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Pamumen HCT 2.5 mg/12.5 mg tabnerxn
Ramimed HCT 2.5 mg/12.5 mg tablets
Pamumen HCT 5 mg/25 mg tabneTxkn
Ramimed HCT 5 mg/25 mg tablets

2. KAYECTBEH H KOJTHYECTBEH ChCTAB

Beaxa tabnerka Pamumen 2,5 mg/12,5 mg ceaspxa 2,5 mg pamunpun (ramipril) u 12,5 mg
xuapoxnopotHasul (hyvdrochlorothiazide).
Beska Tabnerka Pammmen 5 mg/25 mg chaspka 5 mg pamunpun (ramipril) W 25 mg
xHapoxnopotHasul (hydrochlorothiazide).

IoMounHH BelecTBa ¢ H3BECTHO ACHCTRHE: TAKTO3a MOHOXH/IPAT.
Bceaxa Tabnerka Pamumen 2,5 mg/12,5 mg chabprka NakTosa MOHOXHApPAT 64.5 mg.
Beaxa tabnetka Pamumen 5 mg/25 mg cbabprxa JaKTO3a MOHOXHAPAT 129 mg.

3a NLIHEA CIMCHK HAa NOMONIHHTE BEIICCTBA BHXKTE TOYKE 6.1,
3. JEKAPCTBEHA ®0OPMA
Tabnerka.

Pamumen HCT 2.5 mg/12.5 mg tabnersu: 6eau xo Genesnmkaro Genu, ¢ opMa Ha Karicynu,
HeoOBuTH 1U10cku TabneTky, 4 x 8 mm, ¢ genMTeHa YepTa enHocTpanHo. Ot apyrarta cTpasa ca
IAMIIOBaHH ¢ “12.57,

Henwrennara uepra e 3a NoANoOMarase Ha cHynBaHeTo, 3a Ja Ce YIIECHH NOTTBILAHETO, 4 He, 32 Aa
pasiend Ha paBHH JO3H.

Pamumen HCT 5 mg/25 mg Tabnerku: Genu no OenesHukaBo Gemw, ¢ ¢opma Ha KancyliH,
HeoOBMTH InockH Tabnetky, 5 x 10 mm, egHOCTpaHHO ¢ ACNMTENHA YepPTa H 3a0CTPSHA B BATA

kpad. OT gpyrara cTpaHa ca HaMrnoBaHu ¢ “257.
Tabnerkara Moxe Aa 6bae pasneneHa Ha JBe PABHH NMOMOBHHH.

4. KIMHAYHHA JAHHH

4.1, TepaneBTHUHH MOKAZAHUNA

JleueHue Ha XUNEPTOHHA.

KomOuHaupATa ¢ GuKkcHpaHn 103M e noKazaHa NMpH NANWEHTH, YMETO KPLBHO HANATAHE He e
JOCTaTRYHO A0OpPEe KOHTPONHPAHO [IPH CaMOCTOATENHOTO MNPHIATAHE HA PaMMIIPHI WM
XHAPOXIOPOTHAIHA.

4.2. [To3dMpoBRKA2 H HAYMHH HA NPAIOKEHHE

Jo3upoBka
Bvapacmuu

...................
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Hozara Tpabea a Gbae HHAMBRIYANH3HpaHA CHIOPed Mpoduia Ha MALMEHTa (BXK. Touka 4.4) H
KOHTpOJIa Ha KpbBHOTO Hansraue. [IpuaaraHero Ha ¢ukcHpaHaTa KOMOMHALHA OT paMHIPHN M
XHAPOXJIOPOTHA3IHA OOMKHOBEHO C¢ NPENOPhYBA ClIel THTPALMS HA /103aTa ¢ €JIHH OT OTACIHHTE
KOMIIOHEHTH.

Pamumen HCT 1psafpa ma 6B1e 3anoyBaH ¢ Hali-HHCKAaTa BH3MOKHA 1033, AKO € Heob6xoauMmo,
Ao3ata MOXe Aa Gbhe IPOTPeCHBHO yBEIHYaBaHa A0 OCTHIaHe Ha JKENAHOTO KPBBHO HAATaHE,
MaKCHMANHO AOMyCTHMHTE 103H ca 10 mg paMHIpui1 ¥ 25 mg xuaApOXIOPOTHAZH JHEBHO.

Crneyuarny nonyrayuy

Hlayuenmu, nexyeanu ¢ Owypemuyu

Ipy nauneHTH, eAHOBPEMEHHO JIEKYBAHH C AWYPETHLH ¢€ TpPEnophuBa MOBHIIEHO BHHMaHHe,
ThH xaTo MoXke Ja Bb3HMKHE XMIIOTOHHMA CJef 3anovsaHe Ha JiedeHHWero. TpaGma na ce uma
NPEABKI HaMalisBaHe Ha A03aTa Ha JMYPETHKA HITH CITHPAHETO MY, NPeAH 3aN04YBAHE HA JIeYeHUe
¢ Pamumen HCT.

AKO TIPEYCTaHOBABAHETO HA JIEYEHHETO HE € BB3MOXKHO C€ NMPenophusa JiedeHHeTo Aa Obie
3aMOYHATO € BB3IMOXKHO Hadi-nuckara poza pamunpwt (1.25 mg aueBHo) B cBoGoama
xomOnHams. ITocnexsamo ce npenopsusa Aa 6bie HarpaBeH Npexon KbM HAYamHA J03a OT He
noseye or 2.5 mg pamunpui/ 12.5 mg xuapoxI0poTHA3H,

Hayuenmu c 6v6peuno yspescoare

Pavumven HCT e nmnpormBonokasaH mnpn Texko Os0peuso yepexkgaHe, IopamH
XUAPOXJIOPOTHASHIHATE KOMITOHEHTA (KPEaTHHHHOB KIUpPEHC < 30mi/min) (Bx. Touka 4.3).
ITanpenry ¢ Hapymenne Ha Ob0OpednaTa yHKIMA MOraT Ja HW3HCKBAT HAMANCHH 103H Pamumen
HCT. IMauMeHTH ¢ HHBa HAa KPeaTHHHWHOB KJIMpBHC Mexay 30 u 60 ml/min morat ma 6naar
JIEKYBaHH caMO ¢ Hafl-HACKHTEe J03H Ha ¢MKCHpaHaTa KomMOMHALHA pPAMHIPHA M
XHAPOXTIOPOTHAZHA, ¢l CAMOCTOSTE/THO NIPHJIaraHe Ha paMurpil. MaKCHMANHWTE AOMYCTHMH
AO03H ¢a 5 mg paMUNpPKI ¥ 25 Mg XHAPOXIOPOTHAZH] AHEBHO.

Ilayuenmu c ueprodpobro yepesicoane .
Tlpu nauMenTH ¢ neko 10 yMEpeHo 4epHOApoGHO yBpeskaaHe jeyeHHero ¢ Pamumen HCT Tpataa
aa 6wpae 3anouyHaro camMo MNOJ, CTPHKTHO MEAHUMHCKO HAaGMioAeHHe H MaKCHMATHHMTE JHEBHHM
H03H ¢a 2,5 mg pamMunpun H 12,5 mg xuapoxnopordazum.

Pamumen HCT e mpoTiBONIOKa3aH NPH TEXKKO YepHOAPOGHO yBpeskaane (Bk. Todka 4.3).

Cmapyecka sv3pacm

Hauasnnure no3u tpabea na 6bJaT Mo-HUCKH M NOCAESABAIIOTO THTPHPAHE HA J03aTa TpAGBa Ja
6bae no-6aBHO, MOpPaK NMO-TONIMATA BH3MOXKHOCT OT HEXKENIaHH peaKl|H, 0cobeHo mpu MHOTO
BE3PACTHH M HEMOILHH MAlHEHTH,

Heduampuuna nonyrayun
Pamumen HCT me ce npenopwuea 3a ynmorpeba npu neua u iosowd no 18 romuuu, nopagm
HeAOCTAaTHYHH JAaHHH 3a Ge30macHocT H edpukacHoCT,

Haunn Ha npunokeHue
Iepopanuo npunoxeHue,

Ilpenopeuea ce Pamumen HCT aa 6bAe npueman BegHEX IHEBHO, N0 €JHO
JieHs, OGHKHOBEHO CYTPHH.

BpeMe Ha




Pamumen HCT moxxe fa ce npuema npea, o BpeMe HA WM Cliefl XPaHeHe, Thil KATO XpaHaTa He
NpoMeHs Heropara OHOHANHMYHOCT (BiK. TOuka 5.2).
Pamumen HCT Ttpabea na ce normeiia ¢ teunoct. Tabnerkara He TpaGBa Aa ce OBBYE MK

pasTpomasa.

4.3. Hporusonokazanus

. CBpbXUYBCTBHTENTHOCT KBM aKTHBHOTO BemlecTBo WiM KbM apyr ACE wmmxuGurop
(MHXMOMTOp Ha AHTHOTEH3WH KOHBEPTHDAINMS €HIHM), XHAPOXNOPOTHA3MI, OPYT THA3HACH
AHYPETHK, CY(OHAMHAH HAH HAKOE OT NIOMOLLHHTE BelnecTsa (m36poenH B To4ka 6.1).

. AHaMHe3a 33 aHTHOeZIeM (HaclIeACTBEH, MOMONATHYCH WK BeaeacTeue neyenne ¢ ACE
HHXHOHTODH WK aHTHOTEH3MR I penentopuu antaronucta (AIIRAS))

. ExcTpakoprnopanHo JiedeHHE, BOAELIO 0 KOHTAKT HA KPBBTA C OTPHLATENHO 3apeieHH
NMOBBEPXHOCTH (BK. TOUKa 4.5)

. 3uauMMa AByCTpaHHAa CTEHO033 Ha GBOpeuHaTa apTepus wiM CTeHO3a Ha 6nOGpeuHa
aprepHA Ha €AMHCTBEH PyHKIHOHMpaw 6K6pex

. BTOpH WK TpeTH TpHMECTHP Ha GpeMeHHOCTTa (BX. TOYKH 4.4 1 4.6)

. Knpmene (Bx. Touka 4.6)

. Texko yspexxaare na 6x6peunara GyHKIHA C KPeaTHHHHEOB KMpBHC MoA 30 ml/min npu
HEIHATTH3HPAHK MALMEHTH

. KAMHHYHO 3HAUMMHM eJeKTPOJIMTHH HapyLIEHHs, KOMTO MOraT Ja C€ BIOWAT Cjael
nevenue ¢ Pamuamen HCT (k. Touka 4.4)

. Texko yBpexnase Ha yepHoapoOHata pyHKIMA, yepHOAPOOHa enuedanonarTus.

. EanoBpemenHaTa yrotpeba Ha Pamumen HCT ¢ amuckupeH-coaAbpXKaR NMPOIYKTH €
NPOTHBOTIOKA3aHa NPM NALMEHTH ChC 3axapeH Auaber wnu 6nOpeuno yepexnane (GFR < 60
ml/min/1,73 m2) (Bxk. Touku 4.5 u 5.1).

. EnnoepeMenHa ynorpeba cbe caxyGTpHn/Bancapral Tepanus. JledeHHe ¢ paMEIpUN He
Tpabsa aa ce 3ano4sa No-paHo oT 36 Yaca cnel mocneAHaTa A03a cakyGTpun/ BancapraH (BHXTe
CBUIO TOYKH 4.4 1 4.5).

44. Coensanuyu npeaynpexaeHRns A NpeANa3HA MepKH OPH ynoTpeda

Creyugnny nonvaayuu

Epemennocm: Jleuenne ¢ ACE HHXHOWTOPH KATO PAMMIIPHI WIHM aHrHoTeHsHH I penenrophu
anraronncTd (AIIRAs) He TpaGpa ma ce sanouysa mo ppeme OpemenHoct. TIpH maiMeHTKHTE,
IUIaHMpaluy Aa sabpemedesr, Tepanusta ¢ ACE wmxanGuropu /ATIRAs 1pabsa 1a ce 3amenu c
a/ITEPHATHBHO AHTHXHIEPTEH3HBHO JIEYEHHE, KOETO HMa YCTAHOBEH NMpo(drn Ha 6e30nacHOCT NpH
ynotpeba no BpeMe Ha OpeMEHHOCT, OCBEH 4KO HE Ce CuMTa 3a kpalHO HeobOxoamma. Ilpu
ycraHoBABaHe Ha Opemennoct, nedeHHeTo ¢ ACE unxuburopn/ AIIRAs TpsGea xa 6nae cnpsHo
He3aaBHO H, aKO € YMECTHO, TpabBa a Obie 3aMOYHATa alTepHATHEHA Tepanus (BX. TOUKK 4.3 K
4.6).

