KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA



1.  UMME HA JIEKAPCTBEHUS ITPOJAYKT

Amniu.ﬁ HL 2,5 mﬁilZ,S mg TabsieTku
Amﬁril HL 2.5 mg/12.5 mg tablets

2. KAYECTBEH U KOJITMMECTBEH CbCTAB

Amnpun HL 2,5 mg/12,5 mg Tabnetku
Besika Tabnetka cbabpxka 2,5 mg pamunpun (ramipril) n 12,5 mg XuapoxaopoTHasui
(hvdrochlorothiazide).

B 1S TS

[TomowHO(1) BeiecTBo(a) ¢ M3BECTHO aelicTBHeE:
Amnpun HL 2,5 mg/12,5 mg Ttabnetku
Enna Tabnerka ceabpika 61,28 mg nakrosa.

3a MbJIHUA CTIUCHK HA NOMOLLHMTE BElLLeCTBA, BUKTE TouKa 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka

Amnpun HL 2,5 mg/ 12,5 mg Tabnerku: 6enm 10 nout 6e11, NpoabIrosart, 6€3 noKpuTHe, Naocku
TabJIeTKK ¢ Ie/INTeNIHA YepTa OT e/iHaTa cTpaHa, ¢ Haanuc "12,5". JlennTenHaTa THHUA € caMo 3a
JIECHABAHE HA CUYNBAHETO 34 N0-JIECHO MOIMbLIAHE, a He 3a J1a pa3fess Ha PaBHH J103H.

4. KJIMHUYHHU JAHHHU

4.1 TepaneBTHYHH NOKA3AHHSA

Jleyenue Ha XUnNepToHMs.

KomOunaumsTa ¢ pukcupanu 1031 e nokasaHa npH MauueHTH, YHeTO KPHBHO HallAraHe He e
A0CTAaTbYHO 100pe KOHTPOIMPAHO NPH CAMOCTOSTEHOTO NPHIIAraHE HA PAMUIIPHII HITH

XHJIPOXJIOPOTHA3HKIL.

4.2  /lo3MpoBKa H HAMHH HA NPHJIOKEHHE

£03HQOBK3

Buvapacmmnu




Hozara TpsGea na 6bae nnaMBUIYanu3Mpana cnopel npodwia Ha nauueHTa (Bx. Touka 4.4) u
KOHTPO/a Ha KpbBHOTO HanaraHe. [lpunaraneto Ha gukcupanata KOMOHHALUA OT PAMMITPHI H
XHJIPOXJIOPOTHA3K/I OOMKHOBEHO C€ NMPenopbyBa cjie]l THTPALMA Ha 103aTa ¢ eHH OT OTJEIHUTE
KOMITOHEHTH.

Amnpun HL _ TpabBa na Gbe 3arouBaH ¢ Hall-HUCKATa Bb3MOKHA /1033, AKO €
He0OX0MMO, 103aTa MOXKe 1a Ob/ie MPOrPecHBHO YBEIMYABAaHA 10 IOCTUIAHE HA JKENAHOTO KPbBHO
HandraHe; MaKCHMaiHO JOMYCTUMHUTE J103H ca 10 mg paMunpua U 25 mg XUAPOXJIOPOTHA3K]L AHEBHO.

Crneyuannu nonviayuu

Iayuenmu, rexysanu ¢ ouypemuyu
[1pn naunenTH, €1HOBPEMEHHO JIEKYBaHH C AMYPETHIIH, CE NPENOpbYBa NMOBUILIEHO BHUMAHHE, Thii
KaTo MOXe /1a Bb3HHWKHE XHIIOTOHHUSA Clle/l 3anovuBaHe Ha JeueHuero. Tpabsa na ce uMa npeaBua
HamaJlIsiBaHe Ha /103aTa Ha JIMYPETHKA WIH CMIMPAHEeTO MY, NPeJH 3ano4BaHe Ha nevyeHue ¢ AMnpua HL
. AKO He € Bb3MOKHO MpeKpaTsABaHe Ha JICYEHHETO, Ce NPENopbYBa TO Aa 3aroYHe ¢ Haki-
HHUCKaTa Bb3MOXKHa J103a pamunpui (1,25 mg aHeBHo) B cBob0aHa kKoMOuHalmMs. [TpenopbunTenHo e,
B MOC/IEICTBHE, /1a Ce NPEMHUHE KbM NPOMAHA Ha JIHEBHATA /1033 HE M10-BUCOKA OT 2,5 mg paMunpui
/12,5 mg XuaApoXNopTHA3MIL.

AKO MpeKkbCBaHe Ha IMYPETHKA HE € Bb3MOXKHO, NPENopbyBa Ce JIEUYSHUETO 1a 3al0UHE ¢ Bh3MOKHO
Hai-Huckara ao3a pamunpui (1,25 mg/nen) B ceoboana komGuHaums. [1penopbYUTENHO € ChILo
TU1IaBHO /14 C€ U3BbPLIM NPEMHMHABaHE KbM HavaslHa 103a. HerpeBHILaBama 2,5 mg paMunpui/

12,5 mg xuapoxsiopoTHasu.

Hayuenmu c 6vopeuno yepescoane
Awmnpun HL H}i NPOTHBONOKA3aH NPH TexkKKo 6BOPEUHo yBpeskaaHe, nopaam

XHAPOXJIOPOTHA3KIHATA KOMIIOHEHTA (KpeaTHHWHOB KIHpBHC < 30ml/min) (Bk. Touka 4.3) [TauneHTn
¢ HapyleHHe Ha ObOpeuHaTa GyHKLMS MOraT 1a M3UCKBAT HamasleHu 1031 Amnpun HL :
llaueHTH ¢ HUBa Ha KPEaTMHHHOB KAHMpBHC Meskay 30 u 60 ml/min Morat na 6bAaT ieKyBaHH camo ¢
Hal-HUCKHUTE 103 Ha (pUKCHpaHaTa KOMOMHALIMS PAMUINIPHIT U XHAPOXJIOPOTHA3H, Clel
CaMOCTOSATEIHO NpHJIaraHe Ha paMuNpuI. MakcuManHuTe 10NyCTHMH 11034 ca 5 mg paMUIIpUI U

25 mg XxuapoxXnopOTHA3KA JHEBHO.

Hayuenmu c veproopobHo yepescoane

Ilpu nauneHTy ¢ nexko 10 ymepeHo yepHoapobHO yBpexaane, neyeHneto ¢ Amnpun HL —
TpsabBa a Gb/ie 3a1I04HATO CAMO MOJT CTPUKTHO MEIMUMHCKO HaGMII0IeHHe W MAKCHMAITHHTE JTHEBHH
1034 ca 2,5 mg pamunpua v 12,5 mg XuapoxaopoTHas1.

Amnpun HL [SMBBHEEED e npoTBonokasan npH TeKKo YepHOAPOGHO yBpeskaane (Bik. Touka 4.3).

Haqueumu 6 cmapyecka ev3pacn

Hauanuure JA03H TpﬂﬁBa na 0bAaT No-HUCKH M MOCTIeIBallloTO THUTPHUpAHE Ha J03aTa 'I‘pﬂﬁBa Ja 6bne
ﬂO-ﬁaBHO, Nnopajiu no-rojigmarta Bb3MOXKHOCT OT HEXKeJIaHH peaKLuH, ocobeHo IIPH MHOI'0 BL3PacTHH
H HEMOILIIHH NAalMEHTH.

Heouampuuna nonyrayus
Awmnpun HL ﬁ He Ce MpenopbuBa 3a ynotpeba Npy Jelia ¥ oHowH 1o 18 roanuu, nopanu
HEJI0CTaThYHH JIaHHM 3a Oe30nacHoCT U euKacHOCT.

Hauuu Ha TNPHI0XKEHHE

IepopanHo npunoxenue JET

Mpenopbusa ce Amnpun HL ERTPHIEID 1a Gb1e npueMaH BeAHBK THEBHO, 110 ¢
BCEKH [1eH, OOMKHOBEHO CYTPHH.

Tvit kato npuema Ha Xpana He nipomens GuonanuunoctTa My, AMnpun HL
Objie npHemMaH npeju, 1o BpemMe Ha M1 cie]l XpaHeHe (BiK. Touka 5.2).



Amnpun HL _ TpabBa na ce norabiua ¢ TeuHoct. He Tpsabpra na ce AbBYe WM pasTpollaga.
4.3 IlporuBomoka3zanus

- CBpBbXYYBCTBUTENHOCT KbM aKTHBHOTO BelllecTBO WM KbM Apyr ACE unxuburop (MHXubGuTop
Ha AHIMOTEH3WH KOHBEPTHPALLMS €H3UM ), XHAPOXIOPOTHA3UI, APYT THA3HIEH AUYPETHK,
cyndoHaMUAM WK HaaKoe oT nomotsuTe Bemectsa ha Amnpun HL [SNHDIIED (Bok, TOuka
6.1).

- AHaMHe3a 3a aHrvoezieM (HacneaCcTBeH, MAHONAaTHYeH UK BeneacTeue nevenne ¢ ACE
WHXHOUTOPH MK anrnorensuH Il peuentopuu antaronuct (AlIR As)).

- ExkcTpakopnopanHo nevyeHue, BOAELIO 10 KOHTAKT HAa KPHBTA C OTPULIATETHO 3apeleHu
[OBBPXHOCTH (BK. TOUKa 4.5).

- 3HauKMma ABYCTpaHHa cTeHo3a Ha 6bOpeuHaTa apTepus UM cTeHo3a Ha OpOpevHa apTepus Ha
eaMHCTBeH (PyHKLUMOHUpawl ObOpex.

- Bropu unu Tpetu TpumecThp Ha GpeMeHHOCTTA (BXK. TOUKH 4.4 1 4.6).

- Kbpmene (B, Touka 4.6).

- Texko yBpeskaaHe Ha 6b0peynarta QyHKIMS ¢ KpeaTHHMHOB KaMpbHE noa 30 ml/min npu
HEAUANTH3UPAHH NALMEHTH.

- KnuHHYHO 3HAYMMM eNIeKTPONMTHH HapylleHHs, KOUTO MOTaT Ja Ce BJIOLIAT CIe/l JIEUEHHE C
Amnpun HL ESEBIRED (5. Touka 4.4).

- Texxo yBpeskaaHe Ha yepHoapoOHaTta (yHKums, yepHOApoOHa eHlledanonaTus.

- Ennoepemennara ynorpeba Ha Amnpun HL unu Amnpun HD ¢ anuckupeH-cbabpiKalin
NPOJYKTH € MPOTHBONOKAa3aHa NPH NALMEHTH Cbe 3axapeH Anabet unn 6b0peuHo yBpexkaaHe
(GFR < 60 ml/min/1,73 m?) (. Touku 4.5 n 5.1).

4.4 CneuHajHH npeaynpexIeHHs H NPeANa3Hu MEePKH MPH ynorpeda

Cneyuainu nonyaayuu

bpemennoct: Jleuenne ¢ ACE unxuburopu kato pamunpui uiau anruorensus Il peuentopuu
antaroHucTH (AIIRAs) He Tpabpa na ce 3anousa no speme 6pemennoct. I1py nauxenTkure,
niaHupaily aa sabpemenesr, tepanuata ¢ ACE naxuburopu /AIIRAs Tpsabsa na ce 3ameHu ¢
a/ITEPHATUBHO AHTUXMNEPTEH3UBHO JIeYeHHe, KOeTO MMa YCTaHOBEH Npodui Ha 6e30nacHoCT NpH
ynorpeba no BpeMe Ha GPEMEHHOCT, OCBEH aKo He ce cuuTa 3a KpaiiHo Heobxoauma. I1pu
ycTaHoBsBaHe Ha OpemeHHocT, nevyeHneTo ¢ ACE unxuburopu/ AIIRAs tpsabea na 6bae cnpsHo
He3abaBHO M, aKo e yMecTHO, TpabBa na Obae 3anovHaTa anTepHaTHBHA Tepanus (BK. TOYkH 4.3 1
4.6).

- Ilayuenmu ¢ ocoben puck om xunomonus

[lauyenTy ¢ noBuMilIeHa AKTUBHOCT HA PEHHH-AHTHOTEH3UH-A/1I0CTEPOH CHCTeMATa.

[TaumeHTH ¢ NoBUIIeHa AKTHBHOCT HAa PEHUH-aHTHOTEH3HH-AJIIOCTEPOH CHCTEMAaTa ca M3/10KEHH Ha

PHCK OT CHJTHO W3Pa3eHo NMOHWKaBaHE Ha KPLBHOTO HajsraHe W BiolaBaHe Ha 6b0peuHaTa GyHKkuus,

nopaad ACE unxudupane, ocodeno korato ACE MHXMOHUTOP MK CchIBTCTBALL AMYPETHK CE NpHeMa

3a NPbB N'BT WK NPH HAYAJIHO NOBUILABAHE Ha 103aTa. 3HAYMMa aKTHBHOCT Ha PEHUH-aHIHOTEH3HH-

aJ1I/I0CTEPOH CHCTEMATa MOJKE JIa Ce 0YaKBa M € He0OX0IMMO MEAHLIMHCKO HabnoAeHKe, BIIIOYBALIO

MpocieisBaHe Ha KPbBHOTO HANSITAHE, TPH:

- NaUKEHTH C TeIKKA XMIIEPTOHUS

- NauMeHTH ¢ IIeKOMIEHCHPaHa 3acToiHa ChpAeYHa HEA0CTaTBHHOCT

- NAaUMEHTH ¢ XeMOIMHAMMWYHO BIIOLLEH JISBO KaMepeH M3XOsll WIM BXOASLL KPbBOTOK (Hamp.
CTEHO3a Ha aopTaTta WK MHTpajiHaTa Kiana)

- NalMeHTH ¢ eIHOCTPaHHa CTeHo3a Ha ObOpeuHaTa apTepus ¢ BTOPH (YHKLH

- NaUMeHTH, TPH KOWTO HMa WIIH MOXKE J1a HACTBIH HamalleH o0eM Ha Tene
COJIM (BKJIIOUMTENIHO NALIMEHTH, MPUEMALIH AWYPETHLIHN)

- NalUMEHTH ¢ YepHOAPOOHA LIMPO3a W/HIH acLMUT

- NauMEHTH, TIO/UIOKEHHN Ha roJisMa XMPYPrudHa HHTEPBEHLIMS MIIH aHeC
KOWTO NpPeAW3BUKBAT XHMNOTOHMS
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O6ukHOBEHO ce NpenoprYBa KOPHIMpPaHe Ha AEXUAPATALMATA, XMIOBOIEMUATA WIH CONCBHA
AcPHLHT NpeaH HaYaloTo Ha JIe4eHHeTo (NPH NAUKEeHTH ChC ChPAEYHA HEAOCTATEYHOCT, 06ayge,
KopeKLuaTa Tpabea Ja Obae BHUMATETHO NPELIEHeHa CNPAMO PHCKA OT 06eMHO HATOBapBaHe).

Xupypeuunu unmepsenyuu
Ipenopwuna ce, KOraTo € Bb3MOXHO, JIEYEHHETO C MHXHOUTOPH HAa aHTHOTEH3UH KOHBEPTHPAILNA
€H3MM KaTO paMUNIpHJI, Na 6bAe NPEeKbCHATO eAHH NEH Npeay XUpYpruyHa npolenypa.

[alnenTH, HANOMEHH HA PHCK OT ChpeyHa UIH MOZBYHA HCXEMHS B CTYYaH Ha 0CT pa XHIOTOHHA
Hauvanoro na TepanuAaTa K3HCKBA CTPOT MEAHLHHCKH KOHTPOM.

- ITvpeuyen xunepandocmeponuzem

KoMbuHaunsaTa pamunpsa + XMAPOXIOPOTUA3MA He € H300p 3a JIeYeHHE NPH TBPBHYECH
XHAEPANAOCTEPOHHIBM. AKO PAMHITPHI + XHAPOXAOPOTHA3H] CE H3NON3Ba NPH {IaLUEHTH C IbPBHYUEH
XHIEPANTOCTEPOHH3BM C€ H3HCKBA BHMMATEHO NMpocieaBaHe HA IIa3MeHHTE HABA Ha Kalnua.

- Hlayuenmu 6 cmapuecka ev3pacm
Bux Touka 4.2,

- Tayuenmu c yeprodpobuo 3aborssane
EnexkTponuTHH HapyLIeHHs, MOpaji AMyPeTHYHA TEpariis, BKNKYHTETHO XUAPOXIOPOTHASHA, MOTAT
Na NpUHMMAAT YepHoApobHa eHledanonaTis npy DauxeHTy ¢ yepHoapobGHo 3aonapane,

llpocredneane na 6vbpeunama @yuryus

Bbrnbpeunara dyHkuma Tpabea na Gbae oLeHeHa Npead H O BpeMe Ha TepaniaTa H 103aTa TpabBa 1a
OBIe KOpHrHpana ocobeno Npes IbPBUTE CEeAMHLK OT JJeueHHeTo. OcofeH0 BHUMATETHO
NpoC/EAABAHE CE H3HCKBA NPH NaUMeHTH ¢ Gu6peuno yspexaane (Bx. Touka 4.2). FiMa puck ot
BolaBaHe Ha 6sOpeyHaTa pyHKUNHA, 0CO0EHO NPH NALMEHTH CBbC 3ACTOMHA CHPAETHA
HEAOCTATLYHOCT HiIH ciell 6b0peuHa TpaHCTINaHTaLHs, HITH ¢ pEHOBAcKyaapHo 3abomapane
BKJHOMHTEJIHO NMALHEHTH ¢ XeMOAMHAMMYHO 3aBUCHMAa YHHIIATEPATHA cTeHo3a Ha 616peunara
ApTEpHA,

bvbpeuno yepeacoanun
Ipn nauyenTH ¢ 6u6peuno 3abonasake, THA3UAUTE MOTAT Aa MpeAU3BHKAT ypemus. Kymynarusun

e(eKTH Ha aKTHBHHTE BELISCTBA MOTaT Aa Ce NIPOSBAT NPH NAUMEHTH ¢ HapylleHa Or6peuHa QyHKIHA.
AKo HacTeNIH nporpecHa Ha OBOPEUHOTO yBpexnaHe, YCTAHOBEHO Ype3 NOBNIIEH HeGeNTHYEH a30T &
HeoOX0MHMa BHEMATEIIHA NPEOLIEHKA Ha TEPANHATA ¢ OMSHL HA [IPSYCTAHORABAHE HA AUYPETHYHATA
TepanuA (BX. Touxa 4.3).

Enexmponumen ducbaranc
HeobxonnuMo e na ce H3pbpIIRA NEPHOANYHO H3C/E/BAHE HA CEDYMHHTE ENEKTPOIHTH npes

NOAXOASIIA HHTEPBAH, KaKTO MPH BCEKH MALIMEHT, NpUeMall JMypeTHYHa Tepanmus. THasnanre,
BK/IOUHTENHO XHAPOXIOPOTHA3HA, MOTAT Aa MPHYHHAT AHCGAAHC Ha TENECHHTE TEYHOCTH HAN
€NeKTPOAMTEH AuchanaHe (XMITOKANHEMis, XMITOHATPHEMHA H XHIIOXJIOpEMHYHA alkano3a). Benpexu
4e XHIIOKATHEMHS MOJKE 12 C€ Pa3BHE NPH ynoTpedara Ha THa3HIHH JHYPETHLH, CBIBTCTBAIATA
TEpanna ¢ PaMANPHII MOJKE 12 HAManH AHYPeTHK-HHIYLMpAHATa XUNOKATIMEMHS. PHCKBT OT
XHIOKAJMEMHA € Hal-To/IAM NPH NALMEHT! ¢ YepHOAPoOHa MPo3a, TIPH NAIHEHTH ¢ (GOpCHpaHa
AWYpPE3a, NPH NaUHEHTH, TPHEMAIIH HENIOIXOANALIH eIEKTPONHTH U NPH NALMEHTH, IPHEMalTH

T1a3MEHHTE HUBA Ha KanuA TPAOBa a ce H3IBLPILN Npe3 NbPEATa CEAMMLA CAEA
neueHueTo. JIperopbuBa ce KOPHrupaHe, ako ce YCTAHOBA HHCKO HHBO Ha Kaihs.
AMITYTAUMOHHA XHIOHaTpUeMns. B HauanoTo NOHWXEHOTO HUBO HA HATPUS MOXG
aCHMIITOMHO ¥ NOPAaJH TOBA € BAKHO PEAOBHOTO MY M3clienieaHe, M3cneneane
NpH NALKEHTH B CTapyecka Bb3PacTH H MMPOTHYHH NALMEHTH. THasHANTE BOAS



lIpocaedasane na enexmponumume. Xunepkanuemus

Ipy Hakou naunenTH, aekyBaiu ¢ ACE unxuburopwu, Bkarouutenso ¢ Amnpua HL _, ce
HaOnonaBa xunepkanuemus. Puck ot xunepkanuemus ¥ma npu nauueHTH ¢ 6b0peuHa
HE0CTaTLYHOCT, HA Bb3pacT > 70 roaMHM, C HEKOHTPOJIMPaH 3axapeH auabeT WK TaKUBa, NpUeMallu
KaJTMeBH COJIH, KaMH CbXPaHABALUM JUYPETHLH H IPYTH aKTUBHHU BELLECTBA, MOBHIIABALIH
T1a3MEHUTE HUBA Ha KAJIWA WK NPH NALMEHTH, KOWTO NMpUeMaT APYT'H aKTHBHH BELLECTBA, CBbP3aHH
C MOBHILABAHE HA CEPYMHHSA Kaluii (Hanp. XxenapuH, KO-TPUMOKCA30J1, U3BECTEH ChILO KATO
TPUMETONPUM/CY/1(paMeTOKCa301T), MITH ChCTOSHHMS KaTo JAEXH/paTalus, ocTpa Chp/ieuHa
JAEKOMMNEHcals, MeTabouTHa auna03a. AKo eJHOBpeMeHHaTa ynorpeba Ha MOCOUeHHTE CPe/ICTBA ce
CUHMTA 3a NOJX0/1A111a, PENOPbUBA CE PEIOBHO NpOCe/iBaHe Ha CePYMHUS Kanui (Bix. Touka 4.5).

Ilpocaeoseane na eaekmpoiaumume. XHHOHCI]HDH&MU}I

CuHIpPOM Ha Hea/leKBaTHA CeKpelns Ha aHTHARYpeTHYeH XxopMoH (SIADH) u nocneagaia
XHIIOHATPEMMUA € HaGJII'O,[laBaH MPpH HAKOH NMALHEHTH, JICKYBAHH C PAMHIIPHIL. an IMaluKueHTH B
CTapyecKa Bb3pacT M NPH APYry MaLMeHTH, H3JI0KEHH HAa PUCK OT XUIIOHATPHEMHUS, Ce NPenopbLyBa
PENOBHO NpOC/eAsBaHE HA CEPYMHMTE HUBA HA HATPHA.

Yeproopobuna enyegaronamus

ENexTpoMTHH HapylueHHs NOpaau AMypeTHYHA Tepanus, BKIKYHTETHO XHAPOXIOPOTHA3H/ MOraT
J1a NPUYUHAT YyepHOApoOHa eHLedanonaTus Npu NauMeHTH ¢ YepHoapobHo zabonssane. B cayuaii Ha
uepHoapobHa eHledanonaTis neueHueTo TPAOBa J1a ce NpeKkpaTH HezabaBHo.

Xunepranuemus
XHUIpOoXJIOPOTHA3K]L CTUMYNIHpa ObOpeuHaTa peabcopOums Ha KallMsa U MOXeE Ja MPUYHHH

xunepkanuemus. Tosa Moxe Ja nonpeyun npu W3c/IeABaHe HAa NapaTUpeonIHaTa (PYHKLMS.

Aunzuoedem

Anruoejem e cbobluaBad npu nauueHTH, nekyBaHi ¢ ACE HHXUOUTOPH, BKIIOUHUTETHO PAMHIIPHI
(Bx. Touka 4.8). To3u prck Moxe 1a GbJie MOBHILIEH NPH NMaLMEHTH, TPHEMALIH ChITbTCTBALIN
nekapersa, kato mTOR (Muiena Ha panamuiyb npu 603aliHULM) HHXHOMTOPH (Hanpumep
TEMCHPOJIHMYC, €BEPOTIMMYC, CUPOJIMMYC) I BUJArIUIKH (BXK. Touka 4.5).

B cayuaii Ha anrnoenem, npuemsT Ha Amnpun HL — TpabBa na ce npekpaTH.
Tpsabea HezabaBHO na ce HasHauu cnieluna Tepanus. [lauueHTsT TpsOBa Na Gbae NocTaBeH Nox
Habmoenre nowe 3a 12 no 24 yaca ¥ U3NMcaH cjejl HAMbJHO OTIIYMSBAHE Ha CHMITOMMTE.
HHrecTHHaneH auruoesieM € choOLIABaH NpH nauueHTH, nekyraHu ¢ ACE unxuburopw,
prmountento Amnpun HL [SMNPIED (ssx. Touka 4.8). TIpi Te3n nauMenTH ce Habmonasa
abmomuHanHa 6onka (cbe WK 6e3 rajeHe U NOBpbLIAHE).

Anadurakmuunu peakuuu no épeme Ha OeceHCudUIUIUPAHE

BeposiTHOCTTa OT NnosiBa W TeKeCTTa Ha aHaUIAKTUUHU U aHAQHIAKTOMIHH PEAKLIMK KbM OTpOBATa
Ha HACEKOMH W pyrH aneprenu ca nopuueny npu ACE unxubupane. Tpabsa na ce uma npeasun
BPEMEHHO npekbeBane Ha AMnpun HL d npean JeceHCHOMIM3alLus.

Heymponenus/aepanyioyumosa
Paako ca HabmoaBaHK HEYTpPOTIEHHA/arpaHy101MTO3a, Cho01IaBaHAa € ChIIO W KOCTHO-MO3b4HA
cynpecus. [Ipenopbusa ce npocneassane Ha Opos Oeni KPbBHHM KJIETKH, 3 /1a C€ YCTAaHOBH
eBeHTyallHa jieBkoneHus. [To-yecto npocneispase ce npenopbyBa B HAYal0TO Ha JIGUESHHETO U MPH
NAaUMEHTH ¢ HapylueHa ObOpevHa QYHKLKA, TIPH TAKMBa ChC CLITBTCTBAILA KOJAreHo3a (Hanp. Jynyc
€PHTEMAaTOEC MJIH CKIEPOAEPMHST), H TIPH JIEKYBAHH C APYTH JIEKAPCTBEHH NPOAYKTH, KOMTO MOTaT J1a
TIPHYHHAT NPOMEHHU B KPbBHATA KapTHHa (BXK. Touka 4.5 n 4.8).

Kwcoereocmso u zaxpumovebina 2aaykoma
Xuapoxnoporuasua € cyadoHaMHI, KOWTO MOKe 1a MPUYHUHH HOAMOCHHKpaTHYHA pe
0CTPO NMPEXOHO KbCOIEACTBO M OCTPa 3aKPUTOBbI'bJIHA raykoMa. CUMNTOMMUTE B




TJIayKOMa MOXe Jia IOBejie Ao TpaiiHa 3ary6a Ha speHue. [TbpBHYHOTO NeueHue e, Ja ce CIipe NpueMa
Ha XHAPOXJIOPOTHA3HA, KOJIKOTO € Bb3MOXHO N0-ckopo. HaBpeMeHHO NiedeHue WK XupypruvHa
HHTEPBEHLMA MOXKE la C& HAJIOKH 18 ce OOMHCIIAT, aKo BBTPEOYHOTO HANAraHe OCTaBa
HEKOHTPO/IHPaHO. PHckoBuTe GakTopH 3a pasBHBaHe HA OCTPa 3AKPHTOBILIHA [TIAYKOMA MOXeE /ia
BKJTIOUBAT aHAMHE3a 32 ANEprHs KbM CYI(OHAMUIH WK TIEHHLIWIHHH.

Emuuvecku paznuius

ACE uHX#0UTOpHTE MPHUHHABAT aHTHOEEM C [HO-BHCOKA YECTOTA IPKH YEPHOKONKH TIALHEHTH,
OTKONKOTO IPH OCTAHAIIUTE.

Kaxro n apyrure ACE HHxuGHTOpH, paMunpui Moxe Aa Gbae no-Maiko edeKkTusen npu
NIOHKXKABAHE HA KPBBHOTO- HAJIATaHe NPH YEPHOKOXKH NIALIHEHTU, OTKOJIKOTO NPH OCTaHANHTE, TIOpaZii
N0-4€CTOTO HAIUYHE HA XMITEPTOHKA ¢ HUCKH PEHHHOBH HUBA NPH YEPHOKOMKATA TIOMY/TIALMA.

Cnopmucmu
XHIpOXNOPOTHASKA MOMKE A3 JAJe NONOKHTENEH aHAIMTHYEH PE3Y/ITAT MPH AHTHAOMKHT TECTOBETE.

Memabonumnu u endoxpunny edhexmu

TuasuanaTa Tepanna MOxe a HAPYLUIH TIFOKO3HHA Tonepakc. [1pH naieHTH ¢ nuabet Moxe na ce
HATOKH KOPHTHPaHE Ha 103aTa Ha HHCYITHHA WIH nepopanHuTe aHTHAHabeTHH cpeacTra, JlateHTeH
3axapen AHA0ET MOXE J1a ce NPOABK MO BPEME Ha THA3HAHATA TEPAIHS.

ToBHweHH HKUEA Ha XONECTEPOA H TPHIVIHIEPHINTE ¢ CEBP3BAT ¢ THA3HIHA THYPETUYHA TEPAHA.
Mose na HACTBNN XHNIEPYPHKEMHA HIIH H€ C€ YCKOPH Bh3HMKBAHETO Ha [I0Jarpa npH HAKOH
MALMERTH, TPHEMAIY THAZHIHA TEPATIHA. '

Kawnuya

ITpn ynorpebara na ACE unxuburopH € csof11aBaHa KAULIHIA. XaPaKTEPHO €, 4e TH €
HENMPOAYKTHBHAE, NMPOARLDKHTENHA B OT3BY4aEa clie]] IpeKpaTaeaHe Ha Tepanuara. Muayunupanara ot
ACE nuaxubuTOp Kamnuia, TpaGea Ja ce pasriex/ia KaTo 4acT oT nn@epemma.nna’ra JHAr{o3a Ha
KallTHLA.

Hpyeu

PeaKumd Ha cencnﬁmnsaunﬂ MOTAaT jJa ce NPOABAT [IPH NMALIHCHTH CHC KIH 683 AHAMHE34A 33 aneprml
WK Gponxuanta acTma. Cpo0IIaBa ¢ 33 Bh3IMOXKHOCT OT 0GOCTPAHS WIH aKTHBUPAHE Ha CHCTEMEH
CpHTeMaT03CH lenyc.

Heotmo baokupane na cucmemama peHun-anzUOMeH U -aA00CIMeDOH

HMima nanny, ue enHoBpemenHara yrotpeba Ha ACE naxubutops, anrnoTeHssl Il-penentopHu
GnoxepH WIK aNMCKAPEH NOBHILABA PHCKA OT XMIOTOHKS, XHIIEPKATHEMHS i HAMANABAKE HA
On6pe4naTta QyHkums (BKmounTenHo octpa 6u6peuna nenoctarsuHoct). Tlopany Toba He ce
npenopbysa ApoHHO Gnoxupane na PAAC upes komGuuMpanaTa ynotpeba Ha ACE unxuGuropH,
anrnoteHsun Il-peuentopun 6nokepu wnn anuckupen (Bx. Touxu 4.5 u 5.1).

AKO ce NpeneHn, e Tepan|aTa ¢ ABoiHo 6nokupane e abcomorno Heobxonuma, Toa Tpsabea a
CTaBa Camo TIOA HabMIOAEHHETO HA CTICLMATIMCT H TPH 4eCTO BHAMATEIHO MOHHTOPHpaHe Ha
616peunara GyHKURS, ENEKTPOIHTHTE M KPBBHOTO HAJIATaHe,

ACE unxu0Gutopu M anrnotensnH II-pelentopan 610kepy He TpsOBa Ia C& H3MON3BAT €AHOBPEMEHHO
NpH NAUHEHTH ¢ fuabeTHa Hedponarus.

Hemenanomen pax na xoxcama
B 1Be ennaeMHONOrHYHM NPOY4BAHKA, OCHOBABALUM C€ HA NATCKHA HALUHOHANEH PakOB PErHCTHP, &
Habmonasan NOBUIIEH PHCK OT HEMeNaHOMEH pax Ha koxxata {(HMPK) [6asannoknerbuen xapimHom
(BKK) u cxpamo3sHokeThueH kapuunoM (CKK)] npu HapacTeaa eKCnosHuis Ha KyMy.
xuapoxnopotuasug (XXT3). ®orocencnbunusupaiumre edext Ha XX T3 morar na éﬁﬁmﬂo
BEPOATEH MEXaHW3DbM 3a paseuTHe Ha HMPK.

MMauuenTure, npremamn XXT3, TpaGea aa 6bAaT nHGOPMHUpaHH 32 PHCKA OT
PEAOBHO Jia MPOBEPABAT KOMKATA CH 33 HOBH NIE3HH H HezabasHo aa crobuiapaT np
NONO3PHTENIHA KOXHA JesuH. Ha nannenTuTe Tpabea fa ce NpenopbyaT Eb3MOXKH




MEpKH, KaTO OTPaHHYCHO M3/IaraHe Ha CTbHYEBAa CBET/IMHA H YATPaBHONCTOBH JIBYH, 4 B ClIy4ail Ha
EKCIIO3HIIHA, NOIXOA10a 32L0HTA, 33 13 ¢ CBEAS A0 MHHHMYM DHCKET OT PaK Ha KOXKara.
ITomo3pHTeNnHUTEe KOXKHH JIe3HH TpAOBa Na GhAaT NOATOKEHH Ha He3a0aBHO HU3CTICABAHE,
TIOTEHLUMATHO BKIKOMBALLO XHCTONIOTHIHHE H3CCHBaHMA HA 6Honcuyra Marepnaim. [Ipepasrnexnade
Ha ynotpebata na XXT3 moxe Aa ce HanoxM M NP NaHEHTH, KOMTO ¢a AMaH npeaxoaes HMPK
(k. cpIno TO9Ka 4.8).

Homownu eewgecmsa

Awmnpan HL u Avnpun HD ceavpskar nakroza. IlampeRTd ¢ pezika Hacnencrseny npobnemn Ha
HEMOHOCHMOCT KBbM I'aIaKTO34, [IBJIEH JIaKTa3eH Ae()MITAT HIN [II0KO30-TANAKTo3Ha Maabeopbima He
TpaGBa Ja NpHEMAT TOBA JIEKAPCTBO.

Amnpun HL u Avnpun HD cuaspskar no-Manko or 1 mmol Hatpu#t (23 mg) Ha Tabnerxa, T.e, MOXKe
J1a Ce KaKe, 4e MPAKTHICCKH He ChBPIKA HATPHIH.

4.5 B3aamopneiicTBRE ¢ Jpyrd JekapcreeHH NPoAYKTH H APYrH dopmMn HAa B3aAMoxeficTBHe

JaHHH OT KIMHUYHHA NIPOYIBAHUA IIOKA3BAT, Y€ ABOHHOTO O/IOKHpaHe HA PEHHH -aHTHOTEH3HH
angoctepononara cuctema (PAAC) upes komOunHpanara ynorpeta sa ACE mxubHTopH,
aHrHoTeHsuH II-penenTopHn 6II0KEPH HWIH ANHCKHPEH Ce CBBP3Ba C FMO-BHCOKA HeCcTOTa Ha HEXKEJIaHH
CBOHTHS, KaTO HANPHMEP XMIIOTOHHA, XHItepKaTHeMUR H HaMaliBaHe Ha 650peunara ¢ynxipas
(BkmoYHTENHO OcTpa OBOpedHA HEMOCTATEYHOCT), B CpaBHEHHE ¢ yroTpebata caMo Ha eHO
CPEeICTRO, AckicTRaintO BEPXY PAAC (k. Touxu 4.3, 4.4 w 5.1).

[IpoTiBONOKa3aHH KOMOMHALIHA

ExctpaxopropaiHo JeUeHHe, BO/CIIC A0 KOHTAKT Ha KPhBTA ¢ OTPHUIATENNHO 3apPEJCHH MOBHPXHOCTH
KATO HaTIPUMED AHANTH3a WK XeMO(HITpalHA ¢ onpeAeIeHH BHCOKOIPONYCKIMBE MeMOpaHH (Hamp.
MOTHAKPWICHHTPMIHH MeMOpaHH) H adepesa Ha JIMTIIONIPOTEHHH ¢ HUCKA IUTPTHOCT ¢ JASKCTpaH
cyidar, Nopaay NOBHIIEH PHCK OT TEXKA aHaHIAKTOMIHA peakiHs (BXk. Touka 4.3). AKO ce HIHCKBA
noAo6HO NedeHHe, HeoGX0AMMO € Ja ce OGMHCTH HINO3BAHE HA PA3IHYeH THII JHANTH3HA MeMOpaHa
WIH pasTHYCH KIAC AaHTHXHNIEPTEH3HBHO CPEACTBO.

Ipeana3nu Mepku npy ynorpeba
Kamiesu com, Xenape, Kanui-coXpaHdBamy JUypeTHLE H APYTH AKTHBHH BEIIECTBA MOBHIIABALIK

IDIA3MEHUTE HKBA HA Kains (BIUTIOUMTENHO aHTHOTeH3uH 11 aHTaroHNCTH, TAKPONHMYC,
LHKJIOCTIOPHH): BE3MOXKHO € J1a ¢€ NPOARH XHIIEPKAMHeMHA, NOpaaH KOETO e H3UCKBR CTPHKHO
NPOCHEASBAHE HA CEPYMHHA KM,

TpMeTONPHM H TPHMETONPHM B KOMOHHAIHA ¢ DUKCHpaHH HO3H CBC CY/taMeToKCa30/: HoBHIEHA
YeCcTOTa Ha XHIepKaHeMHs ce HaO/moaBa pH malmeHTH, npreMany ACE-umxu6aTopH 1
TPHMETONPHM H TPMMETONPHM B KOMOGHHAIHA ¢ GHKCHpaHH JIO3H CBC CYIPaMeToKcasoll,

AHTHXHIIEPTCH3HBHH CPEACTEA (HaNp. AUYpPeTHIIN) H APYTH BEIHECTBA, KOMTO MOTaT JA NOHEDKAT
KPBLBHOTO HaArase (Harp . HHTPaTH, TPULIMKIIHYHHE aHTHACTIPECAHTH, AHECTETHLH, NMPOKOMEpPeH HIpHeM
Ha ankoxod, Gaxnoden, andyzo3HH, A0KCA303HH, IPA303HH, TAMCYJIO3HH, TETPA30SHH): MOXKE 14 Ce
09aKBa YBE/THYABAHE HA PHCKA OT XHTIOTOHHA (BXK. Touka 4.2 3a IHypeTHIM).

BazonpecopHl CAMIATHKOMIMETHIW ¥ APYTH BOMCCTRA (emiHedpus), KOWTO MOTAT A2 HAMANNT
AHTHXMIEPTEH3HBHHA edekT Ha PAMHIPIIL: IPENOPLYEa CE CTPHKTHO NPOCTIEAIBAHE HA KPEBHOTO

OT XHAPOXJIOPTHA3NA,.
AnonypHHON, HMyHOCYTIPECOPH, KOPTHKOCTEPOHH, IPOKAHHAMEJ, IIATOCTATE

KOHTO MOTaT Ja IPOMEHAT Gpod HA KPFBHHTE KACTKH: IIOBHILIEHZ BEPOATHOCT
XEeMAaTOJIOIHYHH peakiH (B3, Touka 4.4).




JIMTHEBH CONM: eKCKpelMaTa Ha NTUTUs Moxke Ja Obae noHnxkena ot ACE uuxuburopure u nopaau
TOBA TOKCHYHOCTTA Ha JINTHA MOXKe Ja ce yBeauud. Husata Ha nuTus TpsabBa aa ce npocnenssar.
EnHoepemennaTa ynorpeba Ha THa3WHK IMYPETHLM MOKe 1a MOBHILM PUCKA OT JIMTHEBA TOKCHYHOCT
1 1a yeunu Beve nosuinenus or ACE nuxuburopa puck ot aiuruesa TokcuuHoct. [lopanu Toea
KOMOMHALMATA OT PAMUIIPHIT M XHAPOXJIOPOTHA3K/L € JIMTHIi HE ce NpenopbyBa.

AHTHIMAa0ETHH Cpe/ICTBA, BKIKOUUTETHO MHCYJIMH: MOTAT J1a Bb3HUKHAT XHIIOTTIMKEMHYHH PEAKLIMH.
XHIApOXJI0pOTHA3ZHIBLT MOKE J1a oTcabu edekra Ha aHTMaMabeTHUTE NekapeTea. [Topaaun ToBa ce
NpenopbyBa 0c0OEHO CTPUKTHO NpOCiesBaHe Ha HUBAaTa HAa KPbBHATA 3aXap Npe3 HaYaJlHWs Nepuoa
Ha €JHOBPEMEHHOTO MpHIIaraHe.

HecTeponanu npoTHBOBB3NANMTENIHH CPEACTBA M ALETHIICATMLIMIOBA KUCEIMHA: MOJKE J1a Ce O4aKBa
HaMallsBaHe Ha aHTHXMUIepTeH3uBHUA edekT Ha Amnpui HL SMUPIMIRED. OcBeH ToBa,
cbnbTCTBaloTOo Nevenre ¢ ACE unxuburopu u HCTIBC moxke na joBesie 10 NOBULIEH PUCK OT
BJIOIIaBaHe Ha ObOpevHaTa GyHKUMS M 1a YBEJTMYH KaJTMeMHUATA.

Ilepopaiu aHTHKOAry/IAaHTH: AHTUKOAryIaHTHUAT epeKT Moske 1a Objie HamaneH nopaau
€/IHOBpeMeHHaTa ynotpeba Ha XHAPOXIOPOTHA3HL.

Koprukocreponau, AKTX, amdporepuunt B, kapGeHOKCOIOH, roJieMH KOJTMYECTBa CllalbK KOPEH,
JIAKCATHBH (B cyyai Ha NPOABIDKUTENHA ynoTpeba), M IpyrH CpeacTBa, KOMTO YBeIHYaBaT ypHHHATA
€KCKpeLMs Ha KaJlMi WKW HaMaJIsBaT MJ1a3MEHHUs KaJ|ii: MOBUIIEH PUCK OT XMITOKaJIUEMHMUS.

JIMruTanucoBM npenapaTi, akTHBHH BELIIECTBA, 32 KOWTO € U3BECTHO, 4e yawmkaT QT- uHTepeana u
AHTHAPUTMHLK: TAXHATA NPOAPHTMHYHA TOKCHYHOCT MOKe J1a Ce NOBHULIN HIIM @aHTHAPUTMHYHHAT UM
eexT na Hamasiee NPU HAJIMYKME Ha €IEKTPOJIMTHH HAPYLLIEHUs (Hanp. XUIOKaIHEMMUS,
XHMOMarHe3uemus).

MeTunaona: Bb3MOKHA € XEMOJIU3a.

XonecTHpaMHH MK APYTH NepopaiHO NpUiaraHi HOHOOOMEHHH BelllecTBa: HamaneHa abcopbuns Ha
xuapoxsopotHasua. CyndoHamuanute auyperuud Tpadea aa 6baaT B3eMaHu NOHe e/IMH Yac npeam
WJIK YETHPH 10 LIECT Yaca clie]l Te3U JeKapcTBa.

Kypape-nono6Hu MHOpenakcaHTH: Bb3MOKEH € YCHIIEH M YAbJDKEH MHOpeakcHpall edexT.
Kanuwmess conu ¥ NnoBHIIABALUM TJ1a3MEHHs KaJILIMH IEKAPCTBEHH NPOJIYKTH: B ClIyyaii Ha
€IHOBPEMEHHO NpHJIaraHe ¢ XUAPOXJIOPOTHA3M/l MOKE /1a Ce O4aKBa MOBULIEHA CepyMHa
KOHLEHTPALMs Ha KaJl|s, Nopajd KOETO Ce H3MCKBA CTPUKTHO NPOCJIEAsBAHE HA CEPYMHUS KalLHi.
KapGamaszenun: puck oT XHIoHaTpUeMHs NOpaau aiMTHBHUS eeKT ¢ XMAPOXJIOPOTHAZUL.
Hoa-cbabpxalllo KOHTPACTHO BELECTBO: B Cllyyaii Ha JeXuaparaums, npeu3BHKaHa OT JHYPeTHLH,
BKJIIOYMTEJIHO XHAPOXJIOPOTHA3K/L, MMA NMOBHILEH PUCK OT OCTpOo OBOpevHO yBpexkaaHe, 0cobeHOo Nnpu

ynorpeﬁa Ha 3HAYHUMH 103H ﬁon-m;m,p)}ca].uo KOHTPAacTHO BELIECTBO.

IMeHnumInH: XHAPOXJIOPOTHAa3HA C€ CKCKPETHpa B JUCTAJTHUTE Tyﬁyﬂ” K HaMajiaBa €KCKpeLHMATa Ha
NEHHUKUITHHA.

XWHHH: XMAPOXJIOPOTHA3K]L HAMAIABA EKCKPELIMATA HA XMHHH.
XenapHH: Bb3MOKHO MOBMILABAHE HAa CEPYMHATa KOHLEHTPALIMA HA KaJIHH.
TOR MHXHOHTOPH MK BUJATTIMIIMH: NOBHLIEH PUCK OT aHTHOEJIEM € Bb3MOXKe

NpHeMallii ChNbTCTBALLM JiekapeTa, kato mTOR uuxubutopu (Hanpumep tem
€BEPOJIMMYC, CHPOJIMMYC) MM BUIIATTIHITHH.




I1pu 3anoyBaHe Ha JeYEHHE CE U3UCKBA MOBHLIEHO BHMMaHHe (BXK. Touka 4.4).

Ko-Tpumokcason (Tpumeronpum/cyndaMeTokcason): NauMeHTH, NoTy4YaBalli ChITbTCTBALIO KO-
TPUMEKCa3oA (TpUMETONpHM/CyndaMeTokecaszon), Moxe 1a 6b1aT U3NI0KEHH HA MOBUILEH PUCK OT
xunepkanuemus (Bx. Touka 4.4).

4.6 ®@epruianrTer, )PEMEHHOCT U KbpMeHe

bpemenHocT
Amnpun HL m He ce NpenopbYBa 10 BpeMe Ha MbPBUS TPUMECThP Ha OpeMEHHOCT (BXK.

Touka 4.4) M € NPOTHBONOKA3aH NO BpeMe Ha BTOPHUS U TPeTHs TPUMECTLP Ha OpeMeHHOCTTa (BIK.
Touka 4.3).

EnnaeMnonoruynm 1aHHH OTHOCHO pUCKa OT TepaToreHHocT ciefl excrosuis Ha ACE unxuburopu
MO BPEME Ha ITbPBHUS TPUMeECThP 0T GpeMeHHOCTTa He ca yOeaUTeNlHH, HO J1IeKO NOBULLABAHE HA PUCKA
He MOze J1a Obae u3kmoveHo. [Ipy naumenTkuTe, nnanupaiu dpementoct, Tepanusta ¢ ACE
MHXHOUTOpH TPAOBa J1a ce 3aMEHM C aNTEPHaTHBHO aHTUXMITEPTEH3UBHO JIEYEHHE, KOETO HMa
ycTaHoBeH npogun Ha 6esonacHocT npu ynotpeda no BpeMe Ha OpeMEHHOCT, OCBEH aKO He Ce CHHTa
3a KpaiiHo HeoOxonuma. [1pu ycraHoesBane Ha OpemenHocT, Jeyenreto ¢ ACE nHxuburopu tpabea
na Obje cnpsHo HezabaBHO M, aKO € YMeCTHO, TpabBa 1a Gb/e 3anoyHaTa anTepHATUBHA TEPanus.
M3pecTHo e, ue Tepanusata ¢ ACE unxuburop /anrnorensun Il peuentopen antaronuct (AIIRA) no
BPEME Ha BTOPHSA U TPETUS TPUMECTBP NPHYHHABA (PETOTOKCUUHOCT NP Xopa (HamaneHa 6b0peuna
(yHKUMSA, OIMrOXHAPaMHHOH, 3a6aBeHa ocH(UKALMA HA Yepena) H HeOHATANIHA TOKCHYHOCT
(6bOpeuHa HeOCTATBUHOCT, XUIIOTOHKS, XHIlepKainemus ) (Bk. cbio 5.3 , JIpeaAkTHHUYHN JaHHH 33
oesonacHoct"). B cayuaii na excnosuuus Ha ACE MHXMOUTOpP Nnpe3 BTOPHUS TPUMECTbP Ha
OpeMeHHOCTTa, ce NpenopbYBa NpoBepka Ha ObOpeyHaTa GyHKLUMA W yepena ype3 yATpas3ByK.
Hosopoaenu, unuro maiiku ca npruemany ACE unxuburopu, Tpsosa aa 6baaT CTPHKTHO
Ha0/1101aBaHM 3a XUTOTOHMS, OJTUTYPHS M XHNEpKalueMus (BK. Cbio TOUkH 4.3 1 4.4).

HMma orpannueH OnuT ¢ XHAPOXJIOPOTHA3HK/L 110 BpemMe Ha GpeMeHHOCT, 0cOOEHO npe3 MbpPBUs
TpuMecTbp. [IpoyuBaHmsTa IpH AKUBOTHH Ca HEAOCTATbYHH.

XHAPOXI0pOTHA3K/I TPEMHHABA TUaleHTaTa. XMAPOXJIOPOTHA3H, B Cly4aii Ha NPOAb/KUTENHA
ynotpeba no BpeMe Ha TPeTHs TPUMECTBP OT OPeMEHHOCTTa, MOXKe Jla 10Be/e 10 (eTo-rulaleHTapHa
UCXEMHS W pUCK oT 3abaBsHe Ha pacTtexa. OcBeH TOBa ca cboOLIABAHH CTYYan Ha XMIMOTJIMKEMHS H
TPOMOOLIMTONEHMS TIPH HOBOPOJEHH B CJIYYaH HA eKCIO3MLIMA B IEPHOA OKOJIO TEPMHHA.
XHAPOXJIOPOTHA3K/L MOsKE J1a HaMald oDema Ha nija3mara, KakTo M yTeporlaueHTapHHs KPbBOTOK.

XHIIPOXJIOPOTH&BHI[ HE TPHGBB Ja ce M310J13Ba 3a JICHEHHE Ha €CEHUHallHa XUIIEPTOHHA TPH
6peMEHHH JKEHH, OCBCH B PCAKHTE CJIy4yaH, B KOUTO HE MOXKE 1a C€ NPHIIOKH APYTo JICHEHHE.

Kvpmene

Amnpun HL SSRPHAIED ¢ npoTHBONOKA3aH 110 BPEMe Ha KbpMeHe.
ITpn npunaraHeTo Ha TepaneBTHYHHM A03W PAMHUNPHI M XUAPOXJIOPOTHA3K/L HA KbPMELLHM JKEHH €
Bb3MOMKHO PAMHUINPHIT U XHAPOXJIOPOTHA3HL J1a CE EKCKPETHPaT B KbPMaTa B TAKOBA KOJIMYECTBO,
KOETO Ja oka3pa eeKT BbpXy KbpMayeTo. [lopaau HepocTaTbuHa MHGOPMaLUA OTHOCHO ynoTpebaTa
Ha PaMHUIPKWII N0 BpEMe Ha KbPMeEHe (BXK. Touka 5.2) 3a NpeanovyHTaHe € alTePHATHBHO JIEYEHHE C M10-
nodpe ycranoseH npogun Ha OesonacHocT no OpeMe Ha KbpMeHe, 0COOEHO NPH KbPMEHE Ha
HOBOPO/IEHO HJIH HEJIOHOCEHO KbpMaye. XHAPOXJIOPOTHA3K]L Ce EKCKPETHpa B Kbpma. Tha3s

Moske na ce NnposBH CBPLXUYBCTBHUTEHOCT KbM aKTHBHHTE BELUECTBA - AEPUBATH HA C 1)
XHMoKanuemus ¥ ukrep. Ilopaan Bb3MOXKHOCTTA 33 CEpHO3HH PeaKLMK NPH KbpMaueiata U 01‘4}1‘85‘1&’:‘

aKTHBHM BElIECTBa, TPAOBa 1a Obe B3eTO pelleHHne Aaiu na Obae NpeKpaTeHo KbpM H?T Wianina
Obje NpekpaTeHa TepanuaTa, KaTo ce B3eMe Mpe/IBHIL 3HaYeHHETO Ha TepanuaTa 3a Maikara, -

4.7 EdexTn BbpPXy cniocodHoCTTa 32 modupane H padbora ¢ MAIIHHHA



Pamunpun/xuapoxnopoTtuasun TabneTkd HMaT ¢nabo a0 yMepEeHO BITHAHME BBPXY CitocOOHOCTTA 32
modmpane 4 padoTa c MallMHK.

Hskon HexenaHu peakumu (Hanp.cHMIITOMH Ha NOHWXKAaBaHe HA KPbBHOTO HANAraHe Karo 3aMaiiBaHe)
MOTAT Jia HapywaTt cnocobHOCTTa Ha MallKeHTa 33 KOHUSHTpaUyMs U Peakiiis, €TO 3al10 NpeACTaBIsBa
PHCK B CHTYalUMH, NPH KOHTO Te3H cnocobHOCTH ca oT ocobeHo 3HaveHHe (Hanp. wodupare W paboTa
C MallHHH}.

Topa Moke 1a ce cayur ocofeHo NPY HAUATO HA JICHEHHETO WIH TIPH TIPEMUHABAHE OT APYTH
npenapar.

Cren mepBaTa 103a MM NOCIEABALIC NOBUIIABAHE HA 103aTa HE € NPENOPBUUTEIHO WodhHpaHe HIH
paboTa ¢ MAIIKHK 33 HAKOAKO Yaca.

4.8 Hexeranu JekapcTBeHH peaKuHu

ITpothuntT Ha Ge30macHOCT Ha paMHNPKA + XUAPOXIOPOTHA3KA BKIIOUBA HEXKENAHH JIEKAPCTBEHH
peakluM, NpoABSBaLlK Ce BbB BPB3KA C XHMOTOHAS W/HIIM ¢ HaMalABaHe Ha TeIECHUTE TEYHOCTH,
nopaji NOBHLIECHA AHYpe3a. AKTHBHOTO BELIECTBO paMHITPHI MOKE Ja IIPHYMHH YAOPHTA CyXa
KaULTHLA, AOKATO aKTHBHOTO BELIECTBO XAPOXIOPOTHAZUA MOKE A4 JI0BEAC A0 BAOLIABAHE
MeTaboH3Ma Ha MII0KO3aTa, JIMMHAKTE U TMKOYHATA KUCETHHA. JIBeTe akTHBHU BellecTRa MMAT
NPOTHBOTIONOMXHH edeKTH BbpXy niasMeHus kanuil. Cepuo3HUTE HeJKeNaHH JIEKApCTBEHH PEAKUHH
BKJIIOUBAT aHTHOE/AEM HIH aHa(unakTHYHa peaxkuus, 60peuno WM uepHoapobHO yBpekaane,
ITAHKPATHT, TCHKKH KOXKHH PEAKIIHH H HﬂyrpOHCHHH/&I’paHYHOHHTOSa.

YecToTara HA HEXENAHNTE PeakUMK ¢€ ONPEacaa Karo ce W3Noi3Ba CIeaAHaTa KiackpuKams:
- Muoro gectH (=1/10)

- Yectw (21/100 po <1/10)

- Heuecru (21/1 000 no <1/100)

- Penxu (=1/10 000 ao <1/1 00Q)

- Muoro peaxu (<1/10 000),

- C HeusBecTHa 4ecToTa (HE MOKE J1a e IPEABHAN OT HAJIMMHHUTE AaHHH)

INpu BeAKoe rpynMpaHe B 32BUCUMOCT OT YECTOTATA, HEKCIAHWTE IEKAPCTBEHH peakiiuu ce u3bpospar
B HH3XOASMY PEA MO OTHOMISHWE HA TAXHATA CEPUOZHOCT.

Yectn Heuectn Mucro C Hem3BecTHA
peaxH YECTOTA
Hupyvuenus na TTonuwken Gpoi Ha KoctHo-M0o3B4HA
Kpuema u Oennte KpLBHU cynpecus,
rumgbnama KJIETKH, [TOHHXKEH HEYTPOTIEHHA,
crcmema Opoil yepBeHu BAKOYHTEITHO
KPBEHH KJIETKH, arpaHyJoLHTO3a,
HaMaJieH NAHUATOIEHUS,
XeMornoGuH, €03HHODHIHS,
XEMOJIUTHYHA XeMOKOHLeHTpalu4g,
aHEMus, HaMancH CBbp3asa ¢
6poii TpomboLHTH HaMaNABaHE Ha
TeNECHH TEYHOCTH
Heonaaznu HemenanomeH pak Ha
006poKauecmeen,
AOKAYECIHGEHY U
HeonpedeneHit
{6ra. Kucm u
HOMUNU)
Hapywenua na
UMYHHAINA




CUCmeMcl

PEAKLMH, CBLP3aHH
KaKTO C paMHIpun,
TAKA H €

XHIAPOXTIOPOTHAZML,
NOBHILIEHH
aHTHHYKJIEapHU
aHTHTENA
Hapywenus na CunapoM Ha
EHOOKPUHNAMA HEeaNeKBaTHa
cucmema cekpelus Ha
AHTHAHYPETHUEH
xopmoH (CHCAX)
Hapyuenus va Heanexearen AHOpeKcH4, INMonwxenne | IloeMnaBase Ha
MemabOaUIMA U KOHTPON Ha TIOHHXKEH aneTHT Ha Kanuit B | HATPMIA B KPBETA.
XpaHeHemo 3axapeH naber, [Moxmxenne Ha KPLBTA B
HaMmanABaHe Ha HHBATA HA KaJlWH B | pe3ynTaT Ha
CEHOKO3EH KPbBETa, B pe3yiIiTaT | npuema Ha | ['Atokosypus,
TOJIEPAHC, Ha paMHIIpHI meTabonuTHa
YBCITHYABA XHAPOXJIOPOTHAZM ajKano3a,
KpBEHAaTa 32Xap, n XUNOXJIOPEMHA,
YBENUU4BA CE XBNIOMarHe3ueMus,
MHKOUHATa XHATIEPKANHMEMHA,
KHCENHHE B AEXMApATAHHA B
KPLBTa, pe3yNTaT Ha npHeMa
BJIOLIABAHE HA Ha
nojarpa, XHAPOXIOPOTHAH
NOEHILABAHE HA
X0/ecTepona g
KpBBTa WHIIH
TPHIIAHLEPHAH B
pe3yATarT Ha
nprema Ha
XHAPOXNOPOTHAZH
A
Hcuxumnu TNonusxeHo CrerosaHue Ha
Hapyutenus HAacTpOEHHE, 0GBPKAHOCT,
anaTHs, 6e3MoKOHCTBO,
TPEBOKHOCT, HApPYIIEHO BHAMAHHE
HepPBHOCT,
HapylieHWe Ha
CBHH,
BRJTIOYHTENHO
CHHIMBOCT
Hapywenus ua I'naBoGonwe, CeeToBBpTEXK, MoznuHa HeXeMHs
HepsHama 3amaiisane napecTesus, BKJTIOYHTESTHO
cucmema TPEMOP, HapYLICHO HCXEMHUEH HHCYNT W
paBHOBECHE, TPAH3UTOPHA
ycelaue 3a HCXEMHYHa aTaka,
napese, NICUXOMOTOPHH
JHCTey3us,
areysms
Hapyuienun na 3purennu
ouume CMYLIEHHH,
BKJTHOUMTEIHO
3AMBIIICHO

BHXKJAHE,




KOHIOKTHBHT

rnaykoMa nopaau
XHAPOXJIOPTHAZKA

Hapywenus na Llym B yuTe VBpexaane na ciiyxa
yxono u
AQBupunma
Covpoeunu MuokapaHa MuokapagH uHdapkr
Hapyuesus HCXEMMUA,
BIJIKOUUTENHO
aHrvHa
NeKTOpPHC,
TaXMKapana,
apuTMHA,
NAITHTALKH,
nepudepen eem
Cwdosu XunortoHus, Tpombosa cebp3ana
HapYWenus OPTOCTAaTHUHO C TEXKKa
NOHIXEHHE Ha NeXUapaTaas,
KPBBHOTO ChIOBa CTEHO34,
HAIAraHE, CHHKOIL, xunonepdyzua,
3auepBsBaHE Ha ¢peHoMeH Ha Pelino,
JHUETO BACKYJIUTH
Pecnupamopuu HenponykTiena Cunysmr, Bponxocnazem,
ZPOOHY U Apa3nella JMCMHEA, 3anyLleH BIJTOYHTENTHO
MEOUACTIUHAIHU Kaluua, GpOHXHT | HOC obocTpeHa acTMa,
HaAPYWENua anepruyed
a71BCOJIHT,
HeKapauoreHeH
Genoapobent OTOK
nopaau
XMAPOXJIOPOTHAIH]
Cmomauro- CromainHo- INoppvmane | IMankpeatut (caydan
YPegHU HaPYVUICHUSA UPEBHO , athTozeH ¢ thaTanen uzxon ca
BL2NaneHue, CTOMATHT, cpoOLaBanu
XPaHOCMUJIATENTHH | TJIOCHT, M3KJIIOUHTENHO PAAKO
CMYLLIEHHS, AMapus, npH neyenue ¢ ACE
KopeMeH Oonka B HHXHOMTOpH),
auckomdopr, ropHara NOBHILABAHE HA
JIMCTIETICHA, YacT Ha NaHKpeacHHTe
racTpuT, rajexHe, KOpeMa, €H3MMH, aHTHOGZAEM
3anek CYXOTa B Ha TBHKOTO 4epBO
ycTara
I'MHIHEHT cBBP3aH CrnanoaaeHHuT
c CBBP3aH ¢
XUOPOXAOPOTHAZU XHIPOXJIOPOTHA3ZH]L
I :
Xenamo-buruapnu XonecraTHyed uian OcTpa uepHOApOOHA
Hapyuienus LMTOANTHYEH HEZOCTATLYHOCT,
XeTaTHT AKBbNTCHULA,
(v3knouuTenno

pAnKo c (gataneH
H3X0[), NOBHLICHH
HHBA Ha
JyepHOApODHUTE
eH3UMU W/ UK
KOHKOTpaH#HA
OHAHpyOHR

i




Kankynosa
XONELUHUCTHT
nopamu
XHAPOXJIOPOTHAZH
a
Hapywenus na AHrumoenem: B TokcHuHa
xoxcama u MHOI'0 PELKH , enHaepManHaa
ROOKOJICHAMA cITyMau, HEKpOoJH3a, CHHIPOM
HIBKaH 3aMyLIBAHETO Ha Ha Stevens- Johnson,
JAUXATEIHUTE epuTeMa
MLTHIHE B MYITHGOPME,
pe3yATar Ha nemduryc,
AHIHOEIEM MOXKE : BNOWIABAHE Ha
na uMa daTancH nCcopHasHe,
H3XO0[; eKchonHaTHEeH
ncopuazudpopmen JepMaTHT, peaKLUH
JNEPMATHT, Ha.
XHIEPXUAPO3a, (OTOUYBCTBHTEIHOCT
obpuE, mo- , OHHXOJNTH3a,
CNELMAIIHO nemguronana unu
MaKyno- JNHAXEHOMIHA
TIanynapeH, €K3aHTeMa WY
cbrplesk, anoneuus €HaHTeMa,
YpTHKaphs,
Cucremen nymyc
EPHTEMATOAEC,
nopagu
XHIAPOXJIOPOTHA3ZH
Mycxynnocreemn Muanrua. Aprpanrus,
U HAPVUIEHUA U MYCKYJIHH clla3mMi.
Hapyuienua Ha ]
CLeOUHUMETRAMG Myckynna cnabocT,
muKaH MYCKY/THO-CKEJIETHA
CKOBaHOCT, TETAHHA
nopaay
XHIAPOXJIOPOTHA3HA
Hapyienus na brbpeuno Bnomaeane Ha
Ovbpeyume u yBpeKaaHe, CBLIIECTRYBALA
RUKGUHUME BKJIIOUHMTENIHO NIPOTEHHYPUS
nomUYa ocTpa OsOpeuna
HeJOCTATLYHOCT, HurepcTuumanen
TIOJIMYPHS, HedPUT CELp3aH ©
TIOBHLLIEHA Ypex B XMAPOXJIOPOTHASH],
KPBET&, TIOBHLLEH
KpeaTHHHH B
KPBETE
Hapywenus na Ipexoana Honux{jun..uuﬁuﬂo,
8BINPUICOCUN epeKTHIHA rHH gg@ggﬁg A
ETHAMA CUHCMEMA U MUMITOTEHLHA ;
2epoama
Obwu YMopa, acTeHH I'pbana 6onxka,
HAPYUCHYUA U TIHpEKCHS
eghexmiu Ha
MACHOMG Ha

R



| npunoorcenue | | | H ]
! HemenaHnomeH pak Ha koxata: B3 0cHOBA Ha HAJTHUHUTE JAaHHH OT EMUIEMHUONOrHYHH TIPOYURAHHSA

¢ HabnoaaBaHa 3aBUCHMA OT KyMYJIaTHBHATa 1033 Bpbika Mexay XXT3 u HMPK (k. cbio Touku
4.4n5.1).

Crobiasane Ha HON03UPALM HEKENAHH PEAKLHU

CrobiasaneTo Ha NOAOIMPAHH HENENAHH PEAKLMH Clie]] pa3pellaBaHe 3a ynoTpeda Ha IeKapcTBeHus
IPOJYKT € BaxHO. Topa no3Bonssa Aa NPoAbIkY HAbNIOIEHUETO HA CHOTHOLLEHUETO TION3a/PUHEK 32
NEKAPCTBEHHS NPOAYKT. OT MEJUUMHCKHTE CNELUMATHCTH C€ H3MCKBA 1a ChOOLIABAT BCAKa
Noj03MpaHa HEeXKENAHA PeakLHs upes

HanbnukTenna arenius no ekapereata yi. . Jlaman Ipyes”™ Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiiT: www.bda.bg

4.9 Ilpenozupane

CuMOTOMH

Cumnromure, cebp3asy ¢ npenozupade Ha ACE vHxnGuTOopH Morar ja BKIHOYBAT NPEKOMEpHa
nepHdpepHa BasogunaTauK (€ MOUCPTAHA XHIIOTOHHUA, WOK), OpaarKapans, eNEKTPOJHTHH
HapylIeHHs, 6b6pedHa HeNOCTATEHHOCT, ChpAeYUHA 8PHTMHA, HAPYILIEHHE HA Ch3HAHHETO,
BIUIIOUHTENTHO KOMA, UEPEOPAIHM KOHBYIICHH, Nape3u ¥ NapaIMTHUEH HIEYC.

Ilpy npeapa3nonokeHn NALKEHTH (Hanp. IPOCTaTHA XUIIEPILIa3HA ) NIPEAO3HPAHETO Ha
XHIPOXTIOPOTHAZHI MOXKE [1a TIPENH3BUKA OCTPa PETEHLMS HA YPHHA.

IIpeanpuemaHne Ha MepkH
ITaunenTsT TPORa Aa ObAe CTPUKTHO HAOMIOAABaNH, NeueHHETO TPpaOea 1a 6bae CHMTOMATHYHO K

noaabpkawo. [pennarankme MepkH, BRIOYBAT MBPBOHAYANHA AETOKCHKAIMA (CTOMALUHA IPOMHBKA,
IpHNaraHe Ha aacopbeHTH) H MEPKH 3a Bh3CTAHOBABaHE Ha XEMOIHHAMU4HATa CTAGHIHOCT,
BKJIKOYHTENHO Npuiarade Ha anda 1-aapecHEPruyHE aroHUCTH WK anrnorensyd 11
(aHrnoTeHsvHaMua). PaMrnpunar, akTHEHHAT MeTaGoNKT HA PAMHIIPII, C& OTCTPAHABA
HE3A/IOBOJIMTENHO upes3 XEMOAHAIN3A OT 00IOTO KpLBOODpaLCHHE.

5. ®APMAKOJIOITHYHM CBONCTBA
51 @apmMakolHHAMHYHH CBOHCTBA
dapmaxorepanesTuuna rpyna: ACE unxuburopu u anypernun, ATC kon : CO9BAOS

Mexarnuzvm na oeiicmaue

Pamunpun
Pamunpunar, akTHBHHAT METaBOIAT Ha NPEAJIEKAPCTROTO PaMHIPHI, HHXUOHPA €H3HMA

OMNENTHAHNKapOoKcHnenTHAaza I (CHHOHMMU: aHMHOTEH3HH-KOHBEPTHPaIll eH3HM; Kununasa I1). B
N1a3MaTa ¥ TBKAaHUTE TO3H €H3HM KaTANM3HPa KOHBEPTHPAHETO HA AHTHOTEH3HMH [ 0 akTHRHHA
BA30OKOHCTPHKTOP aHrHOTER3MH 11, KaxTo M HHXKOKMpA pasrpaxAaHeTo Ha AKTHBHHA Ba30AWNATATOP
OpannkrauH, [lonmkenoTo o6pasyBaHe Ha aHTHOTEH3MH 11 W MxubHUpaHe Ha pa3rpaskAaHETO Ha
OpaZMKHHHH, BOAAT 10 Ba30HIaTALMA.

TwH kaTo avruorenzuu I ctuMynupa ocroboxkaaBaHeTo Ha &NA0CTEPOH, PaMHIIPUIAT B
HaMAaliiBaHe Ha aljocTepoHOBaTa cekpelit. CpeHOCTaTUCTHYECKH NOBINABAHETO OF Ak
ACE unxuburop e no-ci1abo npy uepHokoxkH {apo-kapubeka paca) