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1. ThProBCKO UME Ha NeKapcTBEHUA NpoaykT . [KeFPY
RamiHEXAL® com :
IPamMuXEKCAN® vkonlf?n/ o | osospencr w6102 AR |

2. KonuyecTBeH M Ka4eCTBEH ChCTaB
1 TabneTka cbgbpXa 5 mg ramipril n 25 mg hydrochlorothnaznde
3a nomMoLHUTe BeLlecTBa BIXK 7. 6.1.

3. llexapcTBeHa cpopma
TabneTkn — Benn, enuncoBuAHW, MNOCKA, ¢ AenNWTenHa JyepTta U WamMna oT egHara
ctpaHa ,R 307

4. KnywhuuyHu naHHyn

4.1. Noka3axsua

EceHuuanHa XxunepToHusl Npn NauueHT, rpyu KOUTO KPBBHOTO HarsraHe He moxe
Aa ObAe NOHMXEHO OOCTaTbyYHO ¢ ramipril, MpUMoKeH CamMoCToATENHO.

4.2. o3upoBKa ¥ Ha4YMH HAa NPUNOXeHue

BrapacmHu:

MpunoxexneTo Ha tukcupanaTta komBurHaums RamiHEXAL® comp ce npenopbuea
camMo cried MHAWBUAYaNHO TUTPHAPaHE Ha J03UTE Ha OTAENHUTE KOMIMOHEHTW.
Hozata mMoxe aa ce TNoBuLIABA Npe3 WHTepBanu Hail-manko ot 3 cegmMuum.
O6buvalinaTa nogabpxalla nosa € 2,5 mg ramipril n 12,5 mg hydrochlorothiazide,
npunoXkeHn cyTpuH. MakcimanHata posa e 5 mg ramipril 1 25 mg
hydrochlorothiazide. ¥

Mayuenmu e HanpeOHana ebapacn:

[Mpw nauneklTy B HaNpedHarna Bb3pacT U NaUUeHTU C KpeaTUHUHOB KMUPBHC MeXay
30 u 60 mimin nHavBWZYyanHUTe O3W HA OTAENHUTE KOMMOOHEHTW ramipril u
hydrochlorothiazide Tpsbea pa 6bgar TuTpupaHW ocobeHo BHUMATENHO nNpeaum
3anoysaHe Ha Tepanus ¢ RamiHEXAL® comp.

Oosata Ha RamiHEXAL® comp 1psfBa ga 6Gbae Bb3MOXHO Hai-HUCKaTa.
MpodyKTbT € NpoTUBOorNoKasaH NpU NaleHTn ¢ TEeXKO Hapyu.leHme Ha 6ubpeyHaTa
YHKLMS (KpeaTMHMHOB KnupbHC < 30 mi/min/1,73 m? TenecHa MoBbPXHOCT)(BUX
T.4.3).

Hapywera 4epHoOpobrHa chyHKUUA:

Mpu naumeHTM ¢ Neka A0 YMEpEeHO HapylueHa uyepHonpobHa (yHKUMA fposaTta Ha
ramipril TpsbBa ga 6bae TuTpupaHa npean npeMuHasaHe KbM RamiHEXAL® comp.
RamiHEXAL® comp He TpsiBsa 4a ce npunara npy NAUMEHTV C TEXKO HapylueHa
yepHoApoBHa yHKLUMA n/unn xonectasa (BUx 1.4.3).

Heua:
He ce npernopbysa npunoxeHue Ha RamiHEXAL® comp nput geua, Tbil Karo
curypHocTTa 1 6e30nacHOCTTa Ha NPUINOXEHNE He ca YCTaHOBEHW.

HaunH U NpoABLINKUTENHOCT Ha NPUNOXKeHUe

RamiHEXAL® comp Tpsi6Ba na ce nprema Kkato efHOKpaTHa 4
BPEMe UNW CNej XpaHeHe.

TabnetkuTe TpaGRa ga ce npuemMart uenu, 6es aa ce Jyn4ar.
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4.3. MpoTuBONOKa3aHUA
RamiHEXAL® comp He Tpsibea fia ce npunara npu:

- CBpPBXYYBCTBUTENHOCT KbM ramipril, apyru ACE-uHxnbutopu, Tuasmgu wu
Apyry cyndoHamMmngy unm KbM Hsikoe OT MOMOLUHNTE BelecTBa

- AHIMOHEeBPOTUYEH egeM B aHaMHesaTa, cBbp3aH Cc nevyeHwe ¢ ACE-
WHXMOWTOPU, NN HACNEACTBEH UBUONATUMEH aHIMOEaEM

- Texka 6vubpeuna ancyHKUus (KpeaTuHnHOB knupbHE nog 30 miimin/1,73 m
TenecHa NOBbPXHOCT) MITK aHypus

- TeXKa YepHoppobHa aucyHKUMA u/Mnu xonecTasa

- BpeMeHHOCT 1 KbpMeHe (BUX 1. 4.6)

- CTeHO3a Ha ObOpeqHuTe apTepun (BunatepanHa wnu yHunaTtepanHa npu
nauneHTn ¢ egrH 6LOpek)

- puanusa N xemodunTpauusi Ypes  oTpuuaTenHo  3apefeHu
BWCOKornponycknmen membpanu (Hanp. AN 69)

- LDlL-aepesa

- AeceHcubunmanpawya Tepanvm

- fAeKkoMmrieHcupaHa chppedHa HegocTaTbuHocT (NYHA V)

- MbPBUYEH XUNepaniocTepOHU3LM

- CbCTOSHKE crieg 6x0peyHa TpaHcnadTaumns

- XEeMOAWHAMWYHO 3Ha4yMma CTEeHO3a Ha aopTHaTa UNuM MUTparnHa knara unw
XunepTpodnyHa obCTPYKTUBHA KapouoMuonaTs

- KIMUHWUYHO 3HauYMMK HapyLleHus Ha ENeKTPONUTHUA GanaHc
(xmnepkanumemus, XUNoHaTPUeMus, Xunokannemusi)
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4.4. CneuunanHiu npegynpexgeHns U npeanasHM mepku npu ynorpeba
Xunomonusi

Ramipril MOXe pa npegnssuka 3HaUUTENIEH chiag Ha KPpbBHOTO HanArade, ocobeHo
Cnea npuem Ha nbpeara josa. -

Toea ce HabniwojaBa psAgKO MPWM HEYCNOXHEHa XUNepTOHWS, HO MOXe Ja ce
HabmioABa Npy NauueHTn ¢ JedUUMT Ha TEYHOCTW, B PE3YNTaT Ha neYeHue c
auypeTuuM, orpaHuyeHa Ha con AueTa, Auanvia, gvapusi, NoBpbLUaHe UMK Texka
XunotoHus. Tosa ce Habniogaea MoO-4ECTO MPU NaLWeHTW Ha redeHue € BUCOKM
[031 OpUMKOBK OWYpPEeTVLIM, NauneHTr ¢ XUNnoHaTpueMus unn Hapyluena 6bu0peyHa
PyHruuvs. JleveHneto ¢ gpymu nmypemuw Tpabea pa Obhe NPeKbCHATO rnpenu
3anouBaHe Ha Tepanua ¢ RamiHEXAL® comp, Thil kaTo npogykThT Chmbpika
hydrochlorothiazide.

Mpn nauneHTH, Ha KOWTO CBLOOBUAT TOHYC U OLOpevHaTa (pyHKUMSA 3aBUCAT B
3HAUMTEIHa CTeneH OT pPeHuMH-aHMMoTeH3uHoBaTa cucTema (Hanp. nauueHT! ¢
TEXKa CbpAedHa HeoCTaTbYHOCT Unn Apyru riognexawm 6L0peyHn 3abonasanus,
BKAKOYUTENHO cTeHOo3a Ha DnbpeuHaTta apTtepus), Npu efHOBPEeMEHHO lieueHue ¢
LPYrM NPOAYKTW, KOWTO TIOBNMABAT Tasu cucTema, ce Habnwgasa ocTbp cnaj Ha
KPBBHOTO HalAraHe, asotemust, onurypna unu {paako) 6-6peyHo HapyleHme.
3HauUTENHUAT crnag B KPbBHOTO HanaraHe Npw NaumMeHTM ¢ UCXEMUYHA chphedHa
Donect unu atepockneposa MoXe Aa NPUYUHY MHGAaPKT Ha MUoKapaa v NHCYNT.
AKO BLB3HUKHE XWMOTOHWA, TPsAOBa da ce NPWIoXK CTaHZapTHOTO neveHue.
MauneHTsT TPAGBa Aa ce NOCTaBU B NErHamno fonoKeHWe U MOXe [a ce HamoXu
MHTPABEHO3HO NPUNOXKEHNE Ha (PU3UOSIOrNYEH PasTBOpP Ha Ha'rpm‘ nﬁ
MMpn nauneHTn, N3NOXKEHW Ha BUCOK PUCK OT XMIMOTOHUSA, TPAG, éfc h
KPBLBHOTO HansraHe 8§ yaca cneg [fbpBOTO NPUNOKEHUE U C
Ha go3ara.
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lMbpeuven andocmepoHussm (bonecm Ha Conn)

Mpunoxenneto Ha RamiHEXAL® comp e npoTuBOrnokasaHo npu rauueHTn c
MbPBUYEH XUNEpPangoCTePOHN3bM, Tbil KaTo Tesn MauueHTh He pearmpaTr Ha
AHTUXUNEPTEH3NBHN MPOAYKTU upes m1-txm6mpaHe Ha pPEeHNH-aHMMOTEH3NHOBATA
cucTema.