. Ilayuenmu c ocobex puck om xunomornus
- Hlayuenmu ¢ nosuuena aKxmueHOC HA PEHUH-AH2ZUOMEHIUH-ANOOCHIEPOH CUCTREMAMA

IlampienTH ¢ MOBMIIIEHA AKTHBHOCT HA PEHMH-AHTHOTEHIMH-ANJOCTEPOH CHCTEMATA ¢a HIOKEHH
Ha PHCK OT CHJIHO H3pa3eHO MOHHXKABAHE Ha KPBBHOTO HAJIATaHe H BJOLIaBAaHE Ha OnOpeunara
dynknun, nopanu ACE nuxubHpane, ocobeno xoraro ACE uHXMOGMTOP HIH CBNBTCTBAIN
JABYpEeTHK C€ NpPHEMA 33 NPEE ITbT HIIH NPH HaY4IHO NOBHINABAHE Ha A03aTa. 3Hay




Ha PeHHH-AHTHOTEH3HH-AIAOCTEPOH CHCTEMAara MoXe Ja ¢€ OdYakBa d e HeoGxoAHMo
MEMLMHCKO HalmoaeH!e, BKNIOYBAIIO MPOCIEAABAHE Ha KPBBHOTO HAAraHe, HATPUMEp MpH:

- MAUMEHTH ¢ TEXKA XHIePTOHHA

- IALHCHTH ¢ ACKOMITEHCHPAHA 3acTOHHA ChPAEYHA HEOCTATEYHOCT

- NAilHeHTH ¢ XEMOAMHAMHYHO BJIOLICH JIMBOKAMEPEH H3XOAANM HNH BXOIALI KPEBOTOK (HArp,
CTE€HO3a Ha a0pPTaTa HIH MHTPAIHATA KITAIA)

- NAUMEHTH ¢ €AHOCTPaHHA CTeH03a Ha 6ubpeunaTa aprepus ¢ BTOpH QyHKIMOHMpal 616pek

- NAIMeHTH, NPH KOMTO HMa HITH MOXe Ja HAaCTHIM HaMayieH oDeM Ha TeNecHUTe TeYHOCTH WK
CoNH (BKIIOYHTEITHO NaLHEHTH, IPHEMALITH AMYPETHIIH)

- MALHEHTH ¢ vepHOApoGHA [MPo3a W/UAH aCUHT

- NauMeHTH, MONIOKEHH HA rONAMAa XHPYPrU4HA HHTEPBCHUHA WIH AHECTE3HA CBC CPEACTBA,
KOHTO IPSAN3RHKBAT XHIOTOHMS.

OGHKHOBEHO CE MPeTopbYBAa KOPHIMpaHE HAa AEXMIPATALMATA, XMIOBOJIEMHUATa WIH COJCBMA
Ae(QHUMT NpeaH HAYaI0TO Ha jeveHHero (MPH NALMEHTH ChC ChPIeUHa HENOCTATEYHOCT obave
KOpeKIUATa TpAGRa fa 6b/ie BHHMATENHO NPelieHeHa CIIPAMO PHUCKa OT 0GEMHO HATOBAPBAHE).

- Hayuermu, u3nOJNCERNH HA PUCK ORt CLPOEYHA WIH MOILUNA UCXEMUS 6 CRynali Ha ocmpa
XUROMoHuR
HauanoTo Ha TepanuaTa H3MCKBa CTPOT MEIUIMHCKH KOHTPOIL

. ITvpeuven xunepanoocmeponuzvm

KombuHaimara pamunpwi + XHAPOXIOpoTHazuil He € u3bop 3a JiueHHe npu OEPSHYEH
XHIEPANKOCTEPOHHIBM. AKO paMMOPW] + XHAPOXJOPOTHA3HA CE M3NOM3BA MPH MALHEHTH C
IBPBHYCH XHIIEPAAAOCTEPOHH3IBM € M3IMCKBA BHHMATEJIHO TIpOCTesBaHe Ha TUiasMeHHTe HHBa
Ha KaJIus.

L] ﬂayueumu 8 cmapuecxa empacm
Buxre Touka 4.2,

. ITayuenmu c uepnoopobuo 3abonasane
EnexTponuTHH HapylleHns Topagd AMypeTydHa Tepanis, BKIOYHTENHO XMAPOXIOPOTHA3HI,
MOraT a IPHYHHAT YepHOApoOHa eHlle(anonaThs Npy NaLMesTH ¢ YepHOAPOGHO 3a60NaBane.

Xupypauunu unmepsenyuu
Tlpenopbusa ce, K¥Orato € BBIMOXKHO, J€YEHHETO C HHXHMOMTODH Ha AHTHOTEH3HH
KOHBEPTHpallMs €H3MM KAaTO paMHMpWi, Aa OGbAe NMpexbCHATO eHH AeH Npead XHpypradHa

npoueaypa.
Ipocneonasane na 6v6peunama pyuxyun

Bn6peunara gynxuma TpaGea na Guae oneHeHa MPEH M MO BpeMe Ha TepanuaTa M J03aTa Tpatea
na 6bae KOpHrHpaHa ocoDEHO Npe3 MBPBWTE CEAMHUM OT NeveHneTo. Oco0eHO BHMMATENHO
npocneasBaHe ce H3MCKBa NPM nauMenTH ¢ 6p6peyHo yBpesxnane (BK. Touka 4.2). iMa puck ot
Blomaraye Ha Op0peunara ¢yHKumMs o0CoGEHO npH NALMEHTH Cbe 3aCTOHHA ChHpACvHA
HEAOCTATBYHOCT MM cnell OnOpevHa TpaHcIUIaHTaLMAs, WAH C peHoBackynapHo 3aGonsaBaue,
BIJIIOYHTE/IHO NALMEHTH C XEMOAHHAMHYHO 3HaYHMa eJQHOCTPaHHA CTeHo3a Ha ObOpeunata
apTepua.

Byopeunu yepexcoanus
[Ipp naumentn ¢ OBOpeduHo 3aboniBaHe THABWAWTE MOrar A2 [PeXUIBHKAT YpeMui.

KyMyJ'IBTHBHH e(bem Ha aKTHBHHTC BCUIECTBA MOraT Oa Ce MPOoABAT MpPH HapylieHa
N




Onbpevuna yHkums. Axo HacTEOH Nporpecds Ha GEOPEYHOTO YBpEKIAHE, YCTAHOBEHO dpes
nopuvlIeH HeGeNnThYeH a30T € HeoOXoAMMA BHHMATENHA NPEOLCHKA HA TEpaNHATa ¢ Ories Ha
NpeyCTAHOBABAHE Ha MypEeTHYHATA Tepanus (BkK. Touka 4.3).

Enexmponumen ducbananc
HeobxonuMo e fa ce M3BBpLUBA NEPHOAMYHO HICJACABAHE HA CEPYMHHTE CNICKTPONIUTH Mpe?

HOAXOASIH HHTEPBANH, KaKTO IIpH BCEKM NAUMEHT, PHeMall JHYPeTHYHA Tepanus. THazumure,
BKIINOYHMTENHO XHAPOXIOPOTHA3HA, MOTAT ja NPHYHHAT auclanaHc Ha TEJeCHHTE TEYHOCTH Wil
ENEKTPONNTEH AuCOananc (XHNOKanHeMMA, XHIOHATPMEMHS H XHIYOXJIOPEMHYHA ANKAN03a).
Benpekn ue XWNOKATHEMHS MOKE Ja Ce pasBHe NMPH YNOTPe6aTa HA THMAIMAHM AMYDETHIM,
CBITETCTBALIATA TEPAITHS ¢ PAMHIIPHI MOKE 14 HAMaTH IHYPEeTHK-HHAYLIHPAHATA XHITOKATTHEMHA.
PHCK®T OT XHNOKRTHEMHUS € Hali-rOAM MpH NAUHEHTH ¢ YepHOZPOoGHA LHPO3a, NPH NALHEHTH C
dopcupana auypesa, NpH NAUHEHTH, NPHEMAIM HENOAXOAANIM €CKTPONMTH, U TP NALMEHTH,
NpHEMAIM CHOBTCTBAILA Tepanus ¢ KoprukocTepouan Wwm AKTX (k. Touka 4.5). IInpeoTo
onpenennye Ha IUIA3MEHHTE HHBa HA Kanhs TPOBa Aa ce M3BBPIIN Npe3 nMLPBATa CEAMMIA ClIex
3anousaHe Ha neyeHnero. [IpenopriBa ce kopuUrHpaHe, aKO ¢ YCTAHOBH HHBCKO HHBO HA KATHA.
Mosxe na HacTENHM AWTYTallHOHHA XMITOHATPHEMHS. B HAYAIOTO MOHMXXEHOTO HHBO HAa HATPHS
moxe Ja Gpae acHMITOMHO H MOpaji TOBA € BAXKHO PEJOBHOTO My Micheapane. Hicnenpanero
TpAOBa Aa ¢ 10-4ECTO NPH NALHEHTH B CTApYecka BHIPACT H LMPOTHYHH nauuenTd. Tuasumure
BOAAT [0 MNOBHIUEHA CKCKPELHA Ha Marde3dil B YPHHATa, KOSTO MOXe Ja JMoBeme [0
XHIICMAar"HesueMus.

Cepymen xanuii
ACE wumxufutophte MOraT fJa [OPHYMHST XHTEpKATHeMHd, Thil xato HHXHOMpar

ocpoboxnasaHeTo Ha annocTepod. EdexrsT o6GHKHOBEHO HE € 3HAYMM NPH TNAUMEHTH C
HopmanHa 650peuna ¢yHxuus. Benpeku ToBa, Npy NMAIMEHTH ¢ YBpeaeHa GuOpeusa QyHKums,
3axapeH auaber HW/MNHM NIPH DNAaUMEHTH, KOMTO TPHEMAT KAnMeBH N00aBku (BKIIOMMTENHO
3aMECTUTENH Ha CONTA), KATHH-CHXPAHABAIH AMYPETHUH, XENApHH, TPHMETONPHM WIH KO-
TPHMOKCA30/1, H3BECTEH CBHILO KATO TPHMETONPHM/ cyndamMeTokcazos, B 0cobeHo annocTepOHOBH
AHTArOHKUCTH MITH AHTHOTEH3MH-PELICITOPHH GNIOKEpH, MOKe 1a Ce MOSBH XHIEPKAJTHEMHA.
Kanuii-cbXpanaBaliiTe AHypeTHUH H aHTHOTEH3HH-DELIENTTOPHHTE GnokepH Tpabea na Gnaar
H3MOM3BAHA ¢ BHMMaHHe TipH NalHeHTH, KOuTo nony4yapar ACE mHxuOUTOpH, a cepyMHMAT
KanHii ¥ OuOpeunara ynkuns Tpabea aa Gpaar npocnenssany (BIKTe TOYKA 4.5).

Xunonampuemus
CuHApoM Ha HeMmoAXOAAllla CeKpeLsd Ha aHTHAWypeTwdeH xopmoH (SIADH)} u nocnezaia

XHIIOHATPHEMHS ¢4 HaOmoaBaHy MPH HAKOH NALKEHTH, JIEKyBaHH ¢ paMunpuia. Ilpenopsusa ce
HHBaTa Ha Harpuii aa 6BLIAT NpoOCNEAABAHN PETYNSPHO NPH NALMEHTH B CTapyecKa BLIPACT W
APYTH NALIHEHTH C PHCK OT XHIIOHATPHEMUA.

Yeprodpobua enyeghanonamus

EnexrponurHy HapymleHMs nopaid JMypeTHYHA Tepalif, BKIIOUMTENHO XHAPOXAOPOTHAZMI,
Morar Ja NPUYHHAT YepHoApoOHa eHuledanonaThs NpH MalMeHTH ¢ YepHoApooro 3abonasane. B
Cy4aiil Ha 4epHOApoOHa eHuedanonaTHs nedyenterTo Tpabsa aa ce mpekpaTu HezabagHo,

Xunepxanyuemus
XHApoxTOpOTHASHABT cTHMYTHpa OnOpednata peabcopbuus Ha KanuMa M MoXe Ja NPpHYHHH

xunepkanuueMus. ToBa MOXKe la nonpedH Npy U3c/ieABaHE Ha NapaTUPEOMAHATA QYHKIM.

