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1. TbProBCKO UMe Ha NeKkapcTBeHUs NPOAYKT

RamiHEXAL® comp . 6/ 053 10.p
/PammuXEKCAN® komn/ | OdaBpero: / (% _Z

2. KonnyecTBeH M Ka4ecTBeH ChLCTaB
1 Tabnetka cbabpKa 2,5 mg ramipril u 12,5 mg hydrochlorothiazide.
3a nomoLHUTe BellecTea BX T. 6.1.

3. llekapcTBeHa thopma
TabneTtku — 6enu, enuncoBUaHN, NMNOCKU, C AeNUTENHA YepTa U Lamna OT egHaTa
cTpaHa R 15°

4. KnUHUYHK naHHun

4.1. MokaszaHus

EceHunanHa xunepToHust NPy NaLMEHTKH, NPK KOUTO KPBBHOTO HansraHe He mMoxe
‘0a 6bae MoOHMKEHO [O0CTaThYHO € ramipril, NpuoXeH caMoCTOATENHO.

4.2, loaupoBKa U HAYMH Ha NPUSIoXKeHne

Bw3pacmnu:

MpunoxeHueTo Ha dukcupanata kombuHauma RamiHEXAL® comp ce npenopkusa
camo cnej MHAWBUAYaNHO TWUTPYpaHe Ha AO3UTEe Ha OTAENHUTE KOMIMOHEHTW.
[ozata Moxe fa ce rfnoBulaea npes WHTepBanu Hal-manko oT 3 cegMmmun.
O6uualiHaTta nogabpxawa gosa e 2,5 mg ramipril u 12,5 mg hydrochiorothiazide,
NpunoXeHn cyTpuH. Makcumantata posa e 5 mg ramipril 1 25 mg
hydrochlorothiazide. ) *

layuermu 8 nanpedHana en3pacm.

Mpw nauneHTV B HanpegHana Bb3pacT U NauyneHTn ¢ KpeaTUHUHOB KITUPBHC mexXay
30 u 60 mimin vHAMBUOYaNHUTE [O3M HA OTAENHUTE KOMMOHeHTU ramipril u
hydrochlorothiazide TpaGea ga Obgat TUTpupaHW ocobeHO BHUMATENHO mnpeau
3anoyBaHe Ha Tepanns ¢ RamiHEXAL® comp.

JNozata Ha RamiHEXAL® comp TpsBea pa 6bAe BbL3MOXHO Hali-HUcKaTa.
MpogyKTeT e NPoTUBONOKa3aH NPU NALUEHTU C TEXKO HapymeHme Ha 6bOpeuHaTa
yHKUMA (kpeaTuHKUHOB KNUpbHE < 30 mi/min/1,73 m? TeriecHa MOEbLPXHOCT)(BIDK
7.4.3).

Hapyuwena yepHodpobHa hyHKUUs:

Mpy nayMeHTU ¢ neka Jo YMEpeHo HapylleHa YepHoapobHa dyHkUuMA fo3aTta Ha
ramipril Tpsi6Ba Aa 6bae TUTPMPaHa npeayn npemyHasaHe kb RamiHEXAL® comp.
RamiHEXAL® comp He Tpsibsa Aa ce npunara npy NaUMeHTH C TEXKO HapylueHa
yepHogpobHa yHKLMA u/nnn xonecrtasa (K 1.4.3).

Heya:
He ce npenopbuBa npunoxenue Ha RamiHEXAL® comp npu geua, Twii kaTo
CUTYPHOCTTA M Be30nacHoCTTa Ha NpuiioXeHne He ca YCTaHOBEHM.

HauuH ¥ NPOABLMKUTENHOCT Ha NPUITOXKEHHUe -

RamiHEXAL® comp Tps6ea ga ce npyema KaTto egHokpaTtHa [o3a
BpEME UNY Cnej XpaHeHe. "

Tabnetkure Tpsbea Aa ce npuemar Lenu, 6e3 ga ce yynar.




4.3. MpoTuBonokaszaHus
RamiHEXAL® comp He TpsbBa aa ce npunara npu:

- CBPbX4YyBCTBMTENHOCT KbM ramipril, Apyrn ACE-uHxwbutopu, Tuasugud u
Apyru cyndoHamngy Unu KbM HSKOe OT NOMOLUHUTE BeLLEecTBa

- aHIMOHEeBPOTMYEH €eM B aHaMHesaTa, CBbp3aH C fnevyeHue ¢ ACE-
MHXNOUTOPW, N HACNISACTBEH MONONAaTU4YEH aHrMoeaem

- Texka ObbpeyHa guchyHkums (KpeaTHUHOB KnupbHe nog 30 ml/min/1,73 m?
TerecHa NOBbPXHOCT) UK aHypus

- Texka YepHogpobHa auncdyHKUmMs n/unu xonecrasa

- DpemMeHHOCT ¥ KbpMeHe (BUX T. 4.6)

- ¢TeHo3a Ha 6nOpeuHuTe apTepun (6mna'repan|-|a AW yHUNaTepasrHa rpu
nauneHT ¢ efunH 61L6pex)

- puanusa wunum XemodwmnTpauuss upes oTpuuartenHo  3apeneHu
BUCOKONPoONycknnen membpatn (Hanp. AN 69)

- LDL-adbepesa

- AeceHcnbunuanpaila Tepanust

- [JeKoMreHcupana cbpgeyvHa HegoctaThyHocT (NYHA 1V)

- NbLPBUYEH XMNEepangoCTEPOHUIBEM

- CbCTOsHME cnef 6u0peyHa TpaHcniaHTaums

- XeMOAWHaMWYHO 3HaYMMa CTEHO3a Ha aopTHaTa UNKM MUTPanHa knana wunu
XunepTpotuyHa OGCTPYKTUBHA KaparomMuonaTus

- KNMUHWYHO 3HaYUMK HapyLeHns Ha  EFneKTPONUTHUS HanaHc
(xunepkanumemMuns, XunoHaTpuemms, Xunoxarnmemms)

4.4. CneunanHy npeaynpexaeHus U npeanassu Mepku npm ynotpeba
XunomoHrust

Ramipril moxe Aa npeguasvka sHaunTeneH craf, Ha KPbBHOTO Hassrake, ocobeHo
cnef NpueM Ha nbpBaTa Jo3a.

ToBa ce HabOnwgaBa pagKko NPy HeycriokHeHa XWNepToHusA, HO MOXe Aa ce
Habnwasa npu naumeHTM ¢ AdedUUMT Ha TEYHOCTW, B pesynTaT Ha neyeHue ©
AUYPETNLWN, OrpaHM4eHa Ha COM Auera, AManunsa, avapus, MoBpbLUaHe Unm Texka
XMnoToHusa. ToBa ce HabsiofaBa no-4ecTo MNPU NauUMeHTV Ha fevYeHne ¢ BUCOKU
£1031 BpUMKOBW nypeTyun, NaUMeHT ¢ XunoHaTpueMnsa unM HapylieHa 6u6pevna
hyHKUMA. JleyeHueTo ¢ Apyru l;:unype‘erm Tpabea ga Obge MpekbLCHATO fipeau
sanoysaHe Ha Tepanusi ¢ RamiHEXAL® comp, Tbit KaTO MPOAYKTLT ChABPKA
hydrochlorothiazide.

