KPATKA XAPAKTEPUCTUKA

1. TLProBCKO MMe Ha riekapcTBenns: npopryiiHICTEPCTBO HA SEPABEONABBAHETO

RamiHEXAL® gomp FIHACHEHHE Kb gi
PamuXEKCAJT™ komn/ paspewsiue saynorpebale [-L48 60 ((54{)3}
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2. KorinuecTBeR ¥ Ka4¥eCcTBEH CHLCTaB: 6’{%%25‘ & fW ]

1 Tabnerka ceabvpxa 2,5 mg ramipril u 12,5 mg hydrochlorothiazide.
3a nomollUHuTE BelyecTsa BXK T. 6.1.

3. llekapciBeHa dopma:
Tabnetkn — BGernuy, enuncoBUAHKY, MOCKK, C genuTerta Yeprta v LWamna

oT efiHaTa cTpaHa ,R 157

4, KrivHMYHM OaHEN:

4.1. MNokazanms:

EceHunanHa XunepToHUst NPy NauneHTy, ipyu KOUTO KPbBHOTO HansraHe
He Moxe pfa ObAe NOHMXKEHO [OCTaTb4HO C ramipril, npunoxeH

CaMOCTOATEITHO.

4.2. [o3¥poBKa M HAa4YMH Ha MPUIioXEeHKE:

Btapacmhru:

FpunoxeHueTo Ha dukcupasara KombuHaLus RamiHEXAL® comp ce
npencpbyBa camo Ccrief WHAMBUAYanHO TUTpUpaHe Ha [o3uTe Ha
OTAENHUTE KOMMOHEHTW. [losaTta MOXe Qa ce nosuluaBa Mpes
MHTepBanu Ha-manko ot 3 cegmuumn. ObuyaitHaTa nogabpxaila fosa
e 2,5 mg ramipril u 12,5 mg hydrochlorothiazide, npurioxenu CyTpuH.
MakcumanHaTa fosa e 5 mg ramipril u 25 mg hydrochlorothiazide.

lMayuenmu e HanpedHarna eb3pacmi:

Flpn nauMeHTV B HanpenHara Bb3pacT K NauveHTn ¢ KpeaTuHWHOB
knupsHe mexzy 30 u 60 mi/min uHoMBMayanHWTe SO3WU Ha OTAEMNHUTE
komnoHeHTH ramipril u hydrochlorothiazide Tpsbea na 6wgat TUTPUPEHN
0coBeHo BHUMATENHO MpeAM 3anousaHe Ha Tepanusi ¢ RamiHEXAL®
comp.

Nozata Ha RamiHEXAL® comp TpsifBa aa 6bAe BL3MOXHO Haii-
HUCKaTa. [lpoaykTsT € MPOTUMBONOKa3aH npu nauueHT € TEXKO
HapylieHue Ha ObOpevHata dyHkUWs (KpeaTuHuHoB KupbHC < 30
mi/min/1,73 m® TenecHa NoBbLPXHOCT)(BYX T.4.3).

HapyuweHa yepHodpobHa ghyHKUUS:

Mpy nauyeHT C NeKka A0 yMEPEHO HapylueHa
nosata Ha ramipril Tpabea ga Obae TUTPUpPaHA
kM RamiHEXAL® comp.




RamiHEXAL® comp He Tpsibsa fa ce nipunara npu NauneHTn ¢ TEeXKo
HapylleHa YepHoapobha cyrkums u/nnu xonecraaa (B 1.4.3).

Heya:
He ce npenopw4sa npurioxerne Ha RamiHEXAL® comp nipu oeua, Thik
KaTo curypHocTTa 1 6esonacHoCTTa Ha NPUNoXeHue He ca YCTaHOBEHMW.

HaurH ¥ MpOSLINKMTENHOCT Ha NPUIOXeHne
RamiHEXAL® comp Tpsibea ga ce npuema kaTo efHOKpaTHa A03a
CYTPVIH TIPEAU, MO BPEME UMW CIEf XpPaHeHEe.,

TabneTtkute TpsGBa fa ce npvemat uenu, bes aa ce vynsT.

4 3. [lpoTrBONOKazaHns:
RamiHEXAL® comp He Tpsibea fa ce npunara npu:

- CBpbXYyBCTBUTErNHOCT KbM ramipril, gpyru ACE-uHxubutopuy,
THasuau u gpyri cyngoHamuan v KbM HSIKOE OT MOMOLUHKTE
BELLEeCTBa

- aHTUOHEBPOTUMEH eeM B aHamMHesaTa, CBbp3aH C fe4YeHue ¢
ACE-vHxubuTopu, nnu HacrnepcTBeH uavonaTnieH asrmoeaem

- Texka OvbpevHa guncdyHKUMa (KpeaTWHWHOB KnupbHC nog 30
mi/min/1,73 m* Tenecka MOBBPXHOCT) UIMK aHypus

- TeXKa yepHoapobHa aucdyHKLKkS u/unn Xonecrasa

- BpeMeHHOCT 1 KbpMeHe (BUXK T. 4.6)

- CreHosa Ha 6bvbpeunute aptepum  (bunaTtepanHa  Unn
yHUnarteparnHa npun nauueHty ¢ eanH 6uopek)

- [uanusa wiMm XemourTpaums uYpes oTpuuarenHo 3apefeHu
BUCOKOMNPONycKnuam membparn (Hanp. AN 69)

- LDL-atepesa

- LeceHcubunmsvpalla Tepanus

- JeKomneHcupaHa cbpaeyHa HepocTaTbyHocT (NYHA V)

- MbPBUYEH XUMNEpangocTepOHU3ILM

- CbCTOsHME criefl DbOpeyHa TpaHcnnaHTauus

- XEeMOOVHaMW4YHO 3HaYuUMa CTeHO3a Ha aopTHaTa Wi MWUTparnHa
Knana unuv xunepTpohudHa oBCcTpyKTUBHA KapauoMUonaTs

- KIMHUYHO 3Ha4YMMKM  HapylleHWA Ha enekTponuTHus OGanaHc
(XuriepkanumeMns, XMnoHaTpueMnsl, XUnokanmeMmsi)

4.4. Crieunanun npenynpexneHns ¥ npennasHy Mepku npu
yrioTpeba:

Xurnormonrus
Ramiprit Moxe pna npeawsBuka 3HaduTeneH crafj Ha KpPbBHOTO

HansraHe, ocobeHo crief, NMpuUem Ha MbpeaTta 403
Toea ce Habngasa pAAKo NpU HeYCHoXHEHS
ce HabmogBa Npu nauneHT ¢ aeulnT Ha




fledeHne ¢ guypeTuun, orpaHudeHa Ha con aweTa, Auvanusa, guapus,
rnoepblUaHe UMW TEXKa XUNOToHUA. ToBa ce Habritofasa no-4ecTo rpu
naLMeHT Ha neveHne ¢ BUCOKM 403U BpUMKOBYM AuypeTULM, NauueHTH
C XuvnoHaTpuemwnss unu HapyweHa OvbpeuHa yHKUMSA. JleveHneto ¢
Apyru auypetuuy Tpabsea fa ObLe npexbCcHaTo Npefn 3anoyBaHe Ha
Tepanusi ¢ RamiHEXAL® comp, Tbli KaTo nNPOAYKTBT ChbAbpXKa
hydrochlorothiazide.

Mpn nauneHT, Ha KOWTO CBLAOBUAT TOHYC U ObOpeuHaTa yHKUUS
3aBUCAT B 3HauuTenHa CTEeNeH OT PeHUH-aHMMoTeH3MHOBaTa cucTemMa
(Hanp. nauMeHT C TeXKa CbphAedHa HeZOCTaTBYHOCT WM Apyrv
noanexaiyy 6v0peynHn 3abonaBaHns, BKIAUUMTENHO CTeHO3a Ha
6bOpevHaTa apTepus), Npu e4HOBPEMEHHO IeYeHne ¢ APyru NpoayKTy,
KOUTO foBnusABaT TasnM cucTema, ce Habrnogasa ocTbp cnag Ha
KPbBHOTO HanaraHe, asoTeMus, onurypusi unu (psaako) 6bGpedHo
HapylueHue.,

3HauUTENHUAT crnag B KPbBHOTO HarndraHe npw naumneHT ¢ MCXemmuyHa
cbpheqHa BonecT unm atepockrepo3a MoXe Aa MPUUNHK MHMapKT Ha
MyiOKapAa WhKM WMHCYNT. AKO BB3HMKHE XUMNOTOHWA, TpsbBa fa ce
NPpUNoXKU CTaHaapTHOTO neveHue. MaunenTsT TpsiOBa Aa ce nocrasu B
TIErHaro nonoXeHue U MOXe [a Ce HaroXu MHTPaBEeHO3HO NpUioXeHne
Ha dusnonornyeH pasTBOp Ha HaTpyueB XJTopua.

