHTH CbC ChPAEUHA
HeaocTaTbyHoeT oT Knac H — 1V no NYHA, B KONTO ¢ BKIO4EHO PHIHUECKO HATOBAPBAHE, AOKA3BAT, He
AMJIOAMIKH HE € BIOUIMI KTMHUYHKSA CTATYC Ha TTALHEHTHTE, OLEeHeH Bb3 OCHOBA HA CNOCOBHOCTTA 3a
H3BLPIIBAHE Ha du3HUecka AeiiHOCT, PakUuNaTa HA M3TNACKBAHE HA NABATA KAMEPa ¥ KIMHWYHATS
CHMNTOMATHKA.

B naaueGo-konTponipano npoydeade (PRAISE), nposefeHo Npy MaLMeHTH CBC CbpASYHA
HegocTarsuHoct ot knac 111 - IV mo NYHA, npuemain auroxkcud, anyperiuu H ACE nuxuduTop,
crnoMaratensara ynorpefia Ha aMIIQAMITMH HE BOAH 10 NOBHIIEHA CMEPTHOCT HITH KOMOHMHHpaHa
CMBPTHOCT H 33001€BAEMOCT NPH NMALMEHTHTE ChC ChPACYHA HEIOCTATLYHOCT.

B 0BATOCPOHO, MNaied0-KOHTPONNPAHO MPOCNeAABaIo HIMUTBaHe Ha ammoaunud (PRAISE-2),
NPOBRSASHO [IPY MALKEHTH CLC CHPASUHA HenocTaTbunoct ot Knac 1 — IV no NYHA §e3 knunnany
CHMIITOMH HJIM IMATHOCTHYHY CHODIIEHHSA 32 UCXSMHYHA GONECT Ha ChPLETO, AMNOAHAKMH 3a84HO ¢
thukcupana 1032 ACE HHXHOUTOPH, ChPAEUHH MMHKO3HIH H IHYPETHUH HE OKA3RA HHKAKBO BIMAHKE
BBPXY 0OLIATA CLPAEHHOCHI0BA CMBPTHOCT. B chillaTa rpyna nauMeHTH aMJI0AHITHE Ce CBLP3Ba ¢
yBeNnuteH Opoli cvobiuieHd cinyyan Ha 6enoapofeH OTOK.

Hanumeane Ha aHMICUNEDIEN3UGHO U TUNUGOROHUNCAGAULO TEUEHUC 30 NPOGUIAKIMUKA HA CoPOeYeH
npucmun (ALLHAT)

[TposeneHo e PaHAOMHUIAPAHO, ABOHHO-CIAMNO, OLEHABALLO 3af01eRAEMOCTTA H CMBPTHOCTTA NPOYHBaHE,
HapeveHo , M3NUTRAHES HA AHTHXUNEPTEHINBHO U ARNMMAONIOHNKABAIIO NEUeHNE 33 NPO§UNaKTHKA Ha
cbvpaeucH npHeTe™ (ALLHAT), 3a cpaBHABAHEe HA MO-HOBHTE JIEKAPCTBEHH TEPANUK: aMAOAMITHH

2,5 - 10 mg/nen (Briokep Ha kaluuerUTe KaHanu) Unn muavHonpun 10 — 40 mg/nen (ACE waxubutop)
K&TO TEpPanMH OT AbPEA JIMHHA CIPAMO JICYEHHE C THA3UAHMA QUYPETHK XIOpTanuion 12,5 — 25 mg/nen
MPH NEKA A0 YMEPEHA XHNEPTOHHA.

