KPATKA XAPAKTEPHCTHKA HA TPOAYKTA

1. HME HA JEKAPCTBEHHMA NPOAYKT

Ko-Permrex 20 mg/12,5 mg TabneTku
Co-Renitec 20 mg/12,5 mg tablets

2. KAYECTBEH ¥ KOJMMECTBEH CHCTAB

| USMLARUTENHA AT EHLMA MO NEKAPCTBATA

Kpamka XapaxTrepUCMmUKa Ha NPOGYKME - [PUAGHEHLE 1
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Ogotperts s .............

Besxa TaGrerxa cpaepoxa 20 mg erananpunos Masnear (enalapril maleate) u 12,5 mg XuApoXROpOTHAHA

(hydrochlorothiazide).

Homomuo(y) pemecTBo(a) ¢ HIRECTHO JCHCTBRE:

Enna Tabnetka chabpxka 141,0 mg akroza MOHOXHAPAT.

33 TLIHUA CIIHCHK HA BOMOIHNTE BENCCTBA BHKTE ToUka 6.1,

3. JIEKAPCTBEHA ®OPMA

Tabnerxn

HACenTH, RpBIIM, HabpasgeHH 1o Kpayinara tabnerky c nangnuc ,MSD 718 or enHara ctpana u

ACNHTEHA 4¢PTa OT ApYraTa CTpaHa.

4. KJMNHUYHHA JAHHW

4.1 TepaneBTHUHH NOKAIAHHA

Ecenmmansa XMIEPTOHHSA, KOATO HE MOXKE Na 651¢ NOBNUAHA ¢ MOHOTEpanHA C HHX.HGHTOP Ha

AHIHOTCH3INH KOHBEPTUPAINA CHINM.

42 o3BpoBKa H HAYAH HA NPHIGKEHUE

ﬂoaugomca

IpenopbunTenyara Aoza € efya TabneTka BEAHEK AHERHO.

Hpedxoxcoawa duypemunna mepanus

Mosxe a ce nossH CHMITTOMATHYHA XBIIOTOHMA CIeN Hadanuata A03a Ko-Penurek. Tosa € mO-BEpPOSTHO
OpH NalldeHTH ¢ 00EMEH HJIH CONEBH JeHNNT, B Pe3yNTAT OT NpeSilecTRALA AUypeTHYHA Tepanusd. Eto
33100 AMYPeTHYHATA Tepannd TpsaOBa Aa Onae crpana 2-3 auu npen Ha4vajloTo Ha nedeHne ¢ Ko-Pennrex

(mk. Touka 4.5).

Hosuposxa npu Geipeuna nedocmamvunocm

Ko-Penntex He ce npenopbysa KaTo NHPROHAYATHA TEPANiA NPH T3l NAMEHTH, Thit KATO HAYANHATA

A03a Ha €Hanalipii opy Jieko Gpbpeano yepexkiane (xpearnHunos kpere (CrCl) > 30 mi/
< 80 ml/min) e 5 ~ 10 mg (Bx. Touka 4.4). KO-PCHHTCK € IPOTHBOTIOKA3AH NPY NAUCHTH

kmupwHe (CrCl) < 30 mi/min.




Tleduampuvna nomynayus
Ko-Penutek He ce npenoprsusa 3a ynorpeba npH Aeua #a Bb3pacT noy 18 roguus, mopagy Mnca Ha
AAHHH 32 6e30TmacHoCTTA H ePHKACHOCTTA.

Hauuy Ha npHIoKeHHe
TMepopanno mpuiokenne

4.3 TIporARonoKazanus

- CBpBLXHYBCTBUTENHOCT KBM AKTHBHUTE BELIECTBA WM KBM HAKOE OT NOMOIIHHUTE BELECTBA,
H36poeHu B Touka 6.1.

- Texko Gubpeuno yepexaaHe (kpeaTHHHHOB KAHMpEHC £ 30 ml/min).

- Anypus,

- AHaMHe3a 32 aHFHOHEBPOTHYEH OTOK, CEbp3aH ¢ npeauirHo nevyenre ¢ ACE uHxuburop.

- HacnencTees Hiy HIKMONATHYCH AHTHOGHEM,

- CrpBbX4YyBCTBHTENHOCT KbM JCKAPCTBA IPOH3BOIHH Ha CYNGOHAMUIHTE.

- BTOpH # TPETH TPUMECTLP HA OpeMeHHOCTTA (BXK. ToukH 4.4 U 4.6).

- Texxo yepHOAPOOHO YBpEXAaHE.

- EnnospeMennara ynorpe6a Ha Ko-Penurex ¢ amickhpes-ChIbpPKAIM IPOXYKTY €
IPOTHBONOKA3AHA IIPY NALMEHTH ChC 3aXapeH anaber win Gb0pevHo YBpeKAaHe
(GFR < 60 mi/min/1,73 m?) (Bx. Touyru 4.5 u 5.1),

- Ennospemenna ynorpeba cbe cakybutpun/sancaprad. Ko-Penurek He Tpatea fa ce 3anodpa no-
paHo ot 36 Yaca ciez nocnenHara o3a cakySurpri/sancapraH (BX. ChIIO TOYKH 4.4 1 4.5),

44 Cneunannu npexynpeXieHHs H NpeANa3HH MepKH NpPH ynoTpeba
Enanan B MATCAT— OXJOPOTHAIH

XHNOTOHHA W BOAHO-CACKTPONUTEH AHCOananc

CHMNITOMaTHYHA XHIIOTOHKA Ce Halmogasa PAIKO NIpH HAUHEHTH C XUnepToHus 6e3 yenoxuenus. [pn
MAIHEHTH ¢ XANEPTOHNS, TToNy4aBauii Ko-PeHHTEK, € N0-BEPOATHO Aa ce NOABH CHMIITOMATHYHA
XHITOTOHUA, aKO NAIfMEHTHT € ¢ XHIOBOICMHS, HATIPHMED Ype3 AUYPETHHHA TEPaNus, OrpaHHYaBAIIA
CONTa AMeTa, MHAPUs HIH NoBphmane (Bk, Touky 4.5 u 4.8). [Ipy Takuea natAeHTd TP:AGBA NEPHOIHIHO
N4 ce H3C/IeIBAT CEPYMHHTE ENEKTPONIKTH Npe3 noaxonam uHTepsaid. Ocobero BHEMaHue TpaORa aa ce
o0pbilia HA NAHEHTH ¢ HCXeMIIHA 60MECT Ha CHPUETO M MO3BUHO-CHA0BA GONecT, mpH KOHTO
OPeXOMEPHOTO NOHWKEHHE HA KPHBHOTO HAJISATaHEe MOXKE I3 AoBene Jo UHGapKT HA MHOKApAa WK
MOZBYHO-CB0B HHUHAEHT, CHMITOMATHYHA XHIIOTOHHAA ¢ HaOniofaBana Npe MALMEHTH ¢ XHIIEPTOHMS
ChC CHpIEYHA HEAOCTATEYHOCT, ChC HAH 0e3 ceppiana O50peyHa HENOCTATEHHOCT,

AKo ce osBH XHNIOTORMS, NALKEHTET TPAOBa Xia ce NOCTABY 14 JerHe No rped ¥ IpH HeoSXOMAMOCT 1a
MY ce HallpaBu HHTPaBeHo3HA UHQY3HSA ¢ HOpManeH duznonoruuen pasteop. [loAeaTa Ha MPEXONHO
XHOOTCHIHBHO CBCTOAHHE HE € MTPOTHBOMOKA3AHNE 32 JONBJIHUTENHE N03H, KOHTO MOTAT ofMKHOBEHO Aa
OBpar AaBaHH Oe3 3aTPYAHEHMS cle] Bh3CTAHOBABAHE HA 00EMA ¥ CHOTBETHO TIOBULIIABAHE HA KPLBHOTO
HAJIATaHe.

YBpexane Ha OnfipednaTa GyHKIHA
Ko-Penutex He Tpabpa a ce peanyucsa Ha nanHeHTH ¢ Gu6peyuna HenocTaThbYHOCT (KPEATHHHHOB
KnuphHe < 80 mI/min 1 > 30 ml/min) npeay HeOGXOXHMOCTTA OT 103aTa B TOBA JEKAPCTBO 4 €

MOTBLPJIEHA ¢ THTPHPAHE Ha eHananpun (Bx. Touka 4.2).

Curen ipreM Ha eHaNalpri B KOMOHHALMSA C JUYPETHK, HAKOH NAUMEHTH ¢ XHIIEPTOHHS,
npenmecTeamio 6s0pevno 2a60ABaHe PA3BHBAT NOBMILIEHHE Ha KPHBHATA ypen H Kpes
Touka 4,4 CnenualH npe ‘
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HKLWS: OXTOPOTH. Vepexaane Ha 6p0peuHara GyHKLnA). AKO
TOBA Ce cy4H, Tepanuara ¢ Ko-Penutek Tpsdpa fa 6pae npexparera. [pd ToBa cheToARMe TPAOEa Aa ce
oficBaH BPE3IMOKHOCTTA 38 HOJIEKAINA CTeH03a Ha Gb0peynara aprepus (XK. Touka 4.4 Cneynaniy
I # Hi MEDICH [IPY YO Enananpuios Maneat, PeHopac HA
TEPTOHHA).

BOHO 610! e Ha PEHHH-AHTHOTEH3INH-AInocTepoHopara cucreMa (PAAC

Hma paunm, 4e exHospeMernara ynotpeba na ACE uHxuGHTODPH, aHrHoren3nt Il-penentopun Gnoxepn
HITH &IHCKHpEH NOBHIIABA PHCKA OT XHIOTOHKA, XHISPKAAHEMHA B HaMauisaHe Ha Ob0pednara QyHkims
(BrmrouMTENHO OcTpa GuOpedna HegocTaTeunoCT). Ilopaay ToBa He ce NpenopbYBa ABORHO GoKHpaxe Ha
PAAC upes komGnuupanara ynorpeda na ACE aaxuburopy, asrnorensus l-penentopuu Gnokepn wiy
anHckHpeH (Bx. ToukH 4.5 1 5.1).

AKO ce IIpelIeHH, 4e TepanusTa ¢ ABoHO GNnokupane ¢ abcomoTHO HeoldxoanmMa, Tosa TpsGBa Ja cTaBa
caMo Moz HaOMOAESHKHETO Ha CIELMAIHCT M NPH 4eCTO BHUMATS/IHO MOHHTOpHpaHe Ha Op0peunara
(yHKIAS, EAEKTPONTHTHTE ¥ KPBBHOTO HAIATAHE.

ACE HHXHOHTODH H aHTHOTeH3HH 1[-penenrropkn Bioxepu He TpsabBa 1a ce H3NON3BAT EXHOBPEMEHHO
npH nauuedTyn ¢ nuabeTsa HepponaTys,

XunepkanneMus
KomOHRMpaHeTo Ha eHANAIIPHA ¢ HACKA J034 JUYPETHK HE MOXKE A2 H3KTOYH BEPOATHOCTTA OT HOARA HA

XHnepkanuemus (Bx. Touka 4.4 CrueqHanHy npeIynpexienus i OpeAna3Hy MEPKH [Pl yroTpeba,
Enaganpunor manear, XHnepkalHeMus ).

JuTnii

KomGunupanero Ha NTHTHH ¢ eBaNANpHi U KHYPETHIHE CPEACTBA (10 NPHHIAI HE Ce [IPenophYRa (BX.
Touka 4.5).

JlakTo3a
Ilanurenth ¢ peAkH HACHEACTBENH NPpo6AeMH Ha HEMOHOCHMOCT KbM FallakTo34, TBJISH aKta3es JehunUT
WM NBOK030-rajiaxtozHa MagabeopOius He Tpabea ja NpHEMAT TO3M 1eKapCTBEH MPOAYKT.

Harpuii
To3m nexapcTBeH DPOAYKT CHABLPAKA NO-MATKO oT 1 mmol Ratpuit (23 mg) na TabneTka, T.e. MOXe Aa ce
Kake, 4e MPaKTHIECKH HE ChABPKE HATpuil.

EHajanpuioB MajgeaT

AOpTHA cTeHO3a/ XHNIEPTPOGOHIHA KapIAOMHOTATHS.

KaxTo ¢ Berukn Basonuaararopu, ACE naxubutopHre Tpa6Ba Ja 65127 22aBAHH C IOBMILIEHO BHAMaHKE
Ha MALHECHTH ¢ 0BCTPYKIHA Ha TeBOKRMEPHHA H3XOJEH TPAKT H Aa Gpaat uabsreanm B c1yuan Ha
KapAHOTeHeN oK H XeMOIMHAMHEYHO 3HaYHMa o0CTpyKims.