Mpy nauueHTH, M3NOXeHW Ha BUCOK PUCK OT XUNoToHus, Tpsbea fa ce
npocrieasisa KPbBHOTO HansraHe 8 yaca crief MbpPBOTO MNpUIOKeHUE U
crieq BCAKO nosuiliaBaHe Ha [03aTa.

lbpsuyen andocmepoHussM (bonecm Ha Conn)

Mpunoxenneto Ha RamiHEXAL® comp e npoTvBONOKasaHo Mpu
NaLMEHTH C MbpPBUYEH XUIEepanfoCcTepOHN3BM, Thil KaTo Te3u nauneHTu
HE pearMpaT Ha aHTUXMMNEPTEH3WBHY NPoAYKTY 4pe3 KHxubupaHe Ha
PERVH-aRMOTEH3VHOBATA CUCTEMA.

Hapywera 6bbpeyHa yHxkyusa/6ubpeyHa mparcrnasmauus
MperneAbT Ha NMauUMEHT# C XWNEepToHUs BuHark TpsabBa fAa BKMloYBa
onpenensaHe Ha GubpeuHaTa dyHKUNS Npeay 3arnoyBaHe Ha nevexne ¢
RamiHEXAL® comp.

MMpu naumeHT™ C HapyweHa ObOpeyHa yHKUUS Ce npegnovyuTar
BPUMKOBU OuypeTyuUun rnpegn Tuasuan. Axo RamiHEXAL® comp ce
npunara npy nauWeHTW C Hapywena 6bbpevHa  yHKUMA, ce
NpenopLysa nepuoSuyHO onpedensHe Ha Kanui, KpeaTuHuH U ypes.
Hama ganHu 3a ynotpebata Ha npogykra fpu MauueHTn, Ha KOUTO
HaCcKopo e uasbplueHa ObbpeyHa TpaHcnnaHTalus.
Moxxe fa ce Habnwogasa NpoTeEUHYPUS Mo BpemMe
ocoBeHo npu MauueHTU CbC CblllecTByBallo 6
npy BUCOKY [03u ramipril.




CmeHo3a Ha ObOpeyHUme apmepuu

RamiHEXAL® comp e npoTuBonokasaH npyu CTeHO3a Ha GbOpevHuTe
aprepuun. ACE-mHxubutopute Morat Aa noBulLaT CEPYMHUST KpeaTuHUH
N KOHLUEHTpauusiTa Ha ypes B KpbBTa Npu nauvMeHTv ¢ 6unatepanda
unu yHunatepanHa (npy naumMeHtTM ¢ eguH ObOpek) creHosa Ha
ObbpevnnTe apTepun. AKo MMa CbMHEHWs 3a CTeHo3a Ha BbbOpeuHuTe
apTepuu, TpabBa fa ce HanpaBy peHTreHorpadus Npean sanoysaHe Ha
NeYeHneTo.

AopmHa cmeHo3a/xunepmpodbuyHa Kapouomuonamusi

RamiHEXAL® comp TpsibBa fAa ce npuriara ¢ NoBULIEHO BHUMaHWE fpy
MaUUeHT C aopTHa CTeHo3a, XUNepTpoduyHa Kapauomuonatus U
APYTM CbCTOSiHWS, CBBP3aHW ¢ Tesn 3abonssaHusa. [lpu  Texim

cueTosHus RamiHEXAL® comp He Tpsibea pa ce npunara.

Texka cppleyHa HedocmambyYyHoOCT
[Mpy naumeHTV C TEXKa ChpAeYHa HegoCTaTh4YHOCT (knac V) reveHneTo
TpsAbBa Oa ce OCLLUECTBM [0f CTPOr JeKapCKM KOHTPON W HUCKa

HavyarnHa fosa.

AHzuoedem
Flpy nauuerTy, npuematiyn ramipril, ocobero npes mbpBuTE cCeamMULK Ha

neyeHueTo, MoXe ga ce HabniogaBa aHrMoeoeMm Ha nuue, KpahkHulm,
YCTHW, NUraBuLK, €3uK, FIOTUC wunu napuHke. Psako ce Habnwogasa
npu NpogbIPKUTENHO neueHue. AKO ce Halbnwgaea aHrMoenem,
TepanusaTa Tpsabea pna 6bae npekscHaTa HesabaBHO U 3aMeHeHa C
APYro rnevyeHune, Koeto He BkmiouBa ACE-nHxnbnropu.
AHIMMOHEBPOTUYHUSAT S[EM Ha e3uka, rmoTUCa Wunn napuHkca Moxe ga
bvae chataneH. HesabaBHo Tpsibea fa ObhaT npefnpueT CreLtHu
MEpKU, BKMNIOYBALLK S.C. envHedpuH (agpexnanuH) pasteop 1:1000 (0,3-
0,5 mi) unun 6aeHa i.v. HpY3ua (1 mg/ml, cnaspailki UHCTPYKUMKUTE 3a
paspexganel), npy EKIT moHuTopypaHe v npocnefsiBaHe Ha KPbBHOTO
Hangrade. [launeHTLT TpAbBa pda Obge XocnutanuaupaH WU
HabrioaasaH 12-24 yaca v He Tpsibea aa 6bae nanuceaH A0 NbIHOTO
OTLUYMSIBaHE Ha CUMITOMUTE.

Luanusa
Mo Bpeme Ha nedenne ¢ RamiHEXAL® comp Tps6sa fa ce usbsirea
avanunsa unu xemoduntpaums ¢ poly(acrylonitrile-co-sodium-2-methallyl
sulphonate) Bucokonponyckiueu membpadu (Hanp. “AN 697). Ako e
HanoXUTENHO  W3BBPLUBAHETO  Ha  ChelHa wanusa - unu
xemocuntpaums, ACE-uHxmbutopsT TpsibBa B
APYT aHTUXUNEPTEH3MBEH NPOZYKT uik Tpsb
BUAOBE XeMOfManu3sHu membpanu.




LDl -achepesa u deceHcubunusayusi

Axko ce npunarat ACE-uHxubutopu epHoepemeHHo ¢ LDL-adepesa
(LDL - nunonpoTenHW ¢ HUCKA MITBTHOCT) C ASKCTPaH cyndar, moraT fa
ce Habriogasar XuBoTo3acrpattiasalii aHaunakTuuHn peakinii.

Axo ce npunarat ACE-uHxubunrtopn &1HOBPEMEHHO c
JeceHonbunusvpaila Tepanus cpetly oTpoBa OT Hacekomu (Hanp.
nueria unu oca), CbLUECTBYBa PUCK OT aHadunakTh4YHM peakuyum (Hanp.
criag B KPLBHOTO HafsiraHe, AUCMHEes!, MOBPLLUEHE K KOXHWN aneprudHi
peakLiun).

AKo ce Hanara U3BbPLUBaHE Ha LDL-acepesa Mn
AeceHcubunusupalla Tepanusi cpewy oTpoBa oOT Hacekomu, ACE-
UHXMOUTOPBET TpsibBa BpemMeHHO f[a ce 3amMeHn c  Apyr
aHTUXUNEPTEHINBEH NMPOLYKT.

