KPATKA XAPAKTEPUCTHUKA HA ITPOJAYKTA

1. UME HA JIEKAPCTBEHUS ITPOJIYKT
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Z; KAYECTBEH U KOJIMMECTBEH CHCTAB

Buseiic [Tnroc 5 mg/2.5 mg TBbpAM Kancyniu
Beska TBbpaa Karncyia cbabpika S mg pamunpua (ramipril) u 2,5 mg 6uzonposonos pymapar
(bisoprolol fumarate).

Buseiic [1atoc 5 mg/5 mg TBbpAX KancyJiu
Beska TBbpaa Karcyna cbabpika 5 mg pamunpun (ramipril) u 5 mg 6uzonposnonos ¢pymapar
(bisoprolol fumarate).

Bugeic [Lmtoc 10 mg/S mg TBbpAH KancyJiu
Beska tBbpaa kancysia cvabpika 10 mg pamunpun (ramipril) u S mg 6usonposonos ¢pymapar
(bisoprolol fumarate).

[ loMOLLIHO BELLECTBO C M3BECTHO JIEHCTBUE
Besika TBbpaa Karncyna Buseic Ihmtoc 5 mg/2,5 mg tBbpam kancynau ceaspka 81,94 mg nakrosa
(KaTO MOHOXMpAT).

Besika TBbpaa kancyna Buseiic [lnroc 5 mg/S mg tBbpau kancyu cbabpika 81,94 mg nakrosa (kato
MOHOXHM/Ipar).

Beska tebpaa kancysa Buseiic [nroc 10 mg/S mg tBbpau kancyiu cbabpxka 163,88 mg nakrosa
(KaTO MOHOXMApAT).

3a MbJIHUA CMUCHK HA NMOMOLLHUTE BELIECTBA BUIKTE TOUKa 6. 1.

3. JIEKAPCTBEHA ®OPMA
I'Bbpna kancyna.

Buseiic [lntoc 5 mg/2.5 mg TBbpAM Kancyiu

Kancynara uma opaH:KeBO Karaye ¢ OTneyaTaH YepeH HaaMue ,,5 mg™ v KbATO TAIO ¢ OTneyaraH
YepeH Haamnuc ,,2,5 mg*.

Pa3mepbT Ha kancynarta e ,,Pazmep 2° (pasmepu 18,0 x 6,4 mm).

CohbabpxaHue Ha KancynaTa: 041 Wik nouTH 051 paMUNpUIT Ha Npax M eHa KbJITa ,HBOHHOHSMHHJTH

oOBUTa KpbIuia Tabnerka Ousonpononos dymapar. ,f“fi\r Huin 1 NN

BHBBF’IC [1ntoc S mg/5 mg TBbPAM Kancyiu

YepeH Haamnuc ,.5 mg™. | ,:_‘-'- \ . J,. A f.r ~-J __-
Pa3smepbT Ha kancynara e ,,Pazmep 0 (pazmepu 21,7 x 7.6 mm). ¢ ' /



*

CoabppaHde Ha KancyJsarta: 081 uiM noyTy 651 paMUNpU Ha Npax H €1Ha XXbJITa ABOHHOH3ITbKHANA
o0BuUTa Kpbrna tabnerka 6U3ONpPONONOB (PyMapar.

Bupeiic [Lmroc 10 mg/S mg TRBpAM Kancynau

Kancynarta umMa yepBeHUKABO-Ka(haBO Kanade ¢ OTre4aTaH 4epeH Haanuc ,,1 0 mg™ u opaHKeBo TAJIO ¢
OTNeYaTaH YepeH HAaMnuc ,,5 mg™.

PasmepsT Ha Kancynara e ,,Pasmep 0% (pasmepn 21,7 x 7,6 mm).

CoaobppykaHME HA Kancynara: 0s1 Wiu no4dtH 6sn paMUNpya Ha Npax U e1Ha KbJITa JBOWHON3ITbKHANA
obBHUTa Kpbraa Tabnerka Gusonpononoe gymapar.

4. KJHHHUYHU JAHHH

4.1 TepaneBTHYHH NOKAZAHUSA

Bugeiic [Intoc e nokaszaH KaTo 3aMECTHTE/HA Tepanus 3a JICHEHHUE Ha XUTNEPTOHHUSA, XHITEPTOHUSA CBC
CbhNBTCTBALL XPOHUUYEH KOPOHAPEH CHHIOPOM (TPH MALMEHTH ¢ aHAMHE3a 3a MUOKapIEH HHQApKT
W/MNIK peBacKynapu3aLHng) /UM XpOHHYHA CHPACHHA HEAOCTATLYHOCT C HAMaJleHa CUCTOJIHA

neBoKaMepHa (pyHKLMA NPY Bb3PaCcTHU MALMEHTH, aIEKBATHO KOHTPOJUPAHU C PAMUIIPUI H
Ou3zonpono, NpwiaraHd €JHOBPEMEHHO B CHLIHATE AO3H.

4,2 o3upoBKa H HAYHH HA NIPHJIOKEHHE

Jo3nposka

OGuualinaTa A03WPOBKA € €AHa Kalicy/a BEAHBX AHEBHO.
[lTaumenTrTe TPaOBa Aa 61T CTAOUIH3MPAHU C PAMUNIPHI W OU3OMPOION NPH CBLLUKTE A03H 38 NMOHE
4 cenmuuy. KomOHHaumsaTa ¢ GUKCHPaHH NO3M HE € MOAXOOALIA 32 Ha4YalHa Teparnus.

AKO ce Hanara npoMsHa Ha JO3HpOBKaTa, TpAOBA Ja ¢€ U3BBPIUM THTPUPAHE C OTIEIHHTE
KOMMOHEHTH.

C MEeqHalHy rnonvialuH

bvbpeuno yepeaxcoare (8xc. mouxku 4.4 u 3.2)

3a 1a ce onpeaend ONTUMANTHA HaYanHa ¥ NOAABbPIKALLA A03a NMPH NauHeHTH ¢ OB0peuHo yepexanate,
[103aTa Ha MaUUEHTUTE TPAOBA Ja ce KOPUTrHpa HHAWBHMAYAJIHO Upe3 OTAENHO TUTPUPAHE Ha N03UTE Ha
KOMIIOHEHTHTE PaMHITpUII ¥ OH30NpOoIIoN.

JHeBHaTa n03a paMHUNIPHA NMpH NaLueHTy ¢ 6b0pevHo yRpekaaHe TpsaOBa aa ce OCHOBABA Ha
kpeaTUHHHOBHA KIUPBHC (Clcr), KAKTO € NocoveHo No-A0y:

KpeaTHAHHOB KJaHpBLHC (ml/min) IlpenopbyHTEeIHA AHEBHA 1032
Clcr = 60 He ¢ HeoGxoaumo oa ce agantypa
NLPBOHAYaNHaTa 403a (2,5 mg/aHeBHO),
MaKCHMMATHATA AHEBHA 0033 paMHUnpui € 10 mg.
Clcr 30-60 He e Heobxoaumo na ce agantupa
NbPBOHAYANHATA 2034 (2,5 mg/AHeBHO),

- . MaKCHMalHaTa AHEBHA 1033 paMUNpUA e 5 mg.
Clcr 10-30 Henoaxoasuo. Ipenopbyea ce HHANBUAYANHO
ONMpEAENaHe Ha 103aTa ¢ MOHOKOMIIOH

Heproodpobuo yapeosicoane (8. mouku 4.4 u 5.2)

[IpH NaUMEHTH ¢ JIEKO H YMEPEHO YEPHOAPOOHO YBPEKAAHE JICHEHHETO C PAMMIID
TpaOBa Aa 3anovHe caMo NOJ CTPOr MEAMUMHCKH KOHTPO ¢ MaKCUMaNnHa JHEeBHa
paMUIIpUIIL.

Pamunpwi/6M30nponon ce npenopbyBa caMo NpH NallieHTH, KOKWTO Ca NMPeMUHANN
pPaMHUNpUA KaTO ONTHMANHA NMOAAbPIKallla 4034 10 BpeMe Ha TUTpUpaHe Ha 103aTa
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Cmapuecka ev3pacm
Hauanuure 1031 Ha pamMunpua Tpabea aa 6baaT NO-HUCKH, & MOocjeaBallo THTPHPaHe Ha Jo3aTa
Tpa6Ba Aa c€ H3BBPLIBA MOCTENEHHO NMOPaAH MO-TONSMA BEPOATHOCT OT HEXKENAHH PEAKLIMH, OCODEHO

INpH MHOTO CTapH K H3TOLUCHH MNALHCHTH.

Ieduampuuna nonyarayus
BesonacHoctTa M epukacHocTTa Ha Bureiic [Imoc npu aeua M IOHOWM He ca YCTAaHOBEHH. Jluncear

JaHHH, TIOpaAH KOCTO ynomeﬁaTa IMpH A€Lia H FKOHOLIH HE CC NPCTIOPbHBA.

L

HauuH Ha OpUNoKEHHE

Bugetic [Lnroc TpabBa aa ce npremMa Karo €1HOKpaTHa 1033 BEAHBK AHEBHO CYTPHH NpeaH XpaHeHe.

4.3 IlpoTHBONOKA3AHHUA

. CBpBXUYYBCTBUTEIHOCT KbM aKTHUBHHUTE BELLECTBA WJIK KBM HAKOHW OT NMOMOLIHHTE BEIIECTBA,
u3bpoeHH B Touka 6.1 niu koM Hsikol Apyr HHXHOHTOpP HAa AHrHOTEH3UH KOHBEPTHpALLHA
en3um (ACE)

° OcTpa chpAeuHa HEAOCTATBYHOCT HITH MO BpeMe Ha eNH304H Ha NEKOMNEHCALMA HA ChpAeUHa

HEAOCTATREYHOCT, H3UCKBALLH 1.V. HHOTPOIHA TEparn#s

KapaunoreHeH ok

Btopa unu tpera crenen AV 610k (be3 necMeHKbD)

CunapoM Ha GONMHHA CHHYCOB Bb3€ll

CunoatpualieH 610K

CumnromarnuHa Opaaukapams

CyuMrToMaTH4Ha XHIOTOHUA

Texxka OpoHxHanHa acTMa WIH TEXXKa XpOHHYHA 0OCTpYKTHUBHaA DenoapobHa bonect

Texxu dopmu Ha nepudepHa aprepuanHa OKITy3HBHa OONeCT WK TEXKH QOpMHU Ha CHRApPOMa
Ha PefiHo

HenekyBaH ¢peoxpoMOUHTOM (BK. TOUKa 4.4)

MerabonuthHa auuao3a

AHaMHe3a 32 aHrHoeleM, cBbp3aH ¢ npeauuiHa tepanusa ¢ ACE nuxuburopu (Bx. Touka 4.4)
HacnencrBeH uiy #aAHONaTHHEH aHTHOEAEM

Btopu v Tpetu TpUMecTLp Ha OpeMeHHOCTTa (BXK. TOYKH 4.4 H 4.0)

EanoBpemenna ynotpeba Ha Buseiic [1Inioc ¢ anuckHpeH-Ccbabp/kaLlyd NPOAYKTH NPH NALUECHTH
¢hC 3axapeH auaber unu 660peuHo yBpexaane (GFR < 60 ml/min/1,73 m?) (Bx. Touxu 4.4, 4.5

H3.1),

. EnnoBpemerHa ynoTpeba cbe cakyOuTpun/BaicaptaH (BXK. TOUKH 4.4 1 4.5).
EkcTpakopriopallHO JIeUE€HHE, KOETO BOAM A0 KOHTAKT Ha KPBBTa C OTPHLATEAHO 3apeacHH
MOBBLPXHOCTH (BX. TOUKa 4.5),

. 3Ha4HTENHA [IBYCTpaHHa cTeHo3a Ha OpOpeyHHTe apTepyU HNK CTEHO3a Ha apTepHATa Ha
enqHHCTBeH (pyHKuHoHUpail 610pek (Bx. Touka 4.4).

4.4 CnenHa/HH npeaynpexaeHus H NPEeANAIHE MEPKH NpH ynotTpeda

Bcuurku npedynpescoenus u npeonassiu Mepku 3a ynompeba, C8bp3anu ¢ 6CeKu KOMNoHenm, ca
npunoxcumu 3a Bugeiic [Inioc.

CrnelpajHH NONyJalHK

bpemennocm
Jleuenune ¢ ACE uHxuOHTOpPH, KaTO paMHNpHI IR ¢ AHTHOTEH3MH [ peLenTOpHA RHTar Ok

(AIIRAs) He Tpabea na ce 3anoyea no epeMe Ha OpemeHHoCT. [lauMeHTkn, nna @ Yit gl s
3a0pemeHeT, TPAOBa 1a NPEMUHAT Ha ANTEPHATUBHO AHTHXHMIIEPTEH3MBHO NeUgHRR KAeTO Hva,.
ycTaHoBeH npogun Ha 6esonacHocT npH ynotpeba no Bpeme Ha OPEMEHHOCT, O
npoabkaBaHeTo Ha JeueHuero ¢ ACE unxuburop/AIIRAs He ce cuMTa 3a Kpa
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yCTaHOBABaHe Ha 6peMeHHoCT, Neuenneto ¢ ACE naxuburopn Tpabsa aa ce npeycranoBy HezabaBHO
H, aKO € YMECTHO, TpA0Ba aa Gbae 3anoyHaTa aITEPHATHBHA TEPAnKs (BXK. TOUKH 4.3 1 4.6).

Hayuenmu, uznoicenu Ha 0cobeHo BUCOK PUCK OM XUNOMOHUR

* Hayuenmu cbC CUTHO AKMUBUPAHA PEHUH-AHZUOMEHIUR-ATIOOCMEPOH08A CUCTEMA

[MauueHTH CBC CHITHO AKTHBUpPAaHa peHMH-aHMMOTEH3HH-AN0CTEPOHOBA CHCTEMA €2 H3NIOKEHH Ha

PHCK OT CIIHO M3Pa3eHO MOHWKABAHE Ha apTepPHANHOTO HaNAraHe W BrolasaHe Ha 6s0peunara

dyHkuus, nopaau uaxubupare Ha ACE, ocobeno korato ACE uaxubutop win CereTCTBALR

AMYPETHK CE NMPHEMAT 32 [TbPBH ITHT HIH NpH MBPBOHAYAITHO NOBHILIABAHE HA 103aTa.

3HAYMTENHO aKTHBUPAHE H8 pEHUH-aHTMOTEH3NH-AJIA0CTEPOHOBATA CHCTEMA MOXKE 13 C€ OYAKBA U €

HeOOX0AMMO MEIMLIMHCKO HaG/IIOAeHHE, BKIIOYHTETHO NPOC/IEAMBAHE HA aPTEPHAHOTO HAJIAraHe,

HanpHUMep MpH:

- NaUHEHTH C TE€XKKA XHMEPTOHUS

- NaLMeHTH ¢ AeKOMIICHCHpaHa 3acTOWHA ChpAeYHA HEAOCTATHYHOCT

- NaLMEeHTH ¢ XEMOAHHAMKHYHO 3HAYMMO BB3APENATCTBAHE Ha JICBOKAMEPHHA BXOJALL HIH
M3XOAf11 TPAKT (Hanp. CTEHO3a Ha a0pTaTa WK MUTPAIHATA Kiana) |

- MalMeHTH ¢ €AHOCTPaHHA CTeHo3a Ha 6bOpeuHarTa aprepus, ¢ yHKUHOHKPALLL BTOpH O6B0pek

- MALHEHTH, IPH KOMTO CHLIECTBYBA WK MOJKE Ja BE3HUKHE JePHLIMT Ha TEYHOCTH WIH COJH
(BUIIOUMMTENHO MALMEHTH Ha JUYPETHIIH) -

- MALMEHTH C YEPHOAPOOHA LIMPO3a WKW acLIHT

- NAaLMeHTH, NOANOKEHH Ha roJiaMa XMpYpPrayHa HHTEPBEHLWA WIH NOJA aHecTe3Hsd ChC CPEaACTBa,
KOWTO MpEAW3BHKBAT XHNOTOHUS

O6UKHOBEHO NPEAH HAYAIOTO HA JIEYEHHETO Ce MPENopbYBa KOPUTHPAHe HA AeXUApaTaLuaTa,
XHIOBOJIEMHATA WIH CONEBUA BehHIMT (NPH NALMEHTH ChC ChPACYHA HEAOCTATBYHOCT, obaye
KOpEKLHATA TpAOBa fa ObJie BHUMATENHO NpELIEHEHa CIIPIMO PHCKa OT 00€MHO HAaTOBapBaHe).

. Tleoiino 6roxupane Ha penun-anzuomensun-aroocmeponosama cucmema (PAAC)

Hma naHuM, 9e eauoBpeMenHaTta ynotpeba Ha ACE naxubuTopH, anrnoTeHsuH ll-peuentopHu
6a0KepH HAH ATHCKUPEH NOBUILABA PUCKA OT XHINIOTOHHMA, XHUTIEPKANNEMHs H HaMajsiBaHe Ha
61b6peynara dyHkuns (BmouuTenHo octpa 6sbpeuna HepoctarvutocT). [lopanu Tosa He ce
npenopbusa NBOAHO OiokupaHe Ha PAAC upe3 kombuHUpaHaTa ynorpeba Ha ACE HHXHOHTOpH,
auruorensuH Il-peuentopuu 61okepH Win anuckUpeH (BXK. ToukH 4.5 1 5.1).