Hapyuwena 6sbpeyHa hyHK{us/ObbpeiHa mpaHcnnasmayus

MperneabT HA NALMEHTU ¢ XMNEPTOHWUA BUHAM TpabBa Aa BKMoYBa onpeaenaHe Ha
6bOpeyHaTa thyHKLMA Npean 3ano4BaHe Ha nedenne ¢ RamiHEXAL® comp.

Mpw nauueHTW ¢ HapylleHa 6bbpevHa dyHKUMA ce npegnouyutatr OpumMKosu
auypeTium npegn Tvasman. Ako RamiHEXAL® comp ce npunara npw nauments c
HapyweHa 6bOpeuHa dyHKUMS, ce npenopbysa nepuoAVYHO onpefensaHe Ha
Kanuii, KpeaTuHUH 1 ypes. Hsma gaHHu 3a ynoTpebarta Ha npofyxTa rnpy nauneHTy,
Ha KOUTO HAaCKOpO € M3BbpPLIeHa 6bOpeYHa TpaHCnnaHTauysl.

Moxe pa ce HabrogaBa NPOTEMHYPUs 110 BpeMe Ha nedeHue ¢ ramipril, ocobeHo
NPy MauMeHT CbC CbllecTByBallo 6BOPEUHO HapyuleHWe U npu BUCOKY A03W
ramipril.

CmeHo3a Ha 6'b6peqHume apmepuu

RamiHEXAL® comp e npotusonokasaH npy creHosa Ha GbbpeuHnte apTepui.
ACE-MHXubutoprTe MOraT fia NoBULLAT CEPYMHUSI KpeaTUHUH U KoHLeHTpauusiTa Ha
ypes B KpbBTA Npu nauueHTy ¢ bunatepanHa uny yHunatepanHda (npu naunweHTn ¢
enuH 6uOpek) cTeHosa Ha ObBpeqHmuTe apTepun. AKO MMa CbMHEHKS 3a° CTEHO3a Ha
ObOpevHuTe apTepun, TpAbBa ga ce Hanpaeu PeHTreHorpadusa npeau sanoysaHe
Ha neYexuneTo.

AopmHa cmeHo3a/xunepmpoghuyHa Kapduomuonamusi

RamiHEXAL® comp Tpsibea ga ce npunara ¢ MOBULLEHO BHUMAaHUE NPW HaLMEHTM C
aopTHa CTeHo3a, XUNepTpoduiHa KapguomMmonaTia U ApYru CLCTOSIHUA, CBBLP3aHK
¢ Tean 3abonssaHus. T1pu TEXKM CbCTOAHUS RamiHEXAL® comp He Tpsi6Ba pa ce
Apunara.

Texka cppdeyHa HeGocmambyHOCM
[pun naumneHTU C TEXKA CbpAevHa HeJJ,OCTa'I'b‘-!HOCT (knac IV) nevenneto Tpabea ga
ce OCBbLUECTBY o4 CTPOr NEKAPCKYU KOHTPOM 1 HUCKA HavanHa foaa.

AHzuocedem

Mpu naumeHTn, npuemal ramipril, ocoBGeHo npes MbpBUTE cegMuLM Ha
nevyeHneTo, MoXe Za ce HabmogaBa aHruoerem Ha nuue, KpalHuLuy, YCTH],
nUraBuLM, €3uK, rnoTMc WK napuHke. Pagko ce Habnogasa npu npogbmKUTENHO
neveHne. Ako ce Habniogaea aHrnoegem, TepanuaTa Tpsbsa Aa 6bae npekbcHaTa
He3abaBHO 1 3amMeHeHa ¢ ApYro neyeHue, koeTo He Brnouea ACE-nHxuburopn.
AHIMVOHEBPOTUYHUAT eAeM Ha e3uKa, [roTuca wunu napuHkca moxe aa Obhe
chataneH. HesabasHo Tpabea ga ObAaT npefrpueT CretlHn MepKu, BKNioYBawin
s.c. enuHedpuH (agpeHanuH) pasteop 1:1000 (0,3-0,5 ml) unu 6asHa i.v. MHPY3us
(1 mg/ml, cnasBaliku UHCTPYKUMMTE 3a paspexpaHel), npu EKT monuTopupare u

‘mpocriefsBaHe Ha KpbBHOTO Harsrawe. flauneHTeT TpsGea pfa Gbge

xocnutanusnpad v HabniofasaH 12-24 4aca n He TpsibBa fa 6'b,£l,e vsnucsat Ao
NBJIHOTO OTUIYMSIBaHE HA CUMNTOMUTE.

Juanu3sa

xemodunTpaumst c poly(acrylomtnle-co -sodium-2-me @l % :;rf %}2@
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BUcokonponycknuen MemBpadu (Hanp. ‘AN 69"). Axko € HanoXUTEerHo
U3BLPLUBAHETO Ha CMellHa Avanusa unu xemodurnrpauns, ACE-MHXMGUTOPBLT
TpsibBa BPEMEHHO fa ce 3aMeMu C APYr aHTUXUMEPTEH3UBEH NPOAYKT Urv TpRbea
fia ce U3ronssar Apyrv BUAOBE XemMoanarmsHu memopaHu.

LDL-achepesa u decencubunusayus

Axo ce npunarat ACE-nmumbutopn epHoBpemeHHo c¢ LDL-adepesa (LDL -
FIANONPOTENHU ¢ HUCKa NMBTHOCT) € AekcTpaH cyndiat, moraTt ga ce Habniogasar
XMBOTO3acTpallaBaly aHahunakTUYHU peakumn.

Ako ce npunarat ACE-uHxubuTopu efHOBPeMEHHO ¢ feceHcubunusmpalla Tepanua
cpelly OTpoBa OT HacekoMmwu (Hanp. n4Yyena wnM oca), CbLUECTByBa pucK oT
aHaunakTuyHy peakuuu (Hanp. cnag B KpbBHOTO HarnsraHe, gUcrHesi, NoBpbliaHe
1 KOXKHY anepriyHn peakuum).

AKo ce Hanara wspbpluBaHe Ha LDL-acepesa unu geceHcubunuavpalla Tepanus
cpelyy. oTpoBa OoT Hacekomu, ACE-uHxubutopsT Tpsibea BpEMEHHO ga Ce 3aMeHu ¢
APYr aHTUXUNEPTEH3UBEH MPOOYKT.

CepbxuyscmsumernHocm, aHaqbunaKmuqHu peakuuu

[Mpu nauveHTw, npuemMalM Tuasugu, Morat fa ce Habnwogasar peakuun Ha
CBPBbXYYBCTBUTENHOCT € Unn 6e3 aHamHesa 3a aneprusi uny OpoHXUariHa acTma.
JdoknagsaHo e Briollasade uii aKTUBMpaHe Ha cMcTeMeH Nynyc eputemMarosyc npu
Tepanus ¢ Tuasugu.

RamiHEXAL® comp mMoxe Aa ce npunara camo cref, MHOro BHUMATEMHa OLEHKa Ha
CBOTHOLLUEHUETO NON3a/pPUCK, NPU PerynsapHO MOHUTOPUPaHE Ha BaXKHUTE KINUHUYHU
1 nabopatopHu napameTpn Apu cnegHuTe cryvam:

- HapyleHW MMYHHW peakuuu UK korareHosu (Hanp. flynyc eputemarosyc,
ckneponepMmuns)

- epHOBPEeMEeHHO feqYeHue ¢ NeKapcTBeHM MPOoAyKTW, MOoTUCKALUM WUMYHHUTE
peakumu (Hanp. KOpTUKOWAW, LMTOCTATULM, aHTMMeTabonuTh), anonypuHon,
npoKanHaMug, unu MTUn

- noparpa

HapyweHa yepHoOpobHa hyHKYUs

Tuasngute TpsGBa Ja ce npunarat BHAMATENHO NpWU NaUMEHTHM € HapyleHa
yepHogpobHa ¢yHKUMA wnKM HanpegHano 4yepHoApobHO sabonsieaHe, Tbil KaToO
npomeHuTe B OanaHca Ha TEYHOCTM W EMEeKTPonuUTXM MOorat fna MpUYUHAT
YepHoapobHa Koma.

Enexkmponumen ducbanaHc

Tpsbea ga ce W3BbPLUBAT PErynapHu nscnedsaHus Ha enektponuturte. Tuasuaure,
BkIownTenHo hydrochlorothiazide, morat ga Hapywart danaHca Ha TEYHOCTW U
ENEeKTPONUTA (xunepkanunemus, - Xvnoxkanuemusl, XuroHaTpuemus,
XMnoMarHesnemus 1 XunoxnopemMu4Ha ankarnosa).

TuasngHuTe QUYypeTuUM MoraT fAa MoHWKaT Karnuuesara ekckpeLms Ypes ypuHara 1
O3 NPUYMHAT NEKo NOBULIABAHE Ha KarLjeBaTta KOHLEHTpauua B cepyma.

NzsBeHa xunepkanumemnsa moxe ga ObAe npuaHak Ha ckputa XUnepdyHKUMS Ha
napatupeouaHuTe xnesu. MpuembT Ha Thaswgu TpabBa fa ce MpPeKbCHe npeav
W3BbpLLBAHE Ha TECTOBE 3a TUpeouaHa yHKLMS.

Mpu TMasnauTe HalW-ronemMmnaT pUck e Xunokanuwemus. Tosu puck TpsbBa fa ce uva
npeaeng nput HAKoW nonynauun nauMeHTn (NauueHTn B HanpenHanq’irm

nauweHT Cbe Cbp.qeqHa HeLoCTaTbYHOCT)
SHOBPEMEHHO  KOPTUKOMAM UMY afiPEHOKOPTUKOTPONEH
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CepymHUAT kanuit TpsibBa fa ce onpefens npeau sanodsaHe Ha nevyeHueTo, cneq
efgHa cegMuua U cries TOBA Npe3  DErynspHU  WMHTepBanu OT  Bpeme.
EQHOBPEMEHHOTO MPUMOXEHWE Ha Kanui-CbXpaHsBallM AUYPEeTULY, Kanuesu
AoGaBky, conesu 3amecTUTeny Wunu gpyrv fekapcTBeHW NPOOYKTH, MOBNMsIBaLLM
HUBaTa Ha Kanuii B KPBbBTa (Hanp. XenapuH HaTpui), Morar 4a noeuwat KarinesuTe
HMBA B KPbBTA. ‘

Mpu nauveHT ¢ yawmkeH QT-uHTepean, B pesynTarT Ha uwauonatMs wunm
ynotpebaTta Ha nekapcTBeH MNpORYyKT, xunokanuemusita 1M Opagukapauata ca
PUCKOBU (hakTopWu, KOUTO MOraT fa NpuUuMHAT Taxukapgus “torsade de pointes”.
Mopanw Tasu NprYMHa cepymHUTE HUBa Ha Karnuii Tpabea ga ce npocnegasar npes
Peryrnsapin uHTepsani oT Bpeme.

Memabonusbm u eHOOKpUHHa clicmema

JledeHneTo ¢ TUASUOHW OUYPETULN MOXe fa NOTUCHE rMIOKO3HMA TonepaHc. Moxe
[a ce HamnoXu KopurupaHe Ha josarta Ha aHTuanabeTHUTE MPoayKTy, BKINIOYUTENHO
uHcynuH. Tlo Bpeme Ha nedeHMe ¢ Tuasnau narteHTHusT AuabeT Moxe ga ce
maHudecTupa. HabnwgasaHy ca nosuLLIeHW HUBA Ha XonecTepon U Tpurnuuepuau
Mo BpeMe Ha NeyeHue C TMasuau, HO He ca AoKnaaBaHu Takuea edekTy nNpu Ao3u
ot 12,5 mg.

TuasngHuTe AUYPETULM NOBMLLIABAT KOHLEHTpauuATa Ha MUKOYHA KUCEnnHa B
KpbBTa W MOraT fia MPUHUHAT nogarpa npu YyBCTBUTENHYA NaLMEHTH.

MMayuernmu e HanpedHana eb3pacm

Peakuusta ¥xbm ACE-umxmbwtopn moxe Aa ObAe noBuilieRa nNpu NauueHTn B
HanpeaHana Bb3pacT. Hawannata pgosa Tpsabea pa Oble Hucka (BUK 4.2).
MpenopwkuBa ce npocreasBaHe Ha OwbOpeuyHaTa yHKUWA Npeau saroysaHe Ha
Tepanus.

Heua
RamiHEXAL® comp He ce npenopbysa npu geua.

Onepayus/aHecme3us

Ramipril Moxe pa npuuMHM XUNOTOHUSI M XMMNOTOHWYEH LLOK MNpU NalMUeHTHn,
nognexawy Ha ronsima onepauns U KOWTO ca nog yrowWkKa, B pesyntart Ha
NOTEHUMpaHe Ha XMNOTOHWYHUSA eekT Ha aHecTeTuumnTe. Moaxoasallo neveHue B
Te3n Cryyau € TfpenueaHe Ha Te4yHocTW. Tuasugute wMorat fa -nodHwkat
apTepuarnHaTa peakuvs KoM HopagpeHanuH. [lpu cnewwHn oriepauum Aosute npy
npeMeamMkauus U Ha aHecTeTuka TpabBa Aa ce noHwxar. Tuasmaute MmoraTt ga
YCUNAT peakumaTa KbM TyBokypapuH. AKO € Bb3MOXHO, npegn onepauus,
neverveTo ¢ RamiHEXAL® comp Tpabsa ga ce npekbcHe, B NPOTUBEH Cryyai e
Heob6XoauMO CrneunanHo BHUMAHWE 3a TpeTupaHe Ha oOCTPyKUMs Ha NOTOKa OT
nsBarta kamepa. '

HeymponeHus/azparyioyumosa
[loxnagBaHu ca HeYTPOMNeHus, aHemusi U TPoMOOLMTONEHNA NPU NpUriokeHne Ha
ramipril. PuckbT OT HeyTponeHusi @ saBucuM OT Jo3aTa W € CBbp3aH ¢ HapylleHa
ob0peyHa dyHKLUMA, 0COBEHO aKo TOBa e CBbP3aHO ¢ KonareHosu, KaTo cucTemeH
nynyc epuremarosyc, cKnepojepMusi W NeveHue ¢ y [

HeyTponenusiTa e obpaTuma npy npekparsisaHe Ha nevesmeT
Mpu TMasugu ca HabnogasaHW NEBKOTIEHNUSA, arpaHynoLmTos
annactTuyHa aHemus.
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4.5. lekapcTBeHU U APYrM B3auMOOEeNCTBUA

Onncany ca crefHuTe B3aUMOLENCTBUSA MeXay RamiHEXAL® comp, apyrm ACE-
MHXMOUTOPY Mnu NpogykTy, ceabpxawm hydrochlorothiazide npu egHoBpemeHHO
NPUNOXeHne ¢:

HaTpues xrmopu/
[MoHmkaBaHe XUMOTEH3NBHMSA edekT Ha RamiHEXAL® comp.

AHTUXUNEPTEHIUBHY APCAYKTU (Hanp. Spyri auypeTtuun, beta-agpeHepruyHn
Onokepu), HUTpaTW, Bazoaunartaropu, 6apdutypartu, heHoTHA3UHU, TPULIMKAUYHK
aHTVASNPEcAHTN 1 anKoXon ’ ’
3acunBaHe Ha aHTUXMNEPTEH3UBHUA edhekT Ha RamiHEXAL® comp.

AHanreTuum, NPOTUBOBE3NANWUTENHN (HAMD, [TPOWU3BOAHN Ha canuiiunosarta

KucenuHa, “HAoMETaUNH) :

Bb3MOXKHO € TNOHWKaBaHe Ha aHTUXMNEpTeH3uBHNS edexT Ha RamiHEXAL® comp.
Moe Oa Bb3HUKHE xunepkanmemusa. BbaMOXHO € ga ce npoBokupa ocTpa
6bOpeyna HefoCTaTEYHOCT, 0cOGEHO NPU XUNOBONEMIS :

[MpunokeHWe Ha BXCOKM 403W canmumiaTy
Hydrochlorothiazide moxe ga sacunun TOKCMYHUTE ebekTU Ha canMuunaTiTe BbpXy
LIHC.