Capuxyyscmeumeniochy auzioedem




CoBmectHata ynotpeba Ha ACE HHXMOMTODH Cbe cakyOTpui/BancapraH € NPOTHBOMOKazaHa
NOopajgy NoBMUIEH PHCK OT aHrHoeaeM. JleueHHeTo cbe cakyOTpHA/BancapTaH He TpabBa na Obae
3ano4BaHo Mo-paHo OF 36 vaca ciieg NOCHeAHaTa 1032 paMMNpli. JIeYeHHeTo C paMUIIPHI He
TpabBa Ja Gbje 3ano4BaHO MO-paHO OT 36 uyaca cnepy MOCNEAHATa J03a cakyOTpui/ancaprad
(BuxTe TOukd 4.3 u 4.5).

CoemectHara ynotpefia Ha ACE wHxuOuTOopy ¢ pauekanorpun, mTOR wuxubuTOpH (KaTO
CHPOTUMYC, EBEPOSTHMYC, TEM3HPOIUMYC) i BHJAATIHITHH MOXE Aa AOBEAE A0 NOBHLIEH PHCK
OT aHruoeaeM (HanmpHMep, OTOK Ha JUXaTelHHTE MbTHIIA MNH e3HKa, CbC WK §e3 auxarelHo
yBpexaaHe) (rikre Touka 4.5). HeobxonuMo e BHHMaHHE NpM 3anNo4BaHe HA UHXUOHTOPH Ha
Henpumuznn (NEP) (Banp. panexanorpun), mTOR uExuburopn (KaTo CHPONHMYC, €BEpOIMMYC,
TEM3HPOIAMYC) M BMIAATAHNTHH TIPH NAHEHTH, KOUTO Beye npueMar ACE rHXuOuTOD.

B cayuait Ha anruoenem npueMsbT Ha Pamumen HCT tpabea na ce npexpar.
Tpabea HezalapHO 8a ce HazHAuUM cnewlpa Tepanus. [lanHeHThT Tpabea ja Gbae NOCTaBEH NOA
rHabhrogeHne noHe 3a 12 10 24 Yaca # H3MHCAaH CJ1e HAMBAHO OTIIYMABaHE HA CHMITOMHTE,

VintecTHHanes aHruoeieM e cboOmasaH Npu nauueHtd, JekysaHd ¢ ACE nHxuOHTOpH,
picmounteane Pamumen HCT (Bx. Touka 4.8). Ilpn Te3sn nannenTH ce Habmonapa abnoMHHANTHA
Sonka (¢ unu €3 rajieHe M NOBPBILAKE).

UpeBHUTE CHMIOTOMH Ha QHTHOENEM H34e3BaT chel MpeycraHoBasaHe mnpema Ha ACE
HHXUOHTOP.

Arnadurarmusru peakyuu o Epeme HA decencubuausupane

BeposTHOCTTa OT MOsBA ¥ TEXECTTa HA AHAPUNAKTHYHM H aHAQUNAKTOMAHW peakLMH KbM
OTPOBATA Ha HACEKOMH W APYru aneprenn ca nosumeHd npu ACE wnxuGupane, Tpsbea na ce
HMa NpeasHa BpeMeHHo npexbesane Ha Pamnumen HCT npean necencufunusanus.

Ocmpa pecnupamopHa MOKCUNHOCH

Cnen npueM Ha XHOpOXNOPOTHA3HA ce ChOOLIABAT MHOrO peilkd TEeXKHW clyyaH Ha OCTpa
pecnMparopHa TOKCHYHOCT, BKJIOYHMTENHO OCTBp pecnHpaTtopeH auctpec cuHapom (OPJIC).
Cnen npueM Ha XHAPOXJIOPOTHA3HA OOMKHOBEHO ce pajlBuBa DenogpobeH OTOK B PaMKHTE Ha
MHHYTH A0 Yacope. B HawanoTo CHMITOMHTE BKTIOYRAT JHCTHEd, NOBHUIEHA TeMIepaTypa, -
Bnoluaeaxe Ha GenoapobHara dyHKUMA H XHnoToHusA. [Ipu ceMHeHEe 338 ARDS Tpabea na Gbae
capsd npuemsT Ha Pamumen HCT 1 na ce npiiioxd noixomawo hedexue. XuApoXNOpOTHA3H
He TpAGBa Ja ce npuiara Npyd NALMEHTH, KOWTO Npenu Topa ca nonyuasann OPJIC cnen npuem
Ha XUAPOXJIOPpOTHAZHKA.

Hevmponenug/azpanynoyumosa

Panko ca Ha0MOAABAHK HEYTPONICHHA/ArpaHyIOLHTO3a, ChobIlaRaHa € ChINO i KOCTHO-MO3bYHA
cynpecus. Ilpenopsusa ce npocneaseaHe Ha Opos GenM KPLBHH KAETKH, 33 Ja C€ YCTAHOBH
€BEeHTYa/IHa JeBKOMeRus. [fo-uecto mpociessdpaHe Ce Npenopbuba B HAYANOTO Ha JICYEHUETO W
[pH MauMeHTH ¢ HapyuieHa ObOpeyHa QyHKUHS, NpU TakHBa ChC CHOBLTCTBAILA KONAreHO3a
(Hanp. Jynyc epuUTEMaTofec MIH CKIepOAepMMA) M IpH JIEKYBAHH € JPYrH NEKapCTBEHM
OPONYKTH, KOHTO MOTAT 1a MPUYHHAT NPOMEHY B KPLBHATA KapTHHA (BX. Touka 4.5 1 4.8).

Xopoudaaen uznua, ocmpa MHORAMUA ¥ 3AKDHMObZbARA 2AAYKOMA
XHUAPOXNIOPOTHAIN], KaTo CyNdOHaMHA, MOKE Ad MPHUHHK HIHOCHHKPATHYHA peaKilds, KOATO
I3 JOBeje 0 XOpOHIANEH H3NUB ¢ AetheKT HA IPUTENHOTO TOJE, OCTPa MPex:
OCTpa 3aKpUTOBIBIHA raaykoMa. CHMNTOMHTE BKAKOYBAT OCTPO HAuano
OCTpOTa HAM O04Ha Gonka M OOMKHOBEHO ce NpOABABAT B PaMKUTE




CeAMHUH OT 3anouBane Ha nedeHuero. HenekyBana ocTpata 3akpUTOBIBIHA TIIAYKOMa MOXeE I3
AoBefie N0 NOCTOAHHA 3aryba Ha sperHeTo. IThpBHIHOTO eueHNe € A8 ce MPEYCTAHOBH NPHEMET
HA XHAPOXNOPOTHA3HJ BR3MOKHO Hai-Onup30. Moxke fa ce Hanoxu oOMHcIsHe Ha He3abasHO
MEIMLMHCKO WIH XWDYPrHYUHO JICUEHHE, aKO BBTPEOYHOTO HAIMIaHEe OCTANE HEKOHTPOJIMpPaHO,
PuCKOBHTE (haxTopH 3a pa3BHBAHE Ha 3AKPUTOBIBIHA ITAYKOMA MOTAT Jja BKIIIOUBAT aHAMHe3a 33
aJICprHH XbM CYNPOHAMHI HITH NEHUIATHH.

Emnuvecxu pasmeyun
ACE MHXHOHTOpPHTE NPHYWHABAT aHTHOEXEM ¢ MO-BHCOKA YeCTOTA OPH HEPHOKOKH MALHEHTH,

OTKOJIKOTO NPH OCTAHANHTE,

Kaxro u gpyrure ACE neXMOMTOpH, paMMIpun Moxe Aa Oble mo-Manko edekTHBEH Npu
MOHWKABAHE HA KPBBHOTO HANATAHE MPH YEPHOKOXKM MALMEHTH, OTKOMKOTO NPH OCTAHAIMTE,
NopajH MO-4eCTOTO HANMYME HA XHMIICPTOHHA ¢ HHCKH PEHMHOBH HHBAa TPH YEpPHOKOKATa
AGIYNauHA.

Cnopmucmu
XHOPOXIOPOTHAMA MOXEe [Ja Jaje NONOMKHTENCH AHAIMTHYEH PpE3YJITAT NpH AHTMJONHHT
TECTOBETE,

Memabonumnu u endoxpunny edexmu

TuasuaRAaTa TePamHA MOXKE Ja HAPYWIH [IOKO3HHA Tonepanc. IIpu nanuenTu ¢ gpaber Moxe Na
Ceé HAIOXKH KOPHIMpaHe Ha J03aTa Ha HHCYJIMHA WIH TepopalHHTe aHTHAMAGeTHH cpecTsa.
JlatenTen 3axapeH quabeT MOKe [a ce MPOSRH 110 BpeMe Ha THAIMAHATA TEPAITHAL.

[losHiienn HHBA Ha XONECTEPOAa H TPHITIMUEPHAWTE ce CERBP3BAT ¢ THA3HAHA JHYPETHYHA
Tepanus. Moxe na HacTENE XMNEpypHKeMHS WIH 13 ¢ YCKOPH BL3HHKBAHETO Ha 1oJarpa NpH
HAKOH NALKEeHTH, IPHEMALIIH THa3UHA TEparm.

Kawnuya

Ilpu ymotpebata Ha ACE mHxuburopH e cpoOmasana Kaunmila. XapaxTepHo €, ue TH e
HEMPOAYKTHBHA, NIPONB/DKHTEIIHA H OT3BY4YaBa Clie/l IPEKPATSBaHE Ha Tepanusta, HuayuppaHaTa
or ACE vHxubHTOp Kanminuna Tpa6ea Aa ce pasriexna KaTo YacT oT AM(EPEHLHATHATA JHANHO3A
Ha KallJTMIIA.

Hpyeu

Peakuud Ha CEHCHOWIM3AIMA MOFPAT [a C€ NPOABAT UPH MalHEHTH ¢ Hiu O3 aHaMHesa 3a
aneprus win Gponxuansa actMa. CrobIiaBa ce 3a BE3MOXHOCT OT OBOCTpAHE WIH AKTHRHPAHe
Ha CHCTeMEH €PHTeMAaTO3€eH JIYIyc.

Hsoting b6roxada na penun-arnzuomenzun-andocmepon cucmemama (PAAC)

Ilpu 4vyBCTBMTENHH NALMEHTH, KaTO Pe3yNTAT OT MHXHMOMDAHETO HA DEHMH-AHTHOTEH3HH-
afngoCTepOH CHcTeMarta, ocofeHo ako ca KOMOWHMpaHH JeKapCTBEHH NPOAYKTH, KOHMTO
NOBIHABAT Ta3yl CHCTEMA, ca JOKTaIBAHM XMIOTOHHA, CHHKOM, XWUMEPKANUEMHUA H TIPOMEHH B
OrbOpeunara ¢yHKuEn (BinouMTenHo ocTpa 6u6pedna HepocTaThuHocT). Tlopany Tasu npuunHa
He ce Mpernopbuea ABoiiHa ONoKana Ha peHMH-AHTHOTEH3HH-ANA0OCTEPOH CHCTeMATa (Hanpumep
4pe3 NMpUeM Ha PamMMnpul ¢ ApyrH OIOKEPH Ha PEeHMH-AHTHOTEH3HH-@JJOCTEPOH CHCTEMATA).
AKo CBBMECTHOTO MPHIOKEHME C& CYHMTa 3a HeoOXOAMMO ce npenopbupa NpoclefdBaHe Ha
650peunara GyuKIIA.

Hma nanHu, Ye eanospeMeHHara ynotpeba na ACE nuxuburopu, aurmorensuu Il-petentopuu
BnokepH MM aNMCKHPEH MOBMILIABA PHCKA OT XHNOTOHHS, XMIEPKATHEMHA M HAMATABAHE HA
On6peunara Qynxuma (BrmounTenno octpa GuOpeuna nenocrareunoct). Ilopaau TOBa He ce




nperiopsysa ABO#HO 6nokxpane va PAAC upes komOnrnpanara ynotpeba Ha ACE uaxu6urops,
aHrnorensun [I-penenropru 6nokepy unH annckupen (Bx. ToukH 4.5 n 5.1).

AKo ce Tpeneny, Ye TepanugTa ¢ ABolHo Grokupane ¢ abecomorHo HeoGxomuMa, Toka TpaGaa a
CTaBa Camo MoA HabMIOZEHHETO Ha CHHHATHCT M NPH 4eCTO BHHMATENHO MOHHTOpHpaHe Ha
6n6peHaTa GYHKURS, ENEKTPOIHTHTE ¥ KPBBHOTO HANIATAHE.

ACE wmmxuluropu H anruorersun II-peuernTopus Onokepum ne Tpabpa na ce H3non3sar
eJHOBPEMEHHO IPH NAUKEHTH ¢ AuabeTHa HedponaTus.