AKoO ce mpeLieHH, Y€ TepanuaTa ¢ AsoiiHo 6nokupane e abconiorHo Heobxonuma, ToBa TpAOBA Ja ce
M3BBHPLIBA CaMo Moj HaONIOASHUETO HAa CIIeUMATTACT H NPH Y€CTO BHUMATEJIHO MOHHTOPHpaHEe Ha
OnOpeuHaTa PYHKLHA, ENEKTPOJIMTHTE H KPbBHOTO HAJIATaHE.

ACE uaxuburopy ¥ anrnoreHsut Il-peuentopHu 6iokepu He TpsOBa Aa ce W3NON3BaT €AHOBPEMEHHO
pH NauMeHTH ¢ AuadeTHa HedponaTus.

. Ipexodna wiu nepcucmupaiia CbpoesHa HeOoCMamvYHOCM CAe0 MUOKAPOEH uHpapkm
* ITayuenmu, UNONCERU KA PUCK OM CHPOEYHA URU MOIBUHA UCXEMUR € CAYHAU HA ocmpa
XUROMOHUR

Hauannara (pasa Ha TeYeHHETO MIUCKBA CNIELHANHO JIekapcko HabmoaeHue.

Cmapuecka gv3pacm
Bk Touka 4.2,

[IpocnenspaHe Ha ObLOpeuHara GyHKUHA

buOpeunara pyHKUMs TpsAOBa a ce OLECHABA (IPEH H MO BpeMe Ha TepanHATa H
ananTupa ocobeHo npes MbPBUTE CEAMMLH OT JeueHHeTo. OCOOEHO BHHMATEH
H3MCKBA NPHU NalMeHTH ¢ 6p6peuno yspexnaHe (Bx. Touxa 4.2). iMa puck ot

61p0peyHa TpaﬂcnnaHTauHﬂ.




AHrHoeaeM

AHruoenem € cboOLIaBaH NPy NalHeHTH, JeKyBaHd ¢ ACE WHXHOWTOPH, BKIIKOUYWTETHO paMynpui
(B. TOuka 4.8).

ConbreTBawara ynotpeda Ha ACE nuxuOuropu cbe cakyOnTpua/BaicapraH € MpoOTHBOMNOKA3aHa
nopajad NOBUILIEH PUCK OT aHruoenem. JleueHue cbe cakyOuTpui/BasicapTad He TpAOBA Aa ce 3anousa
no-paHo OT 36 yaca cliell nocjeaHara n03a paMunpuil. JleueHne ¢ pamunpun He TpsadBa a ce 3anoysa
no-paHo oT 36 uaca ciea nocjieiHaTa 4o03a cakyOHTpuI/BasicapTaH (Bx. TOUKH 4.3 1 4.5).
CunurcTiaiiara ynotpeda Ha ACE naxuburopn ¢ pauekanorpuil, mTOR uHXxuOHTOpH (Hanp.
CHPOJTUMYC,.€BEPOJIUMYC, TEMCUPOJAUMYC) U BUAJATIMITHH MOXE a NOBEAE A0 NOBULLIEH PUCK OT
aHrnoeaeM (Hamp. OTOK Ha AMXATeTHUTE NBTHIA HIH €3HKa, CbC WK O€3 HapyILUEeHHE Ha NHIIAHETO)
(Bx. Touka 4.5). Heobxoaumo € ga ce noaxoau ¢ NOBUIIEHO BHHMaHHE, KOraTo €€ 3anoy4Ba jieHeHue ¢
pauekagoTpun, MTOR uuxubuUTOpH (HANp. CHPOJIHUMYC, EBEPOIUMYC, TEMCHPOIIUMYC) K
BUNIZAMAMNTHH P NauKeHT, kolito Bede npueMa ACE nuxuburop. .

MHTeCTHHAJIEH aHrHoeaeM e 6un chobLiaBas NpH nauxeHTH, nekyBaHi ¢ ACE nHxuburtopu,
BKJIKOUMTENTHO paMHNpHI (Bik. Touka 4.8). [1pu Te3n maumreHTH ce Habmonapa abooMuHaNHa Oonka
(cbe unn Ge3 raneHe ¥ MoBpbLIaHe). B ¢cayyali Ha aHruoeneM, MpUEMBT HA paMUIpuIl TpsAOBa da ce
NPEKPaTH ¥ CBOEBPEMEHHO J1a ce Ha3sHa4H cneluHa Tepanua. [lauvenTsT TpabBa na Obae NocTaBeH
noa HadbnoaeHue noHe 3a 12 no 24 yaca ¥ M3nNKUCcaH CNea HAMMbJIHO OT3BYHaBaHE Ha CHMITITOMMUTE.

AHadHIAKTHYHM peaKkiliy N0 BpeMe Ha AeCeHCHONIH3auns

[Tpu neuenue ¢ ACE nHXxnOUTOpH MMa NO-ronama BEPOITHOCT K NOBUIIICHA CTEMEH Ha TEXKECT Ha
aHaQUNaKTHYHKHTE U aHaQHNaKTOMAHUTE peaklMH KbM OTPOBATa HA HACEKOMH W APYTH allepreHy.
[Tpeau npoBexkaaHe Ha AeceHcHOUNU3auMa Tpsabea Ja ce 0OMUCITH BPEMEHHO MPEKbCBAHE Ha
paMHUOpu.

MOHUTOpPHpaHE HA ENEKTPONUTUTE: XUTNIEPKATHEMUA

[Tpu Haxou natidenTH, NekyBaHn ¢ ACE uHxubuTOpH, BIIIHOYHTENHO ¢ paMUIIPUN € HalioaaBaHa
xunepkanuemus. ACE uaxubutopuTte MoraT aa npeaAH3BUKAT XHUMEPKATHEMHA, TbH KaTo HHXHOHKpAT
ocBo0OXIaBaHeTO Ha angocTepoH. EdekThT 0OMKHOBEHO € HE3HAUHUTENEH MPYU NMAUHEHTH C HOPMAanHa
O6uOpeuna gpyHkuua. Bonpexn ToBa npy naudenTH, ¢ 6p0pevHa HEAOCTaTHYHOCT, Ha BB3pacT > 7()
FOAMHH, C HEKOHTPOJIMPAH 3axapeH A4adeT UM CbC ChCTOAHUA, KATO AeXHapaTalHs, oCTpa ChpaeuHa
neKoMIeHcalus, MeTaboNHTHA auna03a WHIH NMPH NaLKMEHTH, NpHeMally XpaHUTENHH NoOaBKH,
CbAbPKALLM KaJni (BIUTHOUUTEIHO 3aMECTHTENH HA CONTA), KATHHA-ChXPaHABALUW AHYPETHLH,
TPUMETONPUM HIIH KO-TPHMOKCA30J1, U3BECTEH CHLIO KATO TPHMETONPHM/CYN(daMeToKCaso ¢
ocoBeHO AHTArOHHUCTH Ha aNI0CTEPOHA UJIH AHFTHOTEH3HH-PELIENTOPHH OJIOKEPH, MOXKE Aa BL3HUKHE
xunepkanieMus. Kannii-cbxpaHaBallyTe AMYPETHLH H @aHTHOTEH3HH-PELENTOPHHTE OJlokepH TpsOBa
14 Ce npunaraT BHUMAaTeNHO NpH nauyeHTH, npuemauid ACE HHXHOHTODH, KaTO CEPYMHHUAT KU U
6uOpeuHaTa dyHkuus TpadBa na ce npocieaBaT (BxK. ToHKa 4.5).

MOHHTOpHpaHEe Ha €JICKTPOIHTUTE: XUHOHATPHEMUA

CHHIpOM Ha HeaJeKBaTHa ceKpeuMs Ha aHThualypeTruieH XxopMoH (CHCAIX) v nocnenpaiua
XUIMOHATpHEMHS ca HaONMIOJaBaHH NPH HAKOHW NAaLMEHTH, JIEKYBaHH ¢ paMunpuil. [Ipenoprpusa ce
HMBATA Ha CEPYMHHS HaTPHUH Ja ce MpOoCAeaABaT PEAOBHO MPH NMAUMEHTH B CTAPYECKa Bb3pacT H NMpH
APYTH MNAaLHUEHTH C PUCK OT XUIIOHATPHEMHA.

HevTponeHus/arpanyaoLuTo3a

B penku ciyuau ca HabmioaaBaHN HEYTPOTEHHA/arpaHyAoLHMTO3a, KaKTO U TpOMO
aHeMHs;, ChOOLIABAHO € CBUIO W 3a MOTUCKAHE Ha KOCTHOMO3bUYHATa QyHKLUHS. 1
npocaenspaxe Ha 6pos Ha OenuTe KPBbBHHU KIIETKH, 32 Ja CE YCTAaHOBH €BEHTYyanHa
4eCTO NMPOCNEAABAHE CE€ MPENMOPBHUBA B HAYAIOTO HA IEHEHHUETO W NPH MALUWEHTH C
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61u6peuHa GYHKLMSA, MPH TAKKHBA CHC ChITBTCTBALLA KOAAreHo3a (Hanp. JIynyc epHTeMaTo3yC HH
CKJIEPOAEPMHSA) ¥ NIPH BCHYKH, KOMTO €a JIEKYBaHH C IPYTH JIEKAPCTBEHH NPOAYKTH, KOUTO MOTAT J1a
MpeaU3BUKAT POMEHH B KpbBHATA KapTHHA (BXK. TOUKH 4.5 1 4.8).

ETHHYECKH pa3THYHA

ACE uHXHOHTOPHTE NPHYHHABAT AHTHOEIEM C NO-BUCOKA YE€CTOTA MTPH YEPHOKOXH MNMAaLKEHTH,
oTkonxoTo npu octaHanute. Kakro u apyrure ACE uHXHOHTOpH, Taka H paMHIIPHI MOXe Na Obje
no-cj1abo edekTHREH 3a MOHWKABAHE HA KPBbBHOTO HANATaHEe NMPH YEPHOKOXKHK NALMEHTH, OTKONKOTO
NPH OCTAHAUTE, BEPOATHO NMOPAAH MO-BUCOKATA YECTOTA HA XUNEPTOHMA ¢ HUCKH HHBA HA PCHUH NpH
MOMyaalHsTa OT Y4ePHOKOXKH MALIHEHTH ¢ XHIEPTOHHA.

Kamnuua

[Tpu ynorpebara Ha ACE nHxubutopu ce chobulapa 3a NOABA Ha KaULNKMLA. XapaKTepHO €, 4e T4 €
HENPOAyKTHBHA, NPOJB/IKHTEIIHA H OT3BY4aBa Cliel NpekpaTaBaHe Ha TepanuaTa. MHxyunpanara ot
ACE unxubuTtop Kawnuua, Tpabsa Ja ce pasriexaa KaTo 4acT OT AH(epeHHaNHaTa JHarHo3a Ha
KaillJIMLATA.

KoMOuHaLMs ¢ KAJLUMEBN AHTATOHUCTH, AHTHAPHUTMULIM Kiac | » HeHTpanHo NeHCTRaLlK
AHTHXHMEPTECH3UBHH CPEACTBA

KomOuHauuaTa Ha 6U30MpPOJI0I C KaJIIMEBY AHTArOHKWCTH OT THIMA Ha BEpanaMMJl WiH JWITHA3eM, C
aHTHAPUTMHLIM Kiac | M ¢ LeHTpanHo AeficTBalY aHTUXMNEPTEH3HBHH CPAECTBA 0OHKHOBEHO He ce
npenopbu4ea (BHKTE Touka 4.5) |

CnupaHe Ha JICYEHHETO

Tpa6sa na ce n30Area pa3KOTO CIUpaHE Ha JiedyeHHeTo ¢ BeTa-bokep, 0COOEHO NMPH NALIMEHTH C
MCXEeMUYHA 6OTECT Ha CHPLIETO, Thif KATO TOBa MOXKeE [1a AOBee A0 NPEXOJHO BIIOLIABAHE Ha
CBPREYHOTO ChCTOAHKE. Jlo3HpoBKkaTa TpaOBa /1a ce NOHMXKABa NOCTENEHHO, KaTO C€ H3HO0N3BaT
OTAC/HUTE KOMIIOHEHTH, B HACATHHA CIy4aH 3a NEpUo/ OT JBE CEAMHLUM, KATO ChlIEBPEMEHHO
3aMoYHe 3aMECTHTENIHA TEPanus, ako € HeoOX0aUMO.

bpaaukapaus

AKO, 110 BpeMe Ha JICYEHHETO, Chp/ACHHAaTa YecToTa B NOKoH naaHe noa 30-3) yaapa B MMHYTa H
MAalHEHTLT MOAYYH CUMIATOMH, CBbp3aHy ¢ Opagnkapaud, ao3ata Ha Buseiic Ilmoc Tpabea na ce
THTPHPA HAJOMY, KATO C€ M3NOM3BAT OTACHATE KOMIIOHEHTH C NMOAXOAALIA 1033 OHU30MpPONO.

AV 6nok mepBa cTenex

Karto ce Ma npeBHA TEXHHUAT OTPHLATENEH APOMOTponeH edekT, beta-6nokepure TpaOBa j1a ce
MpWIaraT ¢ NOBHLLIEHO BHUMaHHeE TMPH MauHeHTH ¢ AV 010K ITbpBa CTereH.

AHruHa sa Prinzmetal
bera-6nokepuTe MOraT Aa AOBEAAT 0 yBeIHW4aBaHe Opos H NPOABKHTEIHOCTTA Ha NPHCTBIUTE NPH

- mauMeHTH ¢ aHriHa Ha [puHumeran. YnorpeGata Ha cenektHBHH Geral -anpeHopeuenropiy 6noxkepu
A DIORS
e Bb3MO’KHA B C/Iy4aH Ha Neku GopMH U caMo B KOMOHHALIKMA ¢ BA30AWIATATOPH. S EHUHY

BpoHxocna3sM (OpoHxuanHa actMa, 0OCTPYKTHBHH 3a00J9BAHHA HA AUXATEIHUAK

—
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[Tpu 6poHXHaNHA ACTMA HIH APYTH XPOHHYHH OOCTPYKTHBHH OeoapoOHM 3a0QiIsRe
1a MpeAn3BHKAT CHMITTOMH, TpabBa na ce npuiara eHOBPEMEHHO OpOHXOAUNAT pa
[Mousxora Moxe na ce HabmoiaBa yBenHUeHa PE3UCTEHTHOCT Ha JUXATCTHHTE MK
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M3MoN3BaT HeTa-60KepH NPH NaLHEHTH ¢ acT™a, NOPaaN KOETO MOXKeE Aa C€ HanoxXH J03aTta Ha OeTa2-
CTUMYJIAHTUTE Ja CE MOBHIIIM.

[TauuenTH ¢ auader

Ipenopbuea ce MOBULICHO BHUMaHHe, korato Buseiic Ilmoc ce u3noni3zsa npy nauMeHTH CbC 3aXapeH
nuabeT ¢ rosieMy BapHaLWHK B CTOHHOCTHTE Ha KpbBHaTa 3axap. CHUMITOMHTE Ha XHIOTTHKEMHS
morar na 0baat MackupaHu ot Oera-6nokepure.

CTtpor noct

l'lpenﬂp'bqaa C¢ MOBHUIEHO BHHMAHHKEC NMPH NALHCHTH NOJJIOXKEHH Ha CTPOT NOCT.

[leprdepHa aprepHaiHa OKIy3sBHA Oonecrt

IMpu 6eTa-6nokepuTe MOXKE Ad HACTBLIM BIOLIABAHE HA CHMITTOMMTE, OCODEHO B HAYAJIOTO Ha
TepanuAaTa.

AHecTe3Hd

[Ipu naumeHTH, NOAAOKEHH Ha o61ua aHecTe3us, GeTa-010kanaTa HAMAIABA YECTOTATA HA APHTMUH H
MHOKApAHA HCXEMHS TIO BPeMe Ha BBBEKAAHE M MPpH UHTYOalHA, KAKTO H B CJICAONEPATHBHHA NIEPHOA.
[ToHacTosLIEM ce NMPENOpPBYBa NOAABPKaLLaTa OeTa-0nokana 1a NpoabLKH NEPHONECPATHBHO.
AHecTe3uonorsT TpAORa Aa € HaacHo ¢ GeTa-6nokanara nopaan BL3MOKHOCTTE 38 B3AaHMOACHCTBHE C
IPYTH JeKapcTBa, BoAelo Ao 6pannapuTmuy, orciabBane Ha pedeKTOpHATAa TAXMKAPIAUS H
HamasieHa pediekcHa cnocoGHOCT 3a KOMNEHCHpaHe Ha KpbBo3arybara. Ako € HeoOX0AMMO Ja ce
NpeycTaHOBH TepanusTa ¢ Gera-6okepy npeayu onepanuqaTa, ToBa TpAOBa 1a Ce H3BLPIUM NOCTENEHHO
M 13 NPHKJIIOUYM OKOJIO 48 Yaca npear aHeCcTE3UATa.