Mpy nauveHTn, Ha KOUTO CHAOBUAT TOHYC U ObbpedHaTa GyHKUUA 3aBUCAT B
3HauUMTenHa CTerneH OT PeHWH-aHrMoTeH3WHOBaTa cucTema (Hanp. naumeHTn ¢
TEXKa cbpAevHa HeflocTaTbYHOCT WK Apyry nognexawm 6u6peyHu sabonssaHus,
BKITHOUMTENHO cTeHo3a Ha 6bOpeyHara apTepusi), fpy eHOBPEMEHHO Ne4eHue ¢
OPYT MPOAYKTU, KOMTO NOBNUABaT TasW cuctema, ce Habnogasa ocTbp cnaj Ha
KPBBHOTO HassiraHe, a3oTeMMs, ONUFYpUA Unu (paako) GuOpeuHo HapylueHue.
BHAUUTENHUAT Crad B KPbBHOTO HansraHe fpu nauneHT ¢ ucxemudna cbpaevHa
BonecT unu atepockrneposa MOXe Aa NpuduHY HMAPKT Ha MUoKapaa W WHCYNT.
AKO BB3HMKHE XUMOTOHUA, TpROBa da Cce MpUNoXWM CTaH4apTHOTO feyeHue.
(MauneHTbT TpAbBa Aa ce NoCTaBut B flerHarno nofioXeHue U MOXe [a ce HanoXu
MHTPaBEHO3HO NPUIOXEHUe Ha HU3NONOrYEH pasTBOp Ha HaTpUeEs xnoggg ;
Mpy NauneHTn, UanoxeHn Ha BUCOK PUCK OT XUNOTOHWA, Tpsdea fa
KPBBHOTO HaiAaraHe 8 yaca cneg MbpBOTO NPUNOXEHNe W cried BC
Ha posara,




lMupsuyen andocmeporusvm (bosiecm Ha Conn)

MpunoxeHueto Ha RamiHEXAL® comp e npoTuBOMNOKAasaHO ApU nauueHTy ¢
MbPBUYEH . XUMEPaNAOCTEPOHM3BM, - TbiA KATo TesW MauMeHTW He pearupar Ha
AHTUXVNEPTEH3VBHN NPOOYKTU 4pe3 uHxubupaHe Ha peHUH-aHrMOoTEeH3uHoBaTa -
cucTema. "

Hapywena 6nbpeyHa ¢hyHkyus/6bpeyrna mpaHcniasmayus

MperneasbT Ha NALMEHTU C XUINEPTOHUA BUHArK TpabBa fa BKMYBa ornpefensHe Ha
6b6peuHaTa hyHKLMS Npean sancusaHe Ha neveHne ¢ RamiHEXAL® comp.

fMpn nauMeHTn ¢ HapyweHa ObOpevHa YHKUMS ce npegnodutat OpUMKOBHK
AvypeTtuuy -npen TMasugu. Axo RamiHEXAL® comp ce ripurara npy nauvueHTu ¢
HapyweHa OvbpevHa ¢yHKUNE, ce - npenopbyusa MEPUOAMYHO onpedensaHe Ha
Kanui, kpeaTuHNH U ypesi. Hama gadHu 3a ynotpebata Ha npogykra npu nayueHTn,
Ha KOUTO HaCKOPO € u3BbpLUeHa 6bbpeyHa TpaHcnnaHTayus.

Moxe Oa ce Habnogaea NpoTeEUHypys No BpeMe Ha edeHue ¢ ramipril, ocobeHo
NPy MNadueHT CbC ChlUecTByBallo OLOpeYHO HapylleHwe U Tpu BUCOKW [03U
ramipril.

CmeHro3a Ha 6LbpeqHume apmepuu

RamiHEXAL® comp e npoTtueonokasaH fpu cTeHo3a Ha ObGpeqHnuTe apTepun.
ACE-nHxubutopuTe MoraT fa NoBuLLIaT CEPYMHNS KPeaTUHUH U KOHUEeHTpaumsTa Ha
ypes B KpbBTa NpuW nauueHT ¢ bunatepanHa unv yHunarepanda (npu naumueHTn ¢
equnH 6ubpek) cTeHo3a Ha HBOpeyHUTE apTepumn. AKO UMa CbMHEHUNS 3a CTEHO3a Ha
6bOpevnuTe apTepun, TpAGBa 4a Ce HanpaBW peHTreHorpaduns npegu sanoyeaHe
Ha NevYeHneTo.

AopmHa cmeHo3a/xurnepmpocghudHa Kapouomuonamusi

RamiHEXAL® comp Tpsafea ga ce npunara ¢ noBMILEHO BHAMaHWE NPY NALMEHTU C
aopTHAa CTeHo3a, XUnepTpoduiHa KapamoMmonaTia U ApYri CbCTOSHUS, CBBP3aHN
¢ Te3un 3abonsaeaHus. MNpn TEXKM CLCTOAHUSA RamiHEXAL® comp He TpsibBa pa ce
npunara.

TexxKa cbppleyrna HedocmambyHocm
Mpu naumeHTN ¢ TEXKA CbpAeYHa HegocTaTbyHOCT (knac IV) neveHmeTo TpsGea aa
C€ OCbLLEeCTBY NOL CTPOr NeKapckn KOHTPOS W HACKa HadanHa [o3a.

AHzuocedem
MNpu nauveHTn, npuemauin ramipril, ocobeHo rMpe3 nNbLPBUTE ceaMUUM Ha
NeJeHNETO, MOXe Aa ce Habnwgasa aHrvoegeM Ha nuue, KpalHuuW, YCTHM,
AuraBvulK, e3unk, rMoTUc u/unn napuHke. Pagko ce Habniogasa npu npoabrixxuTenHo
neveHve. Ako ce Habniogaea aHruoenem, TepanuaTa TpsAbsa Jda Obhe npekbcHata
He3abaBHO U 3aMeHeHa ¢ APYro neueHune, koeto He Brroyea ACE-mHxubntopu.
AHIMOHEBPOTUHHUAT egeM Ha esuKka, rioTuca ufunu napuHkca Mmoxe ga bbae
chatanen. HesabapHo TpabBa ga ObpaTt rnpeanpueTy crellHn MepKy, BKrYBatli
S.C. ennHedpuH (agpeHanunH) pasteop 1:1000 (0,3-0,5 ml) unu 6aeHa i.v. nHdysust
(1 mg/ml, cnaseaiikn WHCTpYyKUWKUTe 3a paspexgade!l), npy EKI moHwTOopupaHe n
npocrnegsBaHe Ha KPbBHOTO HansaraHe. [lauveHTeT TpsaGea pa bObae
xocnutanuaupad 1 HabnogasaH 12-24 yaca n He TpsibBa ga Gbvae ManucBaH Ao
MbIHOTO OTLYMABAHE HA CUMMNTOMUTE. ‘




BUCOKOMporiycknuen membpann  (Hanp. “AN  69”). Axko e HaJoXuUTenHo
W3BbLPLIBAHETO Ha chnelluHa puarusa unu xemoguntpauusi, ACE-mHXubutopbT
TpsibBa BPEMEHHO Ja ce 3amMeHU C OpYyr aHTUXMNepTeH3VBEH NpoAykT unn Tpsadea
a2 Ce W3NON3BaT Jpyri BUAOBE XeMOAMaANNaHM memopani.

LDl -aghepesa u Jecencubunuaayus

Ako ce npunarat ACE-unxubutopn egHoBpemeHHo ¢ LDL-acepesa (LDL -
NURONPOTEUHN C HUCKA MITLTHOCT) ¢ AeKcTpaH cyndart, Morar ga ce Habnwgasar
XKUBOTO3aCTpaLLaBaLLM aHaUNaKTUYHK peakyuni.

Ako ce npunarat ACE-uHXMbuTopun egHoBpeMeHHo ¢ geceHenbunuanpatia Tepanus
cpelly OTpoBa OT HaceKoMu (Hanp. nuena wnM oca), CbLecTByBa pPUCK OT
aHaduNaKTUYHK peakuun (Hanp. crag B Kp'bBHOTO HansiraHe, AUCNHes, rNoBpbLYaHe
W KOXHUW anepriyHy peakumm).

AKko ce Hanara usBbpluBaHe Ha LDL—acpepesa unn geceHcubunusupatia Tepanus
‘cpelly oTpoBa oT Hacekomu, ACE-MHXMBUTOpLT TpsbBa BpEMEHHO [ia ce 3aMeHU C
APYr aHTUXUnepTeH3uBeH NPoayKT.

CepuxuyscmeumenHocm, aHaghunakmuyHyu peakyuu

Mpyu nauneHTH, Npuemalm Tuasugum, moraT ga ce HabmogaeaT peaxkuwu Ha
CBPBXYYBCTBUTENHOCT € UNKW Be3 aHaMHesa 3a aneprus unu BpoHxuarnHa acTMa.
[loknaaeaHo e BriolwasaHe unu aKTUBUPAHE Ha CUCTEMEH FyNyC epuTeMaTosyc npu
Tepanug ¢ TMasuau.