CepbxyyscmsumenHocm, aHaunakmuyHu peakyuu
[Mpy naumeHTH, Npremalin Tmasugnm, MoraT ga ce HabnwpasaT peakuuu
Ha CBPBbXYYBCTBUTENHOCT ¢ unu Oe3 aHamMHesa 3a anepruss unum
OpoHxuanHa actma. [oKraaeaHo € BrowaBaHe WM aKkTMBupaHe Ha
CUCTEMEH NyNyc epuTEMaTO3yC Npy Tepanus ¢ TUasugy.
RamiHEXAL® comp MoXe pa ce npunmara camo Criel MHOro
BHUMAaTENHa OLeHKa Ha ChLOTHOLUEHUETO MOonsa/puck, npu perynspHo
MOHUTOPUPAHE Ha BaXXHUTE KIMMHWYHM 1 nabopaTopHu napaMeTpu npu
crieqHuTe criysau: '
- HapyweHW WMYHHU peakuun Wi KonareHosn (Hanp. nynyc
epUTEMaTO3YC, CKINepoaepmMusi)
- ©[HOBPEMEHHO FEYEHNE C NEKapCTBEHM NPOAYKTW, MNOTUCKELLM
UMYHHUTE  peakumum  (Hanp.  KOPTUKOWAM,  LMTOCTaTuLM,
aHTUMeTabonuTy), arionypuHoN, NpoKanHaMug unm NUTUn

- noparpa

HapyweHa yepHodpobHa hyHKUUS
Tuasungute TpsibBa fa ce npunaratr BHAMaTENHO NpW fauueHTn ¢

HapylwleHa uJepHoapobHa yHKUMSE WRK HanpepHano 4epHoapobHO
s3abonsBaHe, Tbil KaTo npoMeHuTe B OanaHca Ha TeYHOCTU W
ENIEKTPONUTU MoTaT Aa MPUUMHAT YepHogpobHa Koma.

Enexmponumen oucbanarc
TpsbBa fa ce U3BBLPLLUBAT PerynspHU n3cnefBaHusa Ha enekTponnTuTe.
Tuasugute, BkmounTenHo hydrochlorothiazide, morat ga Hapywart
BanaHca Ha TEYHOCTM WM EnekTponutu  (xunepkanuuemus,
Xuriokanmemus, XUMOHaTPNeMus, xuriomar W
XVMOXopeMuyHa ankarnosa).

TuasupHuTe AWYPETAUM MOraT ga MNoHwXar
ypes ypuHaTta W Aa MPUUUHAT Ko TOBW
KOHUEHTpauus B cepyma.

&
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UsaeeHa xunepkanuuvemmns MoXe pa Oble npuMsHak Ha ckputa
XuriepyHKUMs Ha naparunpeongHuTe Xxnesu. [lpyuembT Ha Thasuan
TpsbBa ga ce npeKbCHe Npenu N3BbpLUBaHe Ha TECTOBE 3a TUPEouaHa
OYHKLUMA.

[py Trasugute HaW-roNeMUAT PUCK € Xunokanuemmsa. To3nm pPUCK
Tpabea fa ce uMa npeaBua NpY HAKOW nonynauum nauueHTy (NnauneHTy
B HanpepHana Bb3pacT ¢ Unm 6e3 HefoxpaHBaHe, UMPOTUYHK NAaLMEHTH
C efeMm 1 acuur, CbphevHo OorHW ¥ NauMeHTM CbC CbPAeYHa
HEQOCTATBYHOCT) W 1Py MauneHTw, npremMaliy eLHOBPEMEHHO
KopTukouau unv appeHoxoprtukotponeH xopmorn (ACTH). CepymHusat
Kannin TpsbBa fa ce onpefens npeaun sanoysaHe Ha NeYeHUeTo, cneg
efHa cegMuua U crief ToBa Npe3 perynsapHu uHTepBany OT Bpeme.
EQHOBPEMEHHOTO MPUNOXEHUE Ha Kanui-CbXpaHaBallW JuypeTuLu,
Kanueen pobasku, COnesBu 3amMecTuTenn wwnu LPYr NeKapCcTBEHW
NPCAYKTY, MOBIMUABALLM HMBATa Ha Karnvh B KpbBTa (Hanp. XenapuH
HaTpWii), MoraT Aa NoBULUAT KanueBuTe HMBA B KpbBTA.

MNpn naumeHT ¢ yabmkeH QT-uHTepBarn, B pesynTaT Ha uanonaTusa unm
ynotpebata Ha  nexapcTBeH — NPOLAYKT,  Xuiokanuemusita n
OpapukapauaTa ca pPUCKoBK (pakTopn, KOUTO MoraT fa NpUYnUHAT
Taxukapaua “torsade de pointes”. lNMopagn Tasn npuynHa CepyMHUTE
HUBa Ha Kanuit Tpabsa fa ce npocnenssaT Npes perynapHyu UHTepsany
OT Bpeme. :

Memabonu3bm U eHOOKpUHHa cucmema

JleueHneTo ¢ TUaIUOHWM AMYPETUUM MOXE fAa MNOTUCHE TTIHKO3HUA
ToriepaHc. Moxe p[a ce HanoXu KopurpaHe Ha fosara  Ha
aHTUaAnabeTHUTE MPOAYKTW, BKIMIOYMTENHO WHcyrnuH. 1o Bpeme Ha
reveHne ¢ Tuasuau naTeHTHUAT anabeT MoXe fa ce manudecTupa.
Habmiopaeanu ca NOBULLIEHM HMBA Ha XONECTEPOos u Tpurnuuepuan no
BpEME Ha NevYeHMe C TMasnam, HO He ca AOKNafBaHu Takuea edekTy
npu gosu ot 12,5 mg.

TuasupgHUTe JMypETULM FOBULLABAT KOHUEHTpauusaTa Ha [UKOYHa
KACENWHa B KPbBTa U MOoraT fa NpUuMHAT nogarpa npy YyBCTBUTENHU

naumeHTu.

lauuenmu 6 HanpedHana eb3pacmi

Peakuuata koM ACE-muxubutopy moxe na 6Obae noBulleHa npu
naumMeHTy B HanpegHana sb3pacT. HavanHata fosa Tpsbsa ga b6bae
Hucka (Bwxk 4.2). lNpenopbuBa ce rnpocriegssaHe Ha 6bOpeyHaTa
hyHKLMSA Npean 3arnoyBaHe Ha Tepanus.

Heua
RamiHEXAL® comp He ce nperoptysa fipy Aeua.




Orniepayus/aHecmesus

Ramipril Moxe Oa npudvMHWM XUNOTOHUST W XUMOTOHUMEH LUOK Mpwn
nauveHTy, NoANEXalln Ha rorsma onepaumus U KoUTo ca nop yrnowka, B
pes3yrnTaT Ha noTeHUMpaHe Ha XUMNOTOHUYHUS edeKT Ha aHecTeTuUuTeE.
Moaxoaswo rnedyeHWe B Te3U Ciyyau € MperiMBaHe Ha TEeYHOCTHU.
Tuasuaute wmorat f[a MOHWXaT apTepmanHata peakuusi KbM
HopagpeHanuH. Tlpy cnelHn onepauuyu SO3WTe MpU NpemMegvkaums v
Ha aHecTeTuka TpsibBa fa ce noHwxaT. Tuasupgure Morat fna ycunar
peakuusta keM TYOOKypapuH. AKO € BbL3MOXHO, Npeawn onepauvs,
nedeHveTo ¢ RamiHEXAL® comp Tpsbsa ga ce npekbcHe, B NPOTMBEH
criyyalh e HeoOXopvMo crneumanHo BHUMaHWe 3a TpeTupaHe Ha
0DCTPYKUMSt Ha NOTOKa OT fisiBaTta Kamepa.

Heymponerus/azparynoyumo3sa

NokrnanBaHn ca HeyTponeHusi, aHemwusi W TpomOouMuToneHus npw
npunoxenue Ha ramipril. PUckeT oT HeyTporeHusi € 3aBucumM OT fosara
n e cBbp3aH C HapyleHa 6bbpedHa cyHKUmA, ocobeHo akc ToBa €
CBBP3aHO C KonareHosw, KaTo CUCTEMEH fynyc epuTemMaTosyc,
CKMepoaspMua U rneuyeHue ¢ uMyHocynpecaHTh. Heyrponehusata e
oBpaTiMa npu npekpaTaBaHe Ha nedyeHueTo c ramipril.

Mpu Tuasugu ca HabnogasaHyW IEBKONEHWs!, arpaHynouuTosa,
TpoMOOLMTONEHNS N annacTyHa aHeMust.

4.5, JlekapcTBeH U ApYry B3aWMOLEeRCTBKSA:

Onucann ca crnefgHUTeE B3auMOLEWCTBUS MexXay RamiHEXAL® comp,
apyrn ACE-uHxmbuTopu unm NPOAYKTY, CbabpXaLLm
hydrochlorothiazide ripn egHoBpeMEHHO NPUIOXEHNE C:

Hatpues xnopus
MoHUWXaBaHe XUNOTEH3UBHNS edekT Ha RamiHEXAL® comp.

AHTUXUNEDTEH3WBHU NPOAYKTY (Hanp. Apyri auypeTtutn, beta-
agpeHepruyHun Grokepu); HUTPaTWU, BasoauniaTaropu. DapbutypaTtu,
hEHOTUA3VHN, TPULIMKNUYHU aHTUAENPecaHTh U ankoxoi
3acurnBaHe Ha aHTUXUNEPTEH3NBHIS edeKT Ha RamiHEXAL® comp.