Kanuii, kanuii-cbXxpaHaBally AUYPEeTULM (Harp. CMPOHONAKTOH, amunopua,
IpMaMTepeH) U ApYIv JIEKAapCTBEHWU NPOAYKTH, KOUTO MOraT fda NoBULLIAT
KOHLIEHTPaLMSATa Ha Kanui B cepyma {(Hanp. XxenapuH HaTpui)

Mpn egHOBPEMEHHO nMpuoXeHWe ¢ Te3u NpoayKTu ramipril MoxXe Aa npepu3BUKa
3HauMTENHO NoBULLIABaHE Ha KanueBUTe KOHUEeHTpauun B cepyma.

Jlutuin

Moxe pa ce HabnogaBa MOBMLLABAHE HA CEpPYMHWUTE KOHUEHTpauum Ha NUTUIA
(HeoBXOLMMO e peryrnsipHO MOHUTOPUPAaHE) U NOTEHLMPaHE Ha HEroBUTe Kapauo- u
HEBPOTOKCUYHN eddeKT!.

Ankoxon
RamiHEXAL® comp moxe ga noTeHuupa edekra Ha ankoxona. EfHOBpPEMEHHOTO
MPUITOXEHNE MOXeE Aa BNOoLUM OpTOoCTATUYHATa XMUMNOTOHUS,

OUrMTannmcoBmn rMuKosuan 1 aHTMapUTMnYHA NPOAYKTW, KOUTO MOrat Aa NPUHMUHAT
“torsade de pointes” Taxukapaus :

HexenaHute peakumunm (3acunBaHe Ha  KapoUOTOKCMYHWMTE  edbeKTu) Ha
AVTUTANUCOBUTE TNUKO3WAW W aHTWapUTMUYHWTE MPOAYKTW MoraT ga Obpar
3aCUIEHN NPY NPe4BapUTENHO CbLUeCTBYBALY AethULWUT Ha Kanni U/Mnu MarHesvi.

[lepopandn anTuaMadeTHn npodyktu (Hanp. cyndoHamuan/ GureaHnanHoBU
NpoOn3BOAHU KaTto metformin), MHCynnH

Hydrochlorothiazide moxe pa noHwxu wunu ramipril ga
XurornmkemmieH edexT.

Bﬁ"?{“‘% EXHUS
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Kanui-ry6ewm anypetuum (Hanp. furosemid), rmiokokoptukouan, ACTH,
carbenoxolone, amphotericin B, Penicillin G, canuuunari u anoynovpeda ¢
naxkcaTuem

Hydrochlorothiazide sacunea sary6ata Ha kanuii.

Glycyrrhiza glabra
Glycyrrhiza glabra moxe aa npegussuka saryba Ha Kanuid 1 marHesuia.

MmMyHocynpecaHTu, CUCTEMHIN KOPTUKOCTEpouau, procainamide, allopurinol n gpyru
POOYKTY, NoBnugaBaLy 6pos Ha KPLBHUTE KIETKU
[MoHWKeH BpoOii NEBKOLUMTY B KPBBTA, JIEBKONEHUS,

. JlexapcTeeHu NMpoOyKTy 3a neveHue Ha nogarpa (Hanp. allopurinol, benzbromarone)

Hydrochlorothiazide noeuwasa KOHUEHTpaUMATa Ha NMUKOYHa KMCEnWHAa B KPbBTA,
nopagn koeto TpsabBa Aa ce noBuLLAT [J03UTe Ha IeKapCTBEeHUTE TNPOJYKTH,
rMpunaraHu 3a fieueHue Ha nogarpa (B 7 4.4).

LinTtocTatuum (Hanp. cyclophosphamide, fluorouracil, methotrexate)
Hydrochlorothiazide noHwkasa 6b0pevHaTa eKCKpeLMs Ha Tesn LUMTocTaTiuM, npu
KOeTO Cce  MoBMABAa  KOCTHO-MO3bYyHaTa WM TOKCWHMHOCT  (ocobeHo
rpaHynounTOneH s).

Methyldopa
CbobujeHa e xemonusa, B pe3ynTaTt Ha obpazysaHe Ha aHTuTena cpeu.|y aKTuBHaTa

cybetanuma hydrochlorothiazide.

XMNHOTULIM, HADKOTULIM, aHECTETUUN
BriowasaHe Ha (opTOoCTaTu4Ha) XMNOTOHUS (aHecTesuonoreT TpAbsa pga 6bhe
MHGopMUpaH 3a nevexne ¢ RamiHEXAL® comp, sk T. 4.4).

KonkypeHTHW HepBHO-MyCKynHU Brnokepun (Hanp. tubocuraring)
Hydrochlorothiazide moxe gpa sacunv Wnu yAbIMKM eexkTa Ha MYCKynHute
pernakcaHTW.

CuMnNaTUKOMUMETULIN
EcekTbT Ha kKaTexonaMmmHuTe (Hanp. agpeHanuH) Mmoxe aa 0bae noHWXKeH.

Cholestyramine u colestipol

MoHmxkeHa abcopbuma Ha hydrochlorothiazide.

RamiHEXAL® comp Tpsiea ga ce npunara 1 yac npeau unu 4 yaca crief npuem Ha
cholestyramine u colestipol.

Kanuwnesu nobasky, sutamuy D

B pesynTtar Ha MNoHWKeHa eKCKpeuus CLLEeCTBYBAa PUCK OT XunokanuueMus npu
MaLUMUeHTH, KOUTO NpueMaT eaHOBPEMEHHO TMasuau u kanumesw conw/Butamuvd D
(kanuvesuTe HMBa TpabBa ga ce npocneansar).

KoHTpacTHK NpoayKTH, ChabpXKaLiv ﬁog

[1031 OT KOHTPACTHU NMPOAYKTY, ChAbpXKaLly iog.
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4.6. BpeMeHHOCT N KbpMeHe

RamiHEXAL® comp e npoTusonokasad npu OpemeHHOCT (B T. 4.3.
Mpotusonokaszanust). ACE uHxwGUTOopuTe MoraT fa goeefaTr fo deTanHa u
HeoHaTanHa 3a00sieBaeMoCcT Y CMbPTHOCT MpY MNpunaraHeTo UM rpu GpemeHHn
weHu. ChobLiieHn ca MHOroBpoHK cnyvan B cBeToBeH Mallab.

MpopgbvmxutenHaTa ynotpeba Ha ramipril npes BTOPUA U TPETUS TPUMECTLP MMA
ToKkCudHN  edekT  BbpXy  eTyca  {noHwxena  ObbpeuyHa  yHKuus,
ONUroXuapamMHWOH, 4epenHn fdedopmauuu) n  HoBOpoAeHUTe (HeoHaTanHa
6bbpevyHa HedoCTaTbYHOCT, XUNOTOHWS K xunepkanuemus). OcseH ToBa
ynotpebata - Ha ACE uHxwbutopy no Bpeme Ha nbpBUA TPUMECTbp OT
OpeMEHHOCTTa € CBbp3aHa ¢ NOBULIEH PUCK OT BPOAEHN JedieKTu.

AKO ce ycTaHoBM BpemeHHOCT Mo Bpeme Ha nedveHweTo, npunaraHeto Ha ACE
nHXnGHTOPKN TpsibBa fa ce npeycTaHoBW He3abaBHO 1 PefoBHO fa ce npocrensisa

. beTanHoto passuTue. ACE nHxubutopun (BKItOUUTENHO

ramipril/hydrochlorothiazide) e Tpsbea ga ce npunarat npu xeHW, BbaHaMepsasaLLm
Aa 3abpemerenT. XXeHnTe B AeTepofHa Bb3pacT Tpabea fa bvhat nHdopMnpanm
3a noteHumanHmst puck M ACE uHxubutopw (Bkn. ramipril/lhydrochlorothiazide)
Tpabea pa ObAaT HasHavyaBaHM Ccamo Crief, BHMMAaTeNnHa npeueHka Ha
WHANBNEYAITHNTE PUCKOBE 1 MON3n.