RamiHEXAL® comp mosxe fa ce npurara camo cnes MHOMo BHUMATESHA OLeHKa Ha
ChOTHOLUEHWETO Nonsa/puUck, Npu peryrspHo MORUTOPUPaHE Ha BaXKHUTE KNNHUYHK
1 nabopaTopHM napameTpy Npy cnegHuTe cny4vau:

- HapyweHu MMYHHW Peakuun WNuM KonareHosu (Harp. fynyc eputemartosyc,
cKrepoaepmuns)

-  ©OHOBPEMEHHO IeYeHWe C NeKapcTBEHW NPOAYKTW, NOTUCKALM WMYHHUTE
peakuun (Hanp. KOpPTUKOMAM, LmTOoCcTaTvum, aHTumerabonuti), anonypuHon,
npoKauHamug, urn Nt

- noparpa

Hapywena yeprodpobHa hyHKYUs

Tuasugute TpsabGBa ga ce npurnarar BHUMATENHO NPU MadWeHTW ¢ HapylueHa
‘uepHogpobHa ChyHKLUMSI WNM HanpeaHano uvepHonpobHo 3abonsBaHe, Tbil kaTo
fipoMeHMTe B DanaHca Ha TEYHOCTU W eNeKTpONUTH MoraT Aa  MPUMUHAT
YepHogpobHa Koma,

Enexkmponumen oucbanaHc

Tpabea Aa ce n3BbplLUBAT PErynspHN uscnedsaHus Ha enekrponuTture. Truasngure,
BkounTenHo hydrochlorothiazide, morat ga Hapywart Sanadca Ha TedHocTn
eneKkTponuTv (xurepkanuymemus, Xynokannemus, XMnoHaTpruemus,
XUroMarHesnemMmsa 1 XMnoxnopemMuyHa ankanosa).

TuasnaHTe AUyPeTULN MOraT Aa NOHMKAT Kanumesarta eKckpeuus Ypes ypudHarta 1
[a NPULKUHAT NEKO NOBULLABaHE Ha KanuvesaTta KoHUeHTpaLus B cepyMma.

NasserHa xunepkanuueMuss MoXe fa Obae NpusHak Ha cKputa XunepdyHkuus Ha
naparnpeounHute xnesn. [puembT Ha Tuasugm Tpabea fa ce npekbcHe npeau
M3BBPILIBAHE HA TECTOBE 3a TUpeongHa (PyHKUMA.

Mpy TMasuanTe Hal-roNeMMUAT PUCK € XMnokanmemus. To3n puck Tpﬂ6Ba~,£tazeB~-uMa

APEenBUE NpY HAKOW nonynauuy nauveHTu (nauueHTy B HanpenHarni baﬁacﬁ*’*’c%h

Se3 Hep,oxpaHBaHe HUPOTUYHK NRaUMeHnTW ¢ edeM W acuuT, Cb \?l—(:;
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MAUMEHTN CBbC CbpAedHa HeAOCTaTLMHOCT) W MNpU  naum T—{,:"f*"’ %

eaHoBpeMeHHO  KopTukouan unu  apeHOKOPTUKOTPONeH
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CepymHUST Karuii Tpsbea oa ce onpenens npeay 3anodBaHe Ha NeYeHneTo, cnes
efAHa cepmMua M crief  ToBa  Mpe3  peryrisipHM  UHTEPRand OT  Bpeme.
EfHOBpPEMEHHOTO NPUNOMEHWE Ha KarviA-cbXpaHsBallWm AUypeTuuy, Kanvesu
pobaBky, conesy samMecTUTenu W/Wunmm Apyrv NekapcTBeHW NPOAYKTW, MOBAUABALUN
HUBaTa Ha Kanwii B KpbBTA (Hanp. XenapuH HaTpuit), Morat ga roBULIaT KalMeBuTe
HWBA B KpbBTA. '

Mpn naunentT ¢ yabmxkeH QT-uHTepsan, B pesynTar -Ha wuguonaTusa  wWnn
ynotpebata Ha nNEKApCTBEH TNPOOYKT, Xurnokanuemusita W BpagukapauaTta ca
PUCKOBW (haKTOpK, KOUTO Morart ga NpUUUHAT Taxukapaua “torsade de pointes’.
Mopagu Tasm NpuyMHa CepYMHUTE HUBA HA Kanuii TpFI6Ba Aa ce npocriefasaT npes
perynsipH MHTepBsarnv oT BpemMe.

Memabonusbm U eHOOKpUHHa cucmema

NeveHneTo ¢ TUA3VZHN ANYPETULIM MOXE [la MOTMCHE FMIOKO3HUS TonepaHc. Moxe
Ja Ce HanoXu Kopurupase Ha gosata Ha aHTuguabeTHUTE NPOAYKTW, BKIOYNTESIHO
uHCynuH. (Mo BpemMe Ha neveHne ¢ THASWAKM NaTeHTHUAT Avaber mMoxe da ce
maHupecTupa. HabnogasaHu ca NoBMILEHY HUBA Ha XOrecTepon W Tpurmuuepuam
Mo BpemMe Ha neveHue ¢ TMasuay, HO He Ca JOoKMafBaHW TakMBa eexTr npu Lo3u
o1 12,5 mg.

Tmasm,u,Hmre OMYypeTUUM [OBULIABAT . KOHUEHTpauusaTa Ha MNUKovHa KmcenuHa B
KpbBTa M MOFaT a NPUHUHAT nogarpa npu 4yBCTBUTENHW NALNEHT]. -

lMayueHmu e HanpedHana eb3pacm

Peakumsta koM ACE-uHxubutopn moxe zZa 6ble nosulleHa npu nauueHT! B
HanpegHana Bbapact. HavarnHata posa Tpsbea ga 6bAe Hucka (Buk 4.2).
Mpenopbuea ce npocregsBaHe Ha ObbOpevHaTa GyHKUMS Npegu 3arnodsaHe Ha
Tepanus.

Heua
RamiHEXAL® comp He ce npenopsyusa npu geua.

Onepaius/aHecmesus

Ramipril moxe pa MpUYMHU XUNOTOHWUS U XWTOTOHWYEH LIOK FpW NauWueHTH,
MOAMEXallM Ha TonsiMa onepaumMs WM KOMTO ca MoA YNoWka, B pesynrar Ha
noTeHUUpaHe Ha XUNOTOHUYHUA edekT Ha aHecteTuumTe. lofaxofaulo reveHne B
Teau cnyyaw e TNpenusade Ha TeuyHocTu. TuasuauTe MoraT pa MoHWwKar
apTepuanHata peakuus KbM HopagpeHarsvH. Ilpu chellHn onepauuy [osuTe npu
npeMevkaumMs U Ha aWecTeTuka TpsbBa fa ce rnoHwkat. Twasupute moraT Aa
ycunaT peakuusta KbM TyOokypapuH. AKO € Bb3MOXHO, NpeAn onepauus,
neyeHneto ¢ RamiHEXAL® comp TpabBa Aa ce npekbecHe, B MPOTUBEH Criydai e
HeobXxoaMMo cneuuanHo BHUMaHue 3a TpeTupaHe Ha obCTpyKuMa Ha noToka oT
' nABata kamepa.

Heymponerua/azpaHynouumosa
HoxnageaHu ca HEYTPONeHus:, aHeMMA U TPOMBOUWUTONEHNS NPU NPUIoXKeHUe Ha
ramipril. PUCKBLT OT HeYTPONEHNs € 3aBUCUM OT [03aTa U € CBbp3aH C HapylleHa
6bbpeuHa thyHKuus, 0cobeHO ako TOBa € CBbp3aHO ¢ KonareHosu, KaTo CUCTeMeH
nynyc eputemaTosyc, CKNepogepMms U nedveHue ¢ mmyHocyﬂa@_ga\

HeyTponieHusiTa e obpaTima npu npexkpaTasaHe Ha neveHneTo ¢ ramy rr;\ffs%u’fw e
Mpu TMasnan ca HabsloaaBaHn NeskoneHus, arpaHynou,mosa PO Ei@

annacTu4Ha aHemus. &
=
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4.5. NNexapcTBeHN N ApyTrn B3aUMOLEACTBUA:

OnncaHn ca crnegHuTe B3aMMOASACTBUS MExady RamiHEXAL® comp, apyrm ACE-
MHXUOUTOPKU UNW NPOIYKTH, ChAbPKaLLM hydrochlorothlaZ|de fipM egHOBPEeMEHHO
npuIoxexune c: .

HaTtpues xnopus
IMoHuxaBaHe XUnoTeHsuBHUS edexT Ha RamiHEXAL® comp.

AHTUXUNEPTEH3UBHM NPOAYKTY (HANp. APYIM AuYpeTrUN, BeTa-anpeHepruyHm
6nokepu), HUTpaTW, BasogunaTaTopn, Gapburtypati, MEHOTUASUHK, TPULMKINYHN
aHTUAErNpecaHTy U ankoxon

3acunBaHe Ha aHTUXUNEPTEH3NBHISA edekT Ha RamiHEXAL® comp.