061w 33 357 nauMenTH ¢ XMNEPTOHHA HA BL3PACT 35 rogMHY MM NO-BLIPAacTHH ca Suiu
PAHAOMH3MPAHH H IPOCAENSHH cpeaHo 3a 4,9 roquHu. [TauHeHTHTE ¢a dMalTH Hali-Manko OLle €AHH
pHckoB takTop 3a UBC (HcxeMmuuda Gonect Ha CLPLETO), BKAKUYHMTEIHO NPEAX0AeH MUOKapieH HH(aPKT
Wiy MHCYAT (> 6 Mecela Npeay BXNIOYBAHE B TIPOYYBAHETO) WIH JOKYMEHTHPaHa Apyra
arepocknepotiuna KCB (koponapHa csaoera Oonect) (obwmo 51,5%), anaber tun 2 (36,1%), HDL-

C < 35 mg/dl (11,6%), nesoxamepHa xunepTpodus, AUATHOCTULMPAHA C ENEKTPOKAPAROTPAMA UK
exoxapavorpadckn (20,9%), Tekyuo troTioHonywene (21,9%).

IMbperyHaTa KpaiiHa Touka e cbueTadue oT dhatanHa MBC win neparanen muoxapaes nudapkr. Hava
3HAYMMa pa3/liKa B MLPBMYHATA KpaiiHa TOUKa MEX/y TEPan|ATa HA OCHOBATA HA aMJTIOJIMIIMH H Ha
ocHopara Ha xjopranigod: RR 0,98; 95% JH: 0,90 - 1,07; p = (,65. Cpen BTopndHunTe KpafiHH TOYKH
UECTOTATA HA CHPIAEYHA HEIOCTATLYHOCT (KOMIIOHEHT HA ChCTABHATA ChPACHHOCHA0BA KpaiiHa TouKa) e
IHAMKWTENHO TIO-BUCOKA B TPYNATA HA AMIOIMITHH 8 CpaBHEHKE C Mpynara Ha xaopranuaoH (10.2%
cnpsaMo 7,7%:; RR: 1,38; 95% JH: 1,25 - 1,52; p < 0,001). Bee nak AaMa 3Ha49HMM3 ;ﬁm’q_ﬁﬁ\
CMBPTHOCTTA 110 BCAKAKBA NPUYVHA MEKAY TEPanMsTa Ha OCHOBATA Ha aMIOAM n/ B (ﬂ%‘& @,
xnoptanuaoH: RR 0,96; 95% JIH: 0,89 — 1,02; p = 0,20. ﬁ%q\ y

o A
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l'[egna'rgutma nonyaanHd (Ha BLE3pacT 6 TOAMHH U NOBE4E)

[p# npoyuraHe, pKMoupaio 268 neua Ha BE3pacT 6 — 17 roAHH#N NpelHMHO C BTOpPHYHA XMIIEPTOHNA,
CpaBHABAaHETO Ha f03a oT 2,5 mg 1 5,0 mg aMIoaHMMHH ¢ nnauedo 1oka3ea, 4e ¥ IBeTe 1031 NOHHXABAT
CHCTOJIHOTO KPBBHO HANATaHE 3HAUNTENHO [I0Beue OT niauefo. Pasnukara Mexay JBETE AO3H He €
CTATHCTHYECKH 3HA4HMA.

JuNrocpounnTe ePEeKTH Ha AMIOAHNKH BEPXY pacTexa, nydeprera H o0LIOTO pa3sBHTHE He Ca
npoyyBadi. Auirocpounara eHKacHOCT HA aMIOIMITHH NPH TEPATHA B IETCKa BB3PACT H 33 HAMATABaHe
Ha ChPACYHOCHIOBATA 33D0NeB2EMOCT H CMBPTHOCT PH BPB3PACTHH CBHLIO HE € YCTAHOBEHA.

52 @apvakorkuHeTHYHN CBOHCTBA

Jluzunonpus

JIn3udonpun e nepopaned aktiBeH ACE uuxuGuTop, koiito He chabpka cyngxuapus,

AOcopbuug
Cre nepopanHo APUACKEHHE HA JTH3HHOIPIT MAKCUMANHUTE CEpYMHH KOHUEHTPALHH Ce IOCTHIET B