Mpy NPOOBLIDKATENHO NPUNIOXKEHWE Npe3 TPeTus TPUMeCTbp OT BpemeHHocTTa
hydrochlorothiazide moxe Aa npuyMHKM deTo-nnaueHTapHa UCXeMUss U Puck ot
NOTUCKaHe Ha pacTexa. PsagKo ca foknagBaHu XUMormvmkemMmua 1 TpoMoouUToneHns
npyY HOBOPOLEHW, CBbLP3aHW C MPOBEASHO feYeHWe HenocpeAcTBEHO npeau
paxgaHe. - - ‘

Hydrochlorothiazide Moxe ga noHmwxu ninasmeHusi obem 1 MaTodHo-fnadeHTapHaTa

nepdyans.

KbpmeHe

RamiHEXAL® comp e npoTusonokasaH npit KbpMeHe.

Ramipril u hydrochlorothiazide npemuhaeat B maiuuHoTo MNaxo. [lMpuemarHeto Ha
TVa3nAY N0 BpEME Ha FaKTauns oT KbpMeLM Malku € DUno cBbp3aHo ¢ NnoTuckaHe
Ha mMneddaTa cekpeuusi. ChHLUECTBYBA PUCK OT peakuny Ha CBPLXYYBCTBUTENHOCT
KbM CyrpoHaMmam, xurokanuemus 1 kepHukTep. Tpsbea ga ce npeleHu danu aa
ce NPOABLIDKA KbPMEHETO UK Aa Ce NPEKbCHe JIEYEHNETO, KaTo ce B3eMe Npeasu)
BaXKHOCTTA HA NIEYEHUETO 3a MaliKaTa 1 PUCKa OT CEPUO3HU HEXenaHu nexka

4.7. EdbekTy BLpPXy cnOCOBGHOCTTA 3a WodmpaHe U padoTa ¢ MallUHU
RamiHEXAL® comp okassa 7€k Ao ymepeM edekr Bbpxy cnocbHocTTa 3a
Wwodcupare U pabota ¢ MawvHW. MHAMBUOYanHO pasnuyHuTe peakuyu MoraT da
HapyliaT crnocobHocTTa 3a Wothupare n paboTa ¢ MawmHU W B HecTaburHo
nonoxeHue. ToBa ce oTHacd ocobeHo B HayaroTo Ha nevyeHueTo, creq
rnoBulUaBaHe Ha j[o3aTa WM MPOMAHA Ha NpoayKTa, Kakto M B KoMOuHauus ¢
arnKoxorn.

4.8. HexxenaHu nekapcTBeHW peakLUm
HabniogasaHn ca cnegHUTE HEXenaHhu feKkapcTBeHW peakuum no Bpeme Ha
Tepanua ¢ ACE-uHxubutopw, ramipril unu hydrochlorothiazide:

HabniaasaHa e Te)xka XMNOTOHUA crnej, 3ano4vsaHe Ha neyeHne unu nosullaBaHe
Ha poszaTa. ToBa ce Habniogaea npu HAKOW PUCKOBW IPynun (BUXK T..454)

ce HabnoaaBaT CUMMNTOMMW KaTo 3aMaliBaHe, oTnajHanocT, 3a
psaKo Cbe 3aryba Ha cb3HaHme (cuHkon). Hoknageanu ca
TaxMKapausa, nanmrauuu, apuTMuy, aHrHa nekTopuc, Muoka




XUMOTOHUA W LUQK, MPEeXOAHW WCXEMWYHWU NPUCTBONM W MO3BLYHU KPBHLBOWSMUBEMW,
nexemudeH mosbueH UHapkT npu ACE-uHXnGuTopy, cebp3aH ¢ XMNoTOHUS.

YecTn He yecTu Pepxu MHoro pegku
YUeczoTa (>1/100, (>1/1000, (>1/10000, (<1/10000), BKn.
<1/10) <1/100) <1/1000) . OTHENHW cryyan
CbpaedHo, | XMNOoToHUS Tpomboembonus, | MuokapaeH UHapkT,
-Cb0Ba CUHKON nannuTagum,
cucrTema apuTmus,
Taxukapgus, aHrmHa
[eKTopuc,
BRolasaHe
BonecTtTa Ha
Reynaud, BeHO3HU
HapyleHus,
Tpombo3a,
eMbonnsLm
HepeHa 3aMaiBaHe, | CbHNUBOCT De3noKoONCTBO, npexonHn
cucTemMa | ymopa, HapYLUEHO VNCXEMUYHU
rnasobonue, oboHAHNE, NpucTHLNY, MO3BYHU
oTrnagHanoc HapyLweH GanaHc, | KpbBOUIMMBY
T napecresus
[Menxudsn arnarus, crpax,
HapyLleHn HEPBHOCT CMYLLEHNE,
5 Aenpecus,
HapyLLEeHWA Ha
CbHS
MukoueH NpoTenHypus BfIOLLIABaHE Ha (ocTpa) 6vbpeyHa
TpakT 6bbpeyHaTa HEe0CTaTb4HOCT,
dyHKLMA, HedpoTUYeH
NOBULLIABAHE HA | CUHAPOM,
CepyMHUSA MHTEpCTULManeH
KpeaTWUHWH, ypes U| HedpuT, onurypus
a30T B KPbBTA
Pecnnparto| kawsuua, AUCMHes, AHMOHEBPOTNYEH
p-Ha OpoHxXUT CUHY3WUT, PUHUT, egem c datanHa
cucTema chapuHruT, obCTPYKUMA Ha
DpoHxoCnasbMm, Bb34YXOHOCHUTE
anepruyHa neTUWa (BUX 17.4.9),
nHTeEpcTULManHa | nynmoenem, B
MHEBMOHUA pesynTaT Ha
CBPBXYYBCTBUTEIHOC
T KbM
hydrochlorothiazide
CromallHo- rageHe, Cnasmu B BKYCOBY uneye,
JypeBeH 6Ok B enuracTpuyma, | HapyLueHus, (xemoparn4eH)
TpakT Kopema, Xaxga, saneKk, | cyxoTa B ycTaTa, | naHkpeaTut
nospblare, | Auapus, saryba | sb3naneHye Ha
pvcriencus Ha aneTuT nuraguuuTe Ha

ycTtaTta n e3unka,
cHanoaaeHnT,
rmocuT
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UepeH

apob,
HNOBYKa

noByLLABaHe Ha
YyepHoapobHuTe
eH3uMN ninnn
BunnpyouH

XonectaruyeH nkrep,
XenaTuT, XXbnTeHuua,
XoneuucTur (npu
npeasapuUTenHo
chlUecTByBaLla
X0onenuTuasa),
YyepHoapobHa
Hekpoaa
Heo6xoanmo e
nekapcko
HabnoaeHue, ako ce
Habnwpasa uKTep
Unu NoBULLIEHN
YyepHogpobHK
EH3UMM.

Koxa u
NogKoxue

anepruuHn
KOXHU
peakuuu,
nopgobHW Ha
obpue

hoTOMYBCTBUTES
-HOCT,
BrRolwaBsaHe
cvHApoMa Ha
Reynaud,
npypuTyc,
YpTUKapus, He-
aHrYoHEBPOTUYE
H efeM Ha
rneseHuTe
{(noBuLLEHa
YyecToTa Ha
aHrmoefemM npu
yepHoKoXaTa
paca)

n3vyepBsiBaHe,
Anadpopesa,
aHrMOHeBPOTUYEH
eaem

eputema
myntudopwme,
cuHapom Stevens-
Johnson, Tokcu4Ha
enngepmanHa
HEeKpOo3a, BACKYNUT,
KOMHW peakuuu,
rofo6HK ripy
fcopuasnc u
nemduryc, nynyc
epuTeEMaTOo3YC,
anoneuns®,
BroLIaBaHe Ha
ncopuasinc,
OHUXONKN3a,
BacKynuT, Tpombo3a,
embonuabm,
aHaduNaxkTu4HU
peaxumu (qopu
TEXKN)
Heobxopuma e
HesabaBHa neKkapcka
KOHCYNTaLna npu
TEXKU KOXHIK
peaxLmn.