[IpH NauHeHTH, NOAIOXKEHH Ha IrONAMa ONEpaTHBHA KHTEPBEHLIUA WIH MO BpeMe Ha aHeCTe3Hs CbC
CpeAcTBa, KOUTO NMpPeU3BMKBAT XMIOTOHHA, PAMHIIPHI MOxKe J1a 6J10Kkupa 00pa3yBaHeTO Ha
anrnorensuH Il BcrencTBHE Ha KOMIIEHCATOPHOTO OCBOOOXK1aBaHe Ha peHHH. Jleuenuero Tpabea aa
ce NPEKpaTH eIHH JeH Npeau onepaTHBHaTa Hameca. I1py nossa HA XHIIOTOHHS H C€ CUMTA, Y€ TA CE
IBJDKY Ha TO3H MEXAHH3IBM, TS MOXKe Ja Obje KopurupaHa upes yBeIH4aBsaHe Ha obema.

[Icopuasuc

[TauMeHTH ¢ NICOPHA3NC WM ¢ aHAMHE3a 3a ncopuasic TpadBa Aa nonyyasat Oeta-O110KkepH caMo cliel
BHUMATEJIHO OanaHCHPaHE Ha MOA3KTE CIIPAMO PHCKOBETE.

DeOXpOMOLIUTOM

[TpH NaUHEHTH ¢ YCTAHOBEH WM nipeanonaraeM GeoxpoMouHTOM, 613onponon BuHark TpsaOBa aa ce
npunara B koMOuHauus ¢ anda-penenropeH dnokep.

TupeoTokcHKO3a

HPH JIEYEHHC C 61‘1301'1])0.110.11 CHMITTOMHUTEC Ha THPEOTOKCHKO3a MOTraT Aa Obnar MaCKHpaHH.

CbpacuHa HEJOCTATHYHOCT

Hsama TepaneBTHUEH OIHT 3a JIEYEHHE HA ChpAeUHa HEAOCTATHYHOCT ¢ Guzonpon
clieJHHUTE 3aD0oNABaHHA H ChCTOSHUA!

. HHCYJIHHO3aBHCHM 3axapeH auaber (tun 1),
. TeKKO yBpeaeHa 6n0peuna pyHkun,

. TeKKO yBpeaeHa uepHoapoOHa pyHKImMA,

. PECTPUKTHBHA KapAMOMUOMNATHS,




. BPOJIEHO ChpACYHO 3abonsBane,

= XeMOJHHAMHUYHO 3Ha4YHMO OPTraHH4HO KIaMmHO 3adonaBaHe,
. HH(APKT Ha MHOKap/aa fpe3 MOCAEOHHTE 3 Mecella.
JlakTo3a

Bugeiic [Lmoc cuabpxa nakrosa. [TlaupenTn ¢ peakn HacaeACTBEHH NPoOIEMH Ha HEMOHOCHMOCT KBbM
ranakTo3a, WhJIEH JIAKTAa3eH JehHunT WM MI0K030-ranakro3Ha Manabcopbuus He TpadBa na npuemar

TOBA JIEKAPCTBO.

Hatpu#

Buseiic Ilmoc chabpika no-Manko ot 1 mmol Hatpuit (23 mg) Ha Kancyna, T. €. MOXE a C€ Kaxe ,ue
NMPAKTHYECKH ,,HE ChABPKA HATPHH ™.

4.5 BiaumopelicTBHE ¢ IPYIrH JIEKAPCTBEHH NPOAYKTH B APYrA GOpMH Ha B3aHMOACHCTBHE

JIaHHM OT KIHMHMUYHHY NPOYUYBaHMA MOKA3BAT, Y€ ABOHHOTO ONOKHpPaHE Ha pEHHH-AHTHOTCHINH
anpocrepoHopara cucreMa (PAAC) upes kombunupanara ynorpeba Ha ACE uHxubHTOpH,
aurvoreHsuH ll-penentopuu 610kepH WK ATHCKUPEH CE€ CBBLP3BA C NO-BHCOKA YECTOTa Ha HEXKENaHH
chOHMTHA, KATO HATMIPUMED XHIIOTOHHMS, XHNIEPKATHEMHsS M HamalsBaHe Ha ObOpeunara GpyHKUMA
(BKJTIIOUYMTENHO ocTpa 6BOpeuHa HeJOCTaTLYHOCT), B CpaBHEHHE ¢ ynoTpebdaTa caMo Ha €HO
cpeacrso, aeticTratilo bpxy PAAC (Bx. Toukn 4.3, 4.4 1 5.1).

Caxybumpunv/Bascapmanu

ConereTBauiara ynorpeba Ha ACE uHXuOUTOPH Che CaKyOUTpUII/BajiCapTaH € NPOTHBONOKA3aHA, ThH
KATO TOBa MOBUILIABA PUCKa OT aHrnoeseM (Bxk. Touka 4.3 u 4.4). Jleuenve ¢ paMunpui He TpsadBa aa
3ano4Ba MPeaH Ja ca M3MHHaNM 36 yaca ciej npHeMa Ha NocleaHaTa 103a CakyouTpun/sancapTaH.
CaxyOuTpun/Bancapran He TpaOBa na 3ano4Ba npesid Aa ca U3MHHaNY 36 Yaca cnel npueM Ha
nocaeaHata A03a paMUIpHi.

Excmpaxopnopanno aeuenue

EKCTpakopnopasHo ieueHHe, BOAELIO 0 KOHTAKT HA KPHBTa C OTPHUATENHO 3apefieHH NOBBPXHOCTH,
KaTO HAMPHMED JHANH3a Wi XeMopunTpauus ¢ onpeeieHy BUCOKONPOIMyCKIMBH MeMOpaHu (Ranp.
NOJAHAKPHIOHHUTPHIHH MeMbOpanli) u adepesa ¢ NeKCTpaH Cyndar Ha JIHMONPOTEHHH C HUCKA
MITETHOCT, NOPaAK MOBULIEH PUCK OT TeXKa aHaHNaKTOMHA peaklims (BK. Touka 4.3). Axo noanodHo
feyeHHe ce H3UCKBA, € HeOOXOAUMO Aa c¢ 0OMHUCIH H3NOJI3BAHE HAa Pa3IM4YEH BUA JHATTH3HA
MeMOpaHa WM pa3/IMueH K1ac aHTUXHUIEPTEH3HBHO CPeICTBO.

Kanui-coxpanasauu ouypemuyuy, xpanumeniu 006agxy, CbObPHCAUU KAAUU URU KAAUU-COObPICALYY
3amecmument Ha coamda

Burpeky He CEpYMHHAT KanHii 0OOMKHOBEHO OCTaBa B PAMKHTE HA HOPMAJTHWTE MPAHULM, NPH HAKOH
MaLMEHTH, IEKyBaHH C PAMHIIPWI, MOXE 1a Bb3HHKHE XHNEpKanHeMus. Y noTpedara Ha Kanuii-
CbXpaHABALLY AHYPETULM (Hanp, CNHPOHOJIAKTOH, TPHAMTEPEH WiIH AMWIOPHA), XPAHHTENHH
N00aBKH, CHABPKALIM KATHIA WIH KalTUH-ChIDbPIKAIINH 3aMECTHTE/IH HA CONTa MOXKE a AOBEAE 10
3HAYMTEIHO MOBMILICHHE HA CEPYMHHA KaiuH. TpabBa Cbio na ce BHUMaBa, KOrato pamunpwIt ce

TPUMETONPHM AECTBA KaTO KaJIMH-ChXPaHsaBaLl IHYPETHK NOAOOHO HA aMMJIO
Ceé NMpenopbYBa KOMOHHHPAHETO HA PAMUIPHA € FOPECTIOMEHATHTE JIEKapCTBa.
CBLITBTCTRAlLA YnoTpeba, Te Tpabsa aa ce H3MOA3BAT C NOBHUICHO BHHMaHHeE H
NMpoCieAABAHE HA CEPYMHHS Kasuii.




Lluxnocnopun

[Tpu cxnvreTBaa ynorpeda Ha ACE HHXMONTOPH C LIMKIIOCTIOPHH MOXKe Ja BE3HUKHE
xunepkandemns. [Ipenopbusa ce npociaeasaBaHe Ha CEPYMHHA KaJIHH,

Xenapun

[Tpu cunbreTBaila ynorpeda Ha ACE HHXHOHMTOPH ¢ XenapuH Moxke 1a Bb3HHKHE XHIMEPKATHEMHA.
[Tpenopbpa ce NpocleAsBaHe Ha CEPYMHHS KaNUH.

" Aumuxunepmenussu cpedcmesa (Hanp. ouypemuyu) ¥ Opy2u 6ewecmeq, KOumo Mozam od ROHUXCam
ApMEPUGIHOMO HAA2AKe (HAND. HUMPAMU, MPUYUKTUYKY GHMUOENDECAHINY, aHECEMUYY,
npexoMeper npuem Ha ankoxon, baxiogen, ardyo3un, OQKCa303uH, NPAIO3UH, MAMCYNOIUH,

Mmepasoiun 2

Moe 1a ¢e oOUaKBa YBETHUaBaHE HA PHCK2 OT XHIOTOHMA.

Anonypunon, umyHocynpecopu, XOpmuxKocmepouoy, NPOKAURAMUO, yumocmamuyy u dgy
gewecmeaa, Koumo Mozam 0d npoMeHam 6pos HA KPbEHUME KAemxu

[ToBuiueHa BEpPOATHOCT OT NOABA Ha XCMATOJNIOIMYHH pCakLinuA.

Jumuesu coiu

ExckpeumsaTa Ha IUTHA Moxke 1a 6bae noHwkeHa oT ACE nHxuburopuTe ¥ nopaau ToBa
TOKCHYHOCTTA HA IMTHA MOXKe Aa ce yBenn4yd. Hupata Ha nuTHa Tpsadsa aa ce npocneansar.

Aumuduabemnu cpeocmea, 8KHIOYUMENRO UHCYAUH

EanospeMennoto npunoxetne Ha ACE unxuburopu M aHTHANAO0CTHY JIEKAPCTBA MOXKE Aa MOBHLIH
XHUMTOTJIMKEMHYHHUS e(DEeKT C PHCK OT Bb3HHKBaHE Ha XUNOrTMKeMHd. ToBa ABlieHHe H3raexaa € no-
BEPOSITHO JIa CE MOABH Npe3 MbPBHTE CEAMHLINA Ha KOMOMHHPAHO JIeYeHHE U NPH NalHEeHTH C
6b6peuHO yBpexaaHe. EAHOBpEMEHHOTO MPUIOKEHHE Ha ODU30NPOJIOT C HHCY/IHH H NEPOpPAIHH
aHTHHaOCTHH JlekapcTsa MOXe Aa YRennu# edeKkTa Ha NOHKaBaHe Ha KpbBHATa 3axap.
BnokupaHeTo Ha 6€Ta-aApeHOPELIENTTOPHTE MOMKE 1a MaCKHpa CHMITTOMUTE Ha XHITOMTHKEMHA.
[TpenopbuBa ce MPOCIeAIBaHEe Ha CTOHHOCTHTE Ha KpPBLBHATa 3axap.

HecmepoudHnu npomugogv3narumennu cpeocmesa U ayemuicaluyilosa KUCeauna

[Ipunaranero Ha Buseiic [L110c €JHOBPEMEHHO C HECTEPOHIHH NPOTHBOBB3NIAJIMTE/THH JIEKapCTBa
(T.€. aLETWICATHLHIOBA KHCETHHA B MPOTHBOBB3NAAMTENHH N030BH CXeMH, COX-2 HHXHOHTODH H
HecenekTHeHM HCIIBC) Moxe na oTcnabu aHTHXHIEPTEH3UBHUA €(PEeKT HAa OM3OMPOJION U pAMHIIPHIL.
OcgeH ToBa, eaHoBpeMeHHOTO NeueHHe ¢ ACE unxuburopu w HCIIBC Moxe na noseae o noBuineH
pHCK OT BoLIaBaHe Ha GuOpeunara GyHKUNA H O NOBHMIIABaHE Ha KanueMuiTa. KomOnHauuara
TpabBa Ja ce npunara ¢ NOBHILEHO BHUMAHHE, 0CODEHO NPH NaLMEHTH B CTapyecka Bh3pacT.
[Naumenture Tpa6Ba sa 6baaT aileKBaTHO XHAPATHPAHH H Tpa6Ba Ja ce oOMHCAH NPOCIeasBaHe Ha
6n6peuHaTa PyHKUHA cnel 3anoyBaHe Ha CLITLTCTBALIATA TEPANHA U NEPHOAUYHO CNell TOBa.

Payexaoompun. mTOR unxubumopu

Conwrerpaiuara ynorpeba Ha ACE uuxuburtops ¢ pauexanotpun, mTOR nexu0py
CHPOJIHMYC, €BEPOIHMYC, TEMCHPOJIUMYC) H BUILAArIMNTHH MOXe 212 JOBEAC AC
aHruoeaeM (Bx. Touka 4.4).



Tpuyuxauunu armuoenpecanmiy/Anmuncuxomuyw/ Anecmemuyu

EnnospemenHara ynotpeba Ha ACE uHxubuTopy ¢ onpeaeneHH aHECTCTUUHY JICKApCTBEHU
NPOAYKTH, TPHLMKIHYHH aHTHACTIPECAHTH H AHTHIICHXOTHLIM MOXKeE 1a ROBEAE 10 JOMBIHHTENHO
MOHHXABaHE HA KPbBHOTO HAJIATaHE, |
EnHoBpeMeHHaTa ynorpeda Ha 6M30MnposoN ¢ aHECTETHLH MOXKe J1a IOBEAC 10 HaMalABaHe Ha
pedieKTopHaTa TAXMKAPAKHA H NOBHIUEH PHCK OT XHIOTOHHA.

CumnamuxomMumemuyu

BeTa-CUMNaTUKOMHUMETHIIH (Hanp. H30TpeHanuH, A00yTaMuH): koMOHHauMaTa ¢ OU3OMPONION MOXeE
na oTciabu eeKTUTE U Ha BETE CPEACTBa.

CUMNaTHKOMHUMETHIIH, KOHTO aKTUBHPAT KakTo OeTa-, Taka v anda-aApeHOpELeNrToprTe (Hamnp.
HopenuKedpHH, enuHeppUH): KoMOHHaLMaTa ¢ GU3ONPONON MOXE J]a pa3MacKHpa MEIHUPAHHTE OT
anda-aapeHOPELENTOPHTE BA3OKOHCTPHKTOPHH €(PEKTH Ha TE3M CPEACTBAE, KOETO BOAU 110
MOBULLABAHE H2 KPLBHOTO HANIAraHe H 000CTpAHE HAa HHTEPMHTEHTHOTO HaKyLpaHe. TakuBa
B3aUMOICHCTBHSA CE CHHTAT 3a [10-BEPOATHH TIPH HeceneKTUBHUTE OeTa-0nokepHu.
CHUMNaTHKOMMMETHLIMTE MOTaT Aa OTCNa0AT aHTUXHNepTeH3uBHHS edekT Ha ACE uHxuburopure.

Llenmpanno Oelicmeauiu aumuxunepmeH3usHy Cpeocmea Kamo KNORUOUH Y Opyey (nanp. memuioona,
MOKCOHUOUH, DUIMEHUOUH)

EaHoBpeMeHHaTa ynorpefa Ha HeHTpanHo JeHCTBAIM AHTHXHEPTCH3HBHYU CPECTBA MOXKE Aa BIOUIH
ChPIEYHATA HEAOCTATBYHOCT Ype3 NOHHWKABaHE HAa LIEHTPAIHHA CHMNATHKOB TOHYC (HaMalieHa
ChpPACUHA YECTOTA H ChpleueH AeOuT, BasoawiaTauna). BHe3anHoTo npekparasase, 0COOeHO npeaH
TUTPHpaHE HAAOMY Ha TepanuaTa ¢ Oera-6nokepy, MOXKE 1a YBEIHYH PHCKa OT pedayHI XMIEPTOHMUS.

Anmuapummuunu rexkapcmea om krac 1 (Hanp XUHUOUH, QUONUPAMUO, AUOOKAUH, DEeHUmOuN;
daiexaunuod, nponaderon)

EdexrbT BbpXy BpeMETO 338 aTPHOBEHTPHKY.1apHa NPOBOJHMOCT MOXKE J1a € NOTeHLHPa H
OTPHULIATETHUAT UHOTPOMNEH eeKT Aa ce MOBHLIH, '

Kanyuesu aumazosucmu om 8epanamMuios mun i 8 RO-Maika CIMenes om QUAMuUa3emMos mun

OTpHUATENHO BIHSHUE BHPXY KOHTPAKTHIHTETA H ATPHOBEHTPUKYJIApHATA NPOBOIUMOCT.
UHTpaBeHO3HOTO MPUNOKEHHE Ha BepanaMul NpH NaUKHEHTH Ha neyeHHue ¢ Oeta-Onokepu Moxe 1a
708eAe A0 CHITHO H3pa3eHa XMIIOTOHHUA W aTPHOBEHTPHKYapeH O/10K.