PaMKHTE Ha 7 uaca CNe/| MPUEMA, BLIPEKH U ChLIESCTRYBA TEHAGHLIMA KbM MATKO 3a0aBsHe BbB BPEMETO,
HeOOX0ANMO 33 AOCTUIaHE HA MAKCHMATHHTE CEpYMHH KOHLIEHTPALMHU NPH NIALHEHTH € OCTBP
Muokapes uadapkT. B 3aBUCHMOCT OT Bb3CTAHOBABAHETO HA YPHMHATA cpeaHara cTerneH Ha abGcopOuua
Ha JIN3HHORPKUA € npuOnu3nTenHo 25%, KaTo pasmHKUTE MEexAY OTASMHHTE NauMeHTH ca 6 — 60% B
PaMKHTE HA M3CNeIBAHMS 10308 OHana3oH (5 — 80 mg). ADcomoTHaTa OHOHATHYHOCT € HAMANEHA
npubIM3NTENHO ¢ 16% NpH NauMeHTH CbC ChpleyHa HEAOCTATBHHOCT. AGCOPOLMATA HA IM3MHOMPHI He
ce BJIHAE OT HAJTUYHMETO HA XpaHa.

Pasnpenenenue
Wizrnexkaa, ye TM3MHODPKIT HE CE CBBP3BA ¢ APYTH CEPYMHEH NPOTEHHH, Pa3/IMUHH OT LUMPKyJIHpallis

ACE. lNpoyusaHua NP NIBXOBE MOKA3BAT, Y€ NM3HHONPHI NPEMUHABA B MAIKA CTENEH KPBBHO-
MOIbUHATA Oapuepa.

Enumunupaiie
JivzuHonpun He ce MeTaGoJIH3Hpa M C& SKCKPETHPA HenpoMeHeH B ypunara. I1pu MHorokpaTen npuem

JTHAMHONPUA UMa ehSKTHBEH NONYKKWBOT Ha HaTpynBake 12,6 yaca. KiMpHHCHRT Ha NH3KWAONPUD 1iP#
3ApaBH MHAMBHAH € npubausuTento 50 ml/min. Hamansasanero Ha cepyMHHTE KOHLEHTDALIME TIOKA3R4
HalMYME HA YIIbIKeHA TepMuHanHa $aza, KOeTo He LONPHUHACK 3a HATPYNBaHe Ha AeKkapeTeoTo. Tasn
TepMuHanta (asa BePOSTHO NpeicTaes HacuTeHoTo ceep3Bane ¢ ACE n He e nponopionanta na
03aTa.

(Daﬂwaicoxuﬁemuwu XAPAKmepUCHUKY 8 CREYUATRU RONVAAUUY

Yepnoopobro yapesicdane

IMopaau HamMaIeHHs KIMPBHC Hapy IeHaTa 9epHoApobHA GYHKLUHA MPH DaLHEHTH ¢ UHPO3a BOAM 10
Hamaispade ua abcopOuMATa Ha NM3NHOTIPK (¢ npudnHuTento 30%, onpeneneno ypes
BB3CTAHOBABAHETO HA YPUHATA), HO M A0 YBelHYARAHE HA eKcro3nunaTa (¢ npudnusutento 50%) B
CPaBHCHHE ChC CTORHOCTHTE [IPH 3APaBH HHAMBHIH.

Bubpeuno yepescoane
Hapyinenata 6u0pedHa GpyHKINA HAMANSBA CAMMHHUPAHETO Ha TH3HHOMpPUI, KON
&ubpentnTe, HO TORE MOHMHKEHHE CTaBA KIMHHYHO 3HAYHMO CaMO KOTaTo CKOp
dbunrpaiis e noa 30 mi/min. Tpu nexo ao ymepeHo 6n0pedHo yBpexaaHe
80 ml/min) cpeanara croiiroct Ha AUC ce nosHiuasa caMo ¢ 13%, mokaT

eTHpa Upe3
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yBpexnane ce Habmonasa 4,5-KpaTHO OBHIARAHE Ha cpefHaTa cToiHocT Ha AUC (kpeaTHHHHOB
KIMHPBHC MeKay 5 U 30 ml/min). JIn3uHonpin mMoxe aa Gbae oTCTpaHeH upes auannia. B npoabmxexie
Ha 4-4acoBa XeMOAMANNM3A TIA3MeHUTE KOHUEHTPALMI HA TH3HHONDWT HAMANABAT cpeHo ¢ 60%, ¢
AMaNnK3eH KTHpBHE Mexay 40 i 55 ml/min.

Crpdeyna RedocmamsyHocm

TlauneHTHTE CBC CHPAEUHA HENOCTATBYHOCT HMAT NO-roNAMa eKCIIO3UUHA Ha NH3IWHONPUI B CPABHEHHE
Cbe 34paBH HHAMBAIN (noBuiaBade Ha AUC cpemto cbe 125%), HO B 3aBHCHUMOCT OT Bb3CTAHOBABAHETO
Ha NTU3WHOMPKI B YpHHATA [PH TAX € HANHLIE HamaleHa abcopbuus ¢ npubnuzurento 16% B cpaBHeHHe
CbC 34paBH MHAHBHIH.

fleduampuuna nonyvarayus

QapMaKOKHHETHYHHAT MPodut Ha TH3HHONPU € poyYeH NpH 29 neaHATPHYHE NALHEHTH C
XHINIEPTOHUSA Ha BR3pacT Mexay 6 i 16 rogunn, ¢ GFR Hax 30 ml/min/1,73 m®. Crnen npueM Ha 803w OT
0.1 no 0,2 mg/kg MaKCHMANHMTE ONAIMEHM KOHUEHTPAUUY HA IN3HHONPUN B CTAUMOHAPHO CheTOSHKE ¢
NOABAEAT B paMinTe Ha 6 vaca, a cTeNeHTa Ha abcopbLMA B 3aBHCHMOCT OT BHICTAHOBARAHETO Ha
ypuHata e okono 28%. Teau croftnocTn ca mogoOHU HA TIONYYEHUTE NPEIH TOBA NP Bh3PACTHH.
Croitnoctite Ha AUC M Cirax IpH A€LATA B TOBA NPOYHBAHE CHLOTBETCTRAT HA HaONWOaBaHKTE APH
BB3pacTHH.

Cmapuecra ev3pacm

I'lo-Bb3pacTHHTE MALMEHTH UMAT [I0-BUCOKH HHBA B KPLBTA # MO-BHCOKH CTORHOCTH HA [I0WITA MO
KPHBATA Ha M/1a3MeHAaTa KOHUeHTpauus {nosuilenke ¢ npudnnsurenno 60%) B cpaBHEHHE ¢ no-MNaaHTe
YYACTHHLI.

AMmaodunus

ADcopbuus, pasnpeneneHte M CBLP3BaHE ¢ NTA3MEHUTE MPOTEHHH

Cren nepopannio NpUIOKEeHNE amioAunKH ce abcopbupa godpe, KaTo MaKCHMATHUTE TNAa3MEHH
KOHLEHTpAaUKK ce JocTHraT 6 — 12 daca cne/ mpHeMa Ha Aozata. AGcontoTHaTa GHOHATHYHOCT € MEXAY
64% n 80%. Ob6embT HA paznpeneneHue ¢ npubausntenno 21 Vkg. fn vitro npoyupaHua MOKa3BaT, ye
npubnusnrento 97,5% o7 LAPKYAKPAlitig aMAOAKWTINH C€ CBLP3IBA C NNAIMEHNUTE NPOTEMNHHN,
bHoHanuuHOCTTa Ha aMIOAKIIMH HE CE MOBAMABA OT IpUEMA HA XpaHa.

BuoTtpancdopMalug ¥ eNHMHHKpaHe

TepMuHANTHHAT DONYKHBOT HA EMUMUHUPAHETO OT NNA3MaTa € OKomno 35 — 50 vaca 1 ChOTBETCTRA HA
NpHEMA BEAHLK AHEBHO. AMIOIHNMH c& MeTa0OMU3HPA B TONIAMA CTENEH OT YEPHHA P00 10 HEAKTHBHH
MeTabonmrTH, KaTo 10% 0T 0CHOBHOTO ChemuHeHHe H 60% 0T MeTaboMMTHTE Ce EKCKPETHPAT B YPHUHATA.