YBpexaane Ha Op0peunara QyHkuHg

HMma ¢croluenus 3a Ob0pedna HeNOCTATEYHOCT, CBBP3aHA ¢ IPHIIOKEHHETO HA EHANATIPHI, TIIABHO TIPH
falHCHTH ¢ TeXKKa ChpAeyHa HEOCTATHYHOCT WM NoAnexallo 6x0peuno 3abonsBane, BROYATETHO
cTeHo3a Ha (nOpeunara apTepns. Ao ce pasnosHae Gbp30 U NeKyBa noaxonsmo, 6ubpeunara
HENOCTATEYHOCT, CELP3aHA ¢ IEUEHUE C CHANANPHI, OOHKHOBEHO e 00paTuMa (B, Touka 4.2 ¥ Touka 4.4

CrielHa/H| IPeAYNPEXAEHHS | OPEANAIHN MepKH NIPH yriorpeba, Enananpunos Manear- o .
Onbpeunata GYHKUKS).




Eeﬂogacgzg;_a_pﬂg Xupepropua

CaitecTaysa MOBAINEH PHCK OT XMIIOTOHUS B GROpedHa HEQOCTRTHYHOCT, KOTATO NAIMERTH C JBYCTPaHHA
CTeH034 Ha OLOpeRHATE apTepHH MITH CTEHO3a Ha apTepHATa KbM SAHHCTBEH (dyHxuponupau) 6p0pek ca
nexysaud ¢ ACE unxuburopu. Hapymenneto na Ou0peunara GyHKUHS MOKE 52 C€ U3IBH CAMO C JIEKH
NPOMEHH B CEPYMHHA KpeaTUHMH. T1py Te3n nauuenTy nevesnero tpalea 2a 3an0YHe N0k HelocpeNcTReH
NeKapckM KOHTPOJ M pocieassane Ha Ox0peunata dynxips.

Bpbpeuna TpanciIaHTaug
Hama onuT 1o oTHOmICHAE MPHAOKEHHETO Ha SHANANPHI [IPY MAIIKSHTH ¢ HEOTAaBHAINA GrOpeyuna

TPAHCTITAHTALMA, o Tasq IPHYHHA JCYCHHE ¢ CHANANDHA HE Ce NIPEnopbYBa.

HaupenTy Ha XeMOgHANK3A

YnorpeGaTa Ba eHANANPUI He € OKA3aHA NPH NaUMEHTH, HYXIACIIH ce 0T XeMOABaTH3a 3a fabpedna
HEOCTATEYHOCT. ARAGUNAKTOMAHE PEAKLHH Ca ChODINABAHH TIPH ALMEHTH, NOLTOKEHH Ha JHATH3A ¢
BHCOXO-TponycknuBy MeMOpanu (HanpuMep AN69) u nexypany exsospemenHo ¢ ACE unxnbutop. ITpu
Te3H NatkenTd Tpa6Ba Aa ce o6ChAN U3NON3BaHe HA APYT BUI JHANM3HA MeMOpana uigl Apyr kiac
SHTHXHITCPTEHIUBHY CPEACTRA.

HepHompoOHa HEAOCTATHYHOCT
Panxo ACE #HXROMTOPHTE Ca CREP3BAHH ChC CHHADOM, KOHTO 3aIf04Ba ¢ XONECTATHYHA Kb ATCHHLA HIR

XemaTHT H NporpecHpa Ao (yIMUHAHTHA YePHOAPOSHA HeKPO3a W (HOHAKOT2) CMBPT. MeXanuaMuT HA
TO3H CHHAPOM He & Aceh. Hauuentnre nonyuasamy ACE HHXHOUTOPH, KOHTO Pa3BUBAT KHNTCHUIA ¥
H3PA3CHO MOBHLICHHE Ha YepHOXPOOHUTE eH3nMy, Tpabea fa npekparar aeyennero ¢ ACE unxuburop u
Jia MOJY9aT TORXCAAIIC IeKapCKo NpocaeIgBaHe cnen Toa (B, Touka 4.4 Coeuyainy npenynpekaenng

B OPEANa3Hy Mepki 1pu yrorpeba, Xuapoxnoporuazn, Yepnonpobo 3abongsane).

Heyrponenus/ArpaRy IouuTo3a

Ipy nanuentu, nonyuasainy ACE snxufutopy, ce chobinasa 3a Hey TpONeHus/arpaty 10upTO3a,
TpoMOOITONeHUA i afieMus, [1pu nanuenTn ¢ RopManHa GuOpeuna Qykiins H 6e3 APy YCIOKHIBAIIHN
daxTops, HeyTponeHus ce passiea paako. Exananpun tpaGea na ce BPUIAra HIKMOYHTEAHO BHHMATEIHO
Np¥ NAUMEHTd CBC ChA0BA KORAreHO33, HMYHOCYNPECHBHA TEPANNA, NEUSHHE ¢ ATOMYPHHON KM
OPOKaBHAMUJ, MITH KOMOHHAIMSA OT TE3H YCIONHIBANIH HAKTOPH, 0COGEHO TPH HPeABAPDUTENHO
CBINECTBYBaWIa ybpeneHa Oubpequa yrkia. HAXOR OT Te3W NAUMEHTR PA3BKBAT Tekky Hudekiuy,
KOHTO B HAKOH CJIyYau He Ce NOBNUABAT OT HHTEH3HBHO aHTHOMOTHYHO SieueHAe. AKO eRaAlIpHII C&
NPHNAra Ha TaKMBA TANKEHTH, NPENOPbUBA CE NEPHOAHTHO 12 CC KOHTPOJNMPAT HuBaTa Ha GenuTe KpsBHH
KRCTKH (ISBKOIUTUTE), N NMAlMEHTHTE TPAOBA fa 6BIAT HHCTPYKTHPAHHA Na CHoGIABAT BCAKA BPOSBA Ha
uuexuna.

XunepkanueMus
ACE MHXHOHTOpHTE MOT2T 13 NPHYWHAT XMIIEPKATHEMHUA, Thil KATO HHXHOHPaAT 0¢BOGOKIABAHETO HA

anaoctTepoH. EQexTsT 00HKHOBEHO Be € 3HAUNTE/EeH ApH HauMeHTH ¢ HopManHa Ob0pedna yHKIHs.
Benpeku ToBa, IPH NalHEHTH ¢ Hapyweda Op0peuna QyHKIHA W/HId NPY HalUEHTH, TPHEMANA KaTHeBH
NoGaBKH (BKIIOYHTERO 3AMECTHTENM HA CONTA), KANMK-CEXPAHABARIA AHYDETHIH, TPHMETONPEM HIIH KO-
TPUMOKCA3011, UIBECTHH ChINO KaTD TPHMETONPUM/CY 1damMeTokcason # 0COOEH0 aR0CTEPOHOBH
AHTArOHWCTH HITH AHTHOTSHIHHPEUENTOPHH ONIOKEPH, MOXKE 1A HaCThNu Xunepkannemus. Kanul-
CHXPaHABAINKTE JUYPCTHLK ¥ aHTHOTEH3UHPeLENTOpHHTe Gliokepy Tpa(Ba A2 ¢& H3NOM3BAT C HOBHIIEHO
BHEMAHHE HPH NaiHeHTH, noay4asaiy ACE puxuburopy, u TpsOBa fa ce RaGmOAaBaT CepyMHMAT
xammii 1 OnOpeanara yHKIHA (BK. TouKa 4.5).




XunorinKeMus
MHanuenTy ¢ Anabet, AeKyBaHH ¢ NEPOPANHHE AHTHANAGETHH CPEACTBA HITH ¢ HHCY/IHH, 3a10YBALIM
nevenne ¢ ACE wHxubutop, Tpafsa BHHMATENHO )2 ¢e NPOCHeASBaT 38 XKHOITHMKEMHUS, OCOOEHO Tpe3

NbPBHA Meceu ot KOMGHHHpaHorro NieveHue (B)l( CrienManys OpeayvonexREeHss 0 TPeANA3HY MEPKH [TIPH
a, XH, ehekTy B ToukH 4.4 1 4.5).

CBDBXYYBCTBATENHOCT/ A HIHOHEBPOTHYER OTOK
Crobuasa ce 3a aBTHOHEBPOTHYEH OTOK HA JIHLETO, KpaHHHUHTe, YCTHUTE, e3UKA, [NIOTHCA 1/ HiIH

JIApHHKCA IpH HannesTy, nexysaan ¢ ACE SHXuOATOpH, BRIIOYATENHO eHANANPHAOB Manear. Tosa MOxe
Ja Ce CTyHH IO BCAKO BpeMe Ha nevendero. B rakusa cayyan npreMsT Ha Ko-Penurek Tpatea aa ce
npeycTanoBH He3abasko, a nannedTsT fa Obje NoAnoxeH Ha HabmoxeHHe 1O WHNHO HAYE3BaHe Ha
CHMINTOMHTE [PEAH H3MUCBAHETO. JIOpH B CAYYANWTE, KOraTo OTOKBT 00Xmama caMo e3nka, Ges na uma
PECIHPATOPEH AHCTPEC CHHAPOM, MOMKE 1A C€ HAJIONKY NO~-OPONBMKHTEIHO HabmoneHHe Ha NAUUEHTHTE,
ThH KaTo JIEYeHHEeTO ¢ AHTHXHCTAMHHH H KOPTHKOCTSPOHAH MOXE A HE € AOCTATHYHO.

Maoro panxko e 61no cho0masano 32 CMEPTHH CITyYau B Pe3yNTaT Ha aHTHOHEBPOTHYEH OTOK, 3aCaTan)
06nacTra Ha JApURKCA Wik e3uKa. [TanHeHTH, TPH KOUTO € 00XBABAT €3HKa, [NIOTHCA HilH JIAPHAKCET €
BE3MOXHO Ja Nodydatr oOCTPYKIK Ha AUXATEIHHTE ITBTHINA, 0CO0EHO OHE3H, KOUTO HMAT AHAMHEA 32
ONEPATHBHA HHTEPBEHIMS B O0NACTTa HA AHXATEIHATE MBTHINA. AKO B OTOKA €A BKIKOUCHH €3HKA,
PJIOTHCE HIH JIAPMHKCA © BE3MOMHO 1A HACTHIH OOCTPYKIHA Ha ARXATENHHTE MHTHINA ¥ B TAKHBE CTyYad
TpaOBa He3abaBHO /3 ce NpelNIPHEMAT NOAXOMIM MEPKH, KATO HAIIPHMED NOAKOKHO NPHTIOKEHHAE HE
appenanur 1:1 000 (0,3 m! - 0,5 mi) w/unu He3abasHO Ka Ce MPHJIONAT MEPKH 32 OCHIYPABAHE HA
HOpPMAIHA POXOAMMOCT Ha AMXATEIHUTE IHTHIIE.

Yecrorarta Ha CHOGIIEHH CTy4al Ha aHMHOEAEM CPeX HePHOKOKUTE HalneHTH, npueManis ACE
BHXHOHTOPH € NO-roNifMa, B CPRBHSHHE C HalHeHTH ot Gwiata paca. Obaue Xaro Wilo HIrexna, Je
YEPHOKOKMUTE Ca C NOBHINEH PUCK OT HOABA HA AHTHOEMEM,

INannenTy ¢ agaMHEE3a 33 AHTHOSAEM, HECBBP3aH ¢ nevennero ¢ ACE muxuburopu, Moxke [a ca ¢
AOBHINEH PHCK OT aHTHOENEM, fokaro mpHeMat ACE unxuGuTopH (Bx. Touka 4.3).

Ennospemennara ynorpeba Ba ACE uHXxuGHTOPY ¢hC CaXyGHTPHI/BANCAPTaH & NPOTHBONOKA3AHS
TOPAJE MOBHMEHHA PUCK OT anrBoeaeM. Jiederuero cae cakyORTpHI/BICapTal He TpIOBa A3 3anousa
no-pa”o ot 36 gaca cnen riocnennata no3a ot Ko-Perurek. Jeuennero ¢ Ko-Penyrex ne TpaGea aa
3ano4Ba Mo-paHo oT 36 2aca cej NoCNeARAaTa No3a cakySHTpHI/BaicapTad (BX. CHINO TOUKH 4.3 1 4.5).

Enuospemennara ynorpeGa Ha ACE mnxuburopn u panexanotprn, mTOR unxuburops (Hamp.
CHPOJINMYC, eBEPONHMYC, TEMCHPOTHMYC) ¥ BUIAAPIMIITHH MOXE 23 FOBEAE JO MOBHIIEH PUCK OT
aHrHOeNeM (Hanp. OTOK Ha JAMXaTERRATE IBTHILA HIH e3UKa, CbC UK 0e3 pecnUpaTopHo yepexaane) (BX.
Touka 4.5). HeoOx0numo e nosumeHo RHIMARYE NPH 3aNI0YBAHE Ha JieYeHue ¢ panekagorpui, mTOR
HHXHEATOPH (HAnp. CHPONUMYC, EBSPONTHMYC, TEMCHPOIIMMYC) 1 BRILATTAITAE NIPH MAl#esT, KOHTO
seue npueema ACE naxuburop.