Hemeraromen pax xa xoxcama
B ape enuaaeMHONOrHuHH NPOYUBAHHA, OCHOBABAIIM Ce Ha JAaTCKUA HALMOHANIEH PaKOB PErHCTEP,

¢ Hal/moxaral MOBHIICH PHCK OT HeMeNaHOMeH pak Ha koxkara (HMPK) [GasansokneTnuen
kapuuHOM (BKK) 1 cksaMosHokmeTbuen xapumsoM (CKK)] npH HapacTBama eKcIIo3Hma Ha
KyMynaTdBHa Zo3a xuppoxaopotHasua (XXT3). ®orocencubuwmsnpamure edexty va XX3T
morar fia AeHCTBAaT KaTo BepoATeH MeXaHU3BM Ha pazBuTHe Ha HMPK.

Iauuerrure, npuemamn XXT3,, Tpabea ma 6wpar wmdopmupanu 3a pucka or HMPK u
CBRETBAHH PELOBHO A MPOBEPABAT KOXKATA CH 33 HOBH JIe3HH M He3alaBHO Aa CHOGINABAT Hpu
nofBa Ha NOMAO3PHTENHH KOXHH Nesnn. Ha naumenure TpabBa Ja ce NpenopuyaT BL3IMOKHH
MpPECBAHTHPHH MEPKM, KATO OTpaHU4EHO H3NaraHe Ha CITbHYEBA CBETIIMHA M YJITPAaBHONETOBH
TBYH, a B CNIYYai HA €KCTIO3MLMA, TIOAXO/ALIA 3AIMHTA, 32 /1a 6 CBEE J0 MHHMMYM PHCKLT OT
paK Ha Ko)Kara.

IlopospurennuTe xoxknM Jiesud Tpabsa na 6BAaT nonmnoxeHH Ha He3abaBHO M3CHENBAHE,
NOTEHUMANHO  BKIIOYBAILO  XMCTONOTMYHM  W3CIEABAaHHAHE  OMONCMYHM  MaTepHaTH.
Tpepazrnexpade wa ynotpe6ata Ha XXT3 Moxe Aa ce HAJOKM W NPH NALMEHTH, KOUTO Ca
uManu npeaxoneH HMPK (Bx. cpino Touka 4.8).

Tozn nexapeTBen NPOMYKT ChABPKA IAKTO38 MOHOXHAPAT.
TlanpeHTHTE ¢ peaKH HAcIENCTBEHH NMPo0ieMyM KATO FaaKTO3HA HEMOHOCHMOCT, Lapp-nakrazeH
AebHUMT MNM ITHOKO3HO-TANAKTO3HA ManabcopOumud He TpAGBA Na MPHEMAT TO3M JIEKapPCTBEH

NPORYKT.

Tosa nekapcTso ¢hALpXka Mo-Manko ot 1 mmol Harpuii (23 mg) Ha Tabnetka, T.e. ce
CYHTA, Y¢ HE ChAbpKA HAaTPHIA.

4.5.  BaammospelicTBHE ¢ PYTH JeXADCTBeHE NPOAYKTH H APYTH GOPMH HA
BIAMMOJAeHcTBHE

Hporrponokasann koMGHHAIHY

ExcrpakopnopanHo nedeHWe, BOJCINO N0 KOMTAKT HAa KPBBTA € OTPHUATENHO 3APEXCHH
NOBLPXHOCTH KATO HATIPUMEP IMATH3A WIH XeMOGHITPalHs ¢ ONpeleNieHH BUCOKOTIPOIYCKIHBY
MeMOpann (Halp. NONHAKPHIOHHTPHIHH MemOpauu) W adiepe3a Ha JMIIONPOTEHHH C HHCKA
IUTBTHOCT ¢ ACKCTPaH CyacthaT, Topany NOBMIieH PUCK OT TEKKA aHA(WIAKTOHOHA peakius (BiK.
To4ka 4.3). AKO ce u3uckea noAoOHO neueHue, HeobGXOmMMO € Na ce OOMMCIU M3MON3BAHE Ha
PasN{HeH THI Juanu3Ha MeMOpaHa WM pasivueH KIac aHTHXHIEPTEH3UBHO CPEICTRO.

Hexapcmea, noeumuasmuyu pucka om anzuoedem

CeemectHara ynotpeba na ACE mexuburopu cbe cakyGTpun/sancapral ¢ IpOTHBONOKA3aHa,
NOPaJH MOBHILIEH PHCK OT AHrHoeNeM (BYDKTE ToukH 4.3 1 4.4).

CeBmectHaTa ynorpeba Ha ACE vHxuOuTopH ¢ HHXHGHTOpH Ha Henpuwmusuu (NEP) (manp.
pauekanorpun), mTOR puXHOMTODH (KaTO CHPOMMMYC, €BEPONHMYC, MyCc} H




Ipennasay MepkH npu ynorpe6a

Kanuii-coxpanssawyu ouypemuyy, xanuesy 0o6asku unu CoOwpicawu Karuli 3aMecmument Ha
conma:

Bobnipexu 4Ye cepyMHMAT Kanuit o6Huaifo 0CTaBa B HOPMATHH IDAHHUA, [IPH HAKOH NALHEHTH,
ACKYBAHH ¢ PAMHIPHI, MOXE Jia Ce NOABH XHnepxanHemnd. Kanuii-cpXpanapammre JHypeTHLIA
(xaTo cHHpOHONAKTOH, TPHAMTEPEeH WIM AMHMIOPHI), KanMeBure NOGABKM MIH CHIBPXALIHTE
KaJIHi 3aMECTHTENIH Ha CONITa MOTAT Ja IOBEJAAT /IO 3HAUMMM IOBHINEHHS B HHBATA HA CEPYMEH
xainil. HeoOxonuMo € BHMMAaHHE H, KOraTo PAMMIPII Ce IPHEMa CHBMECTHO ¢ APYTH Ar¢HTH,
KOHTO MOBHILABAT CepPYMHMA KANMH, KATO TPUMETONPHM M KOTPHMOKCA30N {TPHMETONpHM/
cyndamerToxcazon), ThH KATO € H3BECTHO, Y€ TPUMETOTIPUM ASHCTBA KATO KanMii-ChXpaHAmamn
auyperdk kato amHnopufl. Iopamy Topa, KOMOHHMpaHeTO Ha PAMMIIPHII M TOPENOCOYEHHTE
TIeKapcTBa He ce npenopbyed. AKO CBEMECTHaTa ynotrpela € nmokasana, Te TpaGsa ma 6pAaar
NPHITAraHy ¢ BHUMAHHE H [IPH 4ECTO NPOCIeAABaNE HA CEPYMHHS KaTHH.

Thacocnopun
XunepKanmeMuss MOXe Oa ¢ TOABH NpH CbBMecTHa ynorpe6a Ha ACE wmxuGuropu u
uyKrocniopuH. [Ipenopeusa ce npocneasBaHe Ha CepyMHUAT Kanuii,

Xenapun
XwuriepkanmsemMus MoxXe J1a ce NOABH NPl CEBMecTHa ynotpeta Ha ACE MHXHOGWTOpH H XenapuH.
[Ipenopr4sa ce NpocaeAABAHE HA CEPYMHHAT KaaHH.

Tpumemonpum u xo-mpumoxcason (mpumemonpum / cyapamemoxcason): TlaupeHTn,
nnpueMay  ¢bnbTeT8A0 ACE  HHXHOMTODH M TPHMETONpUM W KO-TPHMOKCA3ON
(tpuMeTonpum/  cyndamerokcazon), Moke Ja OBAAT MINOKEHH Ha TOBMINEH DHCK OT
XHnepxanHeMus (BX. Touka 4.4).

Heotma 6roxada na pewun-anzuomenzun-andocmepon cucmemama (PAAC) upes xombunupana
ynompeba na ACE-unxubumopu, anzuomensun Il peyenmopru broxepu wn anucxupen: Janun
OT KIMHHYHH HPOYMBAHMA NOKa3BaT, Ye ABolinoro OnoKHpaHe HA PEHMH-BHIHOTEH3HH-
anpocreponorata cuctema (PAAC) upes xomOuHupanara ynorpe6a wa ACE uuxuburopH,
aHruoTeH3uH [l-penentopun Gnokepw WIM IMCKHPEH Ce CBBP3BA C IO-BHCOKA 4eCTOTA Ha
HEXeNaHH CHOMTHS, KATO HAMPHMEP XHIIOTOHWMA, XHITEPKAIMEMNA 1 HAMansABaHe Ha OBOpeyHaTa
byHKkuaa (BxmounTenHO ocTpa Gn0pevHa HeflocTaThYHOCT), B CpaBHEHKE ¢ ynoTpebara caMo Ha
€IHO CpenacTBo, AeiicTeamo pupXy PAAC (k. Toukn 4.3, 4.4 1 5.1).

Anmunepmensugnu cpedcmsd (nanp. Ouypemuyu) u Opyzu Gewjecmaq, xoumo mocam Oa
HOHUNCAM KPBEHOMO HAIRAZARE (HAND. HUIMPAMU, MPUYUKIUYRY GHRTUOENPECANMU, GHECTENUYY,
npEKOMEPEH npueM na amxoxon, baxnoghen, ardyzoszun, OOKCAZ03uUH, NPAZOIUH, MAMCYROIUM,
mempa3o3us); MOXe JIa Ce OYAKBA YBENHYABAHE HA PHCKA OT XMNOTOHMA (BX. Touka 4.2 3a
AHYPETHLH)

Basonpecopnu cumnamuxomumemuyu u Opyzu eewecmsa (enunegbpun), xoumo Mozam oa
HAMQIAM AHMUXUREPMEN3USHUR elexm Ha PaMUNPUA. TIPENIOPRYBA C& CTPHKTHO MPOCie]aBaHe
Ha KPbBHOTO HANATAHE.

B nonbiHeHue edeKTHT Ha BA3ONPECOPHUTE CHIIATHKOMHMETHIM MOXE Aa Oble orcnabed or
XHAPOXTIOPOTHAIH.




Anonypuron, uMyrocympecopu, KoOpmuxocmepoudy, npoxaunamud, yumocmamuyu u opyeu
BeUecmsn, Koumoe mozam O0q npoMensm Gpoa na KpveHume Kiemxy: TIOBKALICHA BEPOATHOCT OT
TIOAB3 HAa XEMATOMOTHYHH peaxiyy (Bx. Touxa 4.4).

Jlumuesu conu. eKCKpeHHATa Ha JMTHA MOXe Aa Obae nomwxena or ACE muxuburopure M
MOpagy TOBA TOKCHYHOCTTA HA NHTHA MoXe jJa ce ypenwyud. Hupara Ha nurys 1pabea fAa ce
npocneassar. ExnoepemenHara ynorpeSa Ha THa3sHAHM AHYPETHIH MOXE Ja NOBHIIA PHCKA OT
JMTHEBA TOKCHYHOCT M Ja yCHNH peye nopuiieHua oT ACE uHxuGuTOpa pMcK OoT nHTHEBa
TOKCHYHOCT. [Topazn ToBa kOoMOMHAuMATA OT PaMHOPHI H XMAPOXJOPOTHAsHE ¢ JUTHI He ce
MpenopBYBa.

Anmuduabemnu cpedcmeq, GKAIOYUMENNO UHCYAUN: MOTAT [a BB3HHKHAT XMMOTIHKeMMYHU
peakuvH. XuApoXJopoTHA3MAET Moxke Aa orcnabu edekra Ha aHTHAMabeTHHTE NeKapcTRa.
Hopaau ToBa ce mpenophyea 0COGEHO CIPHKTHO MpOCTEAABAHE HA HHBATA Ha KPHBHATA 3aXap
Nipe3 HAYANHHSA NEPHOJ HA ¢THOBPEMEHHOTO TPHJIATAHE,

Hecmepouduy npomusosvinanumenni cpedcmsa i ayemuncaiuyunoea KUCenuna: Moke Ia ce
OYaKBA HaManABaHe Ha aHTUXHNepreH3uBHMA edexr Ha Pamumen HCT. Ocren ToBAS,
CHIBTCTRANOTO Nederue ¢ ACE unxuburopn v HCTIBC moke na oBene 10 MOBHIIEH PUCK OT
BJIOIIaBAHe Ha Oh0peyNHaTa QYHKIHA H A3 YREIH M KAIMEMUATA.

Hepoparnu  anwmuxoazyraumy: aHTHKOAryNAaHTHUAT edekT Moxke Aa Obme Hamanen nopand
€HOBpEMEHHATa YoTpe6a Ha XMAPOXIOPOTHASHS,

Kopmuxocmepoudu, AKTX, amepomepuyun B, xapbenoxconon, zolemu Komudecmed chadbk
KopeH, naxcamueu (B cmydali Ha mnpoawDkMTenHa ynoTpeba) W OpPYrH CpencTBa, KOHTO
YBETHHABAT YPHHHATA EKCKPELMA HAa KaIuli uly HAMARIEAn! NAasMeNUs Kanuil: OBHIIEH PHCK OT
XHINOKAJITHEMHA.