MyckyrHo-
ckenetHa
cucTema

MYCKYITHY
kpamniu, Muanrus,
apTpanrus,
MYCKynHa
cnabocT, apTpuT

napanusa

Kpbe u
numdcHa
cucrema

MOHWXaBaHe Ha
XeMornobuH,
XeMaTOKpPUT,
FIEBKOLMTONEHMSA,

b2

arpaHynouuTosa,
naHuuTOneHus,
€03 nvm,
/xel\@gnm
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MeTtabo- | xvnokanuemu| xunepkanuemus, | HapyweH 6anaHc | nosvLeHN
NnM3BM A, XWUMOHATRUEMURA, | HA eneKTponuTA ¥ | TpUrnnLepuan,
XUMEpPYPUKEM | XMNOMarHeanemu| Te4HocTH XUnepxonecTepornem
nA C A, {ocobeHo npu v, NoOBULLEHA
MOBULLABAHE | XNNepxXItopemius, | NauueHTy ¢ amunasa,
Ha ypes u Xunepkanuwemus| npeaeapuTenHe | BnollaegaHe Ha
KPEaTuHUH, CbLUEeCTBYBALLO nunaber
XUMEePrivkeM B6bL6peyHo
us, nogarpa . sabonagaHe),
XUMOXNOPEMUSA,
mMeTabonnTHa
arnkanosa
Oun KOHIOHKTUBUT/ npexoagHa
Bnechaput * Muonus,
3aMblrneHo
B/KOAHE
Y g TUHUTYC
[Moriosn MOHMXEHO UMMOTEHTHOCT
opraHu nbuao

- aHTUXUCTAMUHN N Ha-peLieNTOPHY aHTaroHUCTU NHTPaBeHo3H .;;

* Tesn onnakeBaHus Morat Aa ObAaT Npuapy:KeHW OT MOBMLIEHA Temnepatypa,
Muanmma, eosuHodunua wwunu nosuweHn ANA-tutpu. ACE-uHxmbutopu ca
MPUMUHNANAN aHTMOHEBPOTUYEH eaeM Npy Marnka rpyna nalveHTH, BRoYvBaLl e v
opo-grapuHrearniy ThKaHu.

4.9. MNpenosupaHe
CumnTOMW Ha npefosupaHe
B 3aBMCMMOCT OT KONMWHECTBOTO Ha nNpefosupaHe ca BBb3MOXHU criefHUTe
cumnTomu: 3abapeHa aOWypesa, ESNEKTPOMUTHYU HapyLUeHUA, TEXKa XWUNOTOHMUA,
Bescw3HaHue (00 koma), Tbp4HoBe, Napesa, apuTMus, bpagukapavs, LWok, 6x6peyHa
HEeAOCTaTLYHOCT Y NAPanUTUHEH Uneyc.
Tepanug Ha npefosvpaHe
Mpy npeposupaHe feYeHMeTo . 3aBNCKM OT Ha4YMHa M BPEMETO Ha NorfbllaHe, oT
BUOA W TEXecTra Ha cumnromuTe. HonbnHuTenHo Kbm oblure Mepku 3a
oTcTpaHABaHe Ha cybcTaHuusaTa (Hanp. ciomaiHa npowmmeka, abcopbupatim
BelLecTBa W HaTpues cyndat go 30 min. cnea nornbuiaHe Ha npopykTa) Tpsbsa Aa
ce MOHUTOpUPAT BUTAIHATE NapameTpu M ako € HeobXo4uMo naLmMeHTLT Aa bnae
HacTaHeH B UHTEH3UBHO oTAenenhne. Ramipril ce anannsupa B MHOTO Malka CTENEH.
Mpu xunotorua Tpabea ga ce NpUNoXKA HaTPUEs XIopKA U NpenuBaHe Ha TeYHOoCTU.
AKO OTFOBOPbLT € HesadoBonuTeneH, TpsibBa fa ce TMpUnoXaTr KarexonaMuHu
WHTpaBeHo3HO. Moxe aa ce NPUNOXU SleYeHUe ¢ aHrnoTeHauH |1,
Mpu pednexTopHa Gpagukapaus Tpsbea Aa ce npoene neyeHne ¢ nericMenknbp.
HeobxogMmo € MOCTOSHHO MOHWTOpUpaHe Ha BOAHWA, enexkTponuted 1
KuCenuHHo/ocHOBeH GanaHe, KkpbBHA 3axap W cybcraHuMM B ypuHaTa. Tpn
Xunoxkanwemus € HeoGxoAMMO AONBITHUTENHO NPUITOXEHWE Ha Kanuii.
MNpu >kmBoTO3acTpallasall aHrMOHEBPOTUYMEH efem, B:{moqaau.g e3yKa, rnotuca
ninu napuHKeca, ce npenopbysa cnegHoTo neveHue:
HeszabasHo nogkoxHo npunoxeHue Ha 0.3-0.5 mg epmephrme,w [ﬁ{}
faBHO WMHTpPaBEHO3HO NpunoxeHue Ha adrenaline (cnassaiye I(Ef
paspesxparel), npu sanucsare Ha EKI n nsmepsaHe Ha Kpb 0;:’0 ' H W A *QH
TOBa CE MNpunaraT rMIOKOKOPTUKOUAN CUCTEMHO. I‘lpenopbqs % 'iug%;
. plaig

.'('v
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JoMbNHUTENHO KbM afgpeHanuH Moxe Aa ce npunoxu Cq-MHaKTMBAaTop, ako MMa
nsgecteH Ci-MHaKTUBaTOPEH LeduuuT.

5. dapmakonorMuHu JaHHU

5.1. PapmakognMHaMUYHN CBOUCTBA

®apmakomeparnesmuyra epyrna: ACE-MHXubuTopn n guypetuum

ATC-kog: CO9BA 05

RamiHEXAL® comp e npoaykT ¢ aHTUXWNMEPTEHIMBEH W AMypeTUdeH edekT.
Ramipril n hydrochlorothiazide ce npunarat camMoCTOATENHO UNu B KOMOKMHaLMA Npu
NeYeHne Ha XUMEePTOHUA.

AHTIXUMEPTEH3NBHUTE edekTn Ha ABeTe cybcTaHuuu ce gonbrear. Edexktute Ha
MOHVXABaHe Ha KPBBHOTO HansraHe Ha psere cybcTaHuuM ca nouTM aguTUBHW,
Kato 3arybaTa Ha Kanuii, npuiMHeHa ot hydrochlorothla2|de ce pegyuupa oT
edbekra Ha ramipril.

Ramipril

Ramiprilat, akTuBHMAT M™MeTabonuT Ha progrug ramipril, noTucka eHsuma
dipeptidylcarboxypeptidase | (CMHOHUMW: aHIMOTEH3NH-KOHBEPTUPALL, EH3UM, KMHa3a
I). Tosn eHaMM ce kaTanuappa B NnNasvata, KbAEeTo . Ce OCblLUecTBABa
NpeBpbLAHETO Ha aHIMMOTEH3UH | B aKTUBHMA Ba3OKOHCTPUKTOP aHrnoTeHsuH Il u
pasnagaHeTo Ha aKTUBHUA BasogunaTaTop 6pasgukMHUH.

MoHmkeHoTO obpasyBaHe Ha aHruoTeHsuH |l u uHxmMbupaHe Ha pasna,u,a Ha
OpaguKkuHUH BOOSAT 40 BasogunaTaums.

Ramiprilat Bogn no noHwxkeHa cekpeunst Ha arngocTepoH, Tbil KATO aHrMoTeH3uH |
CTUMYIMpa CbLUO U CeKpeuuaTa Ha angocTepoH. losuweHaTa 6GpaaukuHUHOBA
aKTUBHOCT HOMpUHAcA 3a KapOWONPOTEKTMBHUTE W eHAOTENHO-TIPOTEKTUBHIA
edeKTn, KOUTo ca bunu HabmiogaeaHWM Npu onuTK ¢ XMBOTHW. He e nsBecTHo Oo
KakBa cTerneH TOBa BOOU L0 HAKOW HEXenaHW NeKapCTBeHW peakuuu (Hanp. cyxa
Kalnuua).

MpunoxeHneTo Ha ramipril BOgUM 0O 3HAUUTENHO MOHWKABAHE Ha NepudepHOTO
CbAoBO cbnpoTueneHve. OOGMKHOBEHO HaAMa ronemu npomeHn B ObbOpeynHns
nrnasMeH AOTOK UMY CKOPOCTTA Ha FmoMepynHa unTtpaius.

MpunoxeHneto Ha ramipril NPM NaUUeHT ¢ XUNepToHUs BOAW A0 NOoHWXKaBaHe Ha

‘KPBBHOTO HandAradWe B nerHano 1 uanpaseHo NonoXeHue bes KOMHGHCGTQPHO

NOBULLEBaHE Ha cbhphevHust putbM. Flpy noBeyeTo NauMeHTU ¢ XUMNepToHUA chnen
nepopanHo MNpUNOXEHWe Ha enHOKpaTHa [032 aHTUXUNEPTEH3UBHUAT edekT
HacTenea cnen 1-2 4aca, MakcumaneH edext ce poctura Ha 3-6 yac u
npogbinkaea [0 24 4vaca. [lpyv npogbipkUTEnHO npunoxeHwe Ha ramipril
MakcuManHuaT ediekT ce nosaeasa cnef 2-4 ceammun. lokasaro e, Yye 1o BpemMe Ha
MPOOBIMKUTESTHO NTEYEHNE aHTUXMNEPTEH3UBHUAT eIeKkT ce nofabpKa 3a 2 roguHn.
KpaTkoTpaitHOTO NpeKbCBaHe Ha fevyeHneTo ¢ ramipril He BoAW A0 PS3KO UIM CUSTHO
noBuLIaBaHe Ha KPbBHOTO HansiraHe (,rebound” edekT).