@ap.-wakommemuw-m XAPAKmMePpUChuKUY 6 CHEYLHAIRY ROy ALY

Yeprodpobro yepexcoane

lima MHOro orpaHH4eHH KIIHHHYHU DaHHH OTHOCHO MPHIOMKEHHETO HA AMIOIUIIMH NPH NALMEHTH C
dyepHoapobHo yepexaane. [launentire ¢ uepHoApoGHa HENOCTATBYHOCT HMAT HAMANEH KJIMPBHC Ha
AMIIOOHIUH, KOETO BO/IH A0 MO-ThIbI MONYKUBOT W NOBHINABaHe Ha cTolinocTnTe Aa AUC ¢
npudnuzurento 40 — 60%.

Cmapuecka 8vspacm _
BpemeTo 3a nocrurane Ra MAKCHMATHHTE IUIA3MEHH KOHLIEHTpallHi Ha aMiogh
YYACTHHIMTE B CTAPYECKA BhIPACT U MO-MNTATHTE YYacTHHUM. KNHPBHCBT Wz
TeHIEHLMA Ha HaManABaHe, KoeTo BOAH 10 yBennyasane Ha AUC w raen
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MpY MALUKEHTH B CTAPUECCKA BB3pacT. Y Beyinyasanero Ha AUC U HA eNHMHHALHMOHHHA TTONYKHBOT NIPH
MIALMEHTH ChC 3aCTOHHA ChpAeYHA HEJOCTATBEYHOCT OTrOBapd HA 04AKBAHOTO 3a NMPOYYBaHaTa Bb3PacToBa
rpyna nauHeHTH.

HHeduampuuna nonynayus

IpopeneHo € NoNyJaOHOHHO (JapMakOKHHETHYHO NPOYUBAHE NPH 74 fela ¢ XMNepTOHUs Ha BB3PacT o7
12 meceta 1o 17 roausH (¢ 34 naumeHTH ha BB3pacT oT 6 10 12 roanuy 1 28 mauHeHTH Ha BR3pacT oT 13
a0 17 roausn), NpueMaid aMnoannud Mexay 1,25 w 20 mg Beawsx uny 1Ba mbTH AHeBHO. [Ipn Jena ot
6 50 12 TOAMHEM M TIPH WHOLIH Ha Bh3pact 13 — 17 roaMuu THH4HUAT opanel kaupbhe (CL/F)e
CHOTBETHO 22,5 1 27,4 I/h npr ywacThnuM oF MBXKW noa 1 16,4 n 21,3 Vh npe y4acTHHUH OT XeHCKH
non. Habaioaasa ce rondaMa BapuabHIHOCT HA eKCRO3HLMATA MeXay HHAHBHAMTE. JlannuTe, choblueHn
3a fetia oA 6 TOIHHH, ¢a OTDAHHYEHH.

Kombunauns ¢ gpukcnpasn no3m

He ca onicany dapMakokMHETHYHK B3AHMOIEHCTEHSA Mexk 1y AKTUBHHTE BellecTa Ha Cronputn KomGo.
®apmaroruHeTHuHuTe napaMetph (AUC, Crax, tnax, MONYHUROT) HE CE PAINAUABAT OT TE3Y,
HaBIIpNaBaHH CcNel CaMOCTOATENHO NPHIGKEHHE Ha OTIETHHTE CECTABKH.

AbcopOumaTa Ha aKkTUBHHUTE BelliecTea HA Ckonpun KomGo B CTOMALIHO-UPEBHHA TPAKT HE CE NOBNHABA
OT NpHeMa Ha XpaHa.

5.3 IpearIuHH4YHH JIHHH 33 Ge30NacHOCT

Heca NPOBEXKAAHH NMPEIKNHHHYHH MPOYYBaHHA C KOMOHHALMATA OT JTA3HHONPH H aMNOANNHH.

JIM3auHonpun
HexuunyHMTE [2HHH He MOKa3BaT 0co0eH PHCK 3a Xopa nps ynotpedara Ha TM3HHOTIPUN Ha 0a3aTa Ha

KOHBCHLMOHANHY 00U (hapMakoIorHIHY TPOYYBAHHSA, MPOYHBAHH: 38 TOKCHYHOCT MPH MHOFOKPATHO
NIpHaratie, FfeHOTOKCHYHOCT W KaHLEPOTeHEeH MOTEHIHAN.

TMokazano ¢, ye knacsT Ha ACE HHXHOHTOPHTE NpHUMHABE HEXETAHH peaKUMH BEPXY KBCHOTO pa3BHTHe
Ha U104, KOETO BOAM A0 CMB[IT HA NUIOAa M BPOJACHH ehekTy, NO-CElHATHO 3acATailli Yepena.
Cb0o6iasa ce cbwo 3a PeTOTOKCHYHOCT, BETPEMATOYHO 3abasdHe Ha pacTexa H npoxogum ductus
arteriosus, CMATa Ce, 4e TE3M AHOMAINWH B PA3BUTHETO CE JILDKAT OTYACTH HA JHPEKTHOTO AciCcTBHE HA
ACE uHxubuTopHTE BbpXY $eTamHaTa peHHH-aHFHOTEH3MHORA CHCTEMA ¥ OTHACTH HA HCXEMUATA,
MPOM3ITHYANIA OT XUIOOTOHUATA HA Maiikara, 320aBIHETO HA KPBBOOOPAILEHUETO MEWIY TIOAA |
NnaueHTarTa 1 HAMATABAHETO Ha AOCTABAHETO HA KMCAOPOL/XpAHHTENHH BELIECTEBA KBM TUTO/A.

AMIOIHIIHH

Penpooykmusna moxcuunocm

PerOﬂyKTHBHI/l NMpoy4YBaHKWA NPpH IVIBXOBC H MHIIKH NOKa3BaT 3aKbCHABAHE HA AaTaTa HA paxKjaHe,
YIBIKABAHE HA IPOABLKHTENHOCTTA Ha PaX/IaHETO 1 HAMATABAHE HA NPEKMBAEMOCTTA HA MOTOMCTBOTO
MPH AO3H, NpHOAH3UTENHO S0 TETH N0-roNeMH OT MAKCHMANHATA NPENOPLYNTENHA 1033 NPH X0pa,
U3uKcaeHd Ha baza mg/kg,

Hapywernus gve ghepruiumema

Hsama edext BHpXY GepTHINTETA HA MTBXOBE, TPETHPAHH ¢ AMIOIHNHH (OT MBEKKH NON — B
npoabaKeHne Ha 64 OHH, 2 OT EHCKH MO — B BPOABIKeHue Ha 14 nHY Npend onloKAaHe) B 403K 10
10 mg/kg/aen (8 meTu* no-BUCOKH OT MGKCHMATHATA NIPEMOpPEYHTENHA 1034 TP 0 mg/neH,
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KaKTO H NOHWKEHH NAbTHOCT Ha CnepMaTta H 6p0ﬁ Ha 3penH CNEpMaruil H CEPTONTHEBH KIIETKH.

Kapnyunoeenesa, mymazenesa

Hsama nanuau 3a KapUHHOICHHOCT MNP NABXOBE H MUIIKH, TPETHPAHH IBE FOOWHH C AMITOUITHH B JUCTaTa

B KOHLEHTPALUWH, H3UNCIEHH 1A OCHTYPAT AHEBHNW 1030BH HKBa ot 0,5, 1,25 u 2,5 mg/kg/nen. Haii-
BHCOKATA [1033 {NPH MHIUKH — 6MH3Ka 10, @ [IPH MUIBX0OBE — IBYKPaTHO* Mo-BHCOKA OT MAKCHMAITHATA
TIpenopbLYHTENHA KTMHUYHA 103a oT 10 mg/AeH, M3uncieHa Ha Gaza mg/m?) e 6una 6an3ka 1o
MAKCAMAIHO JA0NYCTUMATA 1034 33 MHILIKH, HO HE U 33 [L1bXOBE.

[TpoyuBaHUs 32 MyTAreHHOCT HE TIOKAZBAT JISKAPCTBEHO-00YCIOBEHH edleKTH HHTO HA TCHHO, HUTO HA
XPOMO3OMHO HHBO.

*HW3unciena na Oasara Ha Terno 50 kg.

6. DOAPMAIEBTHYHU JAHHH
6.1 CnHCBLK Ha TOMOIMMHTE BellecTBa
Kanugiep xunporengocdar

Manuton

[MpexenaTHHU3HPAHO LAPEBHYHO HUIIECTE
Hatpues HYLecTeH rTHKONIAT THH A
MaruesieB creapar

6.2 HecbBMecTHMOCTH

Henpunoxnmo.

6.3 Cpoxk ua roasoct

3 roauHu

6.4 CneuMaisi YCAOBHS HA ChXPAHEHHE

)Ia C€ CbXPAHARA B OPHIrMHANHATA OMAKOBKA, 34 4d ¢€ NpeEAna3 OT CBETIHHA.
Tozu JIEKAPCTBEH NMPOIYKT HE H3MCKBA CIICHHANHH TEMNEpaTyPHHA YCNOBHA HA CbXPaHCHHE.

6.5 BHa U chABpHKAHME HA ONAKOBKATA
Ckempun KomGo 10 mg/5 mg rabierky:

Tabnerkure ¢a onakopant B Gnucrepn o1 PVC/PVDC/anymunHeBo ¢oauo.
Kapronenara kytua cpappixa 20, 30, 60 wnet 90 Tabnetkn, onakopany B GnucTepy, W IMCTOBKA,

Croopun Kombo 20 me/10 mg tabnerku:
Ta6netkute ca onakopand B Gnuctepd ot PVC/PVDC/anymunueso domuo.
Kapronenata kyTia cpaspa 20, 30, 60 nnn 90 Tabnerkn, onakoBaHk B OIHCTEPH, M NTHCTOBKA.

Cronpun Komoo 20 mg/5 mg tabnerku:

TaGnetkuTe ca anakoeany 8 Gauctepn ot PVC/PVDC/anyMunneso donvo.
KaproxenaTa kytus ceawspska 20, 30, 60 unm 90 Tabnerkn, onakoBaky B O

26



‘l'l"

He BCHYKH BUIOBE ONAKOBKH MOIaT 1a Obnar NMYCHATH HA [1a3apa.

6.6 CrneuuajHH NMpennazHu MePKH APH U3XBLPASHE H padoTa

HeuznonzgaHuar ACKapCTBEH NMPOAYKT WK OTNAOABYHUTE MATEPHANIH OT HEre Tpﬂﬁﬁa Ja C€ HU3XBBLPJAT B

ChOTBETCTBHE C MECTHHTE U3HCKBAHHA.

7. NMPHTEKATEJ HA PASPEIIEHHETO 3A YHOTPEEBA

ALKALOID-INT d.0.0.,

Slandrova ulica 4,

1231 Ljubljana — Crnuée, Cniopenns
ten.: 386 1 300 42 90

daxc: 386 1 300 42 91

umeiin: info@alkaloid, si

8. HOMEP(A) HA PA3PEIHEHHETO 3A YIIOTPEBA

Cxonpun Kombo 10 mg/5 mg rabrerkn Per. Ne 20210039
Ckonpun KomOo 20 mg/5 mg tabnetku Per. Ne 20210040
Ckonpun Kombo 20 mg/10 mg tabnetkn  Per. Ne 20210041

9. JATA HA [TBPBO PAIPEHIABAHE/MOAHOBABAHE HA PAZPELIEHHETO 3A

¥NNOTPEBA

Hara na nepro paspewasade: 12 Gerpyapn 2021

10. JATA HA AKTYAJIU3HPAHE HA TEKCTA

07/2023
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