HAuzumanucoeu npenapamu, axmuenu eewjecmed, 3a Koumo € uszgecmuo, e yovaxcam QT
URMEPEANG U AHMUGDUMMUYY. TAXHATA TIPOAPHTMHYHA TOKCHUHOCT MOXE [a C¢ TOBHMIUW KITH
AHTHAPHTMHYHHAT UM ebexT Na Hamanee NPH HANMUME Ha eNSKTPOIHTHM HapyuieHHa (Hanp.
XHITOKATHEMHA, XHIOMATHeIHEMHA ).

Memundona: RE3MOKHA ¢ XEMOJIH34.

Xonrecmupamun unu Opyeu nepopanio npunazanu tionoobmenru eetyecmsa. HaManena abeopbuus
Ha xuapoxnoporHasua. CyndoHaMuiHATe JUypetum Tpabea fa ObaaT B3eMadH NoHe €AHH Yac
TIPEIH MITH YCTHPH 10 MIEeCT Yaca Cie/l Te3U JIEKapCTna.

Kypape-no0obnu mMuoperaxcanmu: Be3MOKEH € YCHWICH M YIBDKeH MHOpenakcupall eexT.
Kanyueeu conu u noswuasauyu niazMenun Kaayuli Nexapcmeeny npodykmm: B cilydail Ha
CAHOBPEMEHHO DPWIAraHe ¢ XHAPOXJIOPOTHAZHI MOXE Ja C€ OYaKBa TOBMINEHA CEpyMHa
KOHUEHTPAUMd HA Kanlyd, NOPaaM KOSTO Ce H3HCKBA CTPMKTHO NPOCNENABAHE HA CEPYMHHA

KasLkit,

Kapbamasenun: puck OT XHIIOHATPHEMHA TIOPATH AAHTHBHNA eheKT ¢ XHAPOXIIOPOTHAsML.




Hod-cvdvpocayo xonwmpacmuo eeupecmeo: B ciyuaii Ha JEXHIpATalMs, MPEJUIBHKAHA OT
AHYDETHLH, BKTIOUHTENHO XHMAPOXNOPOTHAa3HA, MMa TOBHIIEH PHCK OT octpo Gubpeuso
yBpexzase, ocobeHo npy ynotpe6a Ha 3HAUMMH 103H HO-CHIBPKAIKO KOHTPACTHO BEIIECTRO.

Hlenuypumm: XANPOXNOPOTHAINS C& KCKPETHPa B AHCTAIHHTE TyOYIH M HAMAIARA CKCKPELMATA
HA NTEHHLTHEA.

Xunun: XMAPOXNOPOTHAIN] HAMANISBA EKCKPEIMATA HA XMHHH.

4.6. ®eprTRanTeT, GpeMennOCT B KLpMeNe

Bpemennoct

Pamimen HCT me ce mpenophusa 1o BpeMe Ha [TbPBYS TPHMECTHP HA GPEMEHHOCT (BXK. TOUKA
4.4) ¥ e IPOTHBONOKA3AH NC BPEME Ha BTOPHA ¥ TPETHA TPHMECTHP HA GpeMeHHOCTTa (B, TOUKA
4.3).

EnujemMuonornunte NaHHW OTHOCHO PHCKA OT TEpaTOTEHHOCT ciel| ekcrnoduuud na ACE
HHXMOMTOPH RO BpeMe Ha MLPBHA TPHMECTHP OT GPEMEHHOCTTA He ca YGEAMTENHH, HO JieKo
MOBHINABAHEG HA PHCKa He Moxe jAa Owne mskmoucHo. [Ipw NaumeHTksTe, IUIAHMpaUlH
Gpemenroct, Tepanmata ¢ ACE umxuburopn TpsbBa ja ce 3aMeHH C ATTEPHATHBHO
AHTHXWNCPTEH3HBHO JIEUEeHHE, KOETO HMa YCTAKOBEH npodun Ha Ge3onacHocT npu ynotpeba 1no
BpeMe Ha GpeMEeHHOCT, OCBEH aKO He Ce CYMTa 3a kpaifHo Heobxomuma. Tlpu ycramossBaHe Ha
Gpementoct neuenuero ¢ ACE uuxuGuropu Tpabea ga 6wnie cnpamo HesaGaBHO u, ako €
YMECTHO, TpabBa na 6bAe 3anoYHaTa ANTEPHATHBHA TEpank.

HasectHo e, ye Tepanusta ¢ ACE uaxuburop/ anrHotensmn 11 penenropen antaronuer (AIIRA)
TO BpeMe Ha BTOPMA H TPETHA TPUMECTBD NpHYMHABA (HETOTOKCHYHOCT MPH Xopa (HaManena
Onbpeuna Qynkums, omuroxuzapamMHUOH, 3abaBeHa OCHQUMKAUMA Ha yepena) W HEOHATATHA
TOKCHYHOCT (OBOpevuHa HEAOCTATBYHOCT, XHIOTOHHMA, XuNepkandemus) (BK. ChIO 5.3
»IIpenxnHHUYHN nauky 3a GesomacrocT”). B cydaii Ha ekcnosuums Ha ACE naxuburop npes
BTOPHA TPHMECTLD Ha OPEMEHHOCTTa Ce mpemopkuBa Nposepka Ha GuOpeynata dymkums u
Yepena upe3 ynaTpassyk. Hooponens, wunro maiiku ca mpuemant ACE nrxuGuropn, tpsGea aa
6baaT cTpHKTRO HAGMONABANH 33 XBWNOTOHM, ONIMTYPHA H XHIIEpKATHEMus (BX. ChINO TOUKH 4.3
u4.4).

XHAPOXNOpOTHA3HA, B Ciydail HA NPOXLIKHTENHA EKCHO3HLMS Tpe3 TPETHA TPUMECTHP OT
GpeMeHHOCTTA, MOXKe /1a NIPUYMHH (ETO~IUTALIEHTApHA HCXEMHA M PUCK OT 3a6aBste Ha pacTexa.
OceeH TOBa, MPH EKIMO3UIKA HENOCPEICTEEHO TIPEIY PAX/IAHE Ca JOKNAJBAHM PEIKH CNYdaH HA
XHMOTTIHKEMHS ¥ TPOMOOUHTONEHHA IPH HOBOPOAEHKUTE. XUAPOXAOPOTHATHI MOXKeE 112 HAMANK
n1asMeHHus 06eM, KAKTO H yTepo-IUIaLEHTAPHHA KPbBOTOK.

Xuapoxnopornasu, He TpAOBa 7Ja ce M3MON3BA NPH recTALMOHEH OTOK, TIeCcTALMOHHA
XMNIEPTOHHSA WIN NPeeKaMICHA MOpaaH PHCK OT HaMmalieH Iia3sMeH o6GeM ¥ TulaueHTapHa
xunonepoysus, Ges nonesen edexr Mo OTHOLWIEHHE Ha XOAA Ha 3a00ABAHETO.
XnpoxnopoTHa3uART He TpaGBa 1a ce M3NOI3BA 33 eCEHUMANHA XMNEPTOHHA NPH GpeMeHHH
KEeHH, ¢ M3KIOYEHNEe HA PEAKH CITYYaH, NPH KOHTO HE ¢a MOKAaZaHH IPyry Je4eHHS.

Kbpmene
Pamumen HCT e nportnBonokazat no BpeMe Ha KbPMEHE,

IIpn npunaraneTo Ha TepaneBTHYHM NO3H PAMHIPHN H XHAPOXIOPOTHAIH Ha KBHPMEIIH KEHH €
BE3MOKHO PAMHNIPHI H XHAPOXTOPOTHAIKA f1a C& eKCKPETHPAT B KbPMATA B TAKOBA KOJTHYECTRO,
KOeTO Na oka3sa edeKT BLPXy KbpMmaueto, [IOpafH HEOCTATHYHA HH;




aITepHATHRHO NEYEHHE ¢ NO-Nobpe ycTaHoseH npodmn Ha Ge3oNacHOCT MO BPeMe Ha KhpMeHe,
0CO0EHO MpH KbPMEHE HA HOBODONEHO HIH HEJOHOCCHO KbpMaue. XMAPOXIOpOTHAasHI ce
eKCcKpeTHpa B xbpMa. TrHasuauTe, MpHeMaHH OT MAHKH KbpMAaJKH CE CBBPIBAT C HAMANABAHE HIN
AOPH MIOTHCKAHe Ha nakTauusTa. Moxe a c¢ NMPOABH CBPBLXYYBCTBHTENHOCT KBM aKTHBHMTE
BEILECTBA -~ ACPMBATH Ha CyNpoHAMUANTE, XHIOKANHEMHS H MKTep. Tlopajy BR3MOKHOCTTA 33
CepPHO3HH peakMH NpH KhPMAYeTATa H OT ABeTe aKTHBHH BeuwecTBa, Tpabea aa Gwae B3eTO
peilienine fank na Onie IPEKPATEHO KbPMEHETO MIH Ia Ghie mpexpaTena TepanmsTa, KaTo ce
B3eM€ MPEeABH], 3HAMEHNETO HA TEPalMATA 38 MAiKaTA.

4.7.  Edexrn pppxy cnocobHOCTTA 32 Inopapane u pabora ¢ MAMARE

Hskow crpamwunn edextn (Hanp. CHMITOMH H2 TOHMXABAHe HA KPHLBHOTO HAJIATAHE KAaTO
3aMaiiBane) MOraT fa HapymaT cnocoGHOCTT Ha NALHEHTA 3a KOHLEHTPAUMA M PEeaKius, eTo
3310 TIPEICTaB/IsBa PHCK B CHTYAIHH, NIPH KOKTO TE3H CIoCOOHOCTH ca OT ocobeHo 3HaveHHe
(nanp. wodupane U padora ¢ MallluHu).

Tosa MoXe ma ce cay4n ocoleHo NpH HaYaao Ha JICUEHHETO Wi NP NpPEeMHHABAHE OT IPYTH
npenapati, Cnea nepBaTa 1033 HIH NOCEABALLO MIOBUINARGHE Ha 03aTa HE € MPENOPHYHTEITHO
wodupate v pabora ¢ MAIIHHE 34 HIKO/IKO 4aca.

4.8. Hexenann NeKapCTBeHH PeAKIMH

Pearome Ha npodiia Ha 6e300acHOCT

llpodunsT Ha OGesomacHOCT Ha PAMHIPHA H XHADOXJIOPOTHA3HD BKDOYBA HEXenaHu
NEKapCTBEHH peaKLiiH, [pOoABABAILM c€ BHEB BPB3KA ¢ XHIIOTOHHA H/HIH ¢ HAMAaniB3HE Ha
TENECHHTE TEUHOCTH MOPalH NOBHINEHA NHype3a. AKTHBHOTO BEUIECTBO PaMMIIPHA MOXE Aa
NPYYUHA YMOPHTA CyXa Kauliyia, JOKaTO aKTHBHOTO BELUECTBO XUAPOXIIOPOTHASHA MOXE 4
AoBelle [0 BIOIWIABAHE MeTa0onH3Ma Ha IIIOKO3aTa, NUIHIWTE H NHKOYHATA KuCeauHa. J{BeTe
aKTHBHH BeUIECTBA WMAT NpPOTHBOMONOXKHH edeKTH Bupxy mnasMeHds xanuii. CepHO3HMTE
HEJKENIAHM NIEKAPCTBEHH PEAKIIMY BKIIOUBAT aHTHOEEM HWIH aHabHIakTH4HA peakuus, GnOpeyro
WIH  YepHOApOOHO  yBpesklaHe,  NAHKPEATHY, TEXKH  KOKHA  peakuun W
HEYTPOHeHHA/ArpaHyJIOLATO3A.

TabnuyeH cnnchK HA HEXKENAHUTE PEaKIMH
YecToTaTa Ha HeKenaHUTe peaklluy ce ONpeaens Ype3 HINOA3BaNEe Ha clleJHaTa KOHBEHIHA:

Msuoro wects (= 1/10); uectut (2 1/100 do <1/10); nedectu (= 1/1 000 o < 1/100); peaxu (= 1/10
000 no < 1/1 000); MHOrO peaxu (< 1/10 000), ¢ HewspecTHa YecToTa (OT HATHYHHTE JAHHH He
MOXe Na 6ble Hanpapesa OLeHKa).