AHanreTvuy, NpoTMBOBbL3NASIUTENHN (HANP. NPOU3BOOHKW HA canwumnosaTa
KUcenuHa, MHAOMEeTaLMH)

Bb3MOXHO € MOHWKaBaHe Ha aHTUXunepTeHsuBHus edexT Ha RamiHEXAL® comp.
Moxke fa Bb3HMKHE Xwnepkanuemus. BbamoxHO €' pga ce nposokupa ocTpa
obbpeyna HeJoCTaTBYHOCT, OCOBEHO NPU XMNOBOSIEMUS.

MpunoXeHue Ha BUCOKY J03% canuuunaTi
Hydrochlorothiazide moxe ga sacunu TokcUYHUTE eheKTU Ha canuuunaTuTe BbpXy
LIHC.

Kanuii, kanuii-cexpanasatiy guypetuu (Hanp. cnMpoHonakToH, amuiopua,
TpUaMTepeH) U APy NekapcTBEHW NPOAYKTY, KOUTO MOraT 4a nosuLlaT
KOHLIEHTpALMATA HAa Kanui B cepyma (Hanp. xerapuH HaTpui)

Mpu egHOBPEeMEHHO MpUIIOXKEHWE ¢ Te3W NPORYKTW ramiprii Moxke ga nNpefusenka
3HAUMTEIIHO NOBULLABaHE HA KaNWEBWUTE KOHUEHTPALMUN B cepyma.

Jlutuin

Moxe fa ce HabniofaBa MOBUILABAHE HA CEPYMHUTE KOHueHTpaumm Ha& NUTURA
(HEODXOAUMO € perynsapHO MOHUTopupaHe) u nOTeHu,mpaHe Ha HeroBMTE Kapamo- U1
HEBPOTOKCUYHU e(DEKTH.

Ankoxon
RamiHEXAL® comp moxe na noteHumpa edekra Ha ankoxona. EfHOBpeMeHHOTO
NpUNoOXeHUe MOXe Aa BoLK OPTOCTaTUYHATA XMNOTOHUSA.

OVEUTaNUCOBY INMKO3UAN 1 aHTUAPUTMUYHY NMPOAYKTU, KOWTO MOraTt Aa NPUYKHAT
“torsade de pointes” Taxvikapas ‘

Hexenauute peakuun (3acunBaHe Ha  KapOUOTOKCWYHWUTE  edexktu) Ha
OUTUTANNCOBUTE TMUKO3UON W aHTUapUTMUYHUTE RPOAYKTW MmoraT pa bwpaar
3acuneHn Npu NpeaBapuTenHo ChluecTBYBall 4erUMT Ha Kanuin winm Mar{esni.

MMepopanyun aHTManabeTH NPOAYKTY (Hanp. cyndoHaMmuan/ SBursaHnanHoBU
MPoM3BOAHN kaTo metformin), WMHCynuH

Hydrochlorothiazide moxe ga noHwky wunu  ramipril ,u,a
XMnornukemnyieH edexr.




Kanuin-rybewin auypetuum (Hanp. furosemid), rnokokoptukonan, ACTH,
carbenoxolone, amphotericin B, Penicillin G, canuunnaTtu u snoynorpeba c
nakcaTuem

Hydrochlorothiazide sacunea aarybata Ha kanwi.

Glycyrrhiza glabra
Glycyrrhiza glabra moxxe ga npeguasuka saryba Ha kanuii 1 MarHesuii.

VIMyHOCYNPECAaHTU, CUCTEMHIN KOPTUKOCTEPOUAN, procainamide, allopurinol n apyru
MPOAYKTW, NoBNuUsiBaLLn 6pos Ha KDBBHUTE KNETKN

MoHwxeH Opoii NEBKOUMTA B KPLBTA, JIEBKONEHUA.

JlekapcTBEHU NPOAYKTU 33 NeveHne Ha nogarpa (Hanp. allopurinol, benzbromarone)
Hydrochlorothiazide nosuiwaepa KoHLieHTpauusiTa Ha NMKOMHA KUCENWHA B KPbBTA,
nopagu koeto TpaGea Aa ce NOBULLAT [O3UTE Ha JIEKApPCTBEHUTE MPOLYKTH,
npunaraHy sa revyexdue Ha nogarpa (BK T 4.4).

LintocTatuum (Hanp. cyclophosphamide, fluorouracil, methotrexate)
Hydrochlorothiazide nonmxapa 6bubpeyHaTa eKkckpeuust Ha Tesu uuTocTatuuy, npu
KOEBTO Ce MNOoBMIABA  KOCTHO-MO3bYyHAta MM TOKCMYHOCT  (ocoBeHo
rPaHyNoLMTONEHNS).

Methyldopa
CbobleHa e xemonusa, B pe3ynTaT Ha oﬁpaayBaHe Ha aHTUTena CcpeLly aKTWBHaTa

cybeTaHuma hyd rochloroth1a21de.

XUMHOTWLIM, HAPKOTULINM, aHECTETULN
BriowiasaHe Ha (opTocTaTuM{Ha) XWNOTOHWA (aHecTesnonoreT Tpsabea ga Obge
uHcbopMmupad 3a neuermne ¢ RamiHEXAL® comp, swx 1. 4.4).

KOHKYpeHTHU HepBHO-MYCKYIHM Briokepw (Hanp. tubocurarine}
Hydrochiorothiazide moxe ga 3acunu unm yabmkuM edekta Ha MYCKyITHUTe
penakcaHTA.

CUMNaTUKOMUMETULIA )
EdektbT Ha xatexonaMmmiute (Hanp. agpeHanuH) moxe fa 6bae NoHKeH.

Cholestyramine u colestipol

MoHmxkeHa abcopbums Ha hydrochlorothiazide.

RamiHEXAL® comp Tps6ea ga ce npunara 1 yac npegn unu 4 Yaca criefj npuem Ha
cholestyramine u colestipol.

Kanuwesun gobasku, BUTamuH D

B peayntat Ha MOHWKEHa eKCKpeuWusl CbLUECTBYBA PUCK OT XUNokanuuemus rpu
naumeHT, KoMTo npueMaT efHOBPEMEHHO Tuasugu u Kanuwesu conu/sutamud D
(kanuunesuTe HUBA TpsIOBa Aa ce npocreaasar).

KOHTpacTHWN NPOAYKTW, Chabpialln o
CblUecTBYBa NoBULLIEH PUCK OT GbOpeYHa HeLoCTaTbUYHOCT, 0COo /eﬁoﬂnm) ?37 GOKM
0311 OT KOHTPACTHX NPOAYKTW, ChabpHaLLu ogj.
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4.6. BpeMeHHOCT U KbpMeHe

RamiHEXAL® comp e npotuBonokasaH npu OpemeHHocT (B T. 4.3.
MpoTtueonokasamus). ACE uHxubutopute morat ga posedar o detanHa U
HeoHaTanHha 3abo/ieBaeMOCT U CMBPTHOCT MPU NpunaraHeTo UM npy OpemeHHK
weHu. CbobLLeHn ca MHOreBponHN ciyyYan B CBETOBEH MatLad.

NpopobmxutenHata ynotpeda Ha ramipril npes BTOpUA N TPETUS TPUMECTBP MMa
TOKCUYMHM  ecekT  BbpPXy eTyca  (noHwxeHa  OvbpeuHa  yHKLMA,
ONUroXuapamMHWOH, uJepenHy gdedopmauuu) wu  HoBopogeHuTe (HeoHaTanHa
6bbpedHa HemOCTATBYHOCT, XWMOTOMMSA U xunepkanvemns).” OcBeH ToBa
ynotpebara Ha ACE wuHxubutopy no BpeMe Ha MbpBUA TPUMECTbP OT
BpeMeHHOCTTa € CBbp3aHa C NOBULLEH PUCK OT BPOAeHU AedeKTu.

AKko ce ycTaHoBM OpemeHHOCT No Bpeme Ha nedeHueTo, npunaraHeto Ha ACE
nHxMBuTopn TpsibBa fa ce NpeycTaHoBKU He3abaBHO W PeAOBHO Aa ce npocnensa
deTarnHoTo pasBuTHe. ACE UHXUBUTOPU (BKMIOMMTENHO
ramiprit/hydrochlorothiazide) He TpsiGBa fa ce npunaraT NpK XeHW, Bb3HaMepsABaLLu
na sabpemeHesT. XeHuTe B aeTepoHa BL3pacT Tpabea ga Sbaart WHGOPMUPaHH
3a notedHumanHus puck u ACE wuHxubutopu (BKn. ramipril/hydrochlorothiazide)
TpsGea pa ©baar HasHayaBaHM camo  Ccrnef BHUMAaTenHa npeueHka Ha
UHAMBWAYANHUTE PUCKOBE Y NOM3N.