AHarnreTuun, npoTUBOBBL3NaNMTENHN (Hanp. Npou3BooHW Ha

canuuunoparta KucernnHa, UHAOMETaLUMH)
Bb3MOXHO € [oHWKaBaHe Ha aHTUXUNEPTEH3WBHUS edeKkT Ha

RamiHEXAL® comp. Moxe fa Bb3HWKHE XunepkanieMmusn. Bb3moxHO e
[ia ce Npoeokupa ocTpa ObGpeyHa HepocTaTbYHOCT, ocobeHo mnpu
XUNOBONEMUS.




[TpunoXxeHne Ha BUCOKW [031 canvumnriaTi
Hydrochlorothiazide moXe pa 3acunm  TOKCUYHUTE eMEeKTU Ha

canuuunatute Bbpxy LIHC.

Kanwil, kanni-cbXxpaHsasaLln AuypeTuuy (Hanp. CnvpoHONaKToOH,
aMmunopua., ToMamMTepeH) W APYry JIEKapcTBEHW NPOAYKTU, KOUTO Morat
na rnoBuWaT KOHUEHTpauusaTa Ha Kanui B cepyma (Hanp. xenapuH
HaTpwit) ‘

Mpy egHOBpEeMEHHO MPUNOXEHWE C Tesw NpoAykT¥ ramipril moxe Aa
npeausBnKa 3Ha4ynTernHo MoBUILEBaHE Ha KanvesBuTe KOHUEeHTpalun B

cepyma.

Jlntun
Moxe fa ce nabniofiapa rnoBuiuasaHe Ha CepymMHuUTE KOHLUEHTpaLuuu Ha

nuTuii (HeobxoaMMo e PErynspHo MOHUTOpUpaHe) W NoTeHuupaHe Ha
HEroBUTE KapaMOo~- U HEBPOTOKCUUHMN eheKTH.

Arnkoxon

RamiHEXAL® comp moxe pa noTeHuupa edexkta Ha ankoxosna.
EfHOBPEMEHHOTO MPUIIOXKEHWe MOXe [a Browy opTocTatuyHaTa
XUMOTOHKSA.

MUrvTanncosu rMuKosnan U aHTUapUTMUYHN NPDOAYKTU, KOWTO MOraT Aa
npuunHaT “torsade de pointes” Taxukapans

Hexenanute peakuun (3acunBaHe Ha KapOuOTOKCUYHUTE edeKTu) Ha
OUrUTANUCOBUTE TAUKO3WAWM W aHTUapUTMUYHUTE MPOAYKTW Morat Aa
6baaT 3acuneHn npu NpeaBapuTeNHO ChlUecTByBal [eduuut Ha
Kanuit uinnu marHesui.

MepoparnHu aHTuavabeTHy npoaykTy (Hanp. cyndodamuan/
BUrBaHNaMHOBY NPOV3BOAHN KaTo metformin), MHCYNUH
Hydrochlorothiazide moxe fa rnoHwxu wnu ramipril fa nosuLLIK TEXHUA
XUMOTNVIKeMUYEH eddekT .-

Kanuit-ry6ewin omypetuuy (Hanp. furosemid), ritokokoptukonan. ACTH,
carbenoxolone, amphotericin B, Penicillin G, caanunnati u
3710YNoTpeba ¢ flakcaTuBn

Hydrochlorothiazide 3acunsa 3arybata Ha Kanui.

Glycyrrhiza glabra
Glycyrrhiza glabra moxe Aa npeaussuka saryba Ha kanuii u MarHesui.

AMYHOCYNDECaHTM, CUCTEMHI KOPTUKOCTEPOUAN, Protainditfide
allopurinol v OPYMV NPOAYKTY, NoBrMsiBaLM 6pos HakeLesmTeNG

- T T
MoHmxeH Bpoii NEBKOLUMTH B KpbBTa, Neskonerus S (42740
5
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JlexapcTBeHsU NDOLYKTY 3a fievyeHue Ha rogarpa (Hanp. allopurinol,
benzbromarone)

Hydrochlorothiazide nosuilaBa KOHLEHTpaUUATa Ha NUKOYHE KUCENUHa
B KpbBTa, nopag¥ Koeto Tpabsa p[a ce nosullaTr [osvTe Ha
fiekapcTBeHUTE MPOAYKTY, NpunaraHy 3a nedYeHne Ha nogarpa (BUx T
4.4).

LinTocTatuum (Hanp. cyclophosphamide, fluorouracil, methotrexate)
Hydrochlorothiazide noHwkaa 6©ObbpevHaTa exkckpeuus Ha Tesun
UMTOCTATULM, TMPKM KOETO Ce [oBullasa KOCTHO-MO3bYHata UM
TOKCUYHOCT (0COBEHO IpaHyNoLMTONEHNS).

Methyldopa
CwoblleHa € Xemonusa, B pesynrtar Ha obpasyBaHe Ha aHTuTena

cpeluy aktuHaTta cybctaHums hydrochlorothiazide.

XUnBoTLU, HapKoTULIKM, aHECTETULN
Briowiasare Ha (opTocTaTy|4Ha) XMNnoToHWsA (aHecTe3nonorsT TpsibBa fa

6bne nHopMupaH 3a fevyexHne ¢ RamiHEXAL® comp, Bux T. 4.4).

KoHKYDEHTHM HEPBHO-MYCKYIHM Briokepu (Hanp. tubocurarine)
Hydrochlorothiazide Moxe pa sacunu WM yabikyM edekrta Ha
MYCKYITHATE pernaKkcaHTy.

CumMnaTUKoMumMeTULn
EcdbexteT Ha KaTexonamuuuTe (Hanp. appeHanuH) Moxe [a Obvne

MIOHWKEeH.

Cholestyramine u colestipol

MNMonwxeHa abcopbums Ha hydrochlorothiazide.

RamiHEXAL® comp Tpsbea na ce npunara 1 uac npegn unu 4 vaca
criep, npuem Ha cholestyramine u colestipol.

Kanuvesu nobasku, sutamud D

B pesyntar Ha T[OHWXEHa eKCKpelus cbliecTByBa PUCK  OT
XUMOKanLMEMIUsT 1Py MauveHTy, KOUTO rpueMar egHOBPEeMEHHO
Thasuam u Kanuueen conu/sutamund D (Kanunesute HnBa TpaGea fa ce
rpocneasear).

KoHTpacTHM NPOAYKTU. ChAbDXALLM HOL,
CobluecTBYBa MOBULLEH puck OT GbbpeuHa HeJoCTaTbyHOCT, 0cobeHo

4.6. BpeMeREOCT ¥ KbpMeHe:
RamiHEXAL® comp e npotuBonokasax npu dpem




AKO ce nrnaHupa unu ycraHoeu OpemeHHocT, Tpsbea fa ce npemMuHe
KbM nedeHue c apyr npofykr. He ca npoeexgaHu KoHTponupaHu
npoyuBannss ¢ ACE-uHxubUTOpPU npy Xopa, HO Mpy OrpaHudenuTe
criydan Ha Tpuem npes mepBuUs TpUMecTep He ca HabnpaasaHu
MangopmaLui.

MpogbmkuTennata ynotpeba Ha ramipril nipes BTopns U TPeTUs
TPUMECTBP UMa TOKCUUHN edekTn BbpXy deTyca (noHvxeHa Ou0peuHa
hYHKUMNS, ONUrOXMOPaMHUOH, YepenHn gedopMauin) 1 HoBOPOAEHUTE
(HeoHaTarHa 6BbpeyHa HEeoCTaThYHOCT, XUNOTOHUS "
Xuriepgkanuemmns).

Hydrochlorothiazide mMoxe ga noHWXM nnasmeHus obem U
MaTouro/rnnaudeHTHa nepdyaus. [py NPOABMKUTENHO NPUNOXEHUe
npes TpeTusi TpumecTsp oT BpemenHocTTa hydrochlorothiazide moxe aa
NpUUMHK UCXeMUST Ha nradeHTaTta/eTtyca M puUcK oT noTuckaHe Ha
pacTexa. Psako ca foknafsBaHu XUMOTMUKeMUs W TpomMOoUWUTONEHUS
npu HOBOPOLAEHY, CBBP3aHW C MPOBEOEHO NevyeHue HenocpencTBEeHO
npeau paxgaHe.

O6Lo Thasuphure auypertnum Tpsbea fa ce u3barear 1o BpEMeE Ha
BGpeMeHHOCT U Aa He ce npunaraT 3a nevyeHve Ha ouanonoruyeH oToK

npy 6pemMeHHOCT.

Kbpmere

RamiHEXAL® comp e npoTvBonoKasaH npn KbpMeHe.

Ramiprii n hydrochlorothiazide npemuHasatT B MaiUUHOTO MIISIKO.
[MpuemaHeTo Ha TMAsuaMW Mo BpemMe Ha NakTaums oT KbpMeLun Maliky e
610 CBBbP3aHO C MNOTUCKaHe Ha MrievHaTa cekpeuusi U XunoKanueMmns.
CblUecTByBa pUCK OT peakuuy Ha CBPbXYYBCTBUTEMHOCT KbM
cyndoHamuan ¥ KepHukTep. EdekTsbT BbpXy KbpMeloTo AeTe €
HEU3BECTEH.

Tpsabsa Aa ce npeueHn Jarnu ga ce NpoAbiMKN KbpPMEHETo unn ga ce
fIPEKbCHE JEYEHWETO, KaTo ce B3eme npensuj BaxHOCTTa Ha
fIeYEHUETO 3a Malikata U pucka OT CEpPUO3HU HexernaHu NeKapCcTBeHU
peakunu Ha gseTe cyOcTaHLMM Npu KbpPMEHOTO JeTe

4.7. EchekTv BLpXy criocobHOCTTa 32 modupane n pabota c
MaIUMHNA:

RamiHEXAL® comp okassa nek o ymepeH edekr Bbpxy crocbHocTTa
3a wocupaHe u pabota ¢ MawmHW. VHAMBUAYanHO pasnuuHuTe
peakuuy MoraT ga Hapywar crnocobHocTTa 3a wodwupaxe u pabota ¢
MalMHY 1 B HecTabunHo rnofioxeHne. ToBa ce oTHacs 0OcCobeHo B
HauyanoTo Ha nedyeHweTo, crel nosvlliaBaHe Ha [o3aTa wuiin npoMsaHa
Ha NPOAYKTa, KaKTo 1 B KoMBuHaums ¢ ankoxon.
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4.8. HexXeriany JicKapCTBEHW peaKUiun:

HabritopaBaHn Ca CIefHUTE HEeXEenaHu neKkapCcTBeHW peakuuu no
ppeme Ha Tepanus ¢ ACE-uHxmburopm, ramiprii. ~ unn
hydrochlorothiazide: -
HabniopaBaHa e Texxa XUNoToHWUSA chnepn 3anodBaHe Ha feveHue vunwu
noBuLLIABaHe Ha fio3aTta. Toea ce Habriogasa Npy HIKoOW pUCKOBU Fpynu
(ewx T. 4.4). Morat ga ce Habnwgaear CUMNTOMU KaTo 3amanBaHe,
OTNafHarnocT, 3aMbITNEHO BWXAAHe, PsigKe CbC 3aryba Ha cb3HaHue
(cuHkon). HoxknageaHn ca OTAENHM Ccryvanm Ha Taxukapaus,
nannuTaLuy, apuTMuK, aHrHa nexkropuc, MmokapheH UHMapKT, Texka
XWUNOTOHUS U LUOK, MPEeXCOHW WNCXEMWHHI TIPUCTBNN W MO3bYHU
KpbBOUSIMMBY, MUCXemMuuieH MosbueH uHgapkr npu ACE-nHxubutopy,
CBbp3aH C XUMOTOHUS.

YecroTa Uectn He yectn Peakwn MHoro pegku {<1/10000),
(>1/100, <1/10) | {>1/1000, <1/100} | (>1/10000, <1/1000) BKMN. OTAENHY Clyuan
CupaeuHo- | xunotoHus TpomBoembonus, MuoKkapaeH uHdhapkr,
cbiioBa CWHKON nannuTauuy, apuTMus,
cucTemMa TaxUKapaUsA, aHruHa
MEKTOPUC, BAOWABaHE
BonecTTa Ha Reynaud,
BEHO3HU HapyLUeHUA,
Tpombosa, eMGonuabM
Hepena 3amalieaHe, CHHMMBOCT” Ge3noKoACTRO, NPEX0OAHK UCXEMUYHW
cucTema ymopa, HapyLeHo cOoHAHNE, | NPUCTBAW, MOSBYHU
rnasofonue, HapylweH Banawc, KpBBOUANWBM
OTTIa/HanoctT napecTesus
TowxudEn anartus, HepBHOCT | CTPax, CMYyLIeHue,
HapyleHus Oefpecus,
HapYyLUEHWS Ha CbHA
MukoveH NPOTEUHYPUA BROIaBaHE Ha {ocTpa) Gr0peuHa
TpaxkT GubpeuHaTa yHKUNSA, | HEJOCTATBYHOCT,
noBuLLIaBaHE Ha HedipoTUYEeH CHAPOM,
CEpYyMHUs KpeaTuHUH, | MHTepcTuLnaneH
ypes ¥ 3307 B KPEBTa | HEMPUT, onurypus
PecnupaTop- | kawnuua, OWUCNHES, CUHY3UT, SHMMOHEBPOTUYEH EAEM C
Ha cucTema | OpoHXWT PUMHWT, DaPUHINT, charanta obcTpyKLMs Ha
BpoHXOCNassLm, EL3AYXOHOCHWTE AbTUILA
anepru4Ha (v 7.4.9), nyAMOEAEM,
. MHTEpCTULMENHS B pE3yNTar Ha
NMHEBMOHUA CBPBLXUYBCTBUTENHOCT
kuM hydrochiorothiszide
Cromalmo- | ragede, Bonku | cnasmu e BKYCOBY HapyleHus, | uneyc, (xemoparnieH)
YpEeBeH TPaKY | B KOpema, envracTpuyma, Cyx0Ta B yCTaTa, naHKpeaTuT
nospbilane, Xaxga, sanex, BbanasieHne Ha
AnCTencus Bvapus, 3aryba na | aurasuuwTe Ha
aneTuT YCTaTa 1 e3WKa,
CUaNnoageHuT, riocuT
UepeH gpob, nosulasaHe Ha XOrnecTaTu4eH NKTep,
HibYKa YyepHogpobHuTe XEeAaTWT, ENTEHNLE,
eHauMu uiuni xoneuveTuT (npu
Brunvpyoud efBapuTEenHo
cnaysa:ua
TWasza),
@ oGHa Hekpo3a
iR GERoumo e nekapcko
‘?ﬁ‘aﬁ EE.D. HUWE, aKo ce
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Habniofaea MKTep UK
noBULLIEHKM YepHOAPOGHK
EH3UMM.

Kowa v anepruynv doTovyBCTBUTEN- nayepseaBsaHe, eputema Mmyntudopme,
NoBKoXume KOXHW HOCT, BRolWwaBaHe Auadopeas, cuHapoM Stevens-
peaxumy, cuHOpoMa Ha SHI'MOHEBPOTUYEH Johnson, Tokcu4ka
noaotHu Ha Reynaud, npypuTyc, | eqem enuaepmanda Hekposa,
obpus YPTUKapUS, He- BaCKYFWT, KOXHU
2HMOHEBROTUYEH peaxunu, nogobHY npu
efieM Ha rnesexvTe Acopuasunc u nemdauryc,
(nosulueHa YyecToTa TIYNyC epuTeMaTosyc,
Ha asrnoegeM npu anoneuna*, BnoliasaHe
YEPHOKOX&TE paca) Ha ncopuasue,
OHWUXONW33, BACKYNUT,
TpomBoza, eMBonuabM,
aHathImakTUYHY peakLiii
{nopy TEXKM)
Heobxoauma e
HesabaBHa nexkapcka
KOHCYNTauust npy TEXKU
KOXHU peaxtiuy.
MyckyriHo- MYCKYNHI Kpamau, napanuaa
cKeneTHa MUanrus, apTpanrus,
cucTema MyckynHa chabocr,
apTpuT
Kpte u NOHWMaBaHe Ha arpaHynouurasa,
Ivmcbua xemoraoBux, NaHUUTONEHWA,
cucrema XEMaTOKPWT, £03MHOohus,
NEBKOLWTONEHWA, XEMONUTUYHE aHEMUsA
TpomGoLUTONEHus npu nauueHTi ¢ M6HI
HENOCTaTBYHOCT
Merabo- XWNOKanvweMusi, | Xunepkanmemms, HapyleH GanaHc Ha | NOBULLEHU
AU3bM XUNEPYPHUKEMUS | XUNOHSTPUEMUS, ENMEKTPONUTA 1 TRWFAULEPUAN,
C NoBvLUEBaHE | XuUNoMarHeswemus, | TeqHocTH (ocobeHo Xunepxonecreponemus,
Ha ypes u xXunepxnopemys, Apy nayueHTu ¢ noBHLLIEHE aMunasa,
KpeaTuHWH, Xurnepkanuuemus npeasapuTenHo BroluasaHe Ha gualeT
XUNeprivKemus, ChbLUECTBYEALLO
nogarpa OuOpeuHo
gabonssaHxe),
XUAOXNOPEMUs,
meTabonuTHa
ankanosa
QOun KOHEOHKTMBUT/ ApexoaHa MUoMus,
bredapur * 3aMBITNIEHC BUXKOAHE
Yium TUHUTYC
lMornoeu NOHWKEHO NUBNAO | MMNOTEHTHOCT
OpraHu

* Tesu onnakeaHusi MoraT ga Obaat npuapyXKeHw OT NOBULieHa TeMnepaTtypa,
mMuamua, eoandodunna wunu  nosuwenn ANA-Tutpn. ACE-umxubutopu ca
APUHUHUNY 8HTMOHEBPOTUMEH €AeM NpW Marka rpyna nauveHTin, Br4sall nmue

opo-thapuHreankn ThKaH!.

4.S. [lperozurpane:
Cumnromu Ha npefosupane
B 3aBMCUMMOCT OT KOMUYECTBOTO Ha Npeposu

BB3MOXHN




Tepanus Ha npegosnpaHe

lNpn npenosupaHe nNeYeHUEeTo 3aBUCK OT HaunHa W BPEMETO Ha
norabllale, OT BUGa W TexecTra Ha cumntomute. [ombnHUTENHO KbM
oblMTE MEpKM 3a OTCcTpaHsiBaHe Ha cybcTaHumsaTa (Hanp. cToMaluHa
npoMuBKa, abcopbupalun eeljectea v HaTtpues cyripat go 30 min.
cnep noriblliaHe Ha npoaykra) TpsbBa Aa ce MOHUTOPUPAaT BUTAITHUTE
napameTpy W ako € Heobxoaumo nayueHTbT ga ObAe HacTaHeH B
WMHTEH3MBHO oTaenerne. Ramipril ce ananusvpa B MHOTO Marika cTeneH.
Mpy xunoToHusa TPsOBa fa ce NPUIIOKU HaTpUes XMopua 1 npenneaHe
Ha TeuyHocTW. AKO OTroBOPBLT € HesagosonuTesieH, TpsdBa Ja ce
NpunNoXaT KaTtexonamuHu WHTpaBeHo3Ho. Moxe gfa ce npunoxu
rieverne ¢ aHrmoTeHsuH Il

Fpu pedriektopHa Bpagvkapgns Tpsibea ga ce npoeefe fedyeHue ¢
neiicmelikbp. Heobxognmo € nocTosiHHO MOHWTOpUpaHe Ha BOLHUS,
enekTponuTeH W KucenuHHo/ocHoBeH ©OanaHc, KpbBHa 3axap u
cybcTaHumu B ypuhata. [lpu  xunokanvemmst €  HEOOXOAUMO
OOMbITHUTENHO NPUIIOXEHNE Ha Karivii.

Mpu xMBOTO3aCcTpallaBalll aHrMOHEBPOTUYEH efeM, BKMOYBaLl e3uKa,
rIoTHUCa WUnn nNapuHKca, ce npenopbysa CnefHoTo NeveHue:
HesabasHo nopkoxHo npunoxenve Ha 0.3-0.5 mg epinephrine
(adrenaline) wnn GaBHO WHTPaBEeHO3HO NpunoxeHwe Ha adrenaline
(cnaseaiiTe MHCTPYKUMKUTE 3a paspexpaHel), npu sanucsaHe Ha EKI u
M3MepBaHe Ha KPbLBHOTO HansraHe., Crneg ToBa ce  npunarar
FAIOKOKOPTUKOMAKM cucTemHo. [lperiopkyBa ce U NPUNioXeHue Ha
aHTUXUCTaMUHN U Ho-peUenTopHn aHTaroHUCT UHTPaBEeHOo3HO.
JlonbrHUTENHO KbM agpeHanvH Moxe aa ce npunoxu Cq-uHakTuBaTop,
ako yma nasecteH C-UHaKTUBaToOpeH JeduLnT.

5. ®apmakororuuH GaHHK:

5.1. ®apmakoiMHaMUYHM CBOKCTEA:

®apmarkomepanesmu4Ha epyra; ACE-uHxubuTtopu u AuypeTuum
ATC-xon: CO9BA 05

RamiHEXAL® comp e RpomyKT G aHTUXUNEepPTEH3UBEH W AuypeTudeH
edpext. Ramipril u hydrochlorothiazide ce npunarar camoCTOATENTHO U
B KOMBUMHaLUNS NTPY NiEYeHNe Ha XUIMepToHUS,

AHTUXMNEPTEH3NBHUTE edekTu Ha pgpeTe cybcTaHumMu ce AoMmbliBar.
Edektute Ha MOHWXA@BaHe Ha KPbBHOTO HanaAraHe Ha pABete
cyGcTaHUmy ca NouTh afuTVBHK, KaTo 3arybata Ha Kanui, npuuvHeHa
oT hydrochlorothiazide, ce pegyuupa ot edexra Ha ramipril.

Ramipril
Ramiprilat, aktuBHuaT metabonnT Ha progrug T OTUCKa eH3uma
dipeptidylcarboxypeptidase | (cuHoHumu: Y=t QHBemepaLu,

eH3um, kuHasa [l). Tosu eHsum ce kaTanusyie B, [Erasmal
OCBbllECTBABA [MpeBPbLIAHETO Ha aHr, & B || aKTMBHUS
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Ba30KOHCTPUKTOP aHruoteHauH Il v pasnagaHeto Ha aKTUBHWS
BasoAunararop OpafnKUHNH.

[MoHykeHoTO 06pasyBaHe Ha anruoTeHsuH Il u nHxmbnpare Ha pasnaza
Ha OpafuKVUHUH BOAST 4O BasogunaTauus.

Ramiprilat Boou A0 NOHWXeHa ceKkpeumsi Ha arnfocTepoH, Thil KaTo
aHrunoteHauH 1l cTumynupa cCblio M CeKpeuusita Ha anfaoCTepoH.
lNoBueHaTa BpasuKnHKHoBa aKTUBHOCT LonpuHacsi 3a
Kap[UONpPOTEKTUBHUTE U EHAOTENMHO-NPOTEKTUBHIU eMEKTH, KOUTO ca
Bunn HabrirogasaHu NpwW ONMUTU C XUBOTHW. He e M3BEecTHO [0 KakBa
cTeneH ToBa BOLM 40 HAKOW HEXEraHu NMeKapcTBeHu peakuun (Hanp.
cyXa Kawnmua).

lNMpunioxenneto Ha ramipril BoAKM [0 3HaYUTENHO HOHWXaBaHe Ha
nepudepHOTO CBOOBO CcbpoTuBfieHne. OOMKHOBEHO HsiMa roremm
npomMeHu B BbOpeyHus rinasmeH NOTOK UMK CKOpOCTTa Ha IMoMEpYriHa
dunTpaums,

MpunoxeHweto Ha ramipril npy nauneHT C XWNEPTOHWA BOAM [0
NIOHWXaBaHe Ha KPbBHOTO HarmsraHe B nerHano u U3npaBeHo
nonoxeHve 6e3 KOMMEHCaToOpHO fOBUILABaHE Ha CbPAeYHUSt PUTBM.
Flpy noeeuyeto nauneHTM ¢ XUNEPTOHUS Crief NepopanHo npuoKeHne
Ha €0HOKpaTHa [j032 aHTUXMNEPTEH3UBHUAT e(PeKT HacTenea crieg 1-2
Yaca, MakcumarieH ehekt ce poctura Ha 3-6 Yac 1 npogbivkasa 4o 24
vaca. [lpn npogbmXUTENHO npurnoXxeHne Ha ramipril mMakcumanHusT
edekT ce nosBsABa cneg 2-4 ceamuuu. flokasaHo e, Ye [o Bpeme Ha
MPOABIMKUTENHO MNEYEHNEe aHTUXUTIEPTEH3UBHUAT edeKT ce nogabpxa
3a 2 roamHn. KpaTkoTpalHoTo NpeKkbcBaHe Ha neveHueTo ¢ ramipril He
BOOM [LO PS3KO UMM CUNHO MOBUIIGBAHE Ha KPbBHOTO HansaraHe

(,rebound” ecbekT).