AnadRaaKToOHANY PeaAKUNH NIPU AeceHCHOHM3aIHA C Hymenoptera

Psnxo, naunenty, nexypann ¢ ACE unxubuTtopy no Bpeme HA ReCeHCHOHNHM3AIUS ¢ OTPOBA OT
hymenoptera, Hoay4anaT KHBOTO32CTPAMABALLY aHAGHAAKTOUAHY peakiiny, Tesn peakiuy ce u3Garsar
4Ype3 BpeMEHHO nipexparapane na tepanusta ¢ ACE yaxuburop npeau seaka aeceHcubunvzanng.




Anadun HH peaxitdy 0o speMe Ha 1L.DL - =

Panxo, naunenty, nekysasn ¢ ACE puxuBUTOPH, TONY9aBaT XUBOTO3ACTPRINABAIIH AHADUIAKTONTHI
peaxuuu no Bpeme Ha LDL (Low Density Lipoproteins ~ nuuonpoTesss ¢ RHHCKa LIBTHOCT) adepesa ¢
AeKcTpanoB cyndar. Tesu peakuiy ce HiOArBaT upes BpeMeHHO NPEKECBane Ha TepanusTa ¢ ACE
HHXHORTOP Npenu Beaka adepesa.

Kaumnuyga

ITpu ynorpeba wa ACE maxuHTops MOXe 12 ce NOABA Kanuua. T oOHKHOBEHO € HEPOAYKTUBHA,
NEPCHCTHPAINE K H34€3Ba CReA CIIHpaHe Ha Tepanksra. Unayuupanara ot tegenue ¢ ACE uuxuburopu
KalLmuila TpAGBa fa ce HMa NIPeABHA pH ARMepeHIHANHATA JUarHo3a Ha KallHlaTa,

XMPYDPrHYHA HHTCPRSHIHA/ AHECTEIHA

Tlpy manMenTH, NOANOKEHH Ha TOJIAMA XUpYPIHIHa HHTEPBEHINS WY AHECTESHS C HPOAYKTH,
NpEAY3BUKBAIY XUTOTOHAA, eHananpu) 61okupa oBpazypaseTo Ha aHruoTeH3dH [I M HaManiBa
cocOCHOCTTA 32 KOMIEHCAHA HA PEHNH-AHIHOTEHSHHOBATA CHCTeMa, XHITOTOHHATA, KOSTO C& HL/EKH Ha
TO3M MEXAHWTEM MOXeE fa Obie KOPHIHPAHA Ype3 YBENHYeH e Ha ofeMa Ha UKPKY THPaUIaTa kphs (BK.
Touxa 4.5).

bpemennocT

ITo BpemMe Ha GpeMeHHOCT He TpabBa Aa ce 3anoyBa neyenre ¢ ACE unxadutops. OCBeH KOrato
NPONBIDKABARETO Ha NedenueTo ¢ ACE HRxHOMTOP ce cMATA 32 HANOKHTEITHO, AKHEHTKATE, NNaH1palill
BpemenHocT, TpsiORa Aa MPEMBHAT Ha APYTO &ITEPHATHRHO AHTHXWIIEPTEHIHBHO IEYEHUE, KOETO HMa
ycTagonex npodun Ha Ge3omacHoCT no speme #a GpemenHoct. Korato ce ycTaHOBH GpeMERBOCT,
neuennero ¢ ACE unxuGartopu Tpabsa 22 ce npeycTaHOBH He3a0aBHO | 14 C€ 3aN0YKE aTEPHATHBHO
JeyeHe, ako € NoAXesAo (8x. Touka 4.3 1 4.6).

ETHHYeCKY pa3nH9us
Kakro ¥ ocrasanyre nHXHOMTODH Ha AHTHOTEH3HH KOHBEPTHPALINSA CHIAM, eHATAnpuI € no-cnabo

etbemsen 33 [MOHNKABAHE HA KPRBHOTO HAIATaHE NPH YEepHOKOXKH NMalHeHTH, B CPaBHEHHS ¢ OCTAHANUTES
NanmHeHTH, Haﬁ-neposm{o HopagH BHCOKAT2 YeCTOTa Ha PASNIPOCTPAHEHNE HA ChCTOABNA ¢ HHCBK PEHHH
npY 9epHOKOKHTE NANNCHTH ¢ XHIUISPTOHHA.

XUIpoxioporaa3ng
Yepexnane Ha Gu0peunara dyHKuHA

TuasunuATe IHYPeTHLH MOXKE 13 HE ¢& NOAXOAMLH NPH NalMerTH ¢ GrOpeuno YBpexaaHe i ca
Hee(PeKTHRRN NP CTORHOCTH HA KPeaTHHHHOB KiHprac 30 mU/min win no-HECKH (T.e. CPSAHA HAH TEXKA
OrOpeyna nejocTaTRYHOCT) (B, Touka 4.2 # CHennansy npeiynpexiesHns ¥ MDEATa3HH MEPKH TDH

ynotpe6a, EHananpuios Manear- X uIpOXAOpOTHAINA, YBpexiaue Ha Guipeunara dyHuus;
Euananpunon manear, Yepexiane Ha 6n6peunara GyHknms 8 Touka 4.4),

Yepnoapobuo 3afonspae

Tuasuaute Tpsbaa fa C& HIMONIBAT BHUMATERO NIPH NABKEHTH C HApYIIeHa YepHOAPoGHa QyHKIWA WK
HpOrpecupaillo YepHOAPoGHO 3abonapane, Thil KATO M MANKN OTKJIOHEHWS BbB BOAHO~ENIEKTPOTHTHHA
Bananc MOJKe 1a IPOBOKUPAT HepHoAPOGHa KoMa (Bx. T04Ka 4.4 CreuHany NPENYIPERASHUS H
IpENnA3HY MEpKN Tipu yrorpeba, Exananpunos Maneat, YepHonpoOua HENOCTATHLYHOCT).

MeTaboauTHI ¥ eHAOKPUHHM edexTi

Tepanusra ¢ THA3UAH MOXKE 1a HAPYLIX CAOKO3HUA TOepanc. MoxXe 12 ce HANOKH KOpes
Ha aHTHANA0CTHUTE CPEACTRA, BKJFOYUTENHO HA HHCY/MEA {BXK. To4Ka 4.4 Crgpia
H_BPeANa3Hy Mepky NIpH ynorpeba, Edananpuaor Maneat, [anventd ¢ auader).




TloBHIICHHETO HA HHBAT2 Ba XOJECTEPONA M TPUTAHIEPHANTE MOoke Ja §hle CELP3aHO ¢ ICYEHHETO ¢
THA3MIHK Ay peTHid, o6ave, nps no3a oT 12,5 mg XUAPOXIOpoTHA3Ua He ca ChoOIIeHN Taxusa ehekTr
A T€ Ca MHHHMAJIHH. B Jorre/anense, Ipy KIMHAYHH NPOYYBAHHA ¢ 6 mg XHAPOXJIOPOTHAZMA HE Ca
CROCIICHR KIMHAYHO SHA'MMHE eexTH BHPXY TILOK03aTa, XONECTEPOIia, TPHITHIEPHANTE, HATPHA,
MAartesus uil Kams.

Tipy HsAxoM TIALIMEHTH JSHEHHETO ¢ THASHAH € CBBHP3AHO C PASBUTHETO HA XHNEPYPHKEMHUS H/HNH TIOAATDA.
Tosn eekt Ha XuNepyPHKEMHA H3TIEA2 A030-3aBHCYM H HE € KITHHIYHO 3HAYMM LIpH 2032 OT 6 mg
XHIPOXNOPOTHAZN], Chabpkan ce B Ko-Penurex. Enananpun, oGade, Moxe & OOBHIUH OTAENIHETO HA
IHKOYHA KHCE/IHHA B YPHHATA ¥ TaKa Ja HaMa/i XHIePYPBKeMUHNA eeKT Ha XBAPOXIOPOTHASHAA.

Kaxro HIPH BCCKH MAUMECHT, IOy YABAH] JHYPETHYHA TCPATIHA, Tpsﬁna A4 CC HIBLpHIed NCPpHOIHYHO
olipenesHe Ha CEPYMBUTE eNCKTPOUTA NPe3 NOAXOAAILN HHTCPBAIH OT BpeMe.

TrasnzHTe (BKIOYATENHO XWIPOXIOPOTHA3HA) MOTAT Aa OpEAN3BHKAT HAPYILEH GalaHe HA TEIHOCTH
AJTH eNeKTPOIMTH (XHIOKATHEMHA, XUTOHATPHEMHA B XRNOXA0peMHYHa ankanosa). [Ipenynpesurenaure
NposiBK Ha HapyieR Gajiauc Ha TEYHOCTH HITH eJICKTPOAHTH Ca KCEPOCTOMAS, KAXKAA, CNnaGoCT, NeTapris
CHHMBOCT, Ge3m0KoHicTEO, MY CKyTHH GONKU HITH KPaMIIH, MyCKYJIHa ¢1ab0CT, XBIOTOHUS, ONHIYPHS,
TAXUKAPAHAA H CTOMAIHO~-YPEBHH CMYILICHRASA, KATO IafieHe ¥ NOBpPbILAHE.

Hezapucumo, ye npH OpUIaraHeTo Ha THAIWAHN NUYPETHIM MOXKE A C& Pa3BHE XHIOKATHEMHUA,
CBIPOBOKAAOTO RCYCHHE ¢ CHANANPAT MOXE 12 PEAYLNDPA JHYPeTHK-HRIYIHPAHATA XHIIOKAIHEMHS.
PHCKBT OT XMTOKANMEMHA € Haif-ToNAM NPH NAlMESTH ¢ YepHOApoGHA HUPO3a, OPH NAUHEHTH ¢
YBEHYCHA AWy Pe3a, IPH TANHEHTH C HEaJEKBaTEH NePOpANeH PHEM Ha €EKTPOAHTH M [IPH HAUNEHTH,
KOWTO NOJy4aBaT eAHOBPEMEHHO kopTHKoCTeporan win ACTH (k. Touxa 4.5).

XunoRaTpHEMUs MOXKE 1a C¢ Pa3BHe NIPH eAEMATOHM HAUWeHTH B ropewo speme, JeduunrsT Ha
XJIOpHAR OGMKHOBEHO € IeK W Hall-4eCcTo He Hanara nedesue.

TuazsaKTe MOKe J1a HAMAJIAT eKCKPelMATa Ha Kannui ¢ ypHHATA ¥ 13 NPCAWIBMKAT HHTEPMUTEHTHO H
c1af60 NOBHINABAKE HA CEPYMHUS KAMMUN GPH JIMNICA HA HIBECTHM CMYUICHAS Ha KAUUCBHS
MeTabo/nIbM. 3HaYBTeI aTa XHNEPKATIMEMUS MOXe Aa OhJe JI0KA3aTeaCTRO 34 JATEHTEH
xdiepnapatnpeouinseM. Tuazuaure TpaGea ga GbAaT CHpeRHE Ipeny HACTeABAHe Ha QYHKIHATA HA
NapallHTOBHIHHTE XKIICTH,

YeTanoBeRO e, 48 THASHANTE TOBUINGRAT YPMHHATS eKCKPEIHA Ha MalHe3uH, KoeTo MoXe a SOBEAS 10
XAMOMarHe3HEMH A,

Hapyieuus Ha ouure
XopouaaneH H3AUB, 0CTPa MHONMA ¥ BTOPHYHA 3aKPHTOBIBIINA [AYKOMA:

CyndoHaMBA#TE KIH eKapeTRATa, TPOHABOAHN Ha cyndOHaMUIATe, MOTAT A4 NPenHIBHKAT
UMAHOCHHKPATHYIHA PeaKtHs, BOAESLIR A0 XOPOKJANEH W3THB ¢ AeHEKT HA 3PUTSAROTO NOJIe, NPEXOAHA
MHODHS ¥ OCTPA 3aKPHTOBIBIKE FayKoMa. CHMITOMUTE BKIIOUYBAT PA3K0O HACTHIIBARE Ha HaMaslcHa
3PUTEIHA OCTPOTA KK §0Jka B OKOTO H OOHKHOBEHO HACTBHIIBAT B PAMKHMTE HA YACOBE HO CEAMHIY OT
HAYANOTO HA TIPUEMa Ha NekapcTRoTo. HeneKyBaHata ocTpa 3aKpUTOEIBIHA TAAYKOME MOMKE 14 A0BEAe
Jo nocrosuHa 3aryba Ha spesneTo. [IbpBOHAYIHOTO NeYeHuE © NIPEYCTAHOBABAHE IPHEMa Ha
JexapeTBOTO BB3MOKHO Hal-0ep30. Moske aa ce HanoXy Ja ce oOMHCIA He3a0aBHO MEAHUHHCKO HIH
XHPYPIHYHO JIYEHNe B CIyYail, 4e BLTPEOHHOTO HANATAHE OCTAHE HEOBNANAHO. PUckoBy dakTopH 3a
Pa3BHTHETO Ha OCTPA 3aKPUTOBILJIHA rilayKoMa MOTaT &a BKOYBAT ARAMHE?a 23 CyNIOMaMEAHE HAK
MEHHERIHHOBA AJIepris.




AHTUIONHHT TECT
ChIEPXKAWMAT Ce B TOSH JEKAPCTBEH NPOLYKT XUAPOXNOPOTHAZKE MOXKE Ad ROBEJE 10 NONOKHTENEH
Pe3yNTAaT IPH AHTH~AOMHHT TECT.

BYBXIVECT T
Ipy nanpenty cue wiu e anamuesa 3a anepryus Hid OPOHXHANHA ACTMA, AeKYBAHA C THAIMAY, MOXE ia
€€ MOABAT PEAKIMY HA CBPBX4YBCTBHTENHOCT. CHOGIIEHH ca ¥ Clyvan Ha 0G0CTPSHE HH AKTHBMPAHE Ha
NyHyC epHTEMATO3yC NPH yroTpeGa Ha THASHAN.

HemenanomeH pax Ha KOXara

B 2pe enuneMHONOTHYHY NPOYYBAHHA, OCHOBABAUIA CE HA JATCKMA HALMOHANCH PAKOB PETHCTLD, &
Habmonasak NOBKINEH PHCK OT HEMeNEHOMEH paK Ha koxata (HMPK) [fazanHokieTsdeH KapuaHOM
(PKX) ¢ ckpamo3HOwIeThueH KapiuHoM {CKK)] npH HapacTBama excrosMilus Ha KyMy TaTHRHA 7033
xunpoxaoporhasul (XXT3). QorocencnbunazupaminTte ePekTH HA XUAPOXNOPOTHASKH MOTAT A8
AeficThaT XKaTo BEPOATEH MEXAHWIEM 3a passATHe H2 HMPK.

TlayMenTnTe, HPHEMALIN XUIPOXNOPOTHA3H, TPAGEE A2 ObAar Hudopmupann 3a pucka o1 HMPK u
CbBeTBANH PEJIOBHO A4 NPOBEPABAT KOXKATE CH 38 HOBH NIe3uM H He3abapHo fRa cLoOIABAT OpH HOABA HA
NOZOIPHTEIHHE KOXHY Jieank. Ha nannedTuTe Tpabsa Aa ce NPENOPHYAT KEAMOKHHE NIPEBAHTHBHA MEPKH,
K&TO OrpaHBYeHO HAIATAHE Ha CTbHYEBA CBETKHA M YATPABHONCTOBH NHYY, 3 B clyyall Ha eKCIO3HIH,
NOAXONRINA 3AILHTA, 33 Ja Ce CBEAE HO MHHMMYM PHCKBT OT pak Ha Koxkara. [lofospurenuTte KOXHA
Ae3nH Tpabsa Ja Oblar NOANMKEHH Ha He3a0aBHO H3CHEABAHE, NOTEHIHATHO BKIIOUBAILO XHCTONOIRYHH
H3CNeABaHHA Ha OdoncHyny Matepuany. ITpepasrnexaane ra ynotpebara Ha XHAPOXIOPOTHAIAL MOKE
HA Ce HAMIOKH H HpH HALMEHTH, KOUTO ca wMall npeaxoied HMPK (ax. Touxa 4.8),

4.5 BsarmogeiicTBHe ¢ APYTH JeKADCTBEHY OPOAYKTH H ApYyTH $OpME Ha B3aAModeficTre

EHRJIQIIQHJIOB MajgeaT — Xg,gp.oxnoggmaagg

ROTO O 5 HMH-AHTYOTEHIWH-ATNOCTENOHOBATA CHCT C
Haunu oT KIMHEYHA DPOYYBaHWA NIOKA3BAT, Y€ ABOHHOTO BAOKHpARE Ha
PeHHH-GHIHOTSH3HR-ANA0cTeponoBaTa cucTeMa (PAAC) ypes koMOnsnpanara ynorpeGa na ACE
uHXuGHTOpH, sHrHOTEH3HH I]-perenTopiy GNoKepy WK ATHCKHPEH C& CBBP3BA C NO-BACOKA YeCTOTa Ha
HexeNany chOUTHE, KATO HATIPEMED XUTIOTORMS, XUlEPKANMEMHS H HaMaLBaHe Ha OnOpeunara (hyuKkius
(BKJOURTENHO 0cTpa 6u6pedna HeOCTATEYHOCT), B CPABHEHHE ¢ YHOTpebaTa camo Ha elIHO CPEACTBO,
nelicreamo repxy PAAC (8. Toukn 4.3, 4.4 u 5.1).

EQ!I‘H AHTHXHNEPTEHINBHY CPENCTRA

EnunospeMernara ynorpeba Ha Te3u CPEACTBA MOKE JI3 YBEIHYR XHIOTORHYHATE eEKTH HA CHANAMPHI |
KUAPOXNIOPOTHA3HA. EAHOBpEMERAATa YIOTPeba ¢ HUTPOrIHLEPHH H APYTH HUTPATH WM APYTH
Ba3OAUNATETOPH MOXKE JOMBIHATENHO 12 HAMAIM KPBBHOTO HANATGHE,

JlaTu#

Tpr exnospementoTo npunaraye Ha muii ¢ ACE uaxuOHTOpPH Ca chofiuenna obpaTiMy NOBUILIEHYS Ha
CEPYMHATE KOHUEHTPAURH Ha N¥THH 1 TokcuuHoCT. EnqHoBpemeHHara yiioTpeba ¢ THa3MIHY MY DETHIH
MOXe JOMbAHHTENHO A8 NOBHIY HABATA Ha MUTHH U JIa YBEIHYH PUCKA OT AUTHERA TOKCHUNROCT ¢ ACE
HHxHOHTOpY. Yiotpebarta Ha Ko-PennTeK ¢ MUTHY He Ce NPpenopLysa, HO AKO KOMOHHAMATA C& OKAXKE
HeoOxomuMa, TPA6Ba Aa Ce HIPBPILIN BHUMATEIHO MONHTOPHPANE Ha CepYMHHTE IHTHEBH HuBa (BX.
Touka 4.4).

HecTepouIny PO THROBEIMANHTEIHN C

UHKI0oKCHTeRa3a 2 (COX-2)




-

Hecrepounrare nporupopsinanuTenty cpeactaa (HCTIBC), BINOYHTENHO CeNeKTHBHETE REXROHTODH
Ha nuKnookcurenasa 2 (COX-2) Moxe na HOHIWKAT edekTa Ha QUypPEeTHIHTE U APYIH
AHTHXMOICPTCR3RBRH cpesicTBa, Cneaosatento aHTHXUIepTeH3UBHAS edekT Ra anrnoTensnH 11
peuenTopHn auTaroducT, ACE #HXROHTOPH HIM AuypeTHud Moxe aa Ghae Hamaneyd ot HCTIBC,
BKMOYHTENHO CEACKTUBHATE AHXHOUTOPH Ha HuKiooxcurerasa 2 (COX-2).

Easospementoto nprnoskende Ha HCITBC (sxmoyumrenso COX-2 urxubutopu) » agruotensun 1
peuenTopHH aHTarcHuCTH wian ACE mmxubuTopH NposRARa aIuTHBEH ehexT BLPXY MOBHIIABAHETO HA
cepyMHHA Kamili B Moxe fa foBefie A0 Bnowasane Ha Gn0peynara gyuxues. Tesn edextn oOuKHOREHO
ca obpartuMu. Psako Moxe 1a ce nossr ocTpa O60peuna HEAOCTATEHOCT, 0COGEHO NIPH NANHEHTY ¢
yspepena OnOpeyHa GYHKUMA (KATO RaapAMEp NALKHEHTY B CTAPYECKA BHIPACT WITH NALMEHTH ¢ o0eMeH
HedHIaT, BRIOYATENHO Te3H Ba NHYPEeTRYHA Tepatiis), Creaonarenyo KomOuHaumaTa Tpabsa fa ce
npriiara ¢ NOBAILICHO BHUMAHHE IPH NAUMEHTH ¢ yBpenera Os6pedna dynxams,

ERananpuios Majgear

JekapeTea, TOBRINABAUIM PHCKA OT QHTHOSIEM
Ennospemendara ynorpeSa Ba ACE unxuburopn i cakyCuTpii/BancapTad € apoTHBONOKA3AKA, Thil KATO
YBEINMYABA PUCKA OT aurHoeneM (Bx. Touky 4.3 n 4.4).

Ennospemennara ynorpeba Ha ACE wsxn6urops u pauexagorpun, mTOR viaxuGuropd (Hamp.
CUPOJIMYC, EBEPONIUMYC, TEMCHPOAHMYC) # BUINANIANTEH MOXKE 3 AOBERE JI0 NOBHUINEH PHCK OT
aHrHoeseM (BK. Touka 4.4).

Kanui-cpxpanapaty ARypeTHIE, N00agke, ChIbpKAIIY Kanul, BIR NPYTH NeKapeTBa, KOWTO MOraT Aa
DOBHINAT CEPYMHRAS Kannit

BBripeky He CepyMHEHAT kanHil OOUKHOBEHO OCTABR B HOPMAJHH MPAHHLE, TIPK HAKOH MAUMEHTH,
nexypany ¢ Ko-PeHHTEK, Moke 2a ce DosBy xunepxamemud. Kamii-caxpanssampure 1aypetuuy (Hanp.
CUMPOHORAKTOH, TPHAMTEPEH MM AMUNIOPHR), foBaskyTe, CHIBPRANIE Kaull Kl 3aMeCTHTEINTE Ha
COJL, CBIBPKAIIN KATHH MOXE 2a JOBEAT IO BHAYHTENRO NOBHINABAHE Ha cepyMuust kamuid, Cuino Taka
TpabBa fa ce BuMMaBa, korato Ko-PeruTex ce npanara eANOBPEMEHHO C APYTH CPEACTBA, KOMTO
NOBHITABAT CepPYMHuS KaJHii, KaT0 TPHMETOUPHM # KO-TPHMOKCA30N (TPHMETONpUM/Cy idaMeToKcason),
THil KaTo TPHMETONPHMET € HIBECTEH KATo kayimli-ChXpaHgBaiy XUypeTHK KaTto amuiaopn). [Topaau Toea
He ce nipenopbusa koMOuHRpaneTo Ha Ko-PeHUTeK ¢ ropecnoMeHaTHTE JEKAPCTBE. AKO eAHOBPEMEHHOTO
OPHAOKEHHE & NOKAZAHO, TO TPAOBA 2 C& H3BLPIIBA ¢ TORHUICHO RHUMAaHHE H TPA0Ba YecTo 1A ce
MOHHTOPHDA CCPYMHHEA Kanuii.

Huknocnopiy
XHnepKanMeMus MOXKE JIa Rb3HHKHE 10 BpEME Ha eHoBpeMenHa ynorpeba na ACE unxubHTOpH ¢
uukrocnoprt. [lpenopsusa ce npocnenssane Ha cepyMHUA Kauuii.

Xenapuu
XunepkanueMHs MOXe 18 Bb3HUKHE IO BpeMe Ha eHOBpeMenHa ynorpeta na ACE uHX#OGHTODH ¢
xenapuH. Hpenoprysa ce npocieasBane Ha CEpyMHES KANuii.

Hypersny (THAMIW ¥ SPAMKOBH JHYPETMIH
TpenmecTaaulo reyenye ¢ BUCOXA JO3M JHYPETHIH MOXe A2 nosene 10 obemes RedHUHT H PUcK OT
XHNIOTOHMA NIPH 3aN0YBAHE HA JEUeHHS ¢ eHANANpH (BX. To9k# 4.2 1 4.4). XunoToHuuHuTe edeKTH
Moxe Aa ObAaT HAMAJEHU BPe3 NPeyCTaHOBABAHE HA JIEUEHHUETO ¢ IMYPEeTHIH WK UPe3 NOBHINABAHE HA
offeMa UM npUeMa Ha col.

TprnKNUUEK SHTHASTDECAHTH/ ABTHICHXOTHIA/ ARSCTETHIU




EnxonpemennaTa yriotpeta Ha ONpeACicHH AHSCTETHIH, TPHITHKIHYNA GHTUNEIPECAHTH 1
agTincuxoTHuE ¢ ACE rHXHOHTOpH MOXKE I8 JOBENE J0 NO-HATATHUIHO HAMANABAHE HA KPLBHOTO
HanaraHe (BiK. To4Uka 4.4).

CHMpaTHKOMUMETHIIY
CyMNaTRKOMUMETHUWTE MOrar Ja HaMaidT anTuxuneprensusaus ebexr va ACE uuxuburopure (8.
Touka 4.5).

Anraguaberny

EnMzieMHONOrYMHY NpOydYBaHUS MPEAITONATAT, 46 SAHOBPEMEHHOTO npunoxenue Ha ACE uuxuburopu
aHTHIKA0ETHN ICKAPCTREHN NPOXYKTH (RHCYIIHH, NEPOpAIHY AHTUINAOETHH CPEACTRA) MOXKE 4
OpeaH3BAKA YBEITHYCH dEKT Ha HAMAIABAHE HMBOTO Ha KPBBHATA 3aXap ¢ PHCK OT XHIOTIHKeMHUs. To3H
tenomen MOXKe II0-BEPOSTHO [a Ce IPOSBH NPE3 MEPBUTE CEAMHLH OT KOMGHHEPIHOTO NeYEHHE H TpH
NANUENTH ¢ OROpedno yspexaaHe (Bx. To4kd 4.4 1 4.8).

AnKoxou
AJIKOXOMBT NOBUNIABA XunoTen3uBHAs edekT Ha ACE unxuburopute (BX. Touka 4.5).

ETHICATHITHIIOBA KHCSIHH MGonaTiin # B-Bioxepn
EAHOBpeMEHHOTO NPUIArane Ha CHANIATIPHI C ALeTRJICATUIMIIOBA KHCENHHA (B KAPAHONOTHYHY JO3H),
TpOMGOITHIH ¥ P-On0kepH e Ge30macHo.

3naro

HuTparouasn peaxiny (CAMITOMH BKIIOYBAIH 3aUEPRABAHE HA AULIETO, FAfeHe, MOBPLUIAHE H HACKO
KPHBHO HAIATAHE) Ca ChOOIIABAHN PAIKO MPH HALMEHTH HA JEYeHHE ¢ HIKEKIMOHHA QOpMa, CHILDKAIE
3naro (sodium aurothiomalate) n enHospemenno nedenue ¢ ACE HEXHOHTOPH, BKIFOYHTENHO SHANAIPHIL.

X0 a3

Heenonspusupamy MEOPENaKCanTH
TuasnauTe MOXE A3 NOBHIUAT YYBCTBUTETHOCTTA KbM TyOOKYPapHH.

AJIKOXOR, GapOHTYpaTH MU OMUOWIHN AHANSTHII

Mosxe 1a HacTBNH NOTEHIRPAHE HA OPTOCTATHYHE XHIIOTOHRS (BK. TOUKa 4.5),

AH!:!!EH&GCTHH JIeKapcTea {HEpOpaHY CPENCTBA ¥ HHCYTHH )

Moxe fa ce Hanoxy KOpHrHpaKe Ha 103aTa Ha aHTHIHaCeTHATE NeKapcTsa (Bx. Touxy 4.4 n 4.8).

XOonecTHpaMUH M XONECTUTIONOBH CMOJTH

ABcopOUMATA Ba XUAPOXNOPOTHAIMA € HAPYLIEHA B IPUCHCTEMETO RA AHHOMHHA OOMEHHH CMOJH.
EXdHAYHY 1034 OT XONECTUPAMEH HH XONECTHIIONOBH CMOJH CEBP3BAT XHAPOXIOPOTHAIHA M HAMASBAT
abcopbnpara My OT TaCTPOHHTECTHHANHKS TPakT. [IpOUeATLT B3 HaMaleHHe MOXe Ja JocTHarHE 85 Y% 1
43 % CHOTBETHO.

Yg'BJ'DKeH QT HHTEPBAN (HANPUMED XHHUAWH, TPOKAHHAMUNL, AMUOLADOH, COTAION)

Mosumwen prck ot torsades de pointes.

ﬂg_rmanugong LIAHKOIATH

XHITOKATHEMH AT MOKe 13 TIOBHLIN TYRCTBUTENHOCTTA WK 3aCUIIM peaxiiyarTa Ha CBpHET

Koprukocreponan, ACTH
VCIWIEHO OTACIAHE Ha CISKTPOJINTH, B YACTHOCT XHNIOKAAHEMUS.
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K THYH . 3EMH HOKCOJIOH HJIH 3/10yNoTpefa ¢ fakcaTHsi
XHAPOXAOPOTHAZHA MOXKE Ja NOBHIUK 3arybaTa Ha kammil H/HIH MarHeanil,

9 aMHH HO
E(exTsT Ha pecOpBUTE aMHRH MOXe Aa OB e mouidkeH (Bx. Touka 4,5).

TOCTATHNY (Hanp. HUKIO U1, METOTPEKCAT
THasnapTe MOXEe na HamMasT GEOpeYHAT EKCKPEIUS Ha IHTOTOKCHYHHE NPONYKTH U 1A YCHIAT TEXHATE
MHENOCYNPECHBHEY eexTH,

Ile HYBa TIONY Al
Tpoyvusanys 3a B2aNMOAEHCTBUATA €A HPOBEKARHA CAMO IIPH BL3PACTHH.

4.6 BpeMenBOCT, KXbpMeHe U YepPTRIKTET

Bpemennoct
ACE uHXnOHTOpA:

He ce npenoprusa ynorpedara 5a ACE auxubnrop no BpeMe Ha ITBPBHA TPHMECTBD Ha GPEMERHOCTTA
(Bx. Touka 4.4). YnorpeGara na ACE HEXHOHTODH RO BpeMe Ha BTOPHUS H TPETHS TPUMECTRD HA
OpemMeHHOCTTA € NPOTHBONOKAZAHA (BXK. TOUKE 4.3 i 4.4).

EnuneMHONOrMuNKTe NAHHK OTHOCHO TEPATOFEHHHS PUCK BCNGACTBRE NpHIokKenue Ha ACE nuxnburopu
10 BpeMe Ha MePBHA TPUMECTHD Ha 6peMeHnOCTTa He ca yOenuTenHm; ofaue ue Moxe aa 6n1e
H3KIIOYEHO MANKO NOBULIICHHE Ha pHcka. OCBEH KOraTo NPOIBILKABARE HA 3aN04HATOTO JeueHne ¢ ACE
HHXUOHTOP C& CMATA 38 HANOKHTENHO, HPH DAHEHTKUTE, IIAHUpamH OPEeMERHOCT, € HeOBXOAMMO Ja ce
CMEeHY AHTHXMIIEPTEH3HBHATA TEPANHA ¢ 2ITEPHATABRA ¢ yCTaHOBeH npodun Ha Ge30acHOCT 110 BpeMe
Ha GpeMeHHOCT.

KoraTto ce ycTasoBH GpeMeHROCT, dedeHneto ¢ ACE uuxubutopy Tpstea Aa ce npeycTaHoBH He3abapHo
H JIA C& 3AM0YHE ANTEPHATHBHO JIEHEHHE, aKO € NOAXOLMLD,

M3eecTHO ¢, ue nedyendero ¢ ACE HuxubHTOPH 10 BpeMe Ha BTOPHAS K TPETHA TPUMECTHD HA
OpeMEeHHOCTTA NPeAHIBUKBE (PETOTOKCHIHOCT NPY Xopa (HamaneHa Gu0peuna GyRKuua,
ONUrOXUIPAMHHOH, 3a0apAne Ha OCHQHKANMITA Ha Yepena) U HeoHaTanHa TOKCHIHOCT, (G56pedna
HENOCTATEYHOCT, XHIOTOHKSA, XHIEePKAIHeMHa) (8. TouKa 5.3). OnuroxuapaMuaioH apu Malixara,
BEPOATHO MpPEACTaBIABAIL HaMallcHa eMOpHOHANHA 610pedna QyHKUNS ce MOABABA H MOXKE Ja JOBEle A0
KOHTPAKTYpa Ha KpaHBKIUTE, HepeMHO-/IIeBY NepopMallin 1 XunouTasad #a Genns apob.

Ako ce ycranou exciiozuius Ha ACE nRX#06HTOPH OT BTOpHS TPEMECTHD Ka GPEMEHHOCTTS, €
TPENOPBLUNTEIIRO yATPa3BYKOBO H3clieABane 3a nposepka Ha G1Gpeunara GyHKUAA i uepena.

Hosoponeny, 4nuro Maliky ca npuemann ACE nrxpOuropy, Tpsalea cTprktro Aa 63T npocieAsBaHy
34 10ABATA Ha XHIOTOHHA (BXK, TOUKH 4.3 1 4.4).

XuApoXnopoTHa3Ha:
Hwma orpaHryeH OmHT ¢ XHAPOXAOPOTHA3M], N0 BpeMe HA GpeMeHHOCT, 0c0GeH0 Npes MLPRNA TPHMECTLD.
[TpoyBauusTa MPH KUBOTHH C& HEJOCTATLYHA. XMAPOXIOPOTHAZNA IPEMHHABA MIPe3 nianexTara, Bra
OCHOB2 Ha (APMAKONOrHIHHA MEXaHHU3LM Ha AefCTRHE Ha XUAPOXIOPOTHAMA, yrioTpebarta My npes
BTOPUS ¥ TPETHA TPHMECTHD MOKE Aa HAIOXKH Ha pHCK deTo-NNaleHTapHaTa tepdysu

TPOMOOLATONCHAS.



XuapoxnopoTHalKx He TpAOBA A& CE HIWOM3BA 33 NeCTAIMOHEH OTOK, MeCTAHOHHA XHIEPTOHHS MiTH
TPESKIAMIICHA IOPaJl PHCK OT HaMaNleH Nna3MeH obeM U nnaneuTapua xunonepdysus, Ge3 nonesex
eexT BEPXy X0Ja Ha 3a00NABAHETO.

XunpoxnopoTnasnj Re TpabBa Aa ce H3TON3BA 34 eCEHLUATHA XUNEPTOHUA TP GPeMEHHH JKEHH OCBEH B
PEOKH CIYHaH, KBAETO HE MOXE Ja ce H3NOI3EA HHKAKBO APYTO ICUeHHE,

}_{_LQMCHG

Enanmanmpmn:

Orpanmgeny GapMakOKHHETHYHM JaHBH NOKA3BAT MHOTO HUCKH KOHUEHTPAIMHE B KbpPMATA (BXK,

TOuK2 5.2). He3aBHCHMO He Te3H KOHUSHTPALMY HALTEKIAT KIHHHYHO He3HaulMH, ynotpebara Ha Ko-
Peunrek He ce npenopuysa Mo BpeMe Ha KbPMEHE HPHU NPEXIEBPEMEHHO POJICHH KbpMaveTa i [Ipe3
ITBPBUTE HAKONKO CEIMHIEH C/I6] PAKAINETO, NOPpaii NOTEHUUANSH DHCK OT ChPASHHO-CHIAOBH H
OrOpednn edextr 1 MOpaay HEJOCTATHYECH KNWAWYEH onuT. [1pu mo-roseMH KspMaveTa ynotpeGaTa Ha
Ko-Peaurex npH xEpMeli Malikn MoXe [a ¢e 0OMHCHH, aKO TOBa JeyYeHHe € HATOKUTENHO 3a Malikara u
aKo JiereTo Ce Habmo ana 3a mosBaTa e HEXKeNanh edexT.

XHApOXNOpOTHAZHI:

XUApOoxIopoTHA3H] C& OTASIN B KEPMATa B MANKH KoMYecTsa. THAZNIATE BLE BUCOKH 03K
NpeNU3BHKBAT HHTSHIUBHA JHYDPE3a H MOTaT A NOTHCHAT KupMara. YroTtpeSara ua Ko-Peritrek ne ce
ApenopeYBa o BpeMe Ba KbpMeHe. Ako Ko-Peputek ce u3anomnsea no BpeMe Ha KEpMeHE, A03MTE TpabRa
JAa Ce 3ana3siT Br3MOXKHO Hal-HUCKH.

4.7 Fdextn Bupxy cnocobuocTra 38 mopnpane 1 paGoTa ¢ MAKIHAR

[pw wodupane wnu paboTa ¢ MawKHE TPDBA A2 Ce AMA NPEABHI, Ye TOHAKOra MOKE 1a Ce MONBY
samaiipade HAH 00IHa OTHAFHAIOCT (B, Touka 4.8).

4.8 HekelaHH JeKAPCTBEHH PEAKIHN

Ko-Penutek obrxuoseno ce nonacs gobpe. Iliph kivMHmaHy npoyyusanus, cTpaHugrHTe edexTd ca 6Him
JEKH M MPEXOJHY ¥ B IOBEYETO CNyYad He Ca U3HCKBANH NPEKPaTABaHe Ha JIETCHHETO,

Hali-yecture crpasnynH ediekTH, chobulaBann Do BpeMe HA KITMHMYHO nipoyusaue ¢ Ko-Penrek ca 6unn
rnapofonHe H KauUiua.