IIpu Besko TpynHpade B 3aBHCHMOCT OT 4eCTOTATa HEXKEJAHHTE JICKADCTREHY peakuuu ce
H30posgBaT B HH3X011l peN JI0 OTHOLICHUE HA TAXHATA CEPHO3HOCT.,

Yecmu Hevecmu Mnozo pedxu C neuseecmna yecmoma

Hapywienus Ha Homwken Gpoit na KoctHo- MO3BYHA
Kkpvema u Gennre KPBBHH CynpecHs, HEYTPONEHHs,
ruUM@Hama KJIETKH, TIOHHMXeH BIKOMHTEAHO
cucmema 6poit YEPBEHH arpanynourosa,

KPBBHH KJIETKH, NaHLMTONCHHS,

Hamanex €O3HHODHNHA,

XeMOTNOOHH, XeMOKOHUEHTpaLMs,

XEMOJTHTHYHA 3aHA C HAMANARAHE Ha

aHeMWs, HaMalieH :’%\N‘H{OCTH

6poti TpombounTH e, Ny




Hapyuenun Ha AHadmrakTHIHH HIH
UMYHHAMA cCucmemMa aBaQUIaKTORIHH
PEAKUHH, CBBP3aHH KaKTO
C paMMNpWI, Taka H ¢
XMAPOXJIOPOTHASHE,
NOBKILEHH
AHTHHYKIICADHH aHTHTENa
Enooxpunnu Cuaapom Ha
Rapyuenus HEMOAXOAAIATa CeKpeLHa
Ha AHTAAKYPETUYCH
xopMoH (SIADH)
Hapywenun na | HenoGpe AHopekcH, Ilosuuteno wuuBo |IloHmkeno  HMBO  Ha
Memaboruzma ¥ | KOHTPOIIMPaH |MOHWKEH aneTHT |Ha  Kauumif B | HATpHA B KpbBTA
XparnerHemo 3axapeH KpBBTa  nopaaH
nuader, Hamanen kamuii B|pamumpun I'mokosypus,
HaManeH KPBBTa, Kakaa MerabofHTHa  ankanosa,
FTIOKO3eH nopanu XHMIOXJIOpPEMHE,
TOJNEpaHC, XHIPOXTOPOTHASHA XHIOMarHe3ueMny,
FIOBHUIEHO a XH{IEPKANLHEMHS,
HHMBO Ha Aexuaparanus nopaiH
KpBbBHATA XMIPOXJIOPOTHAZNA
3axap,
MOBHILIEHO
HMBO Ha
NIHKOYHATA
KMCEJIMHA B
KPBETA,
obocTpena
noaarpa,
TIOBMILEHH
KphBHH HHBA
Ha
xXonectepona
w WITH
TPHIHIEPHAN
TE nopagu
XHIPOXJIOPOTH
a3Hja
Hecuxuunu TMonmxkeno CrCTORHEE Ha
HApYWEeHUA HACTpOCHHE, obbpkanocT,
ANaTHA, GeanokoiicTBo, HapylIeHo
TPEBONHOCT, BHHMaHHe
HEPBHOCT,
HApYIICHHE Ha
CBHS, BKITIOYNTETHO
CHHIHBOCT
Hapywenus #a|I'nasobomue, |CReroBBpTEK, Mozbuna HCXEMHI,
HepeHama cucmema |zamalinaxe NIAPECTEIUA, BKJTFOUMTENHO MCXEMHYEH

TPEMOP, HApYLIEHO
paBHOBECHE,

MHCYNIT H  TpaH3WTOpHa
aTaka,




ycemase 3a napene, MICHXOMOTOPHM
AYCTEY3HSA, ATeY3Hs HapylIeHHa, HapoCMHs
Hapywenun Ka 3pwrenun Kcanroncus,  namanena
ovume CMYIUEHHA, JNaKpUMalH nopany
BIUIOIHTENTHO XMAPOXJIOPOTHAIHIA
3aMbITIEHO Xoponzanen HanuB, ocTpa
RIDKIAHE, 3AKPHTOBTRIHA THAYKOMA
KOHIOKTHRUT nopanay
XHAPOXJIOPOTHAZHIA
Hapywenun Ha TunuTyc YepexnaHe Ha CIyxa
VXOMO U Rabupunma
Crpdeunu Muokapasua Muoxapnen uudapkr
Hapyuenus HCXEMHA,
BKMOYHTEHO
8HIHHAZ NEKTOpMC,
TaXHKApAWA,
apHTMBA,
NIAMITHTALHH,
nepudepen enem
Cwdosu napyuenus XunoToHus, Tpombo3za, cewp3aHa CBC
OPTGCTATHIBM, CHIHO HamaneH ofeM Ha
CHHKOTI, TENECHHTE TEHHOCTH,
334epPBABAHE CTeCHABAHE Ha CBAOBETE,
xunonep@yzud, QeHomeH
Ha Petido, Backymur
Pecnupamopnu, Henpoxyxrue | Cumysur, avcnses, | Octbp bpouxocnazeM,
2puonu u|Ha JApasHella | 3amyeH HOC pecnHpaTopes RKINOYHTENHO 00oCTpeHa
MeoUACTIUHATHY Kaunuua, NMCTPEC CHHAPOM | 4CTMa,
Hapywenus 6ponxur (ARDS)
(Bx. Todxa 4.4} | Anepruviex ATBEOTIHT,
HEKapAHOTeHeH
6enoppoben oTox mopanH
XHAPOXTIOpOTHA3HAS
Cmommunc-vpesnu Cromamso-upesHo | flosphuane, Maukpeatar (cayvan ¢
HOapyweHus BB3TIANCHYE, adrozeH daranen H3IXOR ca
XpasOCMHIATENHH | CTOMATHT, cbob1IaBaHA
CMYLIeHNA, FIOCHT, JHAPHS, | M3KTIOUHTENHO PAAKO TIpH
KOpeMeH Gonka B ropuara | JedeHHS c ACE
auckomopr, 9acT Ha Kopema, | uHxuGuropu),
AMCIIEncHs, CYXOTa B YCTATAa | HOBHIUABaHE Ha
TacTpHT,  TajeHe, MAHKPEaCHUTE  CH3MMH,
3amiex aHTHOEAEM HA TBHKOTO

IunruswT, cBbp3an
[+

4epBo

Cuanoapedur, cBbpzaH ¢

XHIPOXJIOPOTHAZHT XHAPOXJIOPOTHA3H]

a
Xenamo-bunuapuu XonecraTHueH WK Octpa uepHOApOOHa
HapyuwleHus LIHTOJIHTHYEH HE/JOCTATBYHOCT,

XermaTuT €HHLA, XOIIECTATHYHO




{H3KAFOUHTEHO
panke c¢ daranen
H3XO0H), MOBMINEHH

XENaTOLEeTYIaPHO
yBpeKAaHe

HHBA Ha

ueproapobHnTe

CHIMMW W  HIH

KOHIOTHpaHHA

Ounupy6uE

Kankynozen

XOJCHHCTHT NOpaIH

XHAPOXJIOPOTHAZH]L

a
Haopywenus Ha AHTHOEHEM; TokcHuHa  enHACPMaTHA
Koxcama u H3KJHOUHTENHO HEKpOIlM3a, CMHApPOM Ha
NOOKOACHAMA pagke ofcTpyKuus CtuBbHC-KOHCDHH,
muKaH H& BB3AYXOHOCHHTE epHTeMa  MynTudOpME,

MTHETHILA B PeyaTaT
OT aHTHOEZIEM MOXKe
da uMa QaraneH
H3X0J;
NCoOpnaTH4YeH
JEPMAaTHT,
XHIICPXHAPO34,
o0p¥B, B 4acTHOCT
MaKyJI0-[1anyao3eR,

nemduryc, obocTpen

TICOPHA3NC,
excONHATHBEH JEPMATHT,
peakims Ha
OTOTYBCTBHTENHOCT,

OHHXOJH3a, neM$urouneH
HJTH JIHXeHOMIEH eK3aHTeM
WIH €HAHTEM, YPTUKAPHA

anonerus CucTeMeH epuTeMaTO3eH
nymyc nopanu
XWIPOXIIOPOTHAZHAR
Hapywenun Ha Muanris ApTpanrus, MYCKYTHU
MYCKYANO- crasMK
cxeremnama
cucmema u MyckyasHa caabocr,
CveduHumeniama CKeNETHO-MYCKYHA
muRaAH CKOBAHOCT, TeTanHs
nopasd
XHAPOXJIOPOTHAZHAR
Hapywenun Ha Bnbpeuno Brouapane Ha
bvbpeyume u YBpPEXKIAHE, CBUIECTBYBAIIA
RUKOMRUME Nonayd BRTIOUHTETHO TIPOTEHHYPHS.
octpa  OnOpevna
HEZOCTaTbUHOCT, Hurepcruimanen sedpur,
NOMHYPHAL, CBBp3aH c
NOBHILEHA ypes B XHAPOXIIOPOTHAZHAA
KPbBT4,  MOBHIUCH
KPEaTHHHMH R
KPBETR
Hapyuenus Ha Ipexogna Monmwkeso nubuno,
8LINPOUIBOOUMENHA epeKTHIHA
ma__ cucmema  u HMOOTEHUHS ﬁﬂo \

""
A2\

MACTHR
/)&‘"to
\\ \




2vpdama

Obwu napywenus u| Ymopa, I'pbana Honka,

eghexmu Ha | aHecTesus HpEKCHA

MRCIOTO na

NPURONCEHUE

Heonrnasmu - HemenauoMen pak ma
dobpoxayecmaeny, koxara (6azamHOKNeTEYeR
IMOKAYECHIGERY U KapuHHOM H
Heonpedenenu (6K CKBaAMO3HOKIIETEYCH
KUCMU u noaunu) KapLMHOM)

Onucanue Ha U3BPAHU HENCERAHY DEAKifUU

Hemenanomen pak Ha KomaTa: B3 OCHOBA Ha HaTHUHWTE IAHHH OT CHUAEMHONOTHHHH
Npoy4BaHud e HalnoJaraHa 3aBHCHMA OT KyMYHHIATHBHATA JO3a Bpbika Mexny XXT3 u
HMPK (Bx. cbuio Toukn 4.4 u 5.1),

Crobmanane #a NOXO3HPAHN BEKEJARH PeAKUAR

CrpoOiaBaHeTo Ha NONO3HPAHH HEeXKENaHW peakKuuy cfles paspeliapade 3a ynotpeba Ha
JieKapCcTBeHHs nNpPOoXyYKT € BakHo. Tosa mnozsossBa Ja TPOABDKH Habmopenwero Ha
CHOTHOLIEHHETO TON3a/ PHCK 3a NEKAPCTBEHHA HPORYKT. OT MeNHUMHCKHTE CNELHATHCTH Cé
H3UCKBa 23 choOINaBaT BCIKA JIONO3MPAHA HEXENaHa PEeaxuns 4pe3 HAUMOHANHATA cHcTeMa 3a
choDlnasane;

WsmresiHdTeHA areHUHA 110 JIKapCTBaTa

yiL. ,,damsas I'pyes” No 8

1303 Codms

Ten.: +35 928903417

yebcaiiT: www.bda.bg
4.9. Ilpenosmpane

CuMrroMy

CamrrroMne, cebpaabu ¢ npenosHpae Ha ACE HHXHOHTOPH MOraT Ja BKIIOYBAT NPEKOMEPHA
neprdepHa BasomiaTaliA (¢ NMORYCPTAHE XMIIOTOHMS, WIOK), OpATMKapAHs, ENeKTPONHTHH
HapyileHHs, OnOpeuHa HENOCTATBUHOCT, CLPACYHA ApUTMuA, HAPYUICHHE HA CH3HAHHETO,
BIJIOUMTENTHO KOMa, Uepebpanmin KOHBY/ICHH, Iape3d M NapainTHYeH Hieyc,

Ilpy npeapasnonokens DalWeHTH (HAfp. NPOCTATHA XMMEPILMAINA) NPeNO3UPAHETO Ha
XHIPOXNOPOTHAZHA MOJKE 13 TPEW3BHKA OCTPA PETEHIMA HA YPHHA.