Mpy NPOABIMKATENHO. NMPUNOXKEHWE NPe3 TPpeTus TPUMecTbp ©OT BpemeHHoCTTa
hydrochlorothiazide moxe Aa npuduHM heTo-nnaueHTapHa uUcxemust U puUck ot
noTuckade Ha pacTtexa. Pagko ca goknagBaHn Xunorfmkemusa 1 TpomboUnToneHns
APY HOBOPOOEHW, CBBP3aHW C NPOBEAEHO JeyYeHWe HenocpencTeeHo npeaw
paxcgaHe.

Hydrochlorothiazide moxe aa noHWxKW nnasmMexnsa obem n MmaTtovHo-nnaleHTapHara

nepgysuns.

KbpmeHe

RamiHEXAL® comp e npoTnsorokasaH npy KkpMeHe.

Ramipril n hydrochlorothiazide npemuHasat B MaiumHoTO Mnsiko. [puemaHeTo Ha
TUA3VGY MO Bpeme Ha nakTauus oT KepMmelln Maikn € Buro cebpsaHo ¢ noTucKaHe
Ha mMredHaTa cekpeuns. ChlUecTBYBa PUCK OT peakui Ha CBPbXYYBCTBUTEITHOCT
KbM cyndoHamuay, Xxunokanuemmusa u kepHukrep. Tpabea fa ce npeueHn fanu ga
ce MpoabimKN KbpMEHeTO WITW [ia ce NpeKbCHe NevYeHneTo, KaTo ce B3eme rnpeasng
BaXKHOCTTa Ha NeYeHNeTo 3a MaiikaTa 1 pucka OT CepUO3HU HEXENaHW JIeKapCTBEHN
peakumn Ha geeTe cybcTaHuMK 3a KbpMaYeTo.

4.7. Echextn BLpXy cnocoOHocTTa 3a wiodupaHe u padoTa € MalWUHK

RamiHEXAL® comp okasea nek g0 ymepeH 'edekT Bbpxy cnocBHoCTTa 3a
woduparne u pabota ¢ MawuvHW. MHoMBMAyanHO pasnuyHUTE peakuum Morart pa
Hapywar crnocobHocTTa 3a wWwodupaHe M pabota ¢ mMalmHU U B HecTabunHo
nonoxeHue, ToBa ce OTHaca  OCOOEHO B Ha4yanoTo Ha IeYeHWeTo, Creq

.TMOBYLLABAHE Ha fo3aTa Wiu NPOMAHA Ha MpopykTa, KakTo W B KoMOMHauUWA ¢

ankoxoit,

4.8. Hexxenahu nekapcTBEHM peakuumn
HaGniogapaHn ca cnefHUTe HeXenaHu MeKkapCcTBEeHW peakuuy no Bpeme Ha
Tepanua ¢ ACE-nHxnbutopn, ramipril urin hydrochlorothiazide:

HabniopaeaHa e Texxka XUNOTOHMA Chepl 3anovyeaHe Ha neveHne wuin
Ha gosarta. ToBa ce HabsofaBa NPW HSKOM PUCKOBU TPynu {BUOK T.
ce HabnogasaT CUMNTOMK KaTo 3amaiiBaHe, OTMafHanocT, 3ambrieH




Taxukapgusa, nannuraun, aputmMmnm, adrmHa nekTopuc, MuokapaeH MHapkT, Texka
XWMOTOHUS W LUOK, MPEXOAHN WCXEMUYHU RPUCTHLIN WU MO3BLYHU KPbBOUSNUBWY,
MCXEMUYEH MO3bYEH UHDaPKT npn ACE-uHXuGuTOpU, CBBP3aH ¢ XUNOTOHUS.

ycrara 1 eauka,
cUanoaaeHuT,

5

Uect He vyecTtn Pegku MHoro pegku
YeotoTa (>1/100, (>1/1000, (>1/10000, (<1/10000), KA.
> <1/10) <1/100) <1/1000) OTAENHWN cry4vau
CbpaeyHoO | XMNOTOHUA TpombBoembonusa, | MuokapaeH NHMapKT,
-ChoBa CUHKON nannuTauumu,
cuctema apuTMus,
TaxuKapaus, aHrmHa
reKkTopuc,
BlOLUaBaHe
fornecTTa Ha
Reynaud, BeHO3HM
HapyLeHns,
Tpombosa,
emb0onInabLM
HepBHa 3amalnBaHe, | CbHIUBOCT De3MnoKoICTBO, APEXCAHU
cuctema | ymopa, HapyLUeHo NCXEMUYHK
rnasobonue, 0BOHAHNE, NPUCTHLNN, MO3BLYHN
oTnagHanoc HapylleH BanaHe, | KpbBOM3NUBN
T napecTesus
[MTowxuyHm anarus, cTpax,
HapyLUeHN HEepPBHOCT CMYLUEHKE,
a Jerpecus,
HapyLueHnsa Ha
ChHS
MukoveH NnpoTenHypus BAOLLABAHE Ha (ocTpa) 6BbpevHa
TpaKT 6wvbpeunHata HenoCTaTLYHOCT,
T hyHKLMA, HedpoTUYHEH
rnosuLIABaHE HAa | CUHAPOM,
CepyMHUA WHTepCTULManeH
KpeaTuHWH, ypes 1| HedpuT, onurypus
a30T B KpbBTA )
Pecnivpato | kKawnuya, amcrHes, AHTNOHEBPOTUYEH
p-Ha OpoHXuT CUHY3UT, PUHUT, efem ¢ garanda
cucrTema thapuHrmT, 0BCTpyKLUMS Ha
' DpoHXOCMNasbM, B'b3[1yXOHOCHUTE
anepruyHa mbTUwa (BuK T.4.9),
VHTEepCTALMANHa | nynmMoeaem, B
NHEBMOHUS peaynraTt Ha ‘
CBPBXUYBCTBUTENHOC
T KbM
hydrochlorothiazide
CtomallHo- ragene, Chasmun B BKYCOBU uneyc,
YpeBeH Donku B enuractTpuyma, | HapylleHus, (xemoparmqu)
TpakKT Kopema, Kaxkga, 3aneK, | cyxora B ycTaTa, naHera.
noBpblUaHe, | Avapus, 3aryba | BbananeHue Ha
aucnencus Ha aneTuT NUraBuLUTE HA
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MOCUT

UepeH

Apob,
HbYKa

5

NnoBMLLUABaHE Ha
yepHoApobHUTE
eH3anMKn umnu
BunUpyouH

XorlecTaTUYeH UKTep,
XenaTuT, XbITEHNL,
XOneuncTuT (npy
npeaBapuTenHo
CbllecTByBaLlA
XonenuTtnasa),
yepHoapobHa
HeKposa
HeobGxogumo e
neKapcKo
HabsoaeHne, ako ce
Habnofaea ukrep
"WV NOBULLEHM
YepHOAPOOHN
ESH3UMU.

Koxa n
NoAKoXue

anepruyHn
KOXHWN
peakuun,
nogodbHu Ha
0bpus

hOTOUYBCTBUTEN
-HOCT,
BFIOLLIABAHE
cUHOpOMa Ha

_Reynaud,

npypuryc,
ypTUKapus, He-
aHTMOHEBPOTUYE
H efem Ha
rreseHnTe
(moBuLLeHa
4yecToTa Ha
aHrmoegem npu
JyepHoKkoXaTa
paca)

nsyepssiBaHe,
anadopesa,
aHrMOHeBPOTUYEH
enem

epuTeMa
mynATudopme,
cuHagpom Stevens-
Johnson, TokcuyHa
enugepmMarnta
HeKpo3a, BacKyITnT,
KOXHW peakumy,
nogoGHK npu
1ICOPVA3NC U
nemduryc, nynyc
epUTEMaTOSYC,
arioneums®,
BMoLUaBaHeE Ha
ncopuasuc,
OHMXOIN3a,
BacKyymT, Tpombo3a,
embonnsbm,
aHadunaxkruiHm
peakuuu ([opu
TEXKKN)
Heobxoguma e
HesabaBHa nekapcka
KOHCYNTaums npn
TEXKM KOXKHIN
peaxumn.