CrobmapaHi ca CIERHATE HEWETaHH NeKAPCTBERH peakipy 38 Ko-PeHHTEK, eHANANPHA CAMOCTORTEHO

B XHAPOXNOPOTHASH/ CAMOCTOATENHO, KAKTO N0 BpeMe Ha KIMHHYHY IPOYYBAHKR TAKA H Ce KATO
MPOAYKTHT € MYCHAT Ha N1a3apa;
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TatGaaua 1. Hexenand xexapcrsenn peakuun Ha Ko-Pennrex

Crcremo- Muoro Yeern (21/100 | Hewectn Peaxn Mbuoro C nednBecTHa
OpraHen Kiac decTH a0 <1/10) {=z1/1 000 no (=1/10 600 no PeAKH secrora (0T
z119) <1/100) <1/1 000) (<1/10 900) BAJMIHATE
BRHHEM H¢ MOme
aa beae
HANpANEHA
OIEHKA)
Heonnazmu - Hemenarnomen
dedporanecmaen pax Ha KO¥aTa
u, (GazanHoKNETHYE
nexayecmeeni H KaplIHHOM 1
u Heonpeoerenl CKBAMOZHOKIETR
(8Ken. kucmu u YeH KAPIHHOM)
nonuni)
Hapywenun na ABemus Heyrponeris,
Kpnema n {(BKIIOYHTENHO | HAMATIEH
UMPREMA anmacTéaHa ¥ | xemornoGum,
CUHCMEMIT XeMOJIHTHYHA) | HAMAaneH
XEMATOKPHT,
TpoMbGon@Tone
HHA,
ATPAHYNOLMTOR
a,
KOCTHOMOIBUHO
TIOTHCKANE,
TIEBKOMEHHA,
NaRLGITONIeHHS,
nuMpanenonaT
H4,
AETOHMYHHH
safonsaBaHus
Hapywenur na CHBIpoM Ha
EROONPUNHAM HApYIIeHa
cucmema CEKPCIHA Ha
AHTHIHY PETHUEH
xopMoH (SIADH)
Hapywenus na XunokandeMmsi | Xunornpkemy | TloBuineHa Xunepranuye
Memabonuimea u » HOBHINGH i (B%. KPEBHA 3aXap MuA (B,
XpAHeHEMD XONECTEPON, Touka 4.4), Touka 4.4)
TOBRIOGHH XMOOMArHe3He
TPHUrIHUEpHIY, | Mu4,
XHIEePYPUKEMH | moJarpa++*
5
Hapywenun na TnaeroGomne, Ofrprpae, Heoluuaaitsu
Hepsuama DETpECHs, CBHITHBOCT, CHHHIT,
cucmema u CHHKOTI, Geacouue, HapyWeHRA Ha
RCUXUSHE IIPOMEHEH BKYC | MEPBHOCT, CBHY, [Apesa
Hapymenus HApecTesHY, {nopamm
BEPTHTO, XHTIOKATHEM S )}
NOHHKEHO
mbupo**
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Cucremo- Miuoro Yecru 1/100 | Heuecrn Peaxn Mnuoro C nenssecTan
OPraHeH KIac 9eCTH Zo <1/18) =1/1 000 no 1110 000 no PeakA q9eCTOTR (0T
(=1/10) <1/100) <1/1 000) {<1/10 000) HATHYUHHTE
JAHHH He Mo#e
an Srae
HANPABERA
OHEHKR)
Hapywenuz na | 3amurien Xopounanen
ouume o MINNB
BYDKIAHE
Hapywuenun na Hiym B ymuTe
Ixomo u
nadupunng
Cypoeunn u 3amakipay | XWmoToHHS, 3auepsasaHe (DeHoMeH Ha
cadosu e OPTOCTATHYHA | Ha JIHUETO, Raynaud
Hapytaenun XMIIOTOHNA, TATNMTALMH,
PHTBMHH HHQApKT Ha
HapyleHus, MHAOKAPgA WIn
CTEHOKAPTHMS, MOZLUHO-
TAXHKRPHHA ChAOB
UHIVAEHT®,
BBIMOMKHA
BTOPHUHA 10
EKCIECHBHA
XWIOTOHRS
TIPH DAiHeHTH
¢ BHCOK PHCK
{Bx.
TO4YKA 4.4)
Pecnupamopun, | Kamnuma | 3anyx Hasansa Benoapobun
Zpuonu u CEKpeLL, HHDHITTPATH,
MEOUACHURANHY Honky 8 pecrupaTopeH
HApyHeHUn THPIIOTO M JMcTpec
Ipeiras rnac, | (BKIFOYHTENHO
GpoHXOCHA3PM | MTHEBMOHMT H
factMa 6enoapober
OTOK), pURHT,
AnepriyeH
AMBEONRT/€03pH
otrumHa
TIHEBMONHS
Cmomatuno- T'anene Jnapus, Hneye, Cromarut/adro | Uxrectunane
upegHu kopeMHa Donka | naskpearsr, 3HH YIIEpauMy | H aHTHOeAeM
HAPYWCNUR TIOBPRiIAHE, (438H), CAOCHT
zUcenchs,
3arexK,
AHOPEKCHA,
CTOMAUIHO
npazxene,
CyxoTa B
yCTaTa,
TeNTHYHA
4383,
METEOPHIBM**
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Cuacremo- Mnoro Yecrn (21/100 | Hedecrn Peawn Mroro C HenspecTua
OpraHen Khac QeCTH Jo <1/10) {=1/1 000 xo {1/10 000 no peakn 4ecToTa (0T
(=1/10) <1/100) <1/1 0049) (<1/16 000) HANHYHHTE
HAPHNA He MOAKE
na Gnpe
HADIPABEHS
OUEHKR)
Xenamobunuapr Hepronpobaa
u HAPYHILHUR HEJOCTATHIHOC
T, 4eépHOApodHa
HeKxpo3a (MoKe
aa boae
(paranHa),
XENATHT - HAH
XenaToLenyrap
£H WA
XONMECTATHYCH,
HBITTeHHIIR,
XONELMCTRT
(ocobeno npu
MALMEHTH C
npeaxoxiana
XONEeNHTHAzA)
Hapywenus ua Obpun Juatopesa, Epurema Hwma cpobmenpe
Kadcama u {exanthema), cuplex, MynTudopMe, 3a KOMIUIEKC OT
nedKoMNCcHamMa CBPBXMYBCTBHT | YPTHKapPHA, CHHMIPOM Ha CHMITTOMH, KOifTo
muvKaK SHOCT/AHTHOH | AIONENus Stevens- MOKE Da
EBPOTHYEH Johnson, BKIIIOUEA RAKON
OTOK: exconuaTnben WM BCHYKH OT
AHFHOHEBPOTHY JePMATHT, CREHHTE
&H OTOK Ha TOKCHYHA NPOABH: BHCOKA
THUETO, enuuepManHa TeMTeparypa,
KpaisuuHTe, HEKpOIM3a, ceposur,
YCTHHTE, e3HKa, Nypuypa, PBKCYNHT,
TAOTACA YW/AIH KOMEH IYIyC MHAITTHA/ MHO3MT,
NAPHHKCE Ca CPHTEMBTO2YC, ATPANTHA/APTPHT,
8} 107 epUTHOAEPMAE, TIONOKHTEIEH
choOIIeHn (BK. nemdnryc ANA, ycxopeHo
Tovika §.4) CVE,
COIHHOGHIHA B
JEBKOLMTO34.
Moske na ce
NoABH O0pHB,
tdoTouypCTRHTEN
HOCT WM APYTH
KOKHH MPOABK.
Hapywenur na Mycxynru ApTpanruas*
MYCKYTHO- Kpamny*+*
CRERCHINAMD
cucmema,
coedunumenram
& nesKan i
KocmHn
RAPYUICHUR
Hapywenur na Buipeuna Omurypus,
Gobpeyume u THCGYHKIHA, HHTSPCTHIHANE
nuKounume Orbpeuna o Hehpur
nomugg HENOCTATEYHO
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Cucremo- Mpnoro Yecre 1/100 | Heneern Peaxnm Mnoro C RemspecTHA
OpraHeH UTac qecTH o <1/10) 1/1 000 mo (=1/10 000 a0 peaKkn yecToTa (0T
(=1/10) <1/100) <1/1 000) {<1/10 000) HANASHHTE
AAHHA He MOXe
as Geae
HaNpABEHA
OLlgHKA)
T,
_TPOTEHHY DA
Hapywenua na HmrorenTHoC | I'HHEKOMACTHY
SBINPONILODUME T
JHAMA CUCMeMa
i Zepdama
Obwu Acrennn | Bonxas O6wo
Rapyiaerin u TEPAUTE, YMOPa | HEPasNOONKeH
edexmu na He, BHCOKa
MACHOMO WY TeMlicparypa
HpIIOdICERE
Hicnedsanun Xunepxanuemn | Tlosumena [osmmnenu
A, nopAmed KpPuBHA ypes, CTOHHOCTH HR
cepyMeH KHNOBATPHEM | 4epHOAPOOHH
KPEeaTHHUH A SH3HMH,
NOBKIIERYH
CTOMHOCTHM Ha
CEPYMHUA
OwiHpy G

* B KIMHYYHATS U3NHTBARMA YeCTOTAT2 Fa TE3W B rPynaTa Ha miaueGo H Te3d B rpynata Ha AKTHBHA
KOHTposa € 67a cpaBHHMA.

** HaOmofaBas caMo TIpH 1031 0112,5 Mg 1 25 Mg XHAPOXNOPOTHAZH

*weinacupuumMpaseTo Ha MyCKYIHHTE KDaMIIF KATO Y€CTH Ce OTHaCA 3a iosute o1 12,5 mg H 25 mg
XHIPOXNOPOTHAINL, JOKATO KIACHGHIMPAHETO HM KATO HEUECTH C& OTHACH 3a 403aTa 0T § mg
XHAPOXTOPOTHASH

Onwncaupe pa u20paHH HEXETAHA PEAKLHH

HemenanoMen pak Ha koxara: Bna 0cHOBa2 Ha Hanw4HATe JAHHE OT SMUACMHONOTHYEY POYYBAHHA &
HabMrofaBana 3aBUCHMA OT KyMYyJAaTHBHATE 038 BPB3Ka MEXIY XHApoxopotaasisy # HMPK (Bx.
Toukh 4.4 1 3.1).

HO0IaRaN 03 H HEXS/IZHH DeaxIuy
CrofmaganeTo Ha NOTOIMPAHY HEXETAKH PeakmiH Clie]] PAa3pelaBane 38 yNoTpe6a Ha ACKAPCTBEHHA
IPOAYKT € BaxHO, ToBa No380/MABA A8 NPOABIDKH HAGIIONEHUETO Ha CHOTHOMCRHUETO NOM3A/PHCK 34
NeKapCTREHUs NPORYKT. OT METHITHHCKATE CICLAATHCTH C& W3UCKBa Ja ChOGILARAT BCSKA IOR03UpPana
HeXeNnana peakuus Ypes Hamniaarenna areausa no sexapersara, yn. . Jamssa Tpyes” Ne 8, 1303 Codus,
Ten.: +35928903417, yeGeaitt: www.bda.bg,

4.9 Iipepozdpane

Hama crenmdudna wadopmanus 3a sedeHne npu npezoupane Ha Ko-Penurex. Jlesenuero e

CHMITTOMATHYHO M noaxspkamo. Tepanuara ¢ Ko-Penurex Tpatea 1a Gbae cnpana, a MaiUeHTsT
Habmosasan o16u30. TIPEnOPEUHTENHUTE MEPKH BKIFOUBAT HPEINIBUKBAHE Ha MOBPLINAHE, NPUeMaNe
H2 aKTHBEH BLITICH M TAKCATHE B ClYy4ai Ra CKOPOHIHO NpHeMane Ha TabneTkute, H KOPHrHpaHe Ha

EnananpnioB Maneat /

- e
o

,’,//

Mgty

afh

1,
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Hail-spxute CHMITOMY, NpeAU3BUKaHK OT IPeAOYpaHe, Ca H3paleHa XHIOTOHHS, 3a0YBalLA OKOJIO

6 uaca cien npreM Ha TabneTkUTe, NPUAPYKeKa ¢ GROKHPaHe HA PEHNH-ABTHOTEH3NHOBATA CHCTEMA H
cTynop. CHMITOMETE, CBLp3aiA ¢ npeposupane Ha ACE HHXNOUTOPH MOXe Aa BKIOYBAT UMPKYAATOPEH
IWOK, EMCKTPOIBTHH HapyileaHs, 650pedna HeOCTATHYHOCT, XHICPRSHTUTALMS, TAXHKADAHS,
nanmuranuy, Spannkapans, saMalisane, 6eanokoKcTBO ¥ kankIa, CepyMHH HUB2 Ra eHaanphna ot 100
%o 200 reTH HaX T3 IPH CTAHAAPTHA NO3HPOBKA, e HaGMIoAasaT cen npaaokeruero sa 300,
pecrekTUBHO 440 Mg eHANANPUIOB MATeaT.