Hydrochiorothiazide
Hydrochlorothiazide e TwasupeH  guypeTUK, KOWTO  NOTUCKA
peabcopbuusiTa Ha HaTpU 1 XNop B AucTanHuTe Tyoynu. lNosulieHaTa
ObbpeyHa eKckpeuusi Ha TE3N HOHM Ce& CBNBLTCTBa OT NOBULLEHE
eKCKpellus Ha ypuHa (B pesynTtaT Ha ocmosa). EkckpeLunsTa Ha kanui v
MarHesvii e noBKMLUEHa, eKCcKpeuusTa Ha ypes e nodvxeHa. Bucoku
J03¥M  BOAAT 4O  MOBuLLeHa  eKckpeuuss Ha  BukapOoHaty,
MPOABITDKUTENHOTO JIEHEHNE NOHMKABA eKCKpeLnsaTa Ha Kanumia,
MexanHusmbT Ha peinctBue Ha hydrochlorothiazide moxe pa 6bge
cnegHus: HapylieH HaTpues DaraHc, NoHMXaBaHe Ha U3BbHKMEeTLYHaTa
TEYHOCT U nnasmeH obem, npomsHa B ObbpevyHO-CLAOBOTO
CBMNPOTUBIIEHNE KaTo T[OHWXeHa peakyust KbM noradrenaline wu
aHruoTeHsuH .

Ekckpeuusita Ha efeKTporuTM ¥ TeYHOCTM 3amnoysa 2 _4aca cnep
NPUIICXKEHUETO, MakCUMyM ce aoctura cnep 3-6 vac
12 yaca. AHTUXUNEpPTEH3MBEH edekT ce Habmwoaa
npoawiiXasa Ao 1 ceamuua cnej npekeceaHe Ha




Mpy NpOOBLIMKUTENHO MNPUNOXKEHUE aHTUXUNEpPTEH3UBEH edeKT ce
HabrwopaBa npy J03KU, NO-HWUCKK OT HeobXogumure 3a OUypeThueH
echekT. AHTUXNNEPTEH3IUBHUAT edekT € npuapyXeH oT neko
noBulliaBaHe Ha unTpauuaTa, HL6pPeYHO-CBAOBOTO CHNPOTUBNEHUE U
aKTUBHOCTTa Ha Mia3MeHns PeHWH.

Bucoku epHokpatHu fnos3u oT hydrochlorothiazide morat ga nonwxar
nnasmeHusi obemMm, CKOpoCTTa Ha rfoMepynHa dunTtpaums, 6vopedHns
frasmMeH MNOToOK W CPefHOoTO apTepuanHo KpbBHO HamsraHe. [lpu
NPOABLIDKUTESIHO NEYeHWe C HWCKM 03K nnasmeruaT obem octasa
NMOHWXXEH, JOKAaTO CbpOeUYHUAT AeBUT W CKopocTTa Ha [noMepyriHa
bunTpaums ce BpbiliaT A0 HaYanHUTe CTOMHOCTY Npeau 3anoysaHe ha
neyeHneto. CpegHOTO apTepuanHo KpbBHO HanaraHe W cuctemHaTa
CbA0Ba PE3NCTEHTHOCT OCTaBaT NOHVKEHN.

TuasugHuTe SUYPETULIM MOraT fa NoTUCHAaT naxrauusaTa.

5.2. ®DapMaKOKHHETH HM CBOKCTBa:
Ramipril

Ramipril nognexu Ha exkcreHauseH first-pass metabonustm (B YepHUA
fpo6), koeTo BoAW [0 obOpasyBaHe Ha eAMHCTBEHUSE aKTMBEH
meTabonut ramiprilat. Cneg TosBa ramiprilat ce rmokypoHupa u ce
npespblua B ramipril-diketopiperazine, kaTo ecTep v KaTo KUcenuHa.
Crien meTabonuama npubnusutento 20% OT nepopariHo NPpUIIoXEeHNs
ramipril € BuoHarnmJeH.

BvoHanuuHocTTa Ha ramiprilat cnep nepopanHo npunoxeHue Ha 2,5 mg
m 5 mg ramiprii e npubnusutendo 45%, cpaBHeHa C HerosaTa
HanMMUHOCT CMNEL WHTPEBEHO3HO nNPUIOXeHuWe Ha Ccbluute Oo3W.
ABcomoTHaTta BuoHanuuHOCT Ha ramipril ce nosuwasa ¢ npunioXxeHaTa
Ao3a W uWMa HemnuHelHa dapmakokvHeTuka. Crieq nepopanHo
npunoxerne Ha 10 mg paguoakTvieHo 6ensasaq ramipril npubnusuTento
40% ce ekckpetupaT ¢ ceueca u okoro 60% c ypuHata. Cneg
WHTPaBEHO3HO npunoxeHue Ha ramipril npubnusutenHo 50-60% oT
[l03aTa e OTKpuTa B ypuHaTta (kato ramipril u Herosute metabonuti) K
okoric 50% ce enuMmuHKMpa No opyrk MbTULLE.

Cnep WHTPaBEHO3HO MpurioXeHWe Ha ramiprilat okono 70% ot
cyOcTaHUmMsiTa U Herosute meTabonuTy ce OTKpUBAaT B ypuHaTa, Kato
30% ot ramiprilat ce enumuHupa no Apyry nvTuwa. Crnef nepopanHo
npunoxeHue Ha 5 mg ramipril Npu naLumMeHTV C ApeHnpaH Xib4eH TPakT
MPUBANSATENHO CHLUOTO KOMMYECTBO ramipril U Herosn MeTadonuTM ce
EKCKpETUPAT Ypes ypyHaTa 1 XJibdKaTa npes mbpeute 24 vyaca.

80-90% oT meTabonuTuTe, EKCKpeTUpaHu Ypes ypuHaTta U XIb4KaTa, ca
naeHTuduumMpan  katro ramiprilat  wm metabonutu.  Ramipril
rmiokyponng u  ramipril-diketopiperazine ca ot o0buloTo
KONMUYECTBO, A0KaTo HEMETabONU3NpaHUaT ramipy

ManynuHoOTO MNAKO.



Ramipril ce abcopbupa ObpP30 crnef hepopanHo NpuroXeHue.
AbBcopbunsita Ha ramipril, n3amepeHa kaTo pafuoakTMBHOCT B YpuHaTa,
KOSTO € eaunH OT MbTuliata 3a enuMuHupaHe, € Hain-manko 56%.
MNpuembT Ha XpaHa He rnosnusasa abcopbLusTa.

[MukoBUTE NNAsMeHU KOHLIEHTPaUMN crieq nepopareH npuem Ha ramipril
ce pocturat Ao 1 uac. Bpemeto Ha nonyxmBoT € okorno 1 4ac.
MukoBUTE NMNasMeHr KoHUEHTpaLmMy Ha ramiprilat ce gocturat 2-4 yaca
crieq, nepepanHo npunoxeHue Ha ramipril. NnasmernTe KoHUEHTpauuy
Ha ramiprilat ©MaT MHorodgasHo noHmwkaeaHne. HauvanHure dasn Ha
pasnpeferneHne W enumuhupaHe wumar t, okono 3 uyaca. Cnensa
nHTEpMEanarnHa dasa ¢ ty, okoro 15 yaca 1 TepMuHanHa gasa ¢ MHOro
HYCKW NNa3veHn KoHLeHTpauwmn Ha ramiprilat u t, okono 4-5 geHa. Taswn
TepMyHanHa asa ce obIkM Ha OaBHOTO Ancoummrpare Ha ramiprilat ot
cebpaBaHeTo Kbm ACE.

HesaBucumo OT NpoOABMKMTENHaTa TepMuHanHa dasa, creg
eJHoKpaTHa [AHeBHa [103a oT 2.5 mg nny nosedye ramipril crieq oxono 4
JeHa ce A0CTUra PaBHOBECHO CbCToAHME. EMeKTUBHUAT NONyXnsoT,
3HauuMm 3a npunoxexHneto, € 13-17 yaca npu  MHOMOKpPaTHO
NpUroXeHue.