MyckynHo-
cKeneTHa
cucrema

MYCKYITHW
Kpamnu, Muarirus,
apTpanrus,
MyCKynHa
cnabocrt, apTput

rapanusa

Kpbe 1
nnmdHa
cucTeMa

NOHWXaBaHe Ha
XemornoduH,
XEMaTOKpUT,
NEBKOLMTONEHNS
TpomboLmTOneH
A

arpaHynoumTosa,
naKy neHMH




HeJ0CTaTbYHOCT
MeTabo- | Xunokanuemu| Xxunepkanmemus, | HapyweH danaHc | NIOBULLEHK
msbM | A, XUnoHaTpuemms, | Ha enexTponuTu U | Tpurnnuuepuan,
XUNEPYPUKEM | XunomMardesnemu| Te4HocTu ) xunepxonecreponem
na ¢ s, (ocobeHo npu W5, NoBULIEHA
noBuLLIABAHE | XUnepxJiopemus, | NauneHTun ¢ amMunasa,
Ha ypea u XunepkanumemMius, npesBapuTenHo BroLlaBaHe Ha
KpeaTuHMWH, ChLU@CTBYBALLO aunabet
XUMepPrrmkem "| 6BBpeyHo '
usi, nogarpa 3abonsiBaHe),
Xunoxriopemus,
meTabonuTHa
ankanosa
Oun ) KORIOHKTUBUT/ npexogHa
fbnedapur * Muonus,
3aMbIfIEHO
) . BIKAAHE
Yum . TUHUTYC
Monosu [ACOHWWKEHO UMMOTEHTHOCT
QpraHu nMbnzo ’

*.Tean onnakeaHusi morat fa ObAaAT NPEUAPYXEHU OT MOoBUlLieHa Temnepatypa,
Muanrg, eosuHodmnma wunm  nosuwieHn ANA-tutpu. ACE-unxuburopu ca
NPUMUHWIY QHMVMOHEBPOTUYEH €heM Npu Marika rpyna nalueHTy, BHIO‘-IBaLLl nue n
opo-thapuHreanyu Thkauu.

4.9. NpeposupaHe
CumMNTOMK Ha NpegosupaHe
B 3aBMCMMOCT OT KOMUYECTBOTO HA nNpefosvnpaHe ca Bb3MOXHU cregHuTe
cuMnToMu: 3abaBeHa auypesa, SNeKTPONUTHU HapyLUeHUA, TEXKa XUNOTOHWS,
Bescb3HaHue (4o KoMa), rbpyoBe, napesa, aputMust, Gpagukapauns, Wwok, 6xbpeyna
HeZOCTATLYHOCT W NapanMTu4eH uneyc.

Tepanusi Ha Npefo3upaqe “

[py npepos3vpaHe NEYeHWeTO 3aBUCK OT HayMHa 1 BPEeMETO Ha nornbluyade, oT
BWOA W TEXecTTa Ha cumnTomMuTe. [OMbNHUTENHO KbM OBWKWTE Mepku 3a
OTCTpaHsABaHe Ha cyBcTaHumsTa (Hanp.- cTomMawHa fpomueka, abcopbupauy
BellecTBa M HaTpres cyndat go 30 min. cnep nornbliaHe Ha NpopykTa) Tpsibsa ga
Cce MOHUTOPUPAT BUTAMHUTE NapameTpy 1 ako € HeoGxogumo nauveHTsT ga 6bae
HacTaHeH B MHTEH3UBHO oTaeneHue. Ramipril ce gnanuanpa B MHOIO Marka cTeneH.
Mpw xunotonns Tpsabea Aa ce OPUMNOXN HATPUEB XAOPUA U NPENUBaHe Ha TEYHOCTH.
AKo OTIOBOPBLT € HesajoBoNinTeneH, TpsabsBa Oa ce npunoXat KaTexonamuHu
WHTPaBeHo3HOo. MOXe Aa ce NpUNoXU NedeHne ¢ anruoTeHanH |l

Mpu pednekTopHa Gpagukapous Tpabea Aa ce NpoBeae JieveHne ¢ NerncMenKknbp.
Heobxogumo € MOCTOSHHO MOHWUTOpUPaHE Ha BOAHWUA, enekTponuieH «u
KncerMHHo/ocHoBeH ©OanaHc, KkpbBHA 3axap W cybctaHuum B ypuHara. [lpu
Xvnokanuemusi e HeobxoanMo AOMBIHUTETTHO NPUNOXKEHNE Ha Karui.

Mpu kMBOTO3acTpalUaBall, aHTVOHEBPOTMYMEH efeM, BKA4yBall € 3Yka-LI0TUCE
U/Vnv NapuHKea, ce NpenopbLYBa CHefHOTO feveHne:

MHesabaBHO nogkoxHo npunoxernve Ha 0.3-0.5 mg epinephrin
faBHO WMHTPaBEHO3HO NpunokeHne Ha adrenaline (cnassanm
paspexgaHe!), npu sanuceaHe Ha EKT 1 usmepsaHe Ha KpbBH




TOBa Ce mpunaraT rfloKoOKOPTUKOuAM cucTeMHo. [penopkyBa ce 1 NpunoXeHe Ha
AHTUXUCTAMUHK 1 Ho-peLenTopHU aHTaroHUCTU UHTPABEHO3HO.

HonbnHUTenHo KbM agpeHanvH MoXe pa ce npunoxu Ci- -MHaKTMBATOP, ako UMa
n3sectex Cq-MHaKkTuBaTopeH peduumr.

5. ®apMakonorMyHn AaHHu

5.1. ®apmakoguHamMMUyHKU CBONCTBA

@apmakomepanesmuyHa gpyna: ACE-nHxmburopu n guypetiun

ATC-xop: CO9BA 05

RamiHEXAL® COMp € MPOAYKT C aHTUXUMEPTEHIWBEH W AuypeTUdeH edexT.
Ramipril u hydrochlorothiazide ce npunarat camocToaTenHo unun B komouHaums ripu
NeJYeHne Ha XMNepToHNS.

AHTUXMNEpPTEH3uBHUTE edekTW Ha ABeTe cybctaHuuM ce gombneat. Edekiute Ha
NoOHWXXaBaHe HAa KPbBHOTO HansiraHe Ha ABeTe cybCTaHUMM ca MoYvTW agUTUBHY,
kato sarybaTa Ha Kanuii, npuyuHeHa oT hydrochlorothiazide, ce pepyumpa ot
echekra Ha ramipril.

Ramipril

Ramiprilat, akTueHusT MeTaBonuT Ha progrug ramipril, noTMcka eHsuma
dipeptidylcarboxypeptidase | (CMHOHWMW: aHTMOTEH3WNH-KOHBEPTUPALL eH3UM, KuHasa
[l Tosn eHauMm ce KaTanuaupa B nNnasMarta, KbAETO CE€ OCbLUECTBABA
NMPeBPbLIAHETO Ha aHMMOTEH3WH | B aKTUBHUSA Ba3OKOHCTPUKTOP aHrnoTeHsuH H u
pasnafaHeTo Ha aKTMBHUS. BasogunaTtatop 6pagukuHuH.

MoHwkeHoTo oOpasyeaHe Ha aHrMoTeHsuH [l v uHxMbupaHe Ha pasnaga Ha
BpadnKMHUH BOZAT A0 BasoduraTaums.

Ramiprilat Bogn go noHmkeHa cekpelnsa Ha angocTepoH, Tbid KaTo aHrmoTeHsuH |l
CTUMYNMpa CblUQ W ceKkpeuusaTa Ha angocrepoH. [loBuweHata BpagukWHMHOBA
AKTUBHOCT [LOMPUHACS 32 KapAWORPOTEKTUBHUTE U EHAOTENHO-MPOTEKTUBHY
edhektn, KouTo ca Bunu HabrogasaHy NpyM oNUTK € XUBOTHU. He e ussecTHO Ao
Kakea CTEMeH TOBa BOAW /0 HSIKOW HeXenaHU nekapcTBeHU peakuum (Harp. cyxa
Kawnuua).

MpunoxkeHnero Ha ramipril BoAM O 3HAYMTENHO MNOHWXKABAHE Ha MEPUEpPHOTO
CbOOBO cbhpoTueiieHne. OOWMKHOBEHO HsaMA rorieMu npomedn B ObOpeyHus
nnasMeH NOTOK UK CKOPOCTTa Ha rAoMepynHa currpauums.