Hydrochlorothiazide

Hydrochlorothiazide e TwasupgeH AuypeTuk, KoWTo noTucka peabcopbuusaTa Ha
HaTpui n xnop B auctanHute Tybynu. MNMoeuiweHata 6wOpedHa ekckpeLuust Ha Tesn
NOHW ce cbMbTCTBa OT MOBULLEHA eKCKpeuws Ha ypuHa (B pesyntaTr Ha OocMmO3a).
EkckpeunsaTa Ha Kanui “ MarHesvwii e noBuULLEHa, echpeuMﬂIg HE=YPRes e

MOHWKeHa. BWcokn [O3M BOAAT A0 MOBWLUEHA EKCKPeLMS ,{ﬁhﬁﬁgpqaaw
MPOLBIDKUATENHOTO NEYSHUE NOHIKABA SKCKPELIMATA Ha KarLmit. /&, e m
MexaHusmMbT Ha feiicteue Ha hydrochlorothiazide moxe gA36% gf 9&‘
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HapylleH HaTpues HanaHc, NoHMXapaHe Ha U3BBLHKNEeThLYHATa eg_E] CT; éﬁ
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obeM, npomsHa B ObOPEYHO-CHLOOBOTO CHLIPOTUMBIEHWE KATO NOHWKEHA peakuus
KbM noradrenaline » aHruorteHsun |l

EkckpeumaTa Ha eneKkTponuTk KM TEYHOCTK 3anousa 2 Yaca cnep npuioXeHueTo;
MakcuMym ce jgoctura coneg 3-8 vyaca M npogbmkaea 6-12  vaca.
AHTUXUMEPTEH3NBEH eheKkT ce Habnogasa cnefg 3-4 geHa W rpogbrikasa fgo 1
cegMuLa crneg, npekbCceaHe Ha feveHmneTo.

"[Mpy NPOABIMKUTENHO NPUITOXKEHNE aHTUXUNEPTEH3NBEH edeKT ce HabrtonaBa npwu

0031, NMO-HUCKU OT HeoOxopumuTe 3a AuypeTuueH edekT. AHTUXUNEePTEH3UBHUAT
edhekT e NpuapyKeH OT JeKko nosuwaeBaHe Ha dunTpauusTa, 6v6pevHo-cbA0BOTO
CLAPOTUBIIEHWE U AaKTUBHOCTTA Ha MMI1asMeHUs PeHKH.

Bucokn epHokpatHu go3u oT hydrochlorothiazide morat ga noHmkaT nnasmeHus
obeM, ckopocTTa Ha rnomepynHa dunipauns, 6uOpedHus nnasmeH NoTok U
CPEeLHOTO apTepuanHo KpbBHO HanaraHe. Mpu NpoALMKUTENHO NeYeHne ¢ HUCKK
A03% nnasmeHnaT obem ocTaBa NOHWKEH, BOKATO CbPASYHUAT AebuTt 1 ckopocTtTa
Ha rrnomepynHa unTpauus ce BpbLUAaT [0 HaYarnHuTe CTOMHOCTY npean 3anovsaHe
Ha nevyeHuero. CpedgHOTO apTepuanHo KPbBHO HandraHe M CUCTEMHaTa CbAoBa
PESUCTEHTHOCT OCTaBaT MOHUXEHN.

TuasnaHuTe guypeTuuyM MmoraT ga NnoTUcHaT nakrauusTa.

5.2. PapMaKOKMHETUYHMA CBOMCTBA

Ramipril

Ramipril nognexw Ha eKCTEH3VBEH first-pass meTabonnabm (B YepHus apob), koeTo
BOOM OO0 obpasyBaHe Ha eAMHCTBEHUA axkTuseH MeTabonuT ramiprilat. Crnep Tosa
ramiprilat ce rnokypoHupa v ce npespblua B ramipril-diketopiperazine, kato ectep u
KaTO KUCErnHa.

Cnepn metabonusma I'Ipl/l6]1l/13VITeJ'IHO 20% oT nepopanHo npunoxexHnsa ramipril e
BuoHannyeH.

-buoHanuyHocTTa Ha ramiprilat cneg nepopanHo npunoxeHue Ha 2,5 mg u 5 mg

ramiprii e npubnuautenHo 45%, cpaBHeHa ¢ Herosara HanNMUYHOCT chieq
VHTPABEHO3HO NPUIOXEHNe Ha ChlyTe [03u. ABcomoTHaTa BUoHaNMUUHOCT Ha
ramipril ce noeuwaea ¢ NpUNOXeHaTa fo3a U UMa HernuHelHa hapMakokKMHETUKA.
Crnen nepopando npunoxeHue Ha 10 mg paguoakTusHo OGensizaH ramipril
npnbnnsutenHo 40% ce ekckpeTupar ¢ ¢eueca u okono 60% ¢ ypuxata. Creg
WHTPaBEHO3HO fpunoxeHue Ha ramipril npubnuautenHo 50-60% ot gdosaTta e
oTKpuTa B ypuHata (Kato ramipril n Herosute MeTa6OHMTM) n okono 50% ce
eriMM1HUpa No Apyry MbTULLA.

Crieg vHTpaBeHO3HO npurnoxexne Ha ramiprilat okono 70% oT cyGeraHumsTa w
HeroBute MeTabonuTu ce oOTKpuBaT B ypuHata, kato 30% ot ramiprilat ce
enuMmuHupa no apyrv meTtuga. Crieg nepoparnHo npuroxernue Ha 5 mg ramipril npu
nauveHT ¢ ApeHnpaH XmkYeH TpakT npubnusuTenHo chLUOTO KonuyecTso ramiptil
1 HEroBM MeTabonuTL ce eKCKpeTUpaT Ypes ypuHaTa W XJtbukata npes mbpeute 24
yaca. '

80-90% o1 meTabonuTUTEe, EKCKpeTUpaHM 4pes ypuHata K XJTbykaTta, ca
naeHTudMLmpann kato ramiprilat unn metabonutu. Ramipril ritokypoHua u ramipril-
diketopiperazine ca 10-20% oT 0BLLOTO KONMUYECTBO, AOKATO HEMeTabonmaupaHuaT
ramipril @ okono 2 %. -

MpoyyBanus Npy KbPMELLM XUBOTHM Mokassar, ve ramipril npeMuHasa B Mal4ynMHOTO
MASKO. ATy
Ramipril ce abcopbupa Cbp3o cnen nepopanHo NPUoXeHue. ~OP6L
ramipril, 1amMepeHa kaTo paguoakTUBHOCT B YpUHaTa, KOSTO € &
elTMMUHNpaHe, e Hail-manko 56%. NpueMbT Ha XpaHa He NoBSn
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IvKoBUTE nNasMeHW KOHUeHTpauun cfleq nepopaned npuem Ha ramipril ce
pocrurat go 1 dac. Bpemeto Ha nonyxueoT € okono 1 yac. MukoBuTe nnasmeHu
KOHUeHTpauuu Ha ramiprilat ce AocTuraT 2-4 Yaca crief, nepopantio npunoXxeHue Ha
ramipril. [TnasmeHuTe KOHUEHTpauMKn Ha ramiprilat umaT mHoropasHo noHKasaHe.
HauanHute ¢hasv Ha pasnpegeneHne U enumuHmpare umar fy, okono 3 4aca.
Cnepsa uHrepmenuanta casa c ty;, okono 15 vaca n TepmuHanHa asa ¢ MHOro
HUCKM MNasMeHn KoHUeHTpauuu Ha ramiprilat v ty okono 4-5 peHa. Tasu
TepmuHanHa dasa ce Abmku Ha 6OaBHOTO pucouumpadHe Ha ramiprilat of
cBbpsBaHeTo KbM ACE.

Hesagncumo OT npoabmkuTenHaTa TepMuHania pasa, cnes efHoKpaTHa AHeBHa
Ao3a oT 2.5 mg unu noeeve ramipril cnep oxorno 4 aeHa ce JOCTUra paBHOBECHO
cbCTosIMME. ECDEKTUBHUAT NONYKUBOT, 3HAYMM 32 NpusioxeHneTo, e 13-17 Yaca npu
MHOTOKPaTHO MpURoXeHue.