Criei,  VHTPaBEHO3HO  MPUINOXEHWEe  CUCTEMHUAT  obem  Ha
pasnpegerieHne Ha ramirpil e npebnuantendHo 90 | u Ha ramirpilat e
okoro 500 1.

Mpubnnsutento 73% u 56% ot ramipril 1 ramiprilat ce cBbp3sBaT ¢
nnasmeHuTEe NPOTENHNA.

KuHetukata Ha ramipril »n ramiprilat npyn 3gpasw pobposonuun Ha
Bb3pacT oT 65-76 rofmHu CbOTBETCTBA Ha TAXHaTa KUHETUKa npwu
3gpasu Mraan odpoBorilK.

Mpu nauueHTr ¢ HapylueHa 6bbpeurHa dyHKUMsS BpbpeyHaTa ekckpeuns
Ha ramiprilat e noHmwkeHa u KMpbHca Ha ramiprilat Koperwmpa
NponopuuoHanHo Ha KpeaTUHWHOBWMA KAupbHC. ToBa BoOAM A0
MOBULLEHN NiNasMeHn KoHUeHTpauum Ha ramiprilat, konto ce noHwkasart
no-0aBHO, OTKONKOTO NpY NauueHT ¢ HopmanHa 6b0peyHa dyHKUNA.
Mpu npunoxeHue Ha Bucokm fosw ramipril (10 mg) npu vepHoapobHO
HapylleHue ce 3abaBsi npeBpbLiaHeTo Ha ramipril B ramiprilat, KoeTo
BOOYW [0 MOBULLUEHU NIa3mMeHy KOHUEHTpauuu Ha ramipril n ce 3abasn
HEeroBOTO ENUMUHKPaHE.

Mpw 34paBy NauyneHTy K NaumueHTU C XUMepToHNs He € HabnojasaHo
3HauuMo HaTpyneBaHe Ha ramiprii v ramiprilat cnep nepopanHo
npuriokeHne Ha 5 mg ramipril BeAHBX AHEBHO 3a 2 cegMuun cnpamo
RaLMEeHTU CbC ChpAeydHa HegoCcTaThYHOCT.

Hydrochlorothiazide

Okorio 70% ot hydrochlorothiazide ce abcgf)
npurnoxexne n BroHanuyHoctTa € okono &% .14
koHUeHTpauu oT 70 ng/ml ce pocturar {524 %




npunoxexne Ha 12.5 mg hydrochlorothiazide, ot 142 ng/mi ce gocrturar
2-5 vaca cnep nepoparnHo npunoxeHue Ha 25 mg hydrochlorothiazide w
oT 260 ng/mi ce pocrurat 2-4 yaca crie nepoparnHo npunoXeHue Ha 50
mg hydrochlorothiazide. Oxono 40% ot hydrochlorothiazide ce cebpasa
C MriasmeHnTE NMPOTENHN.

Hydrochlorothiazide ce enumMmnHnpa NoYTK HambHO U B HENPOMEHEHS
cpopma (Hag 95%) upes 6ubpeumnte. Crieq nepopariHo NPUNoXeHue Ha
efHokpaTHa fosa 50-70% ce ekckpeTupaT A0 24 yaca.

CybecraHunsaTa Moxe ga Obge OTKpuTa B ypuHata 60 min. criep
npunoxeHveTo. BpemeTo Ha nonyxusoT € 2.5-15 yaca. [pn nauyeHTy
c 6BBpeyvHO HapylleHre ekcKpeuuvsTa e NoHwxKeHa Y ty, e. yabrkeHo.
Erbpevununatr knupwHC Ha hydrochlorothiazide e TAcHO cBbpsaH ¢
KpeaTUHUHOBUA KNUpBHC. [lpu nauueHT ¢ rnomepynHa duntpauns
nod 10 ml/min camo 10% OT npunoxeHaTta 403a ce OTKPKUBa B ypuHara.
[NocnegHuTe npoyyBaHWs MOKa3BaT, 4Ye 4YacT OT eKcKpeuusTa ce
M3BBPLLUBA MO APYIY NBTULLA (KITbYKA).

Hydrochlorothiazide npemuHaBa B MaWYMHOTO MMNSKO B Manku
KonuyecTea.

He ca nabriiogasann 3HaqvvMKn NMPOMeHN BLB (hapMaKoKMHeTUKaTa Ha
hydrochlorothiazide npw yepHonpobHa LMpo3a.

Hsama npoyuBaHusa Ha gapmakokuHeTnkata Ha hydrochlorothiazide npw
nauneHTy cbe CbpieyHa HeJoCTaThbYHOCT.

Ramipril n hydrochlorothiazide

EQHOBPEMEHHOTO MPUNOXEHME Ha [ABeTe cyGcTaHuuu He nosnusiea
DuoHanuyHoCTTa Ha  OTAENHWTE  KOMMOHeHTW.  dukcupaHata
komOuHauma ot 5 mg ramiprii u 25 mg hydrochlorothiazide e
EKBMBaENEHTHa Ha  TAXHOTO  €4HOBPEMEHHO  CaMOCTOSTENHO
APUIIOXEHNE 1 MOFaT Aa ce NpueMat Kato DMoeKBUBaNEHTHM.

5.3. lNpepknnuHnuHM gaHHK 3a 0e30NacHOCT:

[py npeoknMHNYHA nipoyyBaHusi HabrmopgaBaHnTe edekty ce AbrkaTt
Ha noBuLleHa (hapmaKkognHamMmniHa akTMBHOCT (NpoMsiHa B NRa3MeHuTe
EenekTPONNTY, HapylLUueHne Ha IoKCTarrioMmepyrnHaTa cuctema i aHemus)
Apy AO3K, KONTO 3HAUMTENHO HagBuLlaBaT TepaneBTUYHWUTE 403U npu
xopa.

He ca nHabntofaBanun TepaToreHHn edhekTi Npu 3ailii U NibXoBe 1 ca
HabnofasaHn edekTy caMo NMpW AMbXOBE, NMonyYyaBallin BUCOKKA A03M,
Mo BpemMe Ha OpeMeHHOCT W KbpMeHe (gunaTtauus Ha ObOpeuxus
nnesuc).

[MpepknMHrYHKUTE daHHKM He ToKasBaT gpyr ocobeH pUcCK 3a Xopa, Bb3
OCHOBZ Ha KOHBEHLWMOHAIHK TPOYYBaHUs aKonorma  Ha
BesonacHoOCTTa, TOKCUKOMNOMAS nNpu  MH
reHOTOKCUYHOCT 1 KapLUWHOTEHHOCT.




6. ®apmalLleBTUYHU JAHHW:

6.1. CnucbK Ha NOMOWHKUTE BellecTBa:
Hypromellose

Cellulose, microcrystalline

Starch, pregelatinized (maize)

Sodium hydrogen carbonate

Sodium stearyl fumarate

6.2. @N3NKO-XMMUYHN HEeCHLBMECTUMOCTI:
Hama nssecTHW.

6.3. CpoK Ha rogHOCT:

CpoKkbT Ha roAHOCT Ha npoaykia e 2 rofuHW OF Aaartata  Ha
npoussoacTeo. [la He ce npunara cref uatuyaHe Ha garata, o3HadeHa
BbpXY OrakoBKaTa.

6.4. CrieunankHu ycrnoBUs Ha CbXpaHeHue:
[a ce cbxpaHsiBa npu Temnepatypu nog 30 °C.
[la ce cbxpaHsiBa Ha MecTa, HeAOCTbIHY 3a geual

6.5. lanHu 3a onakoBKa
bnvcTtepu anymMuHUR/anyMmmHuiA.
OpurnHanHu onaxkoBry, cbabpxalym: 30, 50, 100 Tabnetku

6.6. [lpenopbku 3a ynotpeba:
Hama cneywanHu npenopbku 3a ynoTpeba.

7. Umve u agpec Ha npuTexarernsa Ha paspelleHUeTo 3a
yrioTpeba:

Hexal AG

Industriestrasse 25 .

83607-Holzkirchen

Germany

Tel.. +49-08024-208-0

Fax: +49-08024-908-12390

8. Peructpauuorier Homep B perucibpa:

9. Nata na nbpBO paspeluaBaHe 3a yrnoTpeba Ha
rieKapcTBeHUs MPOAYKT:

10. Bata Ha akTyanusaums Ha TeKeTa:
Mair 2004