Mpunoxexnero Ha ramipril npy nauMeHT ¢ XUNepToHUs BOAW A0 NMOHWXasaHe Ha
KPBbBHOTO HansraHe B NerHano W W3NpaseHo MornoXxeHne 0es KoMNeHcatopHO
noBulLaBaHe Ha cbpaeyHus puTbM. [pn NOBEYETO NALMEHTU C XUMEPTOHWA cCneg

- epoparnHo MPUMIOKEHWE Ha epHOKpaTHa A[03a aHTUXUNEPTEHSUBHUAT edekT

HacTenBa cneg 1-2 vaca, MakcumaneH edext ce joctura Ha 3-6 vac u
npogbikasa fo 24 vaca. [lpun npodbibkKWTENHO MpunoxeHne Ha ramipril
MaKcUManHuaT edekT ce rnossssa cnef 2-4 cegmuuy. [loxasaHo e, Ye no Bpeme Ha
NPOLBINKATENHO NeveHne aHTUXUNEPTEHSMBHUAT edekT ce nogabpxa 3a 2 rofqukn.
KpaTkoTpaiHOTO NpeKbCBaHE Ha FeveHmneTo ¢ ramipril He BOAM A0 PA3KO UMK CUITHO
noBuLLIABaHe Ha KPbBHOTO Hangraxe (,rebound” edekr).

Hydrochlorothiazide
Hydrochlorothiazide e TtwasugeH auypeTuk, koWTo noTucka peabcopbumsita Ha
Hanvnz 1 Xnop B anctanHute tyGynu. MNoeuweHaTa HubpeyHa excxpeum Ha Tesy

ExckpeuusTa Ha Kanuid 1 MAarHesuin € noBulleHa, eKckpeu
noHmwxxeHa. Bucokn [o3nM BOAAT A0 FOBULLEHA eKeKpeuus
MNPOSBIMKNTENHOTO NeYeHne NoHXasa ekCKpeludaTa Ha Kanuuia.



MexaHuambT Ha pgeiicteue Ha hydrochlorothiazide moxe pa 0bae cnegHus:
HapyLLeH HaTpMeB BanaHc, NMOHMXaBaHe Ha U3BbHKIETbYHATA TEYHOCT 1 Mila3meH
0bem, npomsiHa B 6B6peyHo- Cb/IOBOTO ChIMPOTUBIIEHNE KaTO MOHIKEHa peaKu,m
kbM noradrenaline v aHrmoTeHsuH Il.

EkckpeuusiTa Ha enekTponuTW W TEYHOCTU 3anoysa 2 vaca crief, NpUoXeHueTo,
Makcumym ce gocrura cnep 3-6 uvaca u  npoabmkasa  6-12  Jaca.
AHTUXMNEepTEH3NBEH ethekT ce Habnwogasa cned 3-4 feHa u npofbmkaea Ao 1
ceamuLa criej rnpekbcBaHe Ha neveHneTo.

Mpy NPOABIVKATENHO MPUNOKEHNE aHTUXMNepTeHauBeH edext ce Habmogasa npu
L0311, MO-HUCKW OT HeobxoauMuTe 3a AuypeTudeH edeKT. AHTUXUNEePTEH3UBHNAT
echekT e NPUAPYKEH OT feko nosuilaBaHe Ha cduntpauusita, 66pedHO-CHAOBOTO
CLMNPOTVMBNEHUE W AKTUBHOCTTA Ha M1a3MEHNs PEHUH.

Bucoku epHokpaTHu gosu oT hydrochlorothiazide morat ga noHwi@r nnasmeHust
obem, cKoOpoCTTa Ha TnomepynHa unipayusi, 6LbpeyHus nnasMeH noToK U
CPEeOHOTO apTepuarto KpbBHO HanaraHe. [Npu NpoSbInKUTENHO NevYeHne ¢ HUCKU
0031 Mra3sMeHusaT obeM ocTaBa NOHWKEH, [J0KaTo ChphevHusT 4ebut n ckopoctTa
Ha rnoMepynHa unTpauus ce BpbLUAT A0 HavyanHuTe CTOMHOCTY Npeaun sano4vsaHe
Ha nedveHneTo. CpegHOTO apTepnanHo KPbLBHO HandraHe W cucTeMHaTta Chhosa
PE3NCTEHTHOCT OCTaBaT NOHWKEHN.

TuasngHuTe AUypeTALIM MoraT Aa MoTUCHAT nakraumsTa.

5.2, DapMakoKMHETUYHW CBOMUCTBA

Ramipril

Ramipril nognexu Ha EKCTEH3MNBEH first-pass meTabonusbm (B YepHus Opob), KOETo
BOAM 00 oOpasyBaHe Ha €AVHCTBEHMA akTMBeH meTabonut ramiprilat. Cneg Tosa
ramiprilat ce riokypoHrpa v ce npespblla B ramipril-diketopiperazine, kato ectep u
Kato KucenuHa. ' ’

Cnepn metabonusma npubnusntento 20% ot nepopanHoe npunokeHus ramipril e
DuoHanuyeH.

bBuoHanuyHocTTa Ha ramiprilat cneg nepopanHo npunoxexne Ha 25 mg n 5 mg
ramipril e npubnuantTenHo 45%, cpaBHeHa € HeroeaTa HanWYHOCT cnef
WHTPABEHO3HO TPUMOXEHUe Ha cbluTe Josu. AbconioTHata OGuoHanuuHocT Ha
ramipril ce noeByWaBa ¢ NpuoXeHara 4o3a N MMa HerMHeHa dapmMakoKMHeTuka.
Crepn nepopanHo npunoxeHme Ha 10 mg paguoaktmBHo OenAsad ramipril
npubnusutento 40% ce exckpetupar ¢ eueca u okoro 60% ¢ ypuHata. Criej
WHTPABEHO3HO NpunoxeHve Ha ramipril npubnuantendHo 50-60% ot posara e
oTKpuTa B ypuHaTta (kato ramipril v HeroBute metabonuTu) m okono 50% ce
enuMMHMpPa No ApYru nbTuLa.

Cnen wvHTpaBeHO3HO npunoxeHue Ha ramiprilat oxono 70% ot cy6cranuumsita U
HeroeutTe MeTadonUTU Ce OTKpuBaT B ypuHara, kato 30% ot ramiprilat ce
enuMuHMpa No opyru netuwa. Cnea nepoparsnHo ripunoxeHwe Ha 5 mg ramipril npw
NaUMEHTN C APEHNPaH MUTbYEH TPaKT NPUONUINTENHO CBLLLOTO KONMM4ECTBO ramipril
W Heroeu MeTabornuTh Ce eKCKpeTMpaT Ypes ypuHaTa v Xbukara npes nbpeute 24
yaca.,

80-90% oT wmeTabonuMTUTe, eKkCKPEeTUPaHu u4pes YpuHata U XibuKkarta, ca
naeHTudpmumpann kato ramiprilat unu metabonuty. Ramipril rmtokypoHug v ramipril-
diketopiperazine ca 10-20% oT 0BLIOTO KORMYECTBO, AOKATO HEMETABONUBUPaHUAT
ramipril e okono 2 %.

MITAKO.
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Ramipril ce abcopbupa 6bLp3o cnepn nepopanHo npunoxeHue. Abcopbuuata Ha
ramipril, namepeHa KaTo PagnMoakTUBHOCT B YPUHATA, KOSTO € e4MH OT NbTullaTta 3a
enuMyHupaHe, e Hail-manko 56%. MNpuembT Ha XpaHa He nosnusiea abcopbuusaTa.

" MukoBUTE nnasMeHy KOHLIGHTpauuu crieq nepopaneH npuem Ha ramipril ce

pocturaT go 1 vac. Bpemeto Ha nonyxusoT e oxono 1 yac. NvkoBuTe nnasvexu
KOHUEHTpauun Ha ramiprilat ce gocturar 2-4 yaca cnep nepopanHo NPUNoXeHue Ha
ramipril. [TnasmeHuTe KOHUEHTpauuKn Ha ramiprilat MMaT MHOTOa3HO NOoHWKaBaHe.
HavyanHute chasn Ha pasnpegeneHue n envMuHvpadHe umat ty; oKono '3 yvaca.
Criegea nHTepmenuanda asa ¢ ty okono 15 yaca v TepMuHania dasa ¢ MHOIo
HUCKW MNasMeHU KoHUeHTpauuu Ha ramiprilat u ty, okono 4-5 pena. Tasn
TepMMHanHa hasa ce AObMmkM Ha OaeBHOTO AucouuupaHe Ha ramiprilat ot
cBbp3BaHeTo KbM ACE.