Cnep MHTPaABEHO3HO NPUIOXKEHNE CUCTEMHUAT obem Ha pasnpe,qeneHme Ha ramirpil
e npebnuantendo 90 | n Ha ramirpilat e okono 500 |.

MpubnuautenHo 73% u 56% ot ramipril u ramiprilat ce cBbpP3BaT ¢ NNasMeHUTe
ApoTEenHN.

KuneTtukaTa Ha ramipril 1 ramiprilat npy sgpaesv goGposonuy Ha Bb3pact oT 65-76
FoOMHU CLOTBETCTBA Ha TAXHATA KWHETWKA Npu 3gpasu Mnagyv Jobposonuu.

Mpu naumeHTn ¢ HapyweHa 6vOpeqda dyHKkuna ObbpedHaTa ekckpeuwsi Ha
ramiprilat & noHwxeHa U KnMpbHca Ha ramiprilat kopenupa npornopUMoHanHO Ha
KpeaTUMHUHOBWA KNUPbHC. TOBa BOAM A0 AOBULUEHYN MNasmMeHn KOHUEeHTpauun Ha
ramiprilat, kouto ce MOHWK@BAT no-6aBHO, OTKOSMKOTO NpW MaUWEHTU C HopmarHa
GbOpeyHa dyHKUNS.

Mpyu npunoxeHne Ha BUCOKU ,u.oam ramipril (10 mg) npy yepHodpobHO HapylLeHne
ce 3abaBa npeBpbliaHeTo Ha ramipril B ramiprilat, koeTo BOAM [0 TOBULLIEHW
MNasmMeHn KOHUEHTpaLmu Ha ramipril u ce 3a6aBs HEFOBOTO eNUMUHVPaHe.

Mpu 3gpaBy HALMEHTH U NALUMEHTW C XWNEPTOHWA He e HabnwgaBaHo 3Ha4MMOo
HaTpynease Ha ramipril 1 ramiprilat cnep nepopanHo npunoxexlve Ha 5 mg ramipril
B&AHBLX AHEBHO 3 2 cCeAMULIM CHPSMO NalMeHTH Cbe CbpaeqHa HegoCTaTLYHOCT.

Hydrochiorothiazide

Okono 70% ot hydrochlorothiazide ce abcopbupa crie nepopanHo npunoxeHue yn
BuoHanuyHocTTa € okono 70%. MukoenTe nnasMeHn KoHueHTpauun ot 70 ng/ml ce
pocrurat 1.5-4 yaca cneg niepoparnHo npunoxerue Ha 12.5 mg hydrochlorothiazide,
oT 142 ng/ml ce pocturat 2-5 uyaca cnef nepopanHo npunoxedwe Ha 25 mg
hydrochlorothiazide n ot 260 ng/m! ce pgocturar 2-4 vaca cnep nNepopanHo
npunoxenne Ha 50 mg hydrochiorothiazide. Okono 40% ot hydrochlorothiazide ce
CBbP3Ba C NIasMeHnTe NPoTEuHN,

Hydrochlorothiazide ce enumuHupa nouTM HaNBLAHO U B HermpomMeHeHa opmMa (Haf
95%) upes 6b6peuuTe. Creg nepoparHo npunoxeHue na efHokpaTtHa posa 50-
70% ce exckpeTupar go 24 vaca.

CybcTaHuuaTa moxe da Obge oTkputa B ypuHata 60 min. crnepg npunoXeHueTo.
Bpemeto Ha nomyxueoT e 2.5-15 vaca. lpu nauunentu ¢ 61LOpedHo HapyiieHne
eKkcKkpeumaTa € TMOoHWKeHa W t, e yab/ibKeHo. DbuLOpeuyHusaT KNupbHC Ha
hydrochlorothiazide e TACHO cBbp3aH € KpeaTUHWHOBYS KNUpBHC. Mpy nauneHTn ¢

" rmomepynHa duntpauus nog 10 ml/min camo 10% oT npunoxeHata gjosa ce

OTKpUBA B ypuHaTa. [locnefHuTe npoy4BaHWa nokassar, Ye 4acT o
N3B8BLPLUBA MO BPYrK MbTULLA (KITbYKA). .

Hydrochlorothiazide npemiHasa B MaN4YMHOTO MASKO B Manky K
He ca wHabriofgaBaHu 3HavYuMy NPOMEeHM BbB  hapiiak
hydrochlorothiazide npu YepHoapobHa uMposa. £
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Hama npoydeaHua Ha cpapmakokuHeTuKaTta Ha hydrochlorothiazide npw nauduneHTw
CbC CbpfievHa HeOCTaTbYHOCT.

Ramipril n hydrochlorothiazide

EnHoBpemeHHOTO  NpunoxeHne Ha  gBete cybcTaHUMM He  MNOBusiBa
BUOHANUYHOCTTA HA OTAENHUTE KOMMOHEHTU. DUKcMpaHaTa KoMOuHauus OT 5 mg
ramipril 1 25 mg hydrochlorothiazide e ekBuBaneHTHa Ha TAXHOTO e4HOBPEMEHHO
CaMOCTOATENHO NMPUNOKEHUE 1 MOraT da ce NpuMeMar KaTto BUoeKBUBaNEeHTHN.

5.3. MNpepkNMHUYHU fAHHM 32 Oe30racHoOCT !

Mpw npeaknuHUYHKM NpoyyBaHus HabnaaBaHUTe eekTy ce AbMKaT Ha NoBuLleHa
thapmMakoaMHaMuUYHa akTUBHOCT (NPOMSiHA B NNasMEeHUTE ENEKTPOSIUTY, HapyLUeHue
Ha [IOKCTarnoMepynHata cucremMa WM aHeMus) Mpu 03U, KOWTO 3HAYUTENHO
HaZBULLARAT TEpaneBTUYHUTE JO3W NPy Xopa.

He ca HabniogaBaHn TepaToreHHW edgeKkTu npu 3aiuM W nnbxoBe W ca
HabnionaeaHn edekT caMme Npy NITbX0Be, NoNnyYyasBally BUCOKU 03K, M0 Bpeme Ha
BpemMeHHOCT 1 KbpMeHe (gunaTtauus Ha 6bOpeyHus nnesuc).

[NpedknMHWYHUTE JaHHU He nokassaT Apyr ocoGeH pUCK 3a Xopa, Bb3 OCHOBA Ha
KOHBEHLIMOHAIHN npoyysaHns Ha pakmakonorns Ha GesonacHocTTa, TOKCUKONOrus
MPY MHOTOKPATHO NPUMTOMKEHUE, FTEHOTOKCUMHOCT U KapLUMHOFEHHOCT.

6. PapmaLeBTUMHN JaHHKU

6.1. CnUCBLK Ha NMOMOLLHUTE BeleCcTBA
Hypromellose

Cellulose, microcrystalline

Starch, pregelatinized (maize)

Sodium hydrogen carbonate

Sodium stearyl fumarate

6.2. PUIMKO-XUMHNYHN HECLBMECTUMOCTH
Hama nssecTHW.

6.3. Cpok Ha rogHOCT
CpOKBLT Ha rofHOCT Ha NpoAykTa e 2 rogvHy oT gaTtaTa Ha npoussoacTeo. [a He ce
npunara crnef nstM4aHe Ha gararta, o3HaqeHa Bbpxy onakoBkaTa.

6.4. CneuyuanHu ycnoBua Ha CbXpaHeHne
[a ce cbxpaxsaea rpu Temnepatypu nog 30 °C.
Ila ce cbxpaHseRa Ha MecTa, HefoCTLMHN 3a Aeual

6.5. laHHK 3a onakoBKa
Brivcrepu anymuHua/anyMuHnia.
OpurnHanHu onakoeku, cbabpkalumn: 30, 50, 100 TabneTku

6.6. Npenopbku 3a ynorpeba
Hsima cneunantu npenopbku 3a ynorpeda.

7. ime ¥ agpec Ha NnpuTexaTenst Ha pa3pelleHUeTo 3a yno
Hexal AG
Industriestrasse 25
83607-Holzkirchen
Germany
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Tel.: +49-08024-908-0
Fax: +49-08024-908-1290

8. PerncrpaumoHeH HoMep B peructbpa
20050532

9. laTa Ha NbPBO paspewaBaHe 3a ynoTpeba Ha nekapcTseHUs NPoAyKT
16.11.2005

10. [laTa Ha aKkTyanu3aaima Ha TeKcTa
Hoemepu 2006
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