OrnafaBaHe Ha CHMITTOMHTE
TlaupenTsT Tpatra fa Ghae cTpukTHO HabmonaBaH, TeuesreTo TPAGBA 1a GBAE CUMTOMATHUHO H

nopIkpKamo. Ilpeanaranure MEpKH BKHOUBAET IHPBOHAYAIHA JETOKCMKALMA (CTOMAIIHA
NPOMMBK2, NPHIaraHe Ha ancopOeHTH) W MEpKH 3a PH3CTAHOBSBAHE HA XeMOJMHAMHYHATA
¢TabUNHOCT, BRIIOYMTENHO NpUIaraHe Ha anda 1-aApeHepruyHy aroHHCTH HIH auruoTersun 11
(aurnoTensunamuz). Pamunpunat, akTHBHEAT MeTaGONMT HA PAMMOpUN C€  OTCTpaHsBa
HE3AJOBOHTENHO YPE3 XeMOAUAAH3a 0T 06LN0TO KPBHBOOGPBILEHHE.

5. PAPMAKOJNOIYYHH CBOHCTBA

5.1. @apmakoauBaMEIHE CBolcTEA




(DapmakoTepanesTHYHA rpyna: pamunpuin u auyperrin, ATC xon: CO9BAOS

€XAHMIEM HA ACHCTRHE
Pavunpun
PaMunpuiaT, akTUBHMAT MeETa0ONWT Ha INpPEiIEKAPCTBOTO paMmuipun, MHXHOWpa emiuma
AunentuannkapboxcunenTyaasa § (CHHOHHMH: aHTHOTEH3UH-KOHBEPTUDAL EH3MM; KuHKHa3a T),
B mnasMata M TBKaHHTE TO3M CH3MM KAaTaNM3upa KOMBEDTHPAHETO Ha aHrHOTeH3uH | no
4KTHBEMA BA3OKOHCTPHKTOP aHrHoTeHsHH JI, KaxTo H MHXHOHpa pasrpakiaHero HA aKTMBHUA
Basopwnaratop Opannkunnd. IommkenoTo o0pasysane HA aHrHOTeHsud I # Mpxubupane va
pasrpakaaHeTo Ha OpafUKHHHH BOAST A0 Ba3OAHAATALHA.
Trii xaro anrkotenssn 11 cTuMynnpa ocBOBOMXAABAHETO Ha ANJOCTEPOH, PAMHIIDWIAT BOJH O
HaMaldBaHe Ha aNJOCTEPOHOBaTa cekpeuuA. CpeaHOCTATHCTHYECKH TIOBNHABAHETO OT
moHotepamus ¢ ACE wmmmburop e no-cnaGo mnpu wuepnoxomn (adpo-xapubeka paca)
XMMEPTOHUYHH DALKEHTH (OOHKHOBEHO NOMy/Ialiud ¢ XMIEPTOHHA ¢ HHCHK PEHMH), OTKOJKOTO
fIpH HEYEPHOKOMXH NALMEHTH.

Xudpoxzopomuazud

XuapoxJIopOTHAZHA € THAIMACH AMYPeTHK. MeXaHWIMBT HA AHTHXMOCPTEH3HBHHA e(EKT Ha
THA3HIHUTE NMYpeTHUN He € Hambano M3gcHen. Te mpxubupar peabGeopbumara Ha HaTpuil u
xnoppay B auctanndre Tybynu. Jlosmmenata 6u0peusia exckpeuns Ha Te3u HOHH ce ChIBTCTBA
OT NOBMIICHO OTIENAHE HA ypWHA (MOpPaiH OCMOTHYHOTO CBBp3BaHe Ha Boja). Kanuesata M
MarHe3HeRa EeKCKpeUMs C¢ NOBHMIUABAT, HAMANABA C€ EKCKPELWATA HA MUKOYHA KHCETHHA.
Bb3moKeH MEXaHH3EM Ha aHTHXMICPTEH3IMBHO ACHCTBHE HA XHAPOXIOPOTHA3NAA MOXKe J1a GBae:
MpOMEHEH Hatpues Oananc, HamangBaHe KOAMYECTBOTO HA CKCTPALENY/apHATA TeYHOCT K
nnasMeHus ofeM, npoMsana B 6r6pevHaTa CHAOBATA PESHCTEHTHOCT, KAKTO H TIOHIDKEH OTTOBOP
KBM HOpenHHePHH H aHrHoTenskH 11

DPapMakoauHaMUuHK edekTH

Parampun

[TpunaraeTo na paMHNpun BOAK A0 3HAYHTENHO NOHWKABaHe Ha TepHdepHATa aprepHanHa
PESUCTEHTHOCT. B noBewero ciyyad HAMA 3HAYAMM NPoMEHH B OBOpEYHHS KpPBROTOK H
CKOPOCITA Ha TNoMepyNuara ¢unrpaums. [IpunaraHeTo Ha paMHNPHA TPH HALMEHTH ¢
XHOCPTOHHA BOAH [0 MOHIDKABAHE Ha KPHLBHOTO HANATaHE B MRIPABSHO M JICTHANO MONOXKEHHE
3 KOMITEBCATOPHO OBHINABAHE HA CHP/ICYHATA YECTOTA.

ITp¥ noBeveTO NAUHEHTH HAYAIOTO HA AHTHXMIEPTEH3HBHHS e(peKT HA €NHOKpATHATA 034 Ce
npoaBgsa } 10 2 uaca cien NEPOpaiHO npunoxenue. [IMKOBHST e(eKT HA eHOKPATHATA 2032
obukHoBEHO ce NocTMra 3 10 6 waca Cled NepopanHO NpHIOKEeHHe. ANTUXUNEPTEH3HBHHAT
edexT Ra egHOKpaTHA 033 OBHKHOBEHO NMPOLKABA 24 yaca.

MakcuManHuaAT aHTHXHMNIEPTEHIHBEH €(SKT HA NPOARDKHTENHO JIEYeHHe ¢  PpaMUIIPH
o0HKkHOBeHO HacTemBa cien 3 10 4 cenmuiy. JIOKasaHO €, Y€ AHTUXMNIEPTEH3UBHUAT eekT ¢
TIOCTOSIHEH TIPH NBATOTPAlHA Tepanus, NPOABLKABAMA 2 TOTHHH.

Pa3koto npexsesaHe mpueMa Ha paMHIIPHN He BOIM N0 OBp3 W npexoMepen pebayun edext Ha
NoBMIIaBaHE HA KPLBHOTO HaJIsraHe.

Xuopoxaopomuazuo
C XHapoxIOpOTHAIMA HAMANOTO HA AHYpe3ata HacTbHBA A0 2 4aca M NBKOBMAT e(PeKT HACTLIBA

[0 4 4aca, KaTo AeHCTBHETO NPONLDKasa NpubnusuresnHo 6 1o 12 gaca.
HauanoTo Ha aHTUXMNEPTEH3MBHIUA eeKT HACTHBa clex 3 20 4 AHK H MO
ellHa CCAMHLA ClIe NIPEKPATABAHE HA TEPATIAITA.




EfexTsT Ha nmoHWwkaBaHe Ha KPhBHOTO HANATAHE Ce MMPHUIPYHKABR OT JIEKO NOBHLIABAHE HA
dpaxupaTa Ha GuaTPHpare, GEOPEUHATA CHIOBATA PE3UCTERTHOCT H AKTHBHOCTTA HA IU1a3MEHMA
PEHMH.

Kgmﬂntma GQHKaCHOOT H Qe3onacKocT

HemenaHomeH pak_Ha koxkara: B3 OCHOB2 Ha HANMYNHETE JAHHH OT CNHAEMHONOTHUNY
npoyusanua e HabMI0NaBana 3aBHCHMA OT KYMYIaTHBHATA 1034 Bphaka mexmy XXT3 w HMPK.
Eano npoyusase BXimoYRa Momynauys, cherosta ce or 71 533 cayyanu na BKK u 8 629 ciyuan
Ha CKK, u nonysnauus or choreerso 1430 833 u 172 462 nonxonsum xoutpomu. Bucokara
ynorpe6a Ha XXT3 (kymymaruero >50 000 mg) e casp3ana ¢ kopurupan OR 1,29 (95% IM:
1,23-1,35) 3a JKK u 3,98 (95% JH: 3,68-431) 3a CKK. Habmonapana e sicHa Bpsaka
KyMyJaTHBHA JI03a-0TroBop kakTo 3a BKK, raka i 3a CKK. Apyro npoyusane noxassa BE3MoKHA
Bpb3ka MeXRY paka Ha ycTuuTe (CKK) M excnospmumara na XXT3: 3a 633 caywam ua pak Ha
yCTHHTE e noAGpana nomynaums ot 63 (67 NOAXOAAINH KOHTPOIH, KATO C€ H3MONIBA CTPATeru
3a BiemaHe Ha npobH, onpeaeneHH oT pHcka. JIeMOHCTPHpaHa e BPB3Ka KyMYJAaTHBHA [03a-
otropop ¢ xopurupan OR 2,1 (95% JH: 1,7-2,6), Hapacteam gm0 OR 3,9 (3,0-4,9) 3a BHcoxa
ynorpe6a (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Hali-BHcOoKaTa xyMymaThBHa 103a (~ 100 000
mg) (Bx. cBifo Touxka 4.4).

HOBPEMEHHO NPHIATAHE HA PAMBIIDHI-XKAPOXIOPOTHATY

IIpy KNMHIYHE H3NHTBAHKS KOMOWHALMATA BOAH AC NO-TOJAMO HAMANABAHE HA KPBBHOTO
HalAraHe OTKOAKOTO NPH CaMOCTOATEHOTO IIpWIATAHE Ha MNpOAYKTHTE. BepoaTHo upes
Gnokupase Ha peHMH-aHIHOTCH3HH-ATIOCTEPOH CHCTEMATd, €AHOBPEMEHHOTO NpHIAraHe Ha
PaMUTIPE M XHAPOXJIOPOTHAIHS, BOAN A0 o0paTHMa 3arybaTa Ha KANMiA, CBLP3aHA ¢ TO3M KIAc
anyperiuy. Kombunauusra or ACE —-HHXMOHTOp ¢ THa3HAeH NHYPETHK JaBa CHHEPIHYEH ePexT
H HaMAIABAHE HA PHCKA OT XHITOKRTHEMHS, NMPOBOKMpaHa NpHM CaMOCTOSTeNHa yroTpefa Ha
JIMYpETHKA.

ofia 610Kaa HA peHPH-AHTHOTEH3INH-AN0CTEPOH cucTeMaTa (RAAS
JBe ronemn panaoOMu3MpaHu KOHTPOITHpaHH npoyusanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekymo rno6anso wsnHTease 3a
KpaliHH TOUKM Ha Te/IMMCAPTaH, CAMOCTOATENHO H B KOMGHHaums ¢ pamMmnpun) ¥ VA
NEPHRON-D (Knennyno npoyupaHe cBLP3aHO ¢ paseuTwe Ha Hedponmatua npu amaGer,
NpOBEAieHO OT MUHHCTEpPCTBO 10 BHLIPOCHTE HA BETEPaMHTE) — MpoyuBaT ynorpebata Ha
komOunaumaTa or ACE HHXHGHTOP M aHrHoTensun Ii-penenropen Gnokep.
ONTARGET e npoyusane, npopefeHo Npu NMAaUMEHTd C aHAMHE3d 38 CHPREYHO-CLIORA HIH
MO3BUHOCKhIORa Gosect, WK 3axapeH analer THN 2, NPHAPYXEHH ¢ JAHHM 3a YBpOXKJaHe HA
etpexropun oprany. VA NEPHRON-D e npoy4satie npu nauuentH e 3axapes auaber tHn 2 H
AnabeTHa He(poaTHI.
Tezn npoyusanms me noxasear HauuM Gnaronipusten edext BepXy O6uOpeunuTe WK
CHPAEYHO-CHAOBUTE OCHEAKIM ¥ CMBPTHOCT, KaTO CHLUEBPEMEHHO ca HAbmOAaBAHM NOBMIIEH
PUCK OT XHTepKalHEeMHS, OCTPO YBpeRaHe Ha ObOpeuHTe WHIH XUNOTOHMA B CpPaBHEHHE ¢
MoHOTepanuara. Karo ce umaT mpeaBua cxoauure um ¢apMakOAHHAMHYHH CBOICTBa, Telu
Pe3yNTaTH Ca NPHACKUMH U 32 Apyrn ACE umxuOnTop 1 aHTHoTensus Il-penenrropHu 61okepy.
ACE wunxuburopu u auruworensun Il-peuentopuu Grnokepu cregosarento He Tpabpa jna ce
M30A3BAT €AHOBPEMEHHO NPH NMaUMeHTH ¢ JuabeTHa HeponaTus.
ALTITUDE (Kmven4HO npoy4yBaHe NPOBENEHO ¢ AMMCKUPEH MPY MaUHEHTH CbC 3axapeH anaber
THN 2 ¢ U3MNOM3BAaHE HA CHPACHHO-CHLAOBH H OnbOpeuny 3afonseanma KaTo 0 kpaks K}l) e
Npoy4BaHe, NIPEeAHA3HAYEHO N4 W3CNe/iBa MON3ATa OT KOOABAHETO HA ANHCKMPEHWIM APastprna
Tepanua ¢ ACE unxuOurop uny anrdoredzdH [I-penerrropen 6noxep npy/figlihe Yags
axaber tHn 2 w xpoundHo 6B0peuno 3abonssane, CHPAEYHO-CHAOBO ¥




IIpoy4Baneto € NPEKPATEHO NPENKHEBPEMEHHO NMOPaiH TOBHMINEH PHCK OT HebnaronpuaTHu
nocnenpui. Kakto chpaeyHo-cHAOBATA CMBPT, TAKA ¥ HMHCYATET C& NO-YECTH B [PYIIATA Ha
AMCKMPEH, OTKONKOTO B rpynaTa Ha riauebo, a RpeacTasIABAIINTEe HHTEPeC HesKeNaHH CHOHTIS
H CEpPHO3HM HexXeNaHM CHOMTHS (XHnepkanuemua, xunotonus u Gubpeuda aucdynxums) ce
¢po6InaBaT No-4eCTo B rPYNATA Ha ATHCKUPEH, OTKGAKOTO B IPYNIaTa Ha nnaueto.

52. @apMakoKEHCTHYRH CBOKCTBA

Papmaxoxuremuxa u Guompancdopmaiut

Pamunpun

AGcopbuus

Cnexn nepopanno npunoxenue paMunpmn ce abcoplupa GBp30 B CTOMAIIHO-YPEBHHS TPAKT:
MNKORA IUIA3MEHA KOHUCHTPANKA HA PAMHIPUI ¢e AOCTHIE B PAMKHTE Ha eaMH Yac. Bwa ocHOBa
HA BB3CTAHOBABAHETO B YPHHHATA, CTeneHTa Ha abcopOumy e nowe 56% M He ce MOBMBABA
ZHAYMMO OT IMPUCHCTBHETO HAa XPaHA B CTOMAUIHO-YPERHHMA TPAKT. BHOHANMYHOCTTA HA AKTHBHHS
MeTaGONHT PAMHTIPHIAT C/IGR MEPOPATHO NpHImieHwe Ha 2.5 mg ¥ 5 mg pamunpui e 45 %.
Muxoea nnasMeHa KOHUEHTPALMA HA PaMHOPHIAT, CAMHCTBEHHS aKTHBeH Merabonur Ha
paMunpHn ce goctara 2-4 vaca caea npdema Ha paMHnpwl. CTAUHMOHMAPHHTE IIa3MEHH
KOHUEHTPAUHH Ha PAMHTIPHNAT CNEA MPHIATaHe BedHLK AHCBHO Ha o0HuailHu 03H paMMIIpm
ce JOCTUTAT CJIER OKGJIG HETUDH JHH JICUEHNE,

Paznpenencune
CBhpaBakeTo ¢ MIa3MEHHTEe NPOTCHHH HA PAMUIIPHI € OKOJI0 73 %, & TOBa H& PRMHIIDHIIAT OKOJIO

56 %.

buotpauchopM
PamMunpun nouTH HamblHO ce MeTabonu3upa 4O PAMHNIPHNAT ¥ 0 AMKESTOTHTIEPA3HHOB ecrep,
JUKETONMNEPA3IHHORA KHCETHHA H NROXCPOHIANTE Ha PAMBIIDHT M PAMHIIPHIIAT.

Enumunupane

Exckpeunsta na MeraGondrere e mnpensmHo Ou0peyna. IInasmenara KouueHTpauMs Ha
PaMHIIpWIaT HaMAABA N0 NonHda3os HausH. Tlopamy HErOBOTO CHIIHO, HACHINAIO CBLP3IBAHE C
ACE u 6apnOTO pasfieNsHe OT €H3MMA, PAMMNPWIAT TNOKA3BA YAWDKEHE TEPMHHATIHA
elMMHHALIAOHHa $aza MPH MHOTO HHCKH IUIa3MEHH KOHICHTPALMN.

Crea MHOTOXPATHO NpHIATAHE HA NO3M PAMUNIPHI BEONEK JHEBHO eEKTHBHUAT OMYMHBOT Ha
pamunpunar e 13-17 gaca 3a 103# or 5-10 mg # mo-awTsr 33 No-HuckuTe fo3M 1,25-2,5 mg, Tawu
pasipka € CBBbP3aHa C KanauuTeTa 33 HACHINIAHE HA €H3WMA upe3 CBLP3BAHE C PaMHIIPHIAT.
Eanoxpartsa nepopansa f03a paMHBPEI JaBa HEOTKPHBAEMO HHBO HA PAMMIIPHA M HErOBHTE
metabonyTi B kppmata. Obaye eeKTHT IIPH MHOTOKPATHO NPATATAHE € HEM3BECTEH.

Hayuenmu ¢ 6v6peuno yspeocoane (8dic. mouxa 4.2)

BrOpeunara ekckpelMs Ha paMEMPUIAT € HaManeHa NPY DAUMEHTH ¢ Hapylieda GuOpedna
Gynxuna, 1 650peuHMAT KIBPHHC HAa PAMMTIPUIAT & NPONOPUMOHAIHO CBBP3AH ¢ KPEaTHHHHOBHA
KIIHPEHC.

Topa poaM 70 NOBMINEHA MNIa3MEHA KOHUCHTPALHA Ha PaMHIIPHJIAT, KOSTO HaMalaBa 1o-0aBHO
OTKOJIKOTO NPH HEAMBHAH ¢ HOpMaTHa GBOpeuna dyHxums.

Ilayuenmu ¢ wepnoopobno yepexcoane (8xc. movxa 4.2)
[lpn nalMeHTH C HapylleHa YEpHOAPOOHA QYHKUMA METARbONH3H
pamunpunar e 3abaseno, mopand HaMajlewaya AKTHBHOCT Ha 4e



TIA3MEHUTE HHBA HA PAMUNPHIL NPH Te3H TMAUKMEHTH Ca TOBHIICHHA. TTHKOBHTE KOHLEHTPALIWH Ha
PaMMIIPHAAT APH TE3W [GUHEHTH obave He ce pazIHyYaBaT OT Te3M, HaGMOAARAHY TIPH HHIAHBHIH
¢ HOpManHa 9¢pHOAPOOHA (PYHKIIHA.

XJI0POTHA3
Abcopbums
Cnex nepopanno npwiokeHHe oxkono 70 % ot xuapoxnopotwasuna ce abcopbmpar o
CTOMAMHO-YPeRHHA TpaKkT. [Inkopa NnasMesa KOHLICHTPALMA HA XHAPOXIOPOTHA3MI C€ AOCTHTA
B paMKHTe Ha 1.5 110 5 vaca.

Pasnpenenenne
CrLp3paHeTo ¢ MIA3MEHHTE NPOTEHHH Ha XHAPOXJIOPOTHAZHY € 40 Y.

buotpanchopm
XuApoxiOPOTHAIKIL NPETHPNABA HEIHAUHTEREH YepHOAPoOen MeTabomuaLM.

Enumunppane

XHAPOXTOPOTHAIHA C& S/MMHHHpA TIOYTH HanmbiHo (> 95 %) B WempomeweHa dopMa mipes
6u6peunTe; 50 10 70 % OT eAHOKPATHA NEPOPANHA /1034 CE ENUMHHHPAT B PAMKHTE Ha 24 yaca.
ENMMHHAIMOHHMAT NONYKHBOT € 5 10 6 4aca.

IIayuenmu c 6v6peuno yapexcoane (8xc. mouxa 4.2)

Bubpeunara ekckpenus Ha XHAPOXAOPOTHAIHA € NOHIKEHZ JIPH NauMeHTH ¢ HapyuieHa
6s0peuna ¢ysxuya B 61LOpeunMs KIHPBHC HA XMAPOXIIOPOTHAIUS € CBBP3IAH MPOTIOPIHORATHO ¢
KpeaTHHHHOBHA KiuppHC. ToRa BOAM [0 [OBHUIEHA NNAaIMEHAa KOHLEHTPALMA Ha
XHIPOXNOPOTHAZU/, KOATO HaMalaBa N0-0aBHO OTKONKOTO NPM HHOMBHAM C HOpManHa 6u0peuna

$ymsxuma.

Hayuenmu c veproopobno yepexcdane (exc. moyxa 4.2)

Ilpp nampenTd ¢ uepnHonpoGHa WMpo3a (apMAKOKHHETHKATE HA XHAPOXICPOTHAIMI HE e
TIPOMEHA 3HAYUMO. PAPMEKOKUHETHKATA HA XHAPOXIOPOTHAIH HE € MPOYYBAHA NPH NAaluHEHTH
¢hC ChPACHHA HEAOCTATEYHOCT.

PaMpnpii ¥ XHAPOXIOPOTHAZHA

EnnospeMeHHOTO mnpunaraHe Ha paMEOPWI ¥ XMAPOXNOPOTHA3HA HE 38CATR TAXHATA
GuoHanmuHocT. KOMOMHMpaHUST MPOXYKT MOXKe Ha € CYUMTA KATO OGHOCKBMBAJIEHTEH Ha
HPOXYKTHTE, CHABPIKALH OTENTHUTE KOMIIOHEHTH.

5.3. Ilpeaxnmungadn sanHu 3a Gesonacmoct

Tlpy nobxoBe ¥ MUIKH KOMOWHALIMATA OT DPEMMIIPHIT H XHAPOXJIOPOTMA3MI HAMA OCTpa
TokcHuHoer o 10 000 mg/kg. TlpoyupanuaTa npn MHOTOKPATHO MPWIATaHe, MPOBENEHH NpU
ILTHXOBE M MAHMYHH NIOKa3BaT CaMO HapylIeHHs B eNEKTPONHTHEA Gananc.

He ca npomexnany Npoy4BaHMA 3a MYTareHHOCT H KAPUMHOTEHHOCT ¢ koMOHMHALMATa, KATO
MPOY4YBAHHATa € OTAEAHKTE KOMIIOHEHTH He TIOKa3BAT PHCK.

PenpoxyxTuBHM NPOYYBaHMA NPH ITEXOBE M 3afiLid MOKA3BaT, Y& KOMGUHAIMATA € JOHIKBIE 110-
TOKCHYHA OT CAMOCTOATENHHTE KOMIOHEHTH, HO HHTO €JHO OT NpOYYBAHWATA HE TOKA3Ba
TepatoreHcH edext Ha xomMOHHaLMsATa,

6. PAPMAHEBTHYHH JAHHH




6.1. ChoHCBHK HA NOMOILIEKTE BemecTBa

HpexcenaTHHH3HPAHC HAPEBUYHO HMINECTE

Harpuer creapwibymapar

Harpues xunporenkapGonar

JlakTo3a MOHOXHApAT

Kpockapmenosa HaTpuii

6.2. HecLBMEeCTHMOCTE

He e npunoxumo.

6.3. Cpox Ba roasoct

24 mecena.

6.4. CoeunajHm yc/iOBAS HA ChXPAHCHEE

Ja ce cexpangBa mpr reMneparypa nox 30°C,

6.5. Bajas chpabpkanAe Ha ODAKOBKATA

Brvcrephu onakoskH ot OPA-AL-PVC/Al ¢ 10, 14, 20, 28, 30, 42, 50, 98 u 100 TabneTkn.
PP-xoureiinep ¢ necukanr u PE-kanauxa ¢ 10, 14, 20, 28, 30, 42, 50, 98 u 100 Ta6nerxx.
He BewuxH onakoBxy Morar a GhAaT nycHaTy Ha nazapa.

6.6. CroenuaniyE OpeIDRIBE MePKH NPH M3XBBLPIsiRE B paGora
Hama cnenpanuy W3HCKBaHHA,

7. IMMPHTEXATEJI HA PASPEINEHMETO 3A YIIOTPEFA
Medochemie Ltd., 1-10 Constantinopeoleous Street, 3011, Limassol, Kumsp
8. HOMEP(A) HA PASPEIHEHHUETO 3A YIIOTPEBA

Pamamen HCT 2,5 mg/12,5 mg:

Per. Ne: 20080078

Pamumen HCT 5 mg/25 mg:

Per. Ne: 20080079

9. JAATA HA IThPBO PASPEIHABAHEMOHOBSIBAHE HA PAZPEIIEHHMETO
3A YIIOTPEBA

Hara na mepio pazpemenue: 14 maii 2008 r.
Hata Ha nocnenHo nopHoeasaue: 02 nexemspd 2009 r.

10. AATA HA AKTYAJTM3UPAHE HA TEKCTA

01/2022