- HesaBucumo oT NpofbIKUTENHaTa TepMuHanHa dasa, cnes eAHOKpaTHa [HeBHa

gosa ot 2.5 mg vnu noeeue ramipril cnen okono 4 feHa ce AOCTUIa PaBHOBECHO
CbCTOSAHME. EeKTUBHNAT NONY>XNBOT, 3HAYNM 3a rpunoXxeHueTo, e 13-17 vaca ripu
MHOTOKpPaTHO MPUROXKEHUE.,

Crief UHTpaBEHO3HO NPUITOKEHWE CUCTEMHUAT oBem Ha pasnpeneneHne Ha ramirpil
e npebnuantenHo 90 | n Ha ramirpilat e okono 500 1.

MpuonuantenHo 73% un 56% ot ramipril n ramiprilat ce cBLPSBaT ¢ NNasMeHUTe
APOTEUNHMU.

KuHeTukara Ha ramipril n ramiprilat npu 3gpasu gobposonuM Ha BL3pacT oT 65-76
rOAWHY CbOTBETCTBA Ha TAXHATA KMHEeTWKa Npu 3gpaen miaayn Aobposonuu.

Mpu naumeHTn ¢ HapyweHa 6bOpeyHa dyHKUMs OnOpedHaTa ekckpeuus Ha
ramiprilat e noHwkeHa W KNupbHca' Ha ramiprilat Kopenupa nponopuuoHaNHO Ha
KpeaTUHWHOBMSA KNUpbLHC. ToBa BOAW A0 MOBULUEHW NMasMEHW KOHLUEHTpauun Ha
ramiprilat, kouto ce noHwkaeaT no-0aBHO, OTKONKOTO MpY fauleHT ¢ HopMarHa
6bOpeyuHa yHKLUA.

Mpu npynoxexne Ha Bucokn fosu ramipril (10 mg) npu YepHonopobHo HapylleHue
ce 3abass npespbluaHeTo Ha ramipril B ramiprilat, KoeTo Bogu OO0 MNOBULLEHM
nriasMeHyn KoHUeHTpauuu Ha ramipril u ce 3abaBs HErOBOTO €NUMUHUPaHe.

Mpwu 3gpaBu naumMeHT! W NauMeHTU C XUNEPTOHWsST He e HabnpgaBaHO 3HAYUMO
HaTpyneaHe Ha ramipril u ramiprilat crieg nepopanHo npunoxeHue Ha 5 mg ramipril
BEAHDBX JHEBHO 32 2 cefiM1LM CMPAMO NALIMEHTU CbC CbpAEYHa HeAOCTaTLYHOCT.

Hydrochlorothiazide
Oxkono 70% ot hydrochlorothiazide ce abcopBupa cnef nepopanHo ApUIoKEHUE Y
BuoHanuyHocTTa e okono 70%. [NukosuTe NnasmeHn KoHueHTpauuu ot 70 ng/ml ce
pocturat 1.5-4 vyaca criep nepopanHo npunoxeHne Ha 12.5 mg hydrochlorothiazide,
oT 142 ng/ml ce pocturar 2-5 4yaca crief, nepoparnHo npunoxexHve Ha 25 mg
hydrochlorothiazide n ot 260 ng/ml ce pocturat 2-4 vaca crep nepoparnHo
npunoxenune Ha 50 mg hydrochlorothiazide. Okono 40% oT hydrochlorothiazide ce
CBbP3Ba C NMa3MeHNTE NPOTEUHN.

Hydrochlorothiazide ce enumuHupa NoYT HANBLNHO U B HEMpPOMeHeHa ¢opma (Hag
95%) uypes OvbpeumTe. .Crieq nepopanHo MPUITOXKEHWe Ha efHokpaTHa fosa 50-
70% ce ekckpeTupat Ao 24 vaca.

CybcraHumaTa moxe da Obge oTKpuTa B ypuHata 60 min. cnen npuioXeHneTo.
BpemeTo Ha nonyxueoT € 2.5-15 waca. Ipu nauneHtn ¢ 6b6pevHo Hapyu.leHwe
EeKCKpeunsiTa e TnoHmkeHa U ty e yabmKeHo. BwubpeuHusT risnwpbw,lg{g
hydrochlorothiazide e TscHO cBbp3aH ¢ KPEaTUHWHOBUA KITVMPBHC. ﬁ‘ \ng
rnmomepynHa duntpaums nog 10 ml/min camo 10% ot npun

oTkpuBa B ypuHata. MocnegHuTe npoy4saHna nokassar, 4e 4acT
W3BBLPLLBA NO APYTA NBbTULLA (KTbYKa).




Hydrochlorothiazide npemrHaBsa B MatYMHOTO MITSIKO B MariKy KONMIECTBA.

He c¢a HabniopgaBaHW 3Ha4YMMKM TNPOMEHW BbB  (hapMakoKMHeTMKaTa Ha
hydrochlorothiazide npu yepHogpobHa Luposa. ’

Hama npoyuBaHusa Ha drapmakokuHeTukaTa Ha hydrochlorothiazide npu nauneHTtn
CbC CbhpAeyHa HeJoCTaThLYHOCT.

Ramipril n hydrochlorothiazide .

EQHOBpeMEHHOTO  MpunoXeHwe Ha  agsete  cybcTaHuuM  He  MOBIuABa
BMoHanMYHOCTTa HA OTAENHUTE KOMMOHeHTU. PukcupaHata kombuHaums ot & mg
ramipril u 25 mg hydrochlorothiazide e eksuBarneHTHa Ha TAXHOTO ©QHOBPEMEHHO
CaMOCTOATENHO NPUIIOXKEHUE U MoraT fa ce NpuemarT KaTo BuoeKsnBaneHTHu.

5.3. MpeoknuuuyKlKu faHHK 2a 6e30MacHOCT

Mpu npegknMHUYHN NpoyYBaHus HabnofasaHUTe egeKT ce ObIKaT Ha MoBuLLeHa
hapmakoguHamMmniHa akTHBHOCT (NpoMsHa B Mra3MeHUTe enekTponuTy, HapyLleHue
Ha OKCTarnmoMepynHaTa cuctema W aHeMus) fnpu [03W, KOWTO 3HauWuTenHo
HaJBULLABAT TepaneBTUYHUTE 4031 NPY Xopa.

He ca HabniopgasaHu TepaToreHHW edekTv npu 3ailM W nIbXoBe U ca
HabmogaBaHu eheKT camo NpY NITLX0BE, MoSyHasaluy BUCOKW 403u, NG Bpeme Ha
BpeMeHHOCT U KbpmeHe (aunaTauust Ha 6L0peYHns nnesuc).

MpeoknyHUYHUTE gaHHU He nokassaTt apyr ocobeH pucK 3a Xopa, Bb3 ocHOBa Ha
KOHBEHLIMOHATHW NpoyYBaHWsA Ha chakmakonorus Ha besonacHocTTa, TOKCUKONOorus
Mp¥ MHOFOKPATHO NPUIOKEHUE, FEHOTOKCUYHOCT W KapLMHOreHHOCT. .

6. PapmaleBTUYHU AaHHU

6.1. CNUCBLK HA NOMOLHUTE BewecTsa
Hypromellose

Cellulose, microcrystalline

Starch, pregelatinized (maize)

Sodium hydrogen carbonate

Sodium stearyl fumarate

6.2. DUIUKO-XMMUYHU HECHLBMECTUMOCTH .
Hama n3BecTHN.

6.3. Cpok Ha rogHoCT
CpOoKbT Ha rogHOCT Ha NpofyKTa e 2 rogvHu OT gatarta Ha nponseoactso. [a He ce
npunara cneg ustu4ate Ha gatara, osHadeHa BbpXy onakoskara.

6.4. CneuuanHu ycnoBus Ha ChXpaHeHue
[Ja ce coxpadsiea npu Temnepatypw nog 30 °C.
[la ce cbxpaHsiBa Ha MecTa, HefoCcTbIHY 32 feual

6.5. JaHHuX 32 onakoBKara
BrimcTepu anymuHUiA/anymMuHuia.
OpuryHaIHy onakoBiu1, CbAbPKaLLy: 30, 50, 100 TabneTtku

6.6. MpenopLku 3a ynorpeba
Hama cneuuanHn npenopbki 3a yrioTpeba.

7. Ume 1 agpec Ha npUTexaTess Ha paspelleHUeTo 3a ynoTtpe
Hexal AG
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8. PerucrpaumoHeH HOMep B perucTbpa
20050531 ‘

9. Oara Ha NbPBO pa3pellaBaHe 3a ynoTpeba Ha fiekapcTBeHMs1 NPOaAYKT
16.11.2005 '

10. JaTa Ha aKTyanu3auus Ha TekcTa
Hoemepn 2006
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