[IpenoprYBaROTO NCUCHHE IPH NPERO3MPAHE € IPHIArAHe HA WHTPABEHO3HA HHYIUA C HIOTOHHNEH
GH3HONOTHEEH PA3TBOP. AKO ce NIOABY XHNOTOHNS, AUMEHTET TPAGBA & C€ NOCTABY B JETHANO
nofoxkesHe. AKO ca HaIMYHK, HHQY3Hs ¢ auruoTeH3nd I u/ W HHTPABEHO3HN KATEXONAMUHM MOXE Jia
Obaar oF noiza. AKO IPUEMAHETO Ha TAOJIETKUTE € CTAHATIO CKOPO, BIeMeTe MepKi HaCOEHH KbM
CIMMHHHEPAHE Ha eHANANPHAOBHA Manear (Hanp. NOBPhUlaHEe, CTOMAINHA TPOMHBKA, TIPHEMAHE Ha
abcopbentH H raTphes cyadar). EnananphraT Moxe [a c& IpeMaxne OT KpbBOOOPBLUICHHETO Yped
xeMop#amm3a (Bxk. Touka 4.4). ITeficMelfikbp TepannsTa € NOKA3aHa 3a eYCHHE Ha PEIHCTEHTHA
Gpaznxapans. JKM3HeHO BOKHHTE NPH3HALM, CEPYMHUTE €AeKTPOIRTH H KOHUEHTPALIMHTE HA KpeaTHAUHA
TpsOBa Zia ObLAAT HENMPEKLCHATO MOHHTOPHPANH.

XuapoxJaopoTHasHA

Hali-1ecTo cpetiianiTe NpU3HAUH W CUMIITOMH €A Te3H, NPSAH3BHKAHH OT eNEKTPOIHTHATE Hapy LeHus
(xunoxanneMus, XHIOXJIOPEMUA, XUNORATPHEMAN) H JeXHAPARUATA, BCHEACTBHE EKCHECHBHATA IMYpe3a.
Axo ¢a GUIM MpHNAraHy K RHTUTATHCOBH HPOAYKTH, XHIOKAIHEMHESTA MOXe 12 IPOBOKAPA ChPACYHA
ApATMHA.

5.  @®APMAKOJIOTHYHH CBOWCTBA
5.1 dapMakoaHHAMHYHR CBOHCTBA

@apmakoTepaieBTHYHA FPYNA: CHATANPHN K AXYDETHIH.
ATC xox: CO9BAQO2

Ko-Peuvitek (eRananprios MaaeaT # XHAPOXNOPOTHAZHA) e KOMOHHAIMS OT HHXUWOHTOP HA aHTHOTEH3HH-
KOHBEPTHPALIMS €H3UM (SHATIATIPUIIOB MATIEAT) U JHYPeTUK (XUAPOXIOPOTHAZU), KOATO € edeXTHRER
TIPH fiedeH e Ha XUIePTORKA, AHTHOTEH3HH KOHBEPTHPAWHST ex3uM (Angiotensin converting enzyme -
ACE) e nenmiani IuNENTHAA3A, KOSTO KATANHANPA KOHBEPCHATA HA aHrMOTeH3MH | 1o npecophaTa
cyGeranimua asrnotensu [1. Crex aGeopbumira, eHayanpun ce XUAPONA3NPA 10 SHANATIPUIAT, KOKTO
HHXxuOHUpa aHTHOTeR3HR-KORBEpTHpaIuMs erauM (ACE). Mnxubnpanero na ACE somm fio Hamanssane Ha
TUTA3MEHHA GHTHOTCHIAA I], KoeTo BoaM no yBenyvaBane Ha TI1a3MEBaTa PEHHHOBA AKTHBHOCT (B
pe3yATar Ha npeMaxBaHe HA HETATHBHATA 0OPaTHA BPB2KA HA PEHHHOBO OCBOGOKAABAHE), H HAMAIABAHE
Ha aN0CTEPOHOBATA Cexpenna. XuapoXnopoTHasHi € RHYPETHK i AHTHXHNEPTEH3HBHO CPEACTRO, KOETO
YBEJIHYABA MIAa3MEHATA PEHUHOBA AKTHBHOCT, MeXaHH3MBT Ha aHTUXATIEPTEHMBHUSAT eeKT €
HEM3BECTeH. XUAPOXAOPOTHA3HA OGHKHOBEHO He NOBMMABA HOPMAHOTO KPBLBHO HaJIsTaHe.

Ko-PerdTex MMa aHTHXMNEPTEH3WBHA U Iy PETUYHA AKTHBHOCT, EHananpuios Maiear u
XHAPOXA0POTHASNA €2 H3NON3BAHH TIOOTAENHO K B KOMOHHAIHA 32 JeHEHAE HA XANePTOHu:. Makap e
XHAPOXNOPOTHAZNA 6 M CAMOCTOATENHO HE MTOKa3Ba KTHAMYHO 3HaYNM HTUXHICPTEH3HBEH eeKT B
cpaBHeHMe ¢ mTanedo, KOraro XHAPOXNopoTHa3Ha 6 mg € KOMOUHHPAH ¢ SHANANPHMIL, € JOCTHTHATO
KIHHHYHO CHHEPrHYeR eGeKT 110 OTHOIERHE Ha KPBBHOTO Hanarane. EQexTsT oT HOHMKAB3HE Ha
KPBBHOTO HAJIATaHE € 3HAYMTE/THO NO-TOMAM, OTKONKOTO C¢ HAGIIOAaBa ITIPH CAMOCT
Ha eHananpul. B nonbiaHenne, auTHXHNepTeH3uBREA edekT Ha Ko-Pennrek ce
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ACE e HaenTHued Ha xpnruyasa 1. Taka, eHananpun moxe cbino Aa 610KHpa pasrpaxJaHeTo Ra
GpanuKHHHH, MOIIEH Basonenpecopen nentua. OGade, poagTa HA TO3H edeKT Ha eHANANPHI B
TEpANEBTHYHO OTHOIICHNE OCTaBa [Ia ce UAACHH.

M Ha TBUE
Bunpexu ye ce CUMTa, e MEXAHU3MBT, 4PE3 KOHTO eHANPHI NOHMKABA KPEBHOTO HANATAHE, € HEPBHYHO
TIOTHCKAHE HA PEHRH-AHTHOTCH3NH-A/II0CTEPOROBATA CHCTEMA, CHANGTIPHN HMA AHTHXHIIEPTCHIHBCH
edexT, AOPH NPH MAUHCHTH ¢ HUCKO-DEHHHOBA XHNEPTORMS,

QaQMQEOQHEﬂE‘lﬂH QQ;QKTE

HpneMa Ha CHANANPHII TPH DalHeHTH ¢ XUNEPTOHHA BOIH N0 HAMAINBAHE HE KPhBROTO HAJAraHe, KakTo
B JIETHANO, TAK4 H B H3IIPAaBEHO NOTOXKEHHUS Bea HAUNTENHO YBe/IHYapaHe Ha ChPACYHATE YeCTOTA.

CHMATOMaTHYHATA OPTOCTATHYHA XUIIOTOHYA € pAAxa. [IpH KAKOH NaHKEHTH ONTHMANHOTO IOHMKABAHE
Ha KPBHBHOTO HAJNSTaHE MOXE /i3 W3HCKB2 NPOABIKUTENHOCT Ha TEPanHATa HAKONKO CEAMULY,
Bresannoto cnupase Ha eHANANPUIOB Maneat He 61 TpabBaiC #a ce CBEP3Ba C PA3KO YBENMYaBaHE Ha
KPBBHOTO HAISTAHE,

Edexrusno unxubupare ia ACE akTuBHOCTT2 0GUKHOBEHO HacTHIBA 2 10 4 uaca ciel nepopaicH
[pHeM Ha eRMHHYHAE [03a eHatanpu. Hadanoro Ha aHTHXATNEPTEHIMBHATA AKTHBHOCT € HaBmoaBano
O0MKHOBEHO Ha MBPBHA 4aC, C MHKOBO HAMAIYBAHE HA KPLBHOTO HANATAHE, OCTHTHATO 4 J10 6 waca ciel
npuema. [IpogpmxaTenHoCTTa Ha edexta 3aBHCH OT Ao3ara. O6ade, P HPEHOPHURTEIHATE JOH,
AHTHXHOEPTCR3HBHHAT M XeMOJHHAMIUCH edeKT Ce NOARBpKAT Hall-Manko 24 yaca,

B xemomuHaMuIHN NpOY4BaHHs HA NALMEHTH C €CEHIMANHE XRIEPTOHNA, HAMAIIRANETO HA KPLBHOTO
HANATaHE ¢ NIPHIPYXEHO OT HAMaNABaHe Ha NepUQCPRATA apTEPHATHA PERCTEHTHOCT ¢ YBEMYABAHE HA
CHPAEYHRA yAapeH 00eM X MANKA MM JMNCBAIla MPOMARA B ChPAEYHATA 4ecToTa, BCNENCTBHE NPHEMa Ha
SHATANPHIOB MAJIEaT, HMa yBETHYaBaHe Ha GbOpenHNs KpHBOTOK, HHBOTO Ha ITIOMEPYHATa QHITPANAA €
uenpoMeneno. Hama noxasarencraa 3a 3aapexxa Ra Hatpul win Bona. O6aye, npy MALHACHTH ¢ HACKO
HURBO HA MNOMEpYNHATE GUATpAIHA TpeH JEUEHHETO, TOBA HUBO OOHKHOBEHO CE YBETHIABA.

AHTUXUTICPTEHZHBHOTO JICUCHHE ¢ SHANANPHI BOAY JO 3HAYHTEIHA PErPecHs Ha feBOKaMEpHAT
XUIepPTpodus ChC 3a0a3BaHe HA CHCTONHAS o0eM Ha 9BaTa KaMepa.

E¢exrst Ha pHxcHpanata 103082 KOMOHHALIHS SHANATPHI § XHAPOXIOPOTHAIMA HE € NPOYIBAH BHPXY
3a00A€BACMOCTTa B CMBPTHOCTTA.

Asoiiga 6noxana
JlBe ronemun panziomMusupann KoHTporKpary npoyyusanns — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texyuio r1oGanso H3NKTBaKe 33 KpaliHi TOUKH
H2 TeJIMUCAPTaH, CAMOCTOATENHO B B KoMOuHaums ¢ pamunpun) n VA NEPHRON-D (Knuruauo
NPOYYBAHE CBLP3AHO ¢ Pa3BHTHE Ha HedponaThs npH 1Maber, PoBeaeHo 0T MEHUCTEPCTBO HO
BRIPOCHTE Ha BETepaHuTe) — Npoy4sar ynorpedara va komOusnauusta ot ACE uHxubuTop B
anrvoredsut H-petentopen Snokep.

ONTARGET e npoyusane, npoBeJiero NPH NaUMEHTH ¢ aHaMHe3a 38 CHPACYBO-ChA0RA HH
MO3BYHOCHAOBA GONECT, WM 3axapeH fualbeT TN 2, IPHAPYKEHH ¢ AaHHH 33 YBPEXaHe Ha e(heKTOpHH
oprand. VA NEPHRON-D e npoyusase npn nauvesty ¢ec 3axapey auaber tun 2 u nuabeTna
wedponarus.

Tean npoyusanus ne noxassar 3nauum Gnarompusrer edeKT BbpXy GpOpeynnTe H/HIM CHPACYHO-
CHAOBHTE NOCTEIUUHA ¥ CMBPTHOCT, K&TO CHILERPEMEHHO A HAOIOIABAHH NIOBUILIEH )

apyru ACE uexubnropy u aHr#orensud H-petentopun Gaokepu.
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ACE unxutnaropy 1 anrnotensns ll-peuentopuu 61okeps caegoBaTenso He TpaGea na ce Hanoi3aar
SAHOBPEMEHHO [IPH NaMeHTH ¢ fvafeTHa Hedponarus.

ALTITUDE (KymauyHO npoydeare NPOBESHO ¢ AMCKAPEH NIPY MALMEeHTH ChC 3axapen auaber THII 2 ¢
H3N0II3Bake Ha ChpReYHO-ChA0BH H OnOpedny 3afonapannd KkaTo KpaliHu TOUKM ) € MpoyyBaKe,
NpelHA3HAYeHo Aa H3CHeBa ON3aTa OT Ro0aBFHETO HA AMACKHPEH KBM CTanjapTHa Tepanus ¢ ACE
HHXHOUTOP WM avruoTeHsqH Li-penenTopen Gokep NpH NavenTd Che 3axaped Aualer Tan 2 n
xpoHvyHo GL0peutio safonasane, CHPASTHO-CHAOBO 2a0onaBane unu u aeere. [lpoyisanero e
NpPeKpaTeHo NPEKASBPEMEHHO NOPAH HOBAIEH PHCK OT HeGNaronpUATHR rocaeanuy. KakTo cxpneuno-
CBAOBATA CMBPT, TAKA H MHCYNTHT Ca 110-UECTH B IPYNATa HA ATHCKHPEH, OTKONKOTO B rPYNAaTa Ha
nnanebo, & PEACTaBIABAINYTE HHTEPEC HEXENANY CLOUTHA # CEPHO3HH HEXKeNauH crOuTHS
(xunepramieMus, xunoTonys u On6pedna AUCHYHKINA) ce CHOOMIARAT 10-4ecTO B rpynara Ha
aNHCKHPEH, OTKOJKOTO B IPYNATA HA miane6o.

HQMQJIaHOMeH pak Ha KOXaTa
BE3 0OCHOBA HA HANHYHUTE JAHHH OT eNHASMHANIOTHYHY [IPOYYBaHNS € HalnroNapata 3aBHCHMA OT

KyMYJaTHBHATA 1034 BPB3KA MEKAY XHApoxiaopoTHasng ¥ HMPK. Exxo npoyusane BKIFOYBA
FOMynamus, CheTosma ce ot 71 533 cmyyanr va BKK n 8 629 ciyuan va CKK, n 5onynauus ot ch0TBETHO
1430 833 u 172 462 nonxoasmu KORTpoH. BrcokaTa ynoTpeta Ha XMAPOXIOPOTHAZHA (KyMYAQTHBHO
= 50 000 mg) e cewp3ana ¢ kopurapad OR 1,29 (95 % IH: 1,23-1,35) 3a BKK 4 3,98 (95 % JIM:
3,68-4,31) 3a CKK. Habmogpapana e ScHa Bpb3Ka KyMyJIaTHBHA J1033-0TroBop kaxto 3a BKK, Taka  3a
CKK. flpyro npoyusaHe oKasBa BL3MOXHA BPE3KA MeXLY paka Ha yctrute (CKIK) u excnospmysra na
XXT3:3a 633 cywan Ha paK 5a yCTHATE € TIOAOPaNa TIONy Tauus ot 63 067 TORXOAMHY KOHTPOIH, KATO
C€ M3MOJI3Ba CTPATETHA 3a B3eMaHe Ha ipofu, onpefeneda ot pucka. JleMORCTpUpPaHa e Bpb3Ka
KyMYyJaTHBHA J032-0TroBop ¢ kopurwpad OR 2,1 (95 % A 1,7-2,6), napacteaug 5o OR 3,9 (3,0-4,9) 33
Biicoka ynotpeGa (~25 000 mg) u OR 7,7 (5,7-10,5) 3a Ha#i-Bucoxara kyMynatuesa no3a (~ 100 000 mg)
(8. cBIO TOUKa 4.4).

52 (QapMakoKEHETHYHY CBOIiCTBA

AGcopbuns

[TepopannusT enananpus ce abcopbupa Gbp30, ¢ TUKOBH CEPyMHH KOHUECHTPALKY HA EHANANPHT,
HACTHIBALIA B PAMKHTE Ha bpBHA 4ac. Ha Oa3ara Ha OTKPHBAHETO R YPUMHATA, CTENEHTa Ha abcopbuus
Ha eHananpun ot Tabaerkure e npubmusuTenro 60 %. AGcopOupsTa Ha NEPOPATHIEA CHANAIPII He ce
BJIASE OT HANHYMETC Ha XpaRa B raCTPOMHTECTHHANHNUA TPAaKT.

Cuen abcopbussta, NEPOPATHUAT HANANPUT C& XMAPONHU3UPa G5P30 K EKCTEHIUBHO A0 SHANANPHLIAT,
MOMieH HHXHOHTOP HA AHTHOTEH3UA KOHBEPTRPAIMA eHanm. [ToROGHH MHKOBH CEPYMHM KOHIIEHTPAHH
Ha eHananpuiiaT HaCTBRIBAT OKON03-4 yaca Clle Nepopansa 1038 CHananpunoB Manear. OCHOBHATE
KOMIIOHEHTH B YDHHATA Ca CHANANPHIIAT, H3YACIABALL O¢ 0koNio 40 % OT 103aTa, ¥ HHTAKTEH EHANANPHIY.
C n3xmoyenye Ha KOHBEPCHATA B eHANANPUIIAT, AUTICBAT OKA3IATENCTBA 33 3HAUNTENeH MeTaloIN3BM Ha
enananpuL. [TpoduITeT Ha cepyMHATA KOMIEHTPALHA H2 EHANANPHNAT OKA3BA YAbIKEHA TEPMUHAIHA
daza, peposTHo nopany cewpssarie ¢ ACE. ITpu unansunn ¢ Hopmanka Gn0peyna yuxuus, cepymanre
KOHIIEHRTPAMK HE eHATANPHAAT BPY CTALHOHAPHO CHCTOSHAE CA OCTRTHATH cnel 4 IHHU HA NCHeHuE.
Crenenta #a abcopGUHA ¥ XHAPOTK3A HA SHANANPHIAT €4 CXOIHH 32 PA3NMUHKTE JO3U B
NPeNopPhINTEAHUS TEPATIEBTHUESH 05XBAT.

Pasupenencuue

CBEP3BAHETO B3 EHANAIPIUIAT ¢ HOBENIKATA NNIA3MA HAJ HUBATA HA KORUGHTPAIHUTE, KOHTO €2 ¢
TepaneBTHYHA 3RAYUMOCT He HanBmuasa 60 %,

Buorpancdopmansy
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Oraenanero Ha epajanpHIar € rasHo npes Gubpenure. OCHOBHHTE KOMIIOHEHTH B YPUHATA ca
eHajlanpuniarT, K3gcnssanl ce okono 40 % ot fo3atd, ¥ HHTAKTeH eHananpwi (okono 20 %).
XuApoXNopoTHAZNT HE ce MeTabonu3upa, a ce ennMHHApa OBp3o oT Hubpeunre. Halt-manxo 61 % or
NEPOPANHATA 1028 Ce eNUMUHAPA HEMPOMeHeHa 33 24 yaca,

br6peuno yepexkaaHe
ExcnosuusaTa Ha eHanampiil H eHaIANPHIAT € HOBHILEHA IPY MAKeHTH ¢ GrOpedHa HeA0CTATHYHOCT.

ITpu naumMenTH CBC CpenHa A0 ymepeHa Or0peuna HeNOCTATEYHOCT (KPEaTHHHHOB KITUPHHC

40-60 ml/min) AUC na enananpunar B CTAHOHAPHO CLCTOAHAE € MPHOIU3HTENRO ABA IITH NO-BUCOKA
OTKOJIKOTO TIPH NAB#EHTH ¢ HopmasHa 6p0peyuna (yHKINA CIeR NPUIarate Ha 5 mg BeHEX JHEBHO.
ITpu Texxo Gubpedro yspekaane (KPpeaTHHHHOB KNUPHHC < 30 ml/min), AUC e yenudena
apuGanarendo 8-nbTH. EQeKkTUBHUST NOMYKHBOT HE eHANARPHAAT CIER MHOTOKPATHO NIpWIIaraue Ha
CHANAIPHUIIOB MAJieaT € YTLJDKEH IIPU TOBA HHBO Ha GB0peuHa HeJOCTATPYHOCT H BPEMETO 34 JOCTUIAHE
Ha CTARMOHAPHO CHCTOSHNE € YABIDKEHO (BA. TouKa 4.2). ERananpunar Moxe ja b€ OTCTPAHEH OT
KppBOOGpallieHReTo Ypes xeMoaramK3a. KpeaTHRHROBUAT KIMPBHHC NpH nuandsa 62 mi/min.

E']:QMGHG

Cnen enmokpartHa epopaiHa /03a oT 20 mg npu JeT XeHH 10 BpeMe Ha CIeNpOIITHAR HepHON,
CPefIHOTO MMKOBO HKBO HA eHajlanpun B KepMaTa e 6uno 1,7 pg/l (mmanason or 0,54 g0 5,9 ug/l)n
pamKuTe Ha 4 A0 6 9aca cnea npuemMa Ha fo3aTa. CpeXHOTO NTAKOBO HUBO Ha eHananpaaat ¢ 6uno 1,7 ug/i
(auanazoH ot 1,2 20 2,3 pg/l); nuKoBETE Ca HACTBIVIM 1O PATHYHO BpeMe Npe3 24 4acoBHs NEPHOL.
Hznomnspaixit JaHHATE OT NMKOBMTE HUBA B KEPMATA, HITHCICHANT MAKCHMAJIEH HPHEM TIPH €1HO
KBpMade, XpaHeHo eAMHCTBEHO ¢ KbpMa, Ou 61t okouto 0,16 % ot KopHrHpaHaTa crnopes TernoTo Ha
Malikara goza.

Hena, koo ¢ npuemana nepopanuo 10 mg erananpua AHesro 3a 11 Mecena, e AMana NUKOBH HHBA HA
enatanpui B knpmara or 2 pg/l 4 waca cnep npEeMa H RHKOBM HEBA HA eHANANPUAar ot 0,75 p/l okomo

9 yaca caex npuema, O6IOTO KOMMYECTBO Ha SHANTANPHI H eHAJANPHIIAT, M3MEPEHO B KEPMATA 110 BpeMe
Ha 24 yacoBus nepuroz, ¢ 6uno 1,44 pg/l u 0,63 ug/l crorseryo.

Hupara na enananpuiar B kepmara ca Gumm HegonosumMH (< 0,2 ng/l) 4 yaca cnea npueM AE eAHOKPATHA
J03a OT 5 mg esananpi npx eaxa Malika ¥ 10 mg npy Iee Maliki: HUBATA HA SHANATPHA He ca G
OIIPELeNCHH.

5.3 IlpeaxkiunuqdH" XapHK 33 6e300aCHOCT

Hex/munyusnTe NaHRy He HOKa3BaT 0CO0CH PACK 3a Xopa Ha 6a3aTa Ha KOHBEHIHOHATHATE
GapMaxoNOTHYHY IPOYIBARYMS 32 Ge30NaCHOCT, TOKCHYROCT [IPH MHOTOKPATHO TIpHAaraHe,
FeHOTOKCHYHOCT, KapUHHOreHeH NoTeHHaN. [Ipoy4RaHuATa 32 PENPOAYKTHEHA TOKCHYHOCT
APESNOAAraT, Ue CHANANPHN HiAMa ¢QEKT BBPXY GEpPTHANTET2 ¥ PENPOAYKTHBHATA CHOCOOHOCT MPH
NIBXOBE U HE € TepatoreHed. [1py upoydsane, B KOETO JKEHCKH IUTEXO0BE Ca AO3UPAHH Tipeay sudTocBane
¥ 1Ipe3 reCTauuOHHRSA NEPUOJ, O BpeMe Ha JaKTalisd ce NOABIBA NOBHIUIEHA YeCTOTa Had CMBPT IIPH
MAJIKHTE [TBXO0BE. YCTAHOBEHO €, Y& ChEAHHEHHETO MPEMUHABA NIPE3 TITANEHTATA M ce CEKpeTHPa B
MIAKOTO. HHXHOUTOPHTE Ha RHTHOTEHIAH KOHBEPTHPALIHA €H3MM, KATO KIAC, HE ¢4 IOKa3au
¢eToToxCHIHOCT (MPHYHHABALIYN HAPAHABANE W/IIH CMEDPT Ha peTyca) KOraTo Ce MPIIIAraT IO BPeME Ha
BTOPHSA HITH TPETHA TPUMECTED.

XuapoxnopoTnas IPEMAHABA NIPE3 NNALIGHTATA, HO HE H IIPE3 KPbBHO-Mo3buHaTa Gapuepa,
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6. OAPMAIEBTHUYHYH JAHHM

6.1 CaHcbk HA NOMOIHATE BEWIECTRA

HATpHEB XBAporeHKapSoHaT

J3KT032 MOHOXHAPAT

HUIIECTE, HPeNENATHHHINPAHO

HAPEeBHYHO HHHIECTE

BT xesezer okcHa (E172)

MarHe3Hes CTeapar

6.2 HecnBMecTHMOCTH

HenpuioxnmMo

6.3 Cpox pa rogsocr

3 roguny

6.4. Cuennanuy yenopHs Ba ChXpaHeHHE

Ha ce cuxpanspa o 30°C. a ce chipadsBa B OPUrHHAAHATA ONIAKOBKA, 33 13 Ce NpeanasH OT Bara.
6.5 [danHH 33 ONAKOBKATA

Ko-Penutek ce npennara B anyMuHHeBH 51uCTepy B ONAKOBKH, KOWTO ChIEpHAT 14 H 28 TabneTxn.
He pcuvixa BujioBe ONGKOBKM MOraT fa GBAAT MycHATH Ha Nasapa.

6.6 CnoennaJHE NpeRUAINA MEPKH TIPY AIXBLPJILRE H pabora

HsiMa cienuaniH HIUCKBaHns,

Heusnon3panust OpORYKT WM OTHAXLYHATE MATEPUATH OT HETO TPAOBA A& C& M3XRBPNAT B CLOTBETCTBHE
€ MECTHUTE HIHCKBAHHA,

7. TIPHTEXATEJ HA PASPERIEHMUETO 3A YIIOTPEBA

N.V. Organon

Kloosterstraat 6

5349 AB Oss

Hunepiranauns

8. HOMEP(A) HA PASPEIIEHHUETO 3A YIIOTPEBA

Perncrpauunonen Homep: 9600268

9. JBATA HA IIBPBO PASPEINABAHE/TIOAHOBSIBAHE HA PAZPELY
YIIOTPEBA '
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Jlara wa mepso pasperianane: 25 oxroMeps 1996 r.
Jiara na nocnenHo nogHoBaBaHe: 29 mali 2008 r.

10. JATA HA AKTYAJIHIHPAHE HA TEKCTA
MMITIT
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