Kanyuesu anmazonucmu om ouxuoponupuounog mun kamo Geaoounus u amioounun

EnHoBpemenHaTa ynorpeba Moxe 1a YBEJIHYH PHCKA OT XHIIOTOHHUSA U TPY MALHEHTH CbC ChpAeYHa
HEZOCTATHLUYHOCT HE MOXKE [a c€ M3KJIIOYH NMOBHILABAHE HA PHCKA OT NO-HATATHUIHO BJIOLUIABAHE HA

KaMepHaTa noMmneHa QyHKums.

Aumuapummuunu rexapcmea om xnac Il (nanp. amuooapox)

EdexTbT BBPXY BPEMETO 38 ATPHOBEHTPHKYIapHA MPOBOJAUMOCT MOXKE a €€ NMOTEHLHMpa.

HapacumnamuxomMuMemuynu iexapcmeq

EnnoBpeMenHaTa ynorpeba MoXe 1a YBEJIWUH BPEMETO Ha aTPHOBEHTPHKYJIap
pHcka oT Opagukapaus.
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Joxarnu Gema-6aoxepu (Hanp. Kanku 3@ QYU 3a A€HEeHUe HA 2AAYKOMA)

EnsoBpeMeHHaTa ynorpeba MoXke J1a 3aCHWIH CHCTEMHHTE epeKTH Ha OH30Nponol.

Luzumanucosu 2auxo3uou

HamansBase Ha ChbpACUHATA YECTOTA, YBEIMUABAHE HA BPEMETO HAa aTPUOBEHTPHKYJ/1apHaTa
NPOBOUMOCT. |

Mednroxun

[ToBullieH prcK OT OpaauKapaus.

Huxubumopu na monoamunookcudazama (¢ usxnoyenue na MAO-B UHXUbUMOpU)

3acuneH XUMOTEH3HBEH edeKT Ha OeTa-0iokepHTe, HO H CBLIO PUCK OT XHNEPTOHMYHA KpH3a.

4.6 DeprTHIAHTET, OPEMEHHOCT H KhpMENe

bpeMeHHOCT
Bb3 0cHOBA Ha CBILUECTBYBALIIMTE JaHHH 33 OTACIHHTES KOMNOHeHTH Bueeiic ILittoc He ce npenopbusa

38 ynoTpeda no BpeMe Ha ITLPBHA TPUMECTHP Ha OpeMEHHOCTTa M € NPOTUBOIMIOKA3aH 10 BpeMe Ha
BTOPHA U TPETHA TPUMECTHP HA OPEMEHHOCTTA.

Bbuzonponon

Busonponon uMa ¢apMakonoru4Hy epeKTH, KOMTO MOTaT Ja UMAT BPEAHO Bb3EHCTBHE BbPXY
6peMEeHHOCTTa H/WIH [U10a/HOBOPOAEHOTO (HaMaJIfBAHE Ha IU1aLleHTapHaTa nepdy3us, CBbP3aHO CBbC
3a0aBsHe Ha pacTexa, HHTPAYTEPHHHA CMBPT, a60pPT WIH NPEXIAEBPEMEHHO PpaXk/iaHe, a NpH I104a H
HOBOPOAEHOTO MOTAT 4 CE MOABAT HEXKeNIaHH PeakLiMH (Hamp. XMNoriauKeMus W Opasukapaus)). AKo
e HeoOX0oAHMO NedeHue ¢ BeTa-aapeHopeuenTOpHH DIOKEpH, 3a npeaAnoyYHTaHe ca oeral-
CENEKTHBHHTE agpeHOpeLeNnTOpHH OoKkepH.

Buzonponon He Tpabsa na ce U3MOA3Ba MO BpeMe HA OPEMEHHOCT, OCBEH 8KO HE € KATErOPHYHO
HeoOxoauMoO. AKO JIEueHHETO ¢ GH30MPONON ce cuMTa 3a HeobxoauMo, Tpabea na ce Habnogasat
MaTOYHO-T1ALIEHTAPHOTO KPbBOCHA0ASBaHE M pacTexka Ha roaa. B ciyyali Ha HEOAAroNMpHATHH
edexTH BHPXY OpeMEHHOCTTa WIH IUI0Ja, TpabBa na ce OOMMCIIH aITEPHATHBHO JICYeHHE.
CBhCTOSHHETO Ha HOBOPOACHOTO TpAOBa 1a Obae BHUMaATENHO HAaOmonasaHo.

CHMITOMHTE Ha XMITOTUKEMHA B Opaaukapana oOMKHOBEHO MOTAT Aa C€ OYaKBaT Npe3 IMbpPBHTE 3
IHH.

Pamunpun

EnuaeMHONOrHYHUTE JAHHK OTHOCHO PUCKA OT TEPATONEHHOCT €€l €KCMO3HLHA Ha

ACE uHXUOGHTOPH MO BpeME Ha ITbPBUS TPUMECTHP OT OpEeMEHHOCTTa HE ca yOeaHTe/IHM, BCE NaK
cnabo NOBHIIABAHE HA PUCKA HE MOXKe Aa Obae u3kmoveHo. [lanueHTkH, mnadyupaind OpeMeHHOCT,
Tpa6GBa na NPEMHHAT HA AJTTEPHATUBHO AHTHXHNEPTEH3HBHO ICYCHHE, KOETO HMa YCTAaHOBEH NPOGHN
Ha 6e3onacHOCT NpH ynoTpeda no Bpeme Ha OPEeMEHHOCT, OCBEH aKO NPOABL/LKABAHETO HA TEPANHATA C
ACE unxubHTOpH He ce cuMTa 3a Kpaiino Heobxoanmo. Ilpu ycraHoBABaHe Ha8 OPEMEHHOCT,
neueHuero ¢ ACE uHxubutopu Tpabea na 6nae cnpaHo He3abaBHO H, aKO € YMECTHO, TpaOBa aa 6bae
3aM104HaTa AITCPHATHBHA Tepanus.

H3secTHO e, ue TepanuaTta ¢ ACE uHxubuTop no BpemMe Ha BTOPHA H TPETHA TPUMECTXIIPHT
$ETOTOKCHUHOCT MpH Xopa (noHwxkeHa 6pOpeyHa PYHKLHA, OJIHFOXHAPOAMHHOIS EHW
ocH(HKaLiMa HA Yepena) U HeOHaTaTHa TOKCHUHOCT (OBb0OpeyHa HeaoCTaTHYHO
xunepkanHeMusn) (Bx. Touka 5.3). I1pu excnosuuus Ha ACE unxuburop ot BT
‘GpeMEHHOCTTA ce MPENopHLYBa NpoBepKa Ha 6pOpeyHaTa GyHKLMS H Yepena ufk
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Hosopogeny, unuto Mmatiku ca npuemanu ACE unxnburopu, Tpabea aa 6AaT CTPUKTHO
HabnoAaBaHH 34 MOARAa HA XHMMOTOHHUSA (BX. Cbllto TOYKH 4.3 1 4.4).

KbpMeHe

Bugeiic ILnioc He ce npenopbUBa 3a yriorpeda no BpeMe Ha KbpMEHE.

HsMma naHHy aanu OU30Iponoa ce eKCKpeTHpa B kbpmMara. [lopaau ToBa, He ce nMpenopbuBa KbpMeHe
110 BpeMe Ha NPHEM Ha OH30NPOJIOI.
Toii kaTo HAMa HanWuHa HHpopMaLKA 3a ynorpebaTa Ha paMHIIPKHNI NO BpEME Ha KbpPMEHE, pPAMUIIPHI]
HE Ce MPEeNnopLYBa U CE MPEANOUNTa NPUIOKEHHE HA ATEPHATHBHY TEPAINHKH C M0-100pe YCTaHOBEHN
npodwiH Ha 6€30MacHOCT O BpeMe Ha KbpMEHE, 0CODEHO NMPH KbPMEHE Ha HOBOPOJEHO WK

npeXXaeBpeMEHHO pojeHo Oebe.

DepriuTer

Hama KIMHHYHH JAHHH 3a BIUSHHETO BBPXY PepTunuTera npH npuem Ha Buselic [1moc.

4.7 EdexTn BLpxy cnocobHocTTa 32 modpnpane # padoTa ¢ MAINHHH

Bugeiic [1nioc He noBnusBa cnocoOHOCTTa 3a wodupaHe U paboTa ¢ MALIMHH, HO NPH HAKOH
MalMEeHTH MOTAT A3 Ce NOABAT HHANWBHIYAIHH peaKlHH, CBbP3aHH ¢ HUCKO KPbBHO HANATAHE,
0coBeHO B HAYAIOTO Ha JICUEHHETO HITH MPH CMAHA HA JIEKAPCTBOTO, KAKTO H B KOMOHHALNA C
ankoxon. B pesyirar Ha ToBa cnocoGHOCTTa 32 WodHpaHe unu paboTa ¢ MalIHHK MOXe na Obae

HapyLlUeHa.

4.8 Hexe1aHH JIeKAPCTBEHH PCAKIHH

O606meHHe Ha npoduaa Ha 6e30NacHOCT

Haii-uecTUTe HEeXXENAHH PeaKLMKM Ha OH30MpoioNn BKAIOYBAT M1aBo0oIHE, 3aMadHOCT, BIIOILABAHE HA

CbpPAEYHATA HEAOCTATBYHOCT, XHMOTOHHUSA, CTYACHH KpaiHHUH, TafeHe, mospbliaHe, KopeMHa DoJlka,

AHapHi, 3anek, aCTeHUs U yMopa.
[TpodunsT Ha 6€30MacCHOCT HAa paMMIIPHI BKJIIOYBA MOCTOSHHA CyXa KAlIUTHLA H PeaKiiy, Ab/DKALLH

ce Ha XHNOoTOoHHA. CepHO3HHTE HEKEMAHN PEAKLMH BKITIOUBAT aHTHOCAEM, XHNEpKaineMus, 6L0peuHo
WIW YEPHOAPOOHO YBpekKNaHe, MAHKPEaTHT, TEXXKH KOKHY PEaKLiMH U HEYTPONEHHA/arpaHy IOLHTO34.

CriuchbK Ha HEXENaHUTe peakuuH B TabnuueH BUA

CnenHuTe HEXENaHU peaklMM ¢ca HabNoaaBaHu Mo BpeMe Ha KIIMHHYHH H3MTUTBAHHS WHIH
IOCTMAapKEeTHHroBa ynotpeba Ha 6W301Ipoaoa Wik paMHIIpHI, MPHJIAraHy NOOTACNIHO H
knacuuuupatu no kiacupukaumnsra Ha MedDRA no CHCTEMH H NpH ClieAHATA YECTOTA:

MHoro uecto (> 1/10) ; uectn (= 1/100 ao < 1/10) ; Hevectu (= 1/1000 no < 1/100) ; peakn (2
1/10000 o < 1/1000) ; muoro peaxu (< 1/10000) ; ¢ Hem3BecTHa yecToTa (OT HAJIMYHUTE JAHHHK HE
MOXe Ja Obje HanpaBeHa OLECHKA).

MedDRA HexeNaHH peakKnHH YecToTR

CHCTEeMO-0OpTaHen bazonpoaon |PamMrnpsun

KJIac

Hadexunn n

nadecTanum Punur Penku Heuectn
EozuHodmnms - Heuectn

Hapynienns na
KPBLBTA H JIAM)HATA
CHCTeMA

ArpaHyJiouuTosa {Bx. Touka 4.4) -

IManuuroneausn

JIeBKONeHus
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MedDRA Hexes1anH peakuHn YecToTa
Heyrponennsa (Bx. Touka 4.4) - Penxwu
.| TpoMGouuTOonenus (Bx. Touka 4.4) - Penxu
X€eMOJIIHTHYHA aHEMHA IPH MALMEHTH ¢ BpoJieH C HeM3BeCTHA
nepuumnt Ha G-6PDH i 4yecToTa
Xunornukemus (BxK. TOUKH 4.5) - C Hen3BecTHA
4yecToTa
Hapymenns na XunepkanueMns, KoaTo € odpaTtuMa cien - YectH
MeTaGoIHIMA K NPEKpaTABAHE Ha NEUECHHETO
XpaHeHeTo XUNOHATPHEMHSA - C HeHu3BECTHA
YeCcTOTa
AHOPEKCHS, HAMAJIEH afneTHUT - HeuecTu
HapyuieHus B HACTPOCHHETO - Heuectu
Hapyumenus B ¢ChHA Heuyectn Heuectn
Ilcaxuvan Jenpecus Heuectn -
HAPYDICHHUS _ _
Kowumapu, XanonuHauHH Penku -
O6BpKaHocT - MHoro peakH
I'naBobonue YectH Yectn
3aMa#BOCT Yectn Yectn
CBeTOBBLpTEK - Hevyectn
Hucreysus - Heuectu
Hapyuieans na
HEePBHATA CHCTEMA INapecresis - Heuectn
COMHONEHTHOCT - HeuectH
Mo3buHa HCXeMHUS, BIJTFOUNTENHO HCXEMHYCH | C HeH3BecTHA
MHCYJIT W NIPEeX0/lHa HCXEMHYHA aTaka 4yecToTa
CHHKON Peaku YecTn
3pUTEnHH HApPYLICHHS - Heuectn
HamaneHno cwia3ere ot ounte (rpabsa aa ce HMa
Hapymennst Ba 04ATe | noenpyn ako MALMEHTHT HMNON3BA JIEIIK) Peaxu -
KOHIOHKTUBHT Muoro peakn | Peaxu
1llyMm B yuiuTe - - Penku
Hapymenns na yxoro
B abupanTa HapyuieHue Ha ciyxa Peaxu Penku
[annuTtauuu - HeuectH
Taxukapaus - HeueCTH
o Sl
7 N
Copaeunr Hapymenus| DPaHKapaus Mroro ORI 0
BroliaBaHe Ha CHPAEYHATA HEAOCTATHYHOCT e
HapylueHusa B AV-NpoBOAWMOCTTA
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MedDRA Hexeann peaknHy YecToTa
ApHTMHA - HeuecTH
AHrvHa NEKTOPKUC - Heuectn
Hudapkt Ha MHOKapAa, KOHTO MOXKe Ja C€ IBJDKH
Ha IPEKOMEpPHA XMIIOTOHHUA NPH BHCOKOPHUCKOBH | . HeuectH
nauuedTH (BxX. Touka 4.4)
XHUNOTOHHA H e(deKTH, CBBP3aHH ¢ XHUITOTOHUS Yectn UecTu
Ycewane 3a CTyJ WIN H3TPLNBaHe Ha KpaiHuuMTe | YecTH -
OpTocTaTH4YHA XHIIOTOHHS Heuectn Yectu
Cba0oBR BAPYLIEHHS BackynuT _ Penxu
3auepBABaHE HA JIHLUETO - HeuecTn
PeHoMeH Ha PeitHo - C HensBecTHA
YeCcToTa
’ Kaunuua - YecTu
HucnHes - Yectn
PecnapaTopus, bpoHxocna3bM, BKIKOYHTENHO BJIOUIABAHE HA HeuectH HeuecTn
rpbLAHE H acTMara
MEeAHACTHHAJIHH BPOHXUT ) YecTu
HAPYIECHHS
CHHY3HUT - Yectu
3anylIBaHe Ha Hoca - HeuectH
KopeMHa bonka YectH Yecmn
3anek Yectu Heuect
Hnapus Yectu YectH
["aneHe Yectu YectH
[ToBpbuiaHe YecTu Yectun
CroMamuo-upesns
HApYUIeHMS I[HC“EHCHH - YectH
Cyxora B ycTara - HeuecTH
[TankpeaTtnt - MHoro peaku
A(DTO3€H CTOMATHT - C HeusBecTHa
4yecToTa
['mocur - Peaxu
XenarobnanapHn XenaTur - HUTOJIUHTUYEH WIH XOJIECTATHUYEH Pek C HeuspecTHa
HApYHIEHHS YeCcToTA

[ToeuieHH YepHOAPOOHH €H3UMH W/ WY
KOHIOrMpaH OunupyomH

XonecTaTHuHA KbITEHHLA

XenaTouenynapHo YBpeXIaHe
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MedDRA HexenaHn peaknu YecToTa
Ob6pue - Yecru
[Ipypuryc - HeuecTn
AHrnoeaeM Ha JIHLETO, KpaHHHULIMTE, YCTHHTE,
NMraBvLINTE, €3MKA, FMOTHCA W/ HIH JapHHKCa (BXK. | . HeueeTu
TOYKa 4.4)
YpTUKapus - Penku
Peaxuy Ha QOTOYYBCTBHTENHOCT - MHoro peaku
Hapymeuus na Xunepxuapo3sa - Heuectn
KOXKATA H NOAKOKHATA
ThKAH Peakiiny Ha CBpPBXUYYBCTBHTENHOCT (CHpOEX, | Peakw -
3guepBsBaHe, OOPHB)
ObocTpsiHe Ha NCOpHA3UC - C HeH3BeCTHA
YyecTOTa
Epurema myrudopMme - C HeH3BecTHa
YeCcToTa
TokcHyHa enuaepMaiHa HEKpoau3a, - C HeusBecTHa
Cunapom Ha Stevens-Johnson 4eCTOTa
[fcopnaznc, neMpUronaeH WiH THXEHOUREH MHoro peakn | C Heu3BecTHa
€K3aHTEM WJIH €HAHTEM, aJoNeLHs 4ecToTa
Hapymenns na MycKynHH KpaMnu HeuectH Yectu
MYCKYIHO-CKeJIETHATA M 5 T
CHCTEMA B YCKYJHa ¢aabocT CYECTH -
CheAHHMTE/AHATA ApTpanrus _ HeuecT
ThKaH
Muanrus - Yectu
br6peuna HexOCTaTBYHOCT - Heuectn
Hapymeans Ha Octpa 6B0peuHa HeIoCTaTBYHOCT - HeuecTn
6u6peunTe B
YBenuueHo OTAENAHE Ha ypHHa - Heuectn
NHKOYHHTE NLTHINA
BnoiapaHe Ha Be4¢ ChLUECTBYBAILA NIPOTEHHYPHA | - Heuectn
EpexTiunHa aucyHkuMs - Heuectn
Hapymenns na HapyuieHHs Ha DOTEHTHOCTTA Penku -
BL3NPORIBOAMTEIHATA | Hapaneno nubuao - Heyectn
CHCTEeMA H I'bpAaTa
[M'mHexomacTus - C "HeusBecTHA
4ecToTa
AcTeHus YectH YectH
YMopa Uectu HectH -

O6mn HapymeHHa H
e eKTH HA MECTOTO HA

bonka B repaute

APHJIOKEHHE Mepudepen oTOK J
[Nupekcus -
HicieaBaHAR [TosMiIeHH HHBA Ha Yped B KPBBTa .
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MedDRA Hexenann peaknHu ‘ YecToTa

[TomuiileHH HUBA Ha KpEeaTHHHH B KpbBTA - HeuecTH
[ToBHIilIEHH HHBa HA YepHOAPOOHH EH3UMH Peaku HeuectH
[oBulleHH HHBa Ha OUNUPYONH B KPLBTA - Heuectu
[loprineHH HUBA HA TPUTAULIEPUON Penku -

HamaneHu HHBA Ha XxeMOrnoOUHa M X€MaTOKpHTA

(Bx. Touka 4.4) - Penxu
Hapymenns Ha | |
HMyHHATAa CHCTEMA AHapuNnakTHYHHA HNH aHAQWIAKTOHAHH peakLvH, | _ C HeW3BECTHA
MOBHILEHN aHTUHYKIIEAPHH aHTHTEA ‘ 4eCTOTA
Eanoltpaﬂﬂﬂ
HADYIIEeHHN CuHapom Ha HeaJleKBaTHa CEKpeLiHA Ha ) C HeH3BecTHA
aHTHAHYpeTHUYEH XopMOH (SIADH) 4YECTOTA

CrolOuiasane Ha NMOAO3UPAHH HEXKEJIAHU PEaKIIHK

C1o01aBaHeTo Ha NOAO3HPAHH HEXEIaHH PeaKLIMK ciell pa3pellaBaHe 3a ynorpeba Ha neKapCTBEHHA
MPOLYKT € BaxHO. TOBa MO3BOJIABA Aa MPOALILKH HAGMIOACHHETO HA CHOTHOLUSCHHETO MON3A/PHCK 32
nekapcTeeHus NpoaykT. OT MEAHLIMHCKHUTE CMIELHATTHCTH C€ M3UCKBA Aa ChOOLIABAT BCAKA
nofo3upana Hexkenasna peaxuus upes MansannTensa areHIns no nekapcrsara, yi. ,,Jlaman [pyes” Ne
8, 1303 Codus, Ten.: 02 8903417, yeGeatiT: www.bda.bg.

4.9 Ilpenosmpane

Hama uHdopmauus 3a npegosupane ¢ Bugetic I1moc npu xopa.

Buzonponon

CuMIIToMu

[To npMHUMN HAali-yecTHTE NMPU3HALIM, KOWTO CE OYaKBAaT, NPH npeaosupaxe ¢ dera-oiokep, ca
GpanKkapaus, XMNOTOHHS, OpOHXOCNA3bM, OCTPa ChpACYHA HEAOCTATHYHOCT U XHIMOMTHKEMHA.
Iocera ca JOKAaABaHH HAKO/KO Cllydas Ha npenoszupane (MakcumyM: 2000 mg) ¢ 6usonponon npu
IALIKEHTH, CTPAJAILH OT XHNEPTOHHA H/WIN HCXEMHYHA DOJIECT HA ChPLIETO, KOMTO C¢ M3ABABAT C
GpaauKapIua WWIH XHIIOTOHHA; BCHYKH NaLMEeHTH Ce Bb3CTaHOBABAT. CbLIECTBYBAT rONEMH
MEXIYHHANBHAYAIHHA pa3fIdiis B UyBCTBUTEAHOCTTA KbM €1Ha-€IHHCTBEHA BUCOKA 032
6U30npoIoa, KATO NALMEHTUTE ChC CHPAEYHA HEJOCTATBYHOCT ¢a BEPOATHO MHOTO YYBCTBHTC/IHU.

JleueHue |
IIpu npeno3npane, TepanuaTa ¢ Guzonposnon Tpabea Aa Obae CnpsHA H Aa ¢e NpoBee MOAABPKALIO H
CUMNTOMATHYHO JeueHHe. OrpaHs#ueHl naHHU NoKa3BarT, e 6uszonponon TpyaHo ce AHanusupa. Bu3
OCHOBA Ha OYaKBaHUTE GapMaKonOrHuHH eeKTH U NPernopLKHTE 3a ApyrHu bera-bioKkepH, cneaHnTe
o61uM MepkH TpaOBa aa ce OOMHUCIAT, KOTaTO TOBA € KTHHHYHO ONpaBAaHo.

Bpaouxapous: Jla ce IpUIOXKH aTPONUH HHTPABEHO3HO. AKO OTFOBOPLT € HEAACKBATEeH, C MOBHLIEHO
BHHMAaHHE MOXE J1a CE NMPHAOKH M30NPEHANHH WIH APYro CPpeACTBO C MONOKHTEAHH XPOHOTPONTHH
ceoiictaa. [Ipy HAKoK 0OcTOATENCTBA MOXKE 1A C€ HATOKH MOCTABAHETO HA TPAHCBEHO3€EH
NeHCMENKBP.

Xunomonua: TpaOpa a ce NpWIOXKAaT UHTPABEHO3HH TEYHOCTU M BazomnpecopH. ['mo ‘3!‘?
HHTPABEHO3HO MOXeE Aa Gbae or nonsa. - N
AV 6rox (emopa uru mpema cmenen). Ilaumenture Tpabsa na 6naaT BHUMATENHO
OBaaT NeKyBaT ¢ U30MPEHATUH HHOY3HOHHO WIH HYpe3 MOCTaBAHE HA TPAHCBEHO3CH

NEHCMEHKED.
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Ocmpo aaowasane Ha copoeynama Heoocmamovynocm. Jla ce Npunoxar 1.v. Iy peTHLH, HHOTPOTIHH
CpEeACTBA, Ba30/IMNATaTOPH.

bponxocnazem: Aa ce NPUWIOKH OpoHXOAW/IATHpALlla Tepanni, KaTo monpeﬂanuu beral
CHMMATUKOMHMETHLIM W/HIH aMHHO(HIIMH.

Xunoznuxemua: Jla ce Npuioky 1.v. IAIOKO3A.

Pamunpun

CvMOTOMH
CuMrroMHTE, CRBp3aHH ¢ npeaosupade ¢ ACE HHXHOHTOPH, MOraT Aa BKIIOUBAT NPEKOMEPHA

nepudepHa BazoaWIaTALMA (C U3pa3cHa XMITOTOHHA, IOK), Hpanvukapa1s, eJIEKTPOIMTHH HapyLieHHS
1 6LOpeyuHa HeJOCTATHLYHOCT.

JleueHue
IMauueHTHT TPAOBA Na 6B BHUMaTENTHO Habnr0AaBaH, a neyeHneTo TpabBa Aa ObAe CUMITTOMATHUHO

M noaaspkaie. IlpennoxeHyuTe MEpKH BKAIOUBAT MbPBUYHA ACTOKCUKALMA (CTOMAllHA ITPOMUBKA,
punaraHe Ha aacopOeHTH) H MEPKH 32 BB3CTAHOBABAHE HA XEMOAWHAMHUHATA CTAOMITHOCT,
BIUTIOUMTENTHO NMpHIaraHe Ha anga-1 agpeHeprudHH arOHHCTH WK aHTHOTEH3HH 11
(aHruoTeH3uHaMun). PaMuUnpunar, akTUBHUAT MeTaGONUT Ha PAMHMIIPUIL, CE OTCTPAHSBA B
HeHaYMUTENHA CTeneH oT ob10To KpbRoOOpaLlueHHE Ype3 XeMOoAHaNH3a.

5. @OAPMAKOJIO'HMYHHU CBOUCTBA

5.1 PapMaxkoIuHAMHYHH CBOHCTBA

dapmakorepanesTuuHa rpyna: ACE unxuburopH, apyru kom6usauum, ATC koa: CO9BX05

MexaHu3bM Ha JeHCTBUE

buzonponon

Brzonponon € BUCOKOceneKTBeH Oetal-anpeHopeuenTopeH 6J1okep, KOATO HE NMPHTEKAaBa BLTPEUIHO
CTHMY/IMpALIA K CHOTBETHA MeMOpaHHo cTabunusnpauia aktueHocT. Toli NposBABa HUCHK aQHHHATET
caMo KbM OeTa2-peLenTOpHTE HA FNaAKaTa MyCKYyJlaTypa Ha OpOHXHTE H ChIOBETE, KAKTO K KbM
Gera2-peLienITOpUTE, CBBP3AHA C PeryJnupaHeTo Ha metaboausma. Ilopaamn ToBa KaTo LU0 HE MOXKE Aa
ce ouaxsa OH3OMPOJION Aa NOBJIMAE HA CHNPOTHRIICHHETO HA AMXATE/IHUTE MBTHILE U Ha OeTal-
MenurpaHuTe MeTabonuThu edextu. Heropata 6eral-cenekTvBHOCT ce NpocTHpa OTBBA
TepaneBTHYHHA 1030B HHTEpBAn.

Pamunpun

PaMHNIpunar, akTUBHUAT MeTaboJIHT Ha MPEAICKAPCTBOTO PAMHIIPHI, HHXHOMpa eH3HMa
aunentuawakapboxcunentiaasa | (CHHOHUMHK: aHTHOTEH3HH-KOHBEPTHpALL, €H3UM; KHHHHAa3a |I). B
[U1a3MaTa H ThKaHHWTe TO3H €H3HM KaTaJIn3Hpa NpeBPHIIAHETO HA AHTHOTEH3KH | B aKTHBHOTO
Ba30KOHCTPHUKTOPHO BELECTBO AHTHOTEH3HH lI, KAKTO M pasrpakiaHeTo Ha aKTHBHHA Ba30JW/IATaToOP
6paauxiHuH. Hamanenoro o6pa3yBaHe Ha anruoTeH3HH 11 1 HHXHOHMpaHeTO Ha pasrpaKaaHeTo Ha
OpaauKHHYHA BOAAT OO0 pa3liupABaHE H& KPbBOHOCHUTE CHIOBE. |

Tsit kKaTO AHTHOTEH3KH ] CBLIO CTHMYNHPaA OTACAAHETO Ha AIAOCTEPOH, PAMHITPUIIAT BOAY ﬁg-\um 00\
HaMaasBaHe Ha CEKpeUMATa Ha alaoCTepoH. CpeIHOCTATUCTHYECKH TTOBIIHABAHETO OF «

¢ ACE uHxHOHTOp € no-¢iabo npn yepHOokokH (adpo-KapubCcKkn) NalMeHTH ¢ XUNe}
(0OGMKHOBEHO MOMyNAaLHA ¢ XHIIEPTOHHS C HUCHK PEHHH), OTKOJIKOTO MPH HEYECPHOK{DHE
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(dapmakogHHaMHUHH edeKTH

Bbuzonponon

BH30Mpo10/ HAMA 3HAYUMH OTPHLIATENTHH HHOTPOIIHH €(PEKTH.

Busonponon A0CTHra MakCHManHus cu edekt 3-4 yaca creq npuaoxenvero. [opaau nﬂny)xuacﬂ‘a OT
10-12 yaca, 6u3zonponon aeiictea 24 yaca.

MakchnManHuaT ePeKT Ha NOHHKaBaHe Ha KPbBHOTO Hansrale Ha GH30Mpoon OOUKHOBEHO ce

IOCTHra ciiea 2 CeMULIM.

[Tpu eAHOKPATHO TIPHACKEHHE HPH MALKEHTH ¢ KCXEeMHYHa OoecT Ha ChplLeTo 0e3 XpOHHYHA
Chp/EUHA HEAOCTATHYHOCT, GH3OMPONON HaMaJiiBa CbPAEYHATA Y€CTOTa H YAapHHUS 00eM, a OTTaM U
chpAcuHHA AeOUT M KOHCyMaLumaTa Ha kucnopoa. [Ipy XpoOHHYHO NPHIO)KEHUE TBPBOHAYANHO
nosHllleHaTa nepudepHa pe3UCTEHTHOCT HaManasa. lIpeanonara ce, ye¢ HaMaJIABAHETO Ha IUla3MeHaTa
PEHHHOBA AKTMBHOCT € B OCHOBATa HA MEXaHU3Ma Ha JIeHCTBHE HA aHTHXUNEPTEH3UBHHA e(eKT Ha

Oeta-Onokepure.

Busonponon HaMaigBa CHMNAaTHKO-aAPEHEPrHYHHA OTroBOp ypes bokupaHe Ha GeTa-
aJipeHEePrHYHHUTE PELIENTOPH B CHpUETO. ToBa BOAH 0 HAMANIBaHE Ha ChPACYHATA YECTOTA H
KOHTPaKTHIMTETA, KOETO NMpEAM3BMKBA HaMallaBaHE HA KOHCYMALIU#Ta Ha KMCOPO OT MUOKApAa,
KOETO € JKENaHHAT eEKT B ClIyyail Ha CTEHOKapaHs, CBbp3aHa ¢ NOANEKAIIA HCXEMHYHA OonecT Ha

CBPLETO.
Pamunpun

Xunepmonua

[IpunaraHeTo Ha PaAMHIIPH BORM A0 3HAYMTENIHO HAMANABaHE HA NMepu(epHaTa apTepHaliHa
pesucTeHTHOCT. KaTo usano He ce HabnioaaBaT 3HaYMTENHM NPpOMEHH B OBOpeYHHA KPbBOTOK H
CKOPOCTTa Ha roMepyaHa punrtpauusa. [Tpunarasero Ha paMMNPUI NPH NALUKWEHTH C XUNEPTOHUS
BOJAM A0 HAMAIABAHE Ha KPbBHOTO HA/MaHe B JIETHANO U W3NPaBeHO NOJoXKeHHe 6e3 KOMIECHCATOPHO
MOBHLIABAHE HA ChPAEYHATA YE€CTOTA.

[Tpu noBe4yeTo NAUMEHTH HAYAJIOTO Ha aHTHXHIEPTEH3HBHHUA €(EKT Ha eAMHHYHATA 1033 HAcTHIBA |
A0 2 yaca cnejl NEPOPATHO NpHIokeHHe. MakcuManHMAT eeKT Ha eAMHHYHATA 1032 OOMKHOBEHO C€
poctura 3 Ao 6 yaca cief nepopanHus npHeM. AHTHXHITEPTEHIHBHUAT €(peKT Ha eAWHHYHATA 1034
oOHKHOBEeHO npoab/iKaea 24 yaca. -

MaKCHMATHHAT AHTHXUNEPTEH3HBEH €(PEeKT NPU MPOAWLKHTENIHO JIE4EHHE C PAMHUINPHI ODHKHOBEHO
HAacTBNBA cien 3 10 4 ceAMHULH. JJoKa3aHO e, He aHTHXUIEPTEH3IUBHUAT €(QEKT € MOCTOAHEH MpH
ABAroTpaiHa Tepanusa NpoaAb/pKasaula 2 roJHHH.

BHe3anHOTO MpeKkpaTABaHe Ha NMPHEMa Ha PaAMUNPHII He BOAHM 10 6BP3 U NpekoMepeH pebayHa edexT
HA MOBHILIABAHE HA KPBBHOTO HANIAraHe.

Cvpoeuna neoocmamvpiHocm
B nonmbHEHHE KbM KOHBEHLIHOHAJIHATA Tepanus ¢ AHYPETHLUM H U300PHO CbC CHPACYHH ITIHKO3HIH €
A0KA3aHO, Y€ PAMHIPHI € edeKTHBEH NPH NaLMeHTH ¢ pyHkunoHanHu knacose l1-1V no
knackpukauusTa Ha Hiofopkckara cbpaeusa acounauns (NYHA, New-York Heart Association).
JNlexapcTeoTo MMa GraaronpusteH edexT BbpXy ChpAevHaTa XEMOAHHAMHKA (HamMalsBaHe

HCBPOCHAOKPHHHATA aKTHBAlLIHA,
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Knunuuna edpuxacnocm u bezonacrnocm

buzonponon

O61o 2 647 naleHTH ca BKIOYeHH B KiinHHuHO npoy4sase CIBIS II. 83% (n = 2202) ot
nauMenture ca 6w ¢ knac [[I mo NYHA u 17% (n = 445) ¢ knac IV no NYHA. Te ca umanu
cTaGWiIHA CHMITTOMATHYHA CHCTOJHA ChPAEYHA HEAOCTATUHOCT ((pakuia Ha H3TIackBaHe <35%, Bb3
OCHOBa Ha exokapanorpadus). O6imara cMbppTHOCT € HaManeHa ot 17,3% Ha 11,8% (oTHOCHTENHO
HamaneHue ¢ 34%). Habmonasa ce HamanaBaHe Ha BHe3anHara cMbpT (3,6% cnpamo 6,3%,
OTHOCHTEJIHO HaManeHHne 44%) v HaMansgBaHe Ha OpOoA HA ENH3ORUTE HA CHpPACYHA HENOCTAThYHOCT,
winckaeally xocnuramusanms (12% copamo 17,6%, otHocurenno Hamanenue 36%). M Hakpasd e
AOKA3aHO 3HRUHTENHO nonodperre Ha GYHKLMOHATHOTO CHCTOSHUE criopel KaacudukauusTa Ha
NYHA. B HauanoTo Ha JeYEHHETO ¥ NIPH THTPHpaHe ¢ OM30Nponoa ca OWIH YCTAaHOBEHH -
XOCIHTANU3a1MA B pe3yaTar Ha Opagukapaus (0,53%), xunorouns (0,23%), ¥ ocTpa AekoMneHcaLys
(4,97%), HO Te He ca 6Wnu no-yecTH B cpaBHeHME ¢ avedo-rpynara (0%, 0,3% u 6,74%). bposar Ha
daranHuTe U HHBAJIMAUZHMPALLH HHCYIITH NO BpeMe Ha oOLiMs NEPHOA Ha npoyuBaHeTo ca 20 B
rpynata ¢ Ouzonponon ¥ 15 B ruiauedo rpynara.

B knuuuunoTo npoyusaHe CIBIS Il ca uacneasanu 1 010 naumenTy Ha Be3pacT > 65 roanHHu c Jjieka
10 yMepeHa XpoHHuHa cspAeuHa HepoctaTsuHOCT (XCH; xnac 11 mwam 111 no NYHA) u dpakums Ha
M3TNIACKBaHe Ha jifBaTta KaMmepa < 35 %, KouTo npeay ToBa He ca 6unu nekypany ¢ ACE unxuburopn,
Oera-OGokepu Wi aHTHOTEH3HH peuentopHH 6nokepu. [laupenTre ca ieKyBaHH ¢ KOMOUHALIMA OT
OM30MpOJION U eHananpwi B NPOABKEHUE Ha 6 10 24 Mecelia Cliel MepBOHAYaaHa MOHOTEpanua B
NMpOAL/DKEHUE Ha O-Mecena WK ¢ OH30MpoION KITH € €HANaNpPHI.

Habnronaea ce TeHASHLIMA KbM TIO-BUCOKA YeCTOTa HA BNOILABAHE HA XPOHHUYHATA CHpACYHA
HE0CTATLYHOCT, KOraTo OH30MPOoIIo ce M3NOJI3Ba KATO MbPBOHAUANHO 6-MeceuHo aeyeHue. He e
OOKA3aHO, Ye IEUEHHUETO ¢ OH30MPOoIIoN € NMO-Manko €PHKACHO OT NEYCHHUETO ¢ eHananpui, BbAPEKH
ye JIBETe CTPaTeruy 3a 3anousaHe Ha JeuycHue Ha XCH ca nokasanu ¢xoaHa yecTora Ha MbpBHYHATA
kOMOMHHpaHa KpaifHa Touka CMBPT M XOCIIMTAIM3aLMs B Kpas Ha npoy4saHeTo (32,4% B rpynara ¢
6uzonponon cpemty 33,1% B rpynara ¢ eananpun). [IpoyusaHeTo nokaspa, ye OH3onposion Moxe aa
CE W3MON3Ba M NPH NALHEHTH B CTAPYECKA Bb3PaCT C XPOHHYHA CHPACYHA HEJOCTATHYHOCT C JIeKa A0
yMepeHa CTeneH Ha 3abonsaBaHeTo.

Pamunpui

Xunepmonus
AHTHXHIIEPTEH3MBHATA €PHKACHOCT HA PAMMIIPHI € TOTBBPACHA B LIMPOKOMALIAOHH HECPABHHTEIHH
NpoYy4YBaHHA, IPOBEACHHU B 0011aTa NPaKTHKA, KAKTO W B NTO-CTPOT0 KOHTPOIMPAHH KITHHHYHH
npoyuBasHs. [Tpubausurenso 85% ot nauMEHTHTE C JIEKa A0 YMEPEHa eCeHUMalIHa XHIIEPTOHHS ca
OTrOBOPMIIH YCTIELIHO Ha IEYeHUeTO ¢ paMHnpun 2,5 unu 5 mg/aeH. [IpolieHThT Ha OTTOBOp KBM
MOHOTEpanus ¢ paMHUOPWI € MO-HUCHK MPH NALHEHTH ¢ TEXKa XHnepToHus (okono 40%), BIIpeky ye
eheKTHT HA MOHIDKABAHE Ha KPBBHOTO HAIAraHEe MOXKE Aa CE 3aCHIIH ¢ 100aBAHETO Ha AWYPETHK.
Kom6unauusta or ACE HHXM6MTOp M THA3H/| CHLLO TAKA HAMANIABA PUCKA OT XMIIOKATHEMHS,
npeAW3BHKaHa OT ICYCHUETO C AUYPETHUK.

KoraTo ce npunara npu nanueHTH ¢ eceHLMalIHA XHNIEPTOHHUA, €NHOKpATHA NepopalnHa J03a oT 2,5 10
20 mg paMHNpH1 HAMaNABA CUCTOJUYHOTO U AHACTOJNWYHOTO KPBBHO HANIAraHE Mo 10303aBHCHM
HauuH, be3 J1a 3acira HOPMATHUTE LIUPKAaHY BapUalHM Ha KPBBHOTO HaNAraHe Wik ChpaeyHaTa
yecToTa. AHTHXHIEPTEH3UBHUAT OTFOBOP € O MakcumaneH caea 4 a0 8 uaca M Bece olle € Oun
BUIWM 24 uaca ¢Jel npHeMa Ha Jo3ara.

AHTHXWNEPTEH3IHBHATA €(PUKACHOCT HAa PAMMIIPII Ce 3aMa3Ba NPH NaUHEHTH ChC 3aXa
JaHHWTE NMOKA3BAT, Y€ IEKAPCTBOTO HMa OaronpuaTeH eeKT 38 HAMAIABAHE Ha €K
~anbyMHH B ypHHaTa NIpH MALKEHTH ¢ AuabeT U HedpomaTHs.

Pamunpiin HamasBa neBoKaMepHaTa XUneprpodmusi.

Pamunpun ce noHacs aoOpe B o0mara npakTka, KaTo 5% WIH NO-MaliKo naiHe
TeparnuaTa Nopagi HEMOHOCHMOCT KBbM JIEKapCTBOTO.
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Cwpoeuna HeooCmamsyHocm

BnaronpusTHUTE eeKTH Ha paMHMMpPUIT TIPH CbPACYHa HEAOCTATHYHOCT BIUTIOYUBAT:

- HaMallCHO ClIeIHaTOBapBaHe, KOeTo NMoAoOpsaBa BEHTPHKYIapHHUs yAapeH obeM U nogobpsasa
¢pakuMATa Ha H3T/IIACKBAHe,

- HaMAJICHO NPEAHATOBapBaHe, KoeTo Hamanaea 6enogpobHaTa H CHCTEMHATa KOHMECTHS H OTOK,
- noxo6pABaHe HA CHOTHOLICHHETO CHaOAABaHe/KOHCYMALEHS Ha KHCAOPOA [IABHO YPE3
HaMaJIIBaHEe Ha KOHCYMALMATA upe3 HaMalaBaHe Ha CIICAHATOBAPBAHETO H NPEAHATOBApBaHETO,

- MpeaoTBpaTABAHE Ha 3aaeHCTBaHEeTO OT aHrHoTeH3HH 11 Ha onacHo chpaeyHO peMoaenupaHe.
[TpH nauMeHTH ¢ YMepeHa 0 TeXKa 3acToiiHa CbpAeYHa HEOCTATBYHOCT €IHOKPAaTHATA NEpopanHa
n03a oT 5 mg und 10 mg pamMunpun uma 6naronpuaTeH edekT 3a HaMaigBaHe Ha MPeIHATOBaAPBAHETO
U CJIeIHATOBAPBAHETO ¢ peJIEKTOPHO yBEIMYaBaHE HA CHPAEYHHA NEOHT.

Jloka3aHo e, ue paMHNpH € eeKTHBEH MPH NALMEHTH Cea HHApKT Ha MHOKApAa, ThH KaTo
croMara 3a HaMaIaBaHe Ha OTIaCHOTO PpeMOJENHpaHe, KOETO HACcTBIBaA cel HHapKTa.
11InpoxoMaLabHOTO POyYBaHe 33 ePUKACHOCT HA paMUNpHN TIpH ocThp HHapkT (Acute Infarction
Ramipril Efficacy (AIRE)) noka3sa, ue pamunpun 5 mg wiu 10 mg/aeH 3HaUUTEIHO HaManaBa pHcKa
OT 061112 CMBPTHOCT ¢ 27% NpH NaUHeHTH ¢ KIMHHYHH JaHHH 32 CbpACYHA HEAOCTATBYHOCT Cilell
OCTBP MHOKapaeH UHGApKT. BaaronpuaTHUAT eQeKT Ha paMHNpHA ce npoassaBa g0 30 AHU OT
HA4YaIOTO Ha JICYEHHETO H H3rexXKIa € Hai-rojaM NMpH NaUMEHTY ¢ MO-TEXKO KAMEPHO YBPEXNaHe
cnen UHEGapKT. |

Cvpoeuno-cv008a npomexkyus/Hehponpomexyun

[TpoBeneHo ¢ npeBaHTHBHO U1auebo-koHTponupano npoyusane (npoyusade HOPE), npu xoero
paMHNpun € Jo6aBaH KbM CTaHAApTHATA Tepaniia Ha noseyve ot 9 200 nauuenTa. B npoyupaHero ca
BK/TIOYEHH NAaLHEHTH C MOBHILIEH PHCK OT CHPACYHO-CHAOBH 3a00nsBaHHA CNe/l aTepOoTPOMOOTHYHH
CBPACYHO-CHAOBH 3a00nABaHKA (aRHAMHE3a 33 HCXeMHUYHA 60JIECT Ha CHPLIETO, MHCYT WM NepudepHa
chaoBa Honect) WK 3axapeH IHA0ET ¢ NoHe eWH AOITLJIHUTENICH PHCKOB dakTop (10Ka3aHa
MHKPOaNOyYMHHYPHA, XHNIEPTOHHUA, NOBULIIEHH CTOAHOCTH Ha OOLIHA XONIeCTEPON, HHCKH CTORHOCTH
Ha JJHNONPOTEMHHTE ¢ BUCOKA IUTLbTHOCT WIH TIOTIOHOMYUIEHE).

[TpoyuBaHeTO NOKa3Ba, 4e paMHNPHJ CTATUCTHYECKH 3HAYMMO HaMalABa YECTOTATa HA HHOAPKT Ha
MHOKApPJa, Ha ChPACHHO-CBAOBA CMBPT H HHCYJIT, CAMOCTOATENHO WIH B KOMOMHALMA (TbPBUYHO
KOMOHHKpaH# CbOUTHS).

Hannu om KIUHUWYHY USNUMBAHUA HA O8olinama baA0KaA0A HA CUCIEMAMA PEHUN-AH2UOMEH3UN-
aroocmeponosama cucmema (RAAS)

Jl8e ronemMH paHaoMH3IUpaHH koHTpoaupaHH npoytBaHua — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Tnal - Tekywio rnodanno yznureane 3a
KpailHH TOYKH Ha TE€JIMHCAPTaH, CAMOCTOATENIHO H B koMOuHalmMg ¢ paMunpun) 1 VA NEPHRON-D
(KNMHHYHO NpoyYBaHe CBbP3aHO ¢ pa3BHUTHE Ha HedponaTys npu Auabert, NPOBEAEHO OT
MHHHCTEPCTBO NO BbIPOCHTE HA BETEPaHHUTE) — NpoyyYBaT ynorpedara Ha koMbuHauuaTa ot ACE
HHXHOUTOP M aHrHOTeH3KH LI-peuenTopen Oiokep.

ONTARGET e npoyuraHe, NpoBEICHO MpH MALHEHTH C aHAMHE3A 33 ChPAEYHO-CH0OBA WIH
MO3BYHOCHA0BA 00JIECT, WIH 3aXapeH auaber TUI 2, TPUIAPYIKEHH C 1aHHH 338 YBpEXKIaHe HA -
edexropuu oprann. VA NEPHRON-D e npoyuBane npH nauMeHTH ¢be 3axapeH ayaber tun 2 u
nuabeTHa HeponaTHi.

Te3d Npoy4paHHs He MOKa3BaT 3Ha4MM OnaronpuareH edexr Bopxy 6LOpeUHHTE WHIH CHLPACUHO-
ChAOBHTE NOCNAEAULH H CMBPTHOCT, KATO ChUIEBPEMEHHO Ca HaOMAaBaHH [TOBHILEH PHCK OT
XHMEPKATHEMHUS, OCTPO YBpeXKIaHe Ha 6bOpeLuTe WHIH XHNOTOHHA B CpaBHEHHE ¢ MOHOTEpANnUATa.
Karo ce uMat npeasua CXoAHHTE UM (apMakoIHHAMHYHH CBOHCTBA, T€3H pe3yATaTH ca np
v 3a 1pyru ACE nHxubutopu n anruorexsus Il-peuentopuu 6okeph.

ACE nuxuburopu H anruorensud ll-peuientopuu 6nokepu cneaopaTeiHo HE TpAOBa ¢
€HOBPEMEHHO TNPH NALUKEHTH ¢ AMabeTHa HeponaTus,

Ay

ALTITUDE (KNHHH4HO NpOyYBaHE NPOBEACHO C ATMCKMPEH MPH NALMEHTH Che 3aXAPeH| Juaber =
Wl \ NG
THN 2 ¢ H3NON3BaHe HA ChPAEeYHO-ChIOBH M 6H1bOpeunH 3abonsaBaHns KaTo KpaiHu TOUKH) N .
NpoyuBaHe, NPeJHA3HAUCHO A M3C/eBA MoN3aTa OT 106GaBIHETO Ha ANHCKUPEH KbM CYRABapPTHA. - &%/
-
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tepanus ¢ ACE nuxuburop wnv aHrnotensuH Il-peuentopeH O1okep npH NaLKMeHTH CbC 3aXapeH
nuaber THN 2 U xpoHuuHO 6B6peuHo 3abonsaBane, ChpReYHO-CHAOBO 3aboNgBaHe WIH H IBETE,
[IpoyuBaHETO € NpeKkpaTeHo NPeXAEBPEMEHHO NIOPAAH NOBHINEH PHCK OT HEONArONpPUATHA
nocneMuH. Kakro cbpaeiyHO-CbAOBATa CMBPT, TAKA U HHCYJITHT €a NO-YECTH B IrpyraTa Ha
aNMCKHPEH, OTKOJIKOTO B rpynara Ha ruiaue6o, a peAcTaBAsBallUTE HHTEPEC HEXENaHH CHOUTHS K
CEPHO3HH HEKENAHH CHOMTHA (XMIIepKaTHeMus, XHNOTOHHA B 6b0peuna nucdyHKuus) ce crobulaBar
[10-4€CTO B rpynara Ha ajJliCKHPEH, OTKOJIKOTO B rpyrnara Ha nnauedo.

ITeouampwuna nonynrayus |

B paHaoMH3HpaHo, ABOHHO-CIANO MNaLeb0-KOHTPOIHPAHO KIHHHYHO NMpoyYBaHe, BKAKUBALLO 244
neAHaTPHYHH NAUMEHTH ¢ XunepToHH:A (73% ¢ MbpBHYHA XHIIEPTOHHKA) Ha BB3pacT 6-16 roauun,
BCEKH OT NMALHEHTHTE NOTy4aBa HUCKA, CPEAHA WIH BUCOKA 11032 PAMHIIPUII, H3HHCIICHH Ha KHJIOrpaMm
TeIeCHO TErso, TaKa, 4e Na ¢ KOCTHIHAT IU1a3MEHHW KOHLICHTpallHK Ha paMHITPHJIAT, KOHUTO CE
MOAy4aBaT ITPK BB3PacTHU clef npunaraHe Ha fo3u ot 1,25 mg, 5 mg ¥ 20 mg. B kpas Ha 4-tara
ceMMLIa Pe3YATaTHTE NMOKA3BaT, 4e 10 OTHOLIEHHE HAa KpaHHAaTa Liell 3a NOHKaBaHe Ha
CHUCTOJIMYHOTO aPTEPUAITHO HAJIATaHE PAMHITPH € Hee(PEKTHBEH, HO KOraTo ce nmpuijiara B Han-
BHCOKATA [103a MIOHIDKABa OMAaCTOJHOTO apTepyanHo HandraHe. Ilpu aqeua ¢ AokasaHa XHNEPTOHHA
CNe/l NPUIAraHe Ha Cpe/iHa M BUCOKA 1033 paMHIPHI ¢€ Hab/moAaBa CTATHCTHYECKH 3HAYUMO
NOHKDKABaHE Ha CTOMHOCTHTE HA CHCTONHOTO U HACTOMHOTO APTEPHATHO HaNlATaHe.

To3u edekT He ce Habnoaaea B 4-CEAMUYHO PaHAOMH3IKHPAHO, IBOHHO-CIIANO NPOYyYBaHe C
MOBULIABAHE Ha Ao3aTa npH 218 neanaTpyyHM NauMeHTH Ha BB3pacT 6-16 roautu (75% ¢ mbpBUYHE
XWUIMEPTOHHKA), KBACTO CNel MpWIaraHe Ha BCHHKUTE TPH TECTBAHK A03M paMUNpHIL: HUCKA (0,625 mg -
2,5 mg), cpeana (2,5 mg - 10 mg) win Bucoka (5 mg — 20 mg) no3a, H3YHCICHHU Ha KIIOrpaM TeJECHO
TErao, CTOMHOCTUTE Ha IMACTONIHOTO H CHCTOJIHOTO apTepUaNHO HansraHe Noka3BaT yMEpeH pebayHa,
HO HE M CTATHCTUYECKH 3HAaYHMO BL3BDBINAHE KbM M3XOAHHTE CTOHHOCTH. PaMHIIpHN He noka3sa
JIMHEEeH 0308 OTTOBOP MPH H3CIEABaHaTa NeAHaTpH4Ha NOMynaLHs.

5.2 PapMAKOKHHRETHYHNH CBOHCTBA

buzonponon

Abcopbuyn
Busonponon ce abcopbupa nourr HameJIHO (>90%) OT CTOMALUHO-YPEBHHS TPAKT H TIOpaaU MajlKHs

first pass edexT B uepuus apob (npubnuzurenno 10-15%) uMa GHOHATHYHOCT OT NPHONUIUTENHO
85%-90% cnen nepopanHo npuwickeHHe. BHOHANHUHOCTTA He ce BiIMAE OT XpaHaTa. MakcHManHu
nJ1asMeHH KOHLEHTPaUHH HACThNBAT B paMKHTE Ha 2-3 vaca. CpobuiaBa ce obade cblO, He
ckopocTTa/00XBaThT Ha YpeBHata abcopbuuna Ha Guzonponon € cuaHo 3apucHMa ot pH 1 Moxe na
Obae NpOMEHNHBA. |

Cnea nepopanHo npuioxkeHue Ha 61zonpononos gpymapar 10 mg npu 3apaBy A0OPOBOIILIM Ha IJIARHO,
cpeAHaTa MaKCHMallHa r1asMeHa koHueHTpauus (Cmax) Ha Ousonponon oT NpHOIH3HTENHO

31,86 ng/ml ce nocTura B paMkuTe Ha okono 2 4aca (Tmax).

PasnpeneneHue
O6eMbT Ha pasnpeaeneHue e 3,2 kg, Cabp3paHeTo ¢ MNa3sMEHHTE NPOTEHHH HA OH30MPONIo € OKONo

30%, KaTO CHLOTHOILIEHHETO MEXAY YepHOAPOOHHA MeTabonu3bM H ObOpeyHaTa ekckpeums ¢ 1:1.
[TpoyuBaHHATA NPH KUBOTHH NOKA3BaT, Ye Hu3oNpoaoa ce pasnpeaens 6Lp3o ¥ 0OLIMPHO, HO
NAaUeHTapHHAT TpaHcdep e ¢iab 1 NekapcTBOTO NpeMHHAaBa KPbBHO-MO3bYHaTa Dapuepa camo B
MaIKa CTeneH B CPaBHEHHE ¢ METOTIPOJIOJ H NMPONPAHONO,

buotpaHchopmMalug

Buzonponon e ymepeHo nunuaopa3TsopHM. To# noanexky caMo Ha YMEPEH YEPHOAP '-*-g“ e
meTaboanu3bsM. [Ipu MeTabonuama Ha OH3ONPOAOT Ca OTKPHTH CaMO [THTHILA Ha O /-.L i
nocnenpanla KoHorauds. Merabonuzupa ce npeaumtio ot CYP3A4 no HeakTHBH

cBLIO Taka ce MeTabonnzupa U ot CYP2D6, koeto Hiraexaa He € KITHHHYHO 3HAYR et TR
NeANKWIHPAHETO € NOC/IEABAHO OT OKHC/EHH e 0 3 MeTaboNuTa Ha KapGOKCHITHAT \ AeenpHE Té: Y.~/
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mMeTabonuTa ca JHllieHH oT OeTa-aapeHOPEUENTTOPHA AaHTAarOHUCTHYHA aKTHBHOCT MNPH HOBEKa.
JlekapcTBOTO CBILIO TAKA HE ce MEeTab0IH3Hpa CTEPEOCESIEKTHBHO NPH HOBEKA B He € 00eKT Ha
reHeTHUeH OKHCIauTeNer noauMopdusbM ot aebpuzokeuHoB Tun. [Ipubausurento 50% or no3ara Ha
6H30MpPOION ¢ OTAENA B YPHHATA B HEMPOMEHEH BU/L H €IHAKBA YaCT c€ MeTabonH3Npa B YEPHHS
Ipo6; OCBEH TOBa Thif KATO GU3OMPOION HE € JIEKapCTBO ¢ BUCOK YEPHOAPOOEH KIIHPBHC, TOH Mokassa
CaMO YMEpPEH YepHOAPOGEH KITHPBHC, a CJIEROBATENHO H HHCHK uepHOApoGed "first-pass” edexr (< 10
%) cnex nepoparHo NPUIOKECHUE.

EnuMuHHpaHe
Buzonpono ce eIMMHHMPa OT opranu3Ma no asa me1a. 30% ce MeTaboNH3Hpa B YepHUS Apob 10

HeaKTHBHU MeTaboNHNTH, KOUTO ce ekckpeTHpat npe3 6u6peunre. Ocrananure 50% ce exckperupar
npe3 6xOpenyTe B HENMpoMeHeH BUA. BbB ekanuure ca OTKPUTH No-Manko oT 2% oT Aaoszara. OOwuaT
KIMpbHC € npubnusurento 15 Vh. [nasmennst nomyxueot ot 10-12 yaca ocurypsasa 24 vaca
epMKaCHOCT c/lef] €AHOKpaTHa IHEBHa 103a. [1nasMeHHAT eIMMHHALIMOHEH MNOTY>KUBOT C€ YBe/IH4aBa
no okono 18 yaca npu naumenTH ¢ 6BOpEUHO yBpekIaHe WM 10 Okojo 13 yaca npH NaLHEHTH ¢

YepHOAPOOHa LHpO3a.

JInHeHHOCT/HEIMHEHHOCT
Bu3onponon uMa yuHeHHa, Bb3pacTOBO-HE3aBHCHMA KHHETHKA. [1na3zMeHHTe KOHUEHTpaLMU ca
NPOMOPUHOHANHH Ha TIPWIOXKEHATa A03a B J030BKHA HHTEPBan ot 5 go 20 mg.

Creyuarnu nonyaayuu

Hayuenmu ¢ 4eproopobro yepecoane
(DapMaKOKHHETHYHHTE NapaMeTpH ca H3cneABaHH npH 18 nanuedTH ¢ HapyweHa YepHoapoOHa

GyHKLMS, BKIKOUHTENHO LIHpo3a. ENUMHHALIMOHHUAT NONY)HBOT T1/2 cnen 7-AHEBHO neueHKe ¢
10 mg 6usonponon AHeBHO € 13,5 yaca, a MaKCUMaJIHaTa CEpyMHa KOHLeHTpaums € 62 g/l (mpu
3apasu Ao6posonuu 36 g/1), koeTo He BOAH [0 KITHHHYHO 3HAYHMH NPOMCHH BHB
capMakoAHHAMUYHHUTE MapaMETPH.

ITayuenmu ¢ Gvbpeyro yepexcoaue

B 12-ceaMuuHO MpOYYBAHE Ca KOHTPONHPAHH NMALMEHTH Ha JUHanH3a, NoTy4yasaliy 2,5 mg wid 5 mg
6H301IPOAON AHEBHO NOPAAH XUNepToHH. PapMaKOKHHETHYHHTE [1apaMeTPH C2 CPAaBHEHH C TE3H Ha
KOHTPOJIHATA I'PyNa OT 3apasu aobposonud. EnuMuHalKOHHUAT noiyskueoT T1/2 Ha eKapcTBOTO €
3HAYMTEHO YIB/DKEH B AHMTE Oe3 IHann3a B cpaBHEHHE ¢ rpynara Ha 3apasure nodposonuy. Cmax
MpH NalMEHTHTE, NOTyyagalld Ao3ata ot 2,5 mg Gusonposon, € NoYTH pasHa Ha Cmax NnpH 3apaBH
noOpoOBOILM, NOTyYaBalld 5 mg.

Ilepopannust knupbHC (CL/F) Ha OM30mponon € B NON0KUTENHA KOpeJlalids ¢ KpeaTHHHHOBHS
knupbHe (CLcr), koeTo nokasea, 4e¢ 6uOpeyHaTa QyHKLMs € OTHACTH OTFOBOPHA 34
HHTEPHHAMBHIYaNHaTa BapuabunHocT Ha hapMakOKHHETHKATa Ha On3onposton.

CUmapuecka ev3pacm
PapMakoOKHHETHKATa Ha OH301IpOsIoN He € MPOMEHs 10 KIHHHYHO 3HAYHMO HHBO NPH NaLMEHTH B

crapyecka BbipacT. He e Heo6xoamnMo KOpUrvpane Ha Jo3aTta NopaaH Bb3pacTra Ha nalyeHTa.

[layuenmu cvc copoeyna HeodoCmamvHHoOCH
[Mpn nauxeHTH ¢ XpOHHYHA chpAcyHa HeaocTaTbyHOCT (111 cTaauii no NYHA) nnasmenure Hupa Ha

6H30Npono ca Mo-BHCOKH H MOMYXKHBOTHT € YABDKEH B CPABHEHHE CbC 3/1paBKH A0OPOBOJILIM.
MakcHMaTHaTa TU1a3MeHa KOHILIEHTpaLWA B CTALMOHAPHO ChCTosHHE € 6421 ng/ml npu AHEBHA noaa
ot 10 mg, a nomyxuBoThT € 1745 yaca.

Pamunpun

AG6copbums
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OCHOBA Ha OTIEJICHOTO B YPHHATA KOJIMUECTBO, CTENEHTA Ha abcopOLus € noHe 56% H He ce Buse
3HAYMTENHO OT HAJITHUMETO HA XPaHa B CTOMALUHO-4YPEBHHA TPaKT. BHOHANMYHOCTTA HA AKTUBHUA
MeTaboNHUT PaMHIIPHAAT CJieA NEPOPATHO NPHIOKEHHE Ha 2,5 mg 1 5 mg pamunpun ¢ 45%.
MakcHmaiiHa [1a3MeHa KOHIEHTpallMg Ha paMUNPWIAT, €AMHCTBEHMAT aKTHBEH METabOIUT Ha
paMHUIpUIL, c€ A0cTHra 2-4 yaca cnen npueMa Ha paMHnNpua. CTauMOHAPHH TU1a3MEeHU KOHLIEHTPaUHH
Ha PaMUTIPHJIAT Clie]l eTHOKPATHO AHEBHO AO3MpaHe ¢ OOHYARHUTE 1034 PAMHIPIL C€ AOCTHraT Ha
OKOJI0 YETBLPTHA ACH OT JICYEHHETO.

PasnpeneneHue

CBLP3BaKETO HA PAMUNIPHI ¢ MNIA3MEHHWTE MPOTEHHH € oKoso 73%, a Ha paMHMpPHIAT - OKoJIo 56%.
Pamunpunat uMa BHCOK a)MHMTET Ha3 CBBP3BAHE C AHTHOTEH3HH KOHBEPTHPAUIHS CH3UM NPH
KOHLEHTpAalLMH, NOA00HH Ha T€3H Ha eH3uMa, H 6aBHO yCTaHOBABA paBHOBecHe. PaMHnpHi ce
H3YUCTBA OBLP30 OT KPBBTA H CE pa3npeaesid B pa3sIHuHM TENECHA ThKaHHU, KaTO B YEPHHUS Lpo0,
6w0penuTe H Genure npoboBe ce HaOMOAAaBAT 3HAYHTEIHO [I0-BHCOKH KOHLIEHTPALIMM HA pAMKNPHII,
OTKOJIKOTO B KpbBTa. O0eMbT Ha pasnpeaeneHue € okono 90 1, kato oTHocHTenHUAT 00eM Ha
pasnpeneneHle Ha pamunpunar e okoso 500 |.

buoTpatcdopmanms

Pamunpun ce MeTabo/iH3Upa NOYTH HAMTBIIHO O AKTHBHUS META0OIHT PaMHRIPHNAT OT
KapOOKCHIECTEPA3HTE H 10 AUKETOMHUIIEPA3HHOB €CTEP, AUKETOIMHNEPa3HHOBA KUCETHHA H
rMOKYPOHUAWTE HA paMUNPU M paMUIIPWIIAT, KOUTO ¢2 HEAKTHBHH.

EnBMHHHpaHe

Cnea nepopanHo NpUIOKEHHE Ha paMHNpPHUI okoo 60% OT U3XOAHOTO AEKAPCTBO W HETOBHTE
MeTabOJIMTH Cce OTAENAT ¢ YpHHaTa, a okoio 40% ce oTkpusar BbB (pexanuure. JlekapcTBoTo,
OTAENEHO BbB (heKallMHTE, MOXKe Ja PEACTARIABA NPOAYKT KaKTO Ha #UThYHA EKCKpeLIUs Ha
MeTaOOJIMTH, Taka K Ha HeabcopbupaHo nexapcTo. [To-Manko ot 2% ot npunokeHara ao3a ce oTaens
B YPHMHATA KaTO HENPOMEHEH paMHIIPHIL.

Excxpeunsara Ha MetaGonurure € npeaAnMHo 6b0peyna. [lnasMeHHTe KOHLIEHTPALIHH Ha PAMHIIPpUNAT
HaManuBaT no TprdaseH HayuH, [IspBoHauanHuaT 6Bp3 cnaa, KOATO € CNEACTBHE Ha
pasnpeneneHHeTo Ha JIEKapCTBOTO, HMa MOJY>KHBOT OT 2 A0 4 yaca. [Topaan CHWIHOTO CH CBBP3BaHE C
ACE u 6aBHaTa cH AMCOLIMALIWA OT €EH3HMa, pAMHUIPHUNIAT NOKa3Ba ABe (a3d Ha esIMMHUHHpaHe. Pazarta
HA BUKMO €THMHHHPAHE HMa OJTYKHMBOT oT 9-18 vaca, a ¢a3aTa Ha OKOHYATENHO ETMMHHHPAHE HMa
yABJDKEH NOMY>KHBOT OT > 50 yaca. [1ony>KHMBOTET Ha paMHINIPHUAAT Cae/l pWiaraHe Ha eJHOKpaTHa
no3a ot 10 mg paMunpun npu 3apaeu 106poBonuu € Mexxay 1,1 u 4,5 yaca no Bpeme Ha Obp3arta
HayailHa ¢a3a Ha paznpenenaerye u okono 110 yaca no speMe Ha OaBHaTta da3a Ha eJIMMHHHPAHE.
Cnen MHOTrOXpaTHO NpHIaraHe Ha eJHOKPAaTHH JHEBHHU 103H paMHNpWI, ePEKTHBHHUAT NOTYKHUBOT Ha
KOHLICHTpalMUTEe Ha paMunpunar ¢ 13-17 vaca 3a gosure or 5-10 mg u mo-ABJILT 3a MO-HHCKHTE N03H
ot 1,25-2,5 mg. Tasu pa3nuka € cBbp3aHa ¢ HACHLUALIKA KanauMTeT Ha €H3MMa Ja CBBP3Ba
paMHnpwiar. PaBHOBECHH IUIa3MEHH KOHLICHTPAaLMH Ha PaMHIPWI H PaMUIIPHIIAT, Cleld €AHOKPATHO
AHEBHO NpuiaraHe ¢ obuyaiiHuTe 103U PaMUNPWI, C€ AOCTHraT NIPHOANIUTENIHO Ha BTOPHA 10
YETBbPTUA AeH OT e4eHUETo. He ce oyakBa 3HAYHUTENHO KyYMYIMPaHe Ha PaMHUIIPHIIAT NPH
MHOIOKPATHO NPUIOKEHHE Ha eNHOKPATHH JHEBHHW A03H MPH NaLMEHTH ¢ HopMalHa 61b0peuHa

yHKLMS.

JInHeHHOCT/HeNHHEHHOCT |
[TpoyusaHnATa NOKA3BAT, Y€ MAKCUMATHATA M71a3MEeHa KOHLUECHTpALlHA Ha paMHNPUIIAT € B NpskKa

3aBMUCHMOCT OT Jo3aTa. CreneHra Ha abcopOLma Ha paMHIIPHUA H XHAPOIH3ATa MY A0 paMUNIPUIAT
H3rnexna € CXoAHa B J030BHA AHMAaIa3oH oT 3 Ao 50 mg, Thi# KATO MAKCHMAJTHATA IUIa3MEHa

AR R ' 3 .
. ' Lh o !l._h.l::a '::-i"""'— ‘_. }"'
s U A
.

HMAa HAKAKBO KIHHHYHO 3HaY1CHHC.
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Cneyuannu nonyaayuu

Hayuenmu c yeprnodpodng yepexcoare (exc. moixa 4.2)

Ipu nanueHTH ¢ HapylleHa yepHoapoOHa (pyHKLUNA METAOONU3IMBT Ha PAMHINIPHUII A0 PAMHMIIPHIAT €
3a0aBeH, NOpaJH HaMaleHaTa AKTHBHOCT Ha YepHOAPOOHHTE ecTepasy U IUIa3MEHHTE HHBa Ha
PaMHIIPHA NIPY TE3H NALMEHTH ca NOBUIIEHU. MakCHManHUTe KOHUEHTpaLlHH HAa PaMUITPHIAT MpH
TE3W NanyeHTH, obade He ce paanH4yaBaT OT Te3M, HabnronasaHy Npy HHAUBUAY C HOPMAaNHa

yepHOAPOOHa QYHKLHA.

Hayuenmu ¢ 6vOpeung yepedicoane (edc. mouka 4.2)

BrOpeunara eKCKpeliua Ha paMHIIPUNAT € HaMaleHa NpH MALMEHTH ¢ HapyilleHa 0b0petHa gyHKLMS,
a OBOpEUHHAT KIHPBHC HA PAMHNIPWIAT € NPONOPLIHCHAIHO CBbLP3AH ¢ KPEATHHHHOBHSA KIHPBHC.
Topa BOAMW A0 NMOBHUILEHH TU1A3MEHY KOHLIEHTPALMK Ha pAMMIIPHIIAT, KOUTO HAMaABaT Nno-0aBHoO,
OTKOJIKOTO TNPH HHAWBHAH ¢ HopManHa 650peuHa GpyHKUMA.

[1py nauueHTH ¢ 6B0pEeYHO YBpEXKAAHE ce NPenopLYBa KOPHrHPAaHEe Ha 103aTa B 3aBHCHMOCT OT
KPEaTHHHHOBHA KITHPBHC.

Jaxmayus
EnHokpaTHa nepopaiHa 103a paMMIIPWI BOJH 0 HEOTKPHBAEMO HMBO HA paMHIIPHJT U HETOBHA
MeTaboNHT B kbpMaTa. EQEeKTET OT MHOMOKpaTHHTE J03HM 00aue € HEM3BECTEH.

Cmapuecka eb3pacm

(dDapMakOKHHETHYHO MPOYy4YBaHE C €JHOKPATHa 034, POBEAECHO NPH OrpaHH4eH Opoil naunMeHTH B
CTap4ecKa Bb3pacT, MOKa3Ba, ue MaKCHMANHK KOHUEHTpaurK Ha paMdnpuiat ¥ AUC 3a pamunpunar
ca Mo-BHCOKH NMPH NalUHEHTH B cTapyecka Be3pact. CpeaHara MAaKCHMAJTHA KOHLIEHTPaLUHS H
NOJYXHBOT Ha PAMHNPHI B CeEpyMa ca MaJikQ NO-BUCOKH MPH NMALKEHTH B CTapyecKa Bb3pacT,
OTKOJIKOTO NPH no-mnaan Aodposoiuy. Chllo Taka Bb3CTAHOBABAHETO B YPUHATA HE M3r/exa Ja ce
pa3nHyaBa OT TOBA fIpH No-miaaam aodpoeonuM. o To3n HaunH dapMaKOKHHETHUHHKTE NaHHH 3a
PaMHIIPHJ M PAMHIIPHIAT NPH repUaTPUYHHU NaLueHTH (65 - 76 roaMHK) ca CXOAHH CbHC CHOTBETHHTE
pe3YJITaTH NPY NMO-MNAAH, 3apaBH 1una. Cnroblnasa ce odaye M 3a NO-BUCOKH LIMPKYJIHpalily
KOHLEHTPALMH HA PAMHIIPWIAT NIPH ACOPOBOJILM B CTapyueCKa Bb3pacT (CpeiHa Bb3pacT 77 roAHHH,
nuanasoH 61 - 84 roanHy), BENPEKH BUAMMO HOpManHaTa 6b0peuHa QyHKLMS, B CPABHEHHE C M0-
MJ1aau JoOposoauy (Bb3pacToB AManasoH 21 - 30 roauHn).

lleduampuuna nonyrayus

MapMaKOKHHETHHYHHAT Npo K/l HA paMUNpui € uicaeasaH npH 30 neaAHaTpAYHHA NALHEHTH C
XHUNEPTOHHA, Ha BB3pacT 2-16 roaunu, ¢ terno > 10 kg. Cnea npunaraxe Ha fo3u ot 0,05 o

0,2 mg/kg, pamMunpua ce MeTabonu3npa OBbP30 H EKCTEH3IKBHO 0 paMHNpuiar. MakCHManHuTe
TU1a3MEHH KOHLIEHTPAUHK Ha paMUIIPUIAT Ce NOABABAT B paMKHTE Ha 2-3 yaca. KNHPBLHCHT Ha
PaMHUNPHIAT CWIHO KOpPenupa ¢ JIOrapuTMHYHUA MHAEKC Ha TenecHoto Terno (p<0,01), kakro H ¢
no3zara (p<0,001). KnupsHCbT H 00€MBT Ha pa3npee/iEHHE CE YBEHYABAT C YBEJIMUABAHE HA
BBL3PACTTa Ha JeliaTa 3a Beska rpyna ao3u. C posa ot 0,05 mg/kg npu Aena ca mocTHrHaTH HUBA Ha
€KCTIO3ULHSA, CPABHUMH C T€3H NPH BB3PACTHH, JIeKyBaHH ¢ paMunipun 5 mg. Jlozara ot 0,2 mg/kg npu
J€la € OBENA 10 HUBA Ha €KCIIO3UIINA, TO-BUCOKH OT MaKCUMaJlHaTa npenopsyuTenna go3a or 10 mg
IHEBHO NPH BH3PACTHH.

Ilayuenmu cvc cvpoedna HegocmamvyHocm
dapMmakoKHHETHKATA Ha PAMMIIPHI € W3CNIEBAHA NPH NALHEHTH € TEXKA CbpAeYHa HENOCTATBYHOCT
(NYHA III-1V) cnen ensokpaTHa nepopaida Ao3a oT 5 mg. MakCHMaTHOTO I1a3MEHO HUBO Ha

pamunpui € 57,0 + 26,8 ng/ml caen 1,4 h; t1/2 e 2,4 £ 1,2 h. MakcuManHaTa KOHUEHTpa "
pamunpunat € 27,9 + 24 ng/ml cnen 4,6 h; t1/2 3a aktuBHOTO cheauHeHHe € 6 + 4,2 h.
OTIENISHE Ha PAMHINPUI B MeTaOONUTH B YpHHaTa ¢ cpeaHo 39 = 17.5 % B paMKuTE H
JleBeTaeceT W neT NpoLeHTHO HHXHOKUpaHe Ha ACE akTBHOCTTa ¢ HabnioaaBaHo 1
naLKeHTH, a 80% oT nHxHOHpaHeTo Npoabkasa 24 h. [InazMeHnTe KOHUEHTpaLHH
AKTHBHHA MeTaboMUT Ca NO-BHCOKH H OCTABAT H3MEPHUMH MO-ABIT0, ¢ NO-NPOIbIK
HHxHOupaHe Ha ACE akTUBHOCTTa, OTKONKOTO ce chobuiaBa npu 3apasH A0OpoBONL
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Ha aKTUBHHA MeTa0ONHUT paMUIIPWIAT HE € HamaleHo, HO ¢ 3abaBeHo. Te3n pesynTaTH NOKa3Bar, ue 3a

Te3d MalMeHTH MOXKe 1@ € NOAXOAAILA HHCKA 1033, KAaTO Cé U3M0J3Ba HHAMBHIAYAJIHO THTPHPAHE, C
no-uucku 1o3u (1,25-2,5 mg) B HAUanoTO U ve AO3H HaJ 5 mg pAAKO MOXKE 1a €3 HEOOXOAHMH.

Paca
AHTHXHNECPTEHIHBHHAT edpekT Ha HHXUOUTOPUTE HA AaHTHOTEH3NH-KOHBEPTHPALLUA CH3HM

OBMKHOBEHO € NO-HHUCHK TTPH YEPHOKOXKH NALIHEHTH, OTKOJIKOTO NPH HEYEPHOKOKH (BXK. Touka 4.4).

5.3 IlpeakIuHHYHH JaHHA 32 GHe3o0NacHOCT

buzonponon

[TpeAKTHHHYHHTE JaHHH He NOKa3BaT 0COOEH PUCK 33 XOpa Ha Da3aTa Ha KOHBEHLMOHAIHUTE
dbapMakoorMuHyU Npoy4BaHus 3a 6€30NacHOCT, IPOYYBAHMUS 32 TOKCHYHOCT MPH MHOTOKPAaTHO
npHjaraHe, FeHOTOKCUYHOCT WIH KaHLIEPOT€HEH NMOTeHLIHA.

B penpoyKTHBHHTE TOKCHKOJIOTMUHH H3cneaBaHuHs, OU30MpoIon HAMA BIHAHHE BBPXY depTUnHTeTA
MY BBPXY 00111aTa penpoayKTHBHA CIIOCOOHOCT.

[Tono6Ho Ha apyru GeTa-OnoKepH, GU3ONMPONOT BB BUCOKH N03H BOAH 10 TOKCHYHOCT KaKTO TpPH
MajikaTa (HamMa/lfBa NPHEMAHETO Ha XpaHa U TEJIECHOTO TErJIO), Taka ¥ Ha eMOpHoHa/I1oAa,
(yBeHuaBaHe CliyyauTe Ha pe3opOuus, MOHKEHO TErNo NPpH pakaaHe, 3abassaHe Ha GUIHUECKOTO MY
Pa3BHTHE), HO HAMA TECPATOrCHEH E(QEKT.

Pamunpun

Y CTaHOBEHO €, Ye NEPOPATHOTO NMPHJIOKEHHE HA PAMHIIPH HE NPEAU3BUKBA OCTPa TOKCHYHOCT MpH
rpu3ayy M Kydera. IIpoyuBaHus, BIUIIOUBAILH NPOAB/DKHTEHO NEPOPATHO TIPHJIOKEHHE ¢a OHIN
NpOBEXEaHH NPH IUTEXOBE, KyueTa U MaiiMyHu. MHauxanum 3a npoMeHHU B IUIa3MEHHUTE €JICKTPOJIMTH

Y KpBbBHATa KapTHHA ca GHIM YCTAaHOBEHH M IPH TpUTe BUAA. BenencTene papMakonHHaMHYHATa
aKTHBHOCT Ha PAMHIIPWI, NPH Ky4yeTa B MaHMYHH € O0Mno Hadmoaasano 3HaYHTEHO YToleMABaHe Ha

IOKCTarioMepyJjiapHvs anapat npyd AHeBHH Jo3H oT 250 mg/kg/nen. [Llnbxose, kyuera  MaitMyHu
MOHACAT AHEBHM JA03H CHOTBETHO OT 2, 2,5 v 8 mg/kg nHepHO Ge3 maHHM 3a yBpexxaaiH eexTH.
Heobpatimo yBpexaaHe Ha 6L0peuunTe € HabnmoaaBaHO NPU MHOIO MIAAM MW1BHXOBE, MOTYyHWIH
eAHOKpaTHa J103a PaMHIIPHIL.

N3nuTBaHHATA 32 PENPOAYKTHBHA TOKCHYHOCT MNPH TUTbXOBE, 3aHIIH H MAHMYHH HE NOKa3saT
TepPaTOr¢HHH CBOHCTBA.

OepTHIUTETHT HE € YRPEAEH HUTO NPH MBXKKH, HUTO MPH JKCHCKH ILTHXOBE.

[IpynaraHeTO Ha PAMHNIPWI BBPXY KEHCKH IUTLXOBE 110 BpeMe Ha QEeTanHHg NEPHON M JIAKTaLUMATA
npuuvHaBa HeobpaTMo 6BOpeuHo yBpeknane (Aunarauns Ha 6BOPEUHOTO JlereHuYe) B NOTOMCTBOTO
npu AHeBHH Ao3u o1 50 mg/kg TenecHo Terao WK No-BHCOKH.

3anni0okieHO U3CNeABaHe 33 MYTarcHHoOCT, 4pe3 H3MON3IBAHC HA HAKOJIKO CUCTCMH 3a H3CJICABAHE, HC
noxKasea, 4 paMHuIpul I'lpPiTEJKRB& MYTar€HHH HWiH rcHOTOKCHYHH CBOHCTBA.

OueHka Ha pucka 3a okonHara cpeaa (ERA)
Buseiic [mioc cbabpka H3BECTHH aKTHBHH BellecTBa - OM3omnponon 1 pamunpui. Buseiic [Imoc ie

O1Lae npeANHCBaH KATO AHPEKTEH 3aMECTHTEN HA HHAUBHAYAIHHTE N03H OM30NpPONnon U paMUIIPUI,
TaKa 4ye HAMa Ja WMa YBEJIMUeHHE Ha eKCMO3ULIMATA Ha OKOJIHATA Cpela.

25




6. GAPMAIIEBTHYHHA JAHHH
6.1 CnHcbk HA NOMOILHHUTE BellleCcTBa

Cwosporcanue Ha xancyrama.

JlakTo3a MOHOXHApAT

[Honu(BMHUIIOB aNKOXOJ)
Kpockapmenosa Hatpuil (E468)

HarpueB cTeapungymapar
MHKpOKpHUCTANIHA LieNty103a

be3Bogen kanuues xuaporeHgocdar
KpocrnoBuaoH TR A

KonoungeH, 6e3801eH CWIHLIMERB JHOKCH
MarHe3ues creapar

Dunmoeo noxpumue AquaPolish P xcvam:
Xunpomenosa (E464) -
Xuapokcunponuiuenynosa (E463)
CpenHoBepH)XHH TPUITIMLEPHUIAH

Tank (E553b)

TuraHoB avokcua (E171)

XbnT xenesed okcug (E172)

Kancynna obguexa:

Turanos auokcua (E171)

KenatuH

UepseH xene3eH okeug (E172) - [e kancyru 10mg/Smg, Smg/5mg, 5mg/2,5mg]
XKunr xenesed okcun (E172) - [6é kancynu 10mg/Smg, Smg/Smg, Smg/2, 5mg)
XuHonnHoBo xbaT0 (E104) - [6 kancyru S5mg/2, 5mg]

Macmuno 3a omneuameane:

Ulennax (E904)

YepeH xenezeH oxkcua (E172)

[TponuneHrnukon

KoHueHTpypad pa3Tsop Ha aMOHSAK 5
Kanuer xuapokcun

6.2 HecbBMecTHMOCTH

Henpunoxxumo.

6.3 Cpox na roaHoct

Kancynu 5 mg/2.5 mg
2 roxHH

Kancynu 10 mg/5 mg, 5 mg/5 mg
30 Meceua

6.4 CoenMaiaHH YCJOBHS HA ChXpPaHeHHE

Ha ce cvxpansasa noa 30°C.
Ha He ce chXpaHsaBa B XJIAAWIHUK UK 3aMpa3aea.
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6.5 BnaancuappkanHe HA ONAKOBKATA

Banctepn ot namunnpad BOPA/ALU/PVC 1 anyMHHHEBO (ONHO.
BriucrepuTe H THCTOBKATA ¢ MH(pOpMalLMs 32 MallMeHTa ca ONaKoBaHH B KAPTOHEHA KyTHA.

Bunope onakosku: 10, 30, 60 wnu 100 kancynu.

He BcHukH BHAOBE OMakoBKW MoraT Aa ObAaT myCHAaTH Ha rnasapa.

6.6 CuoenHaiaHH OpPeANAIHHE MEePKH OPH H3IXBLPASHE

Hewnznon3BaHUAT IEKapcTBER MPOAYKT WIH OTNAABYHHATE MaTepHUaliy OT Hero TpAOBa Aa ce H3XBLPJIAT
B CHOTBETCTBHE C MECTHHTE H3UCKBAHKA. |

7.  TIPUTEXATEJI HA PA3SPEIIEHHETO 3A YIIOTPEFA

Teva B.V. |
Swensweg 5, 2031 GA Haarlem

Hupepnanaus

8. HOMEP(A) HA PAJPEILIEHHETO 3A YIIOTPEBA

Bugeiic [Tnioc 5 mg/2,5 mg TBbpaAM kancynu - per. Ne
Buseiic [Imoc 5 mg/S mg teppam kancyu - per. Ne
Bugseiic ITnoc 10 mg/S mg t8bpau kancynu - per. Ne

9. JATA HA ITBbPBO PA3ZPEINABAHE/NNOJHOBABAHE HA PASZPEHIEHHMETO 3A
YIIOTPEBA |

JlaTa Ha MbpPBO paspellaBaHe:

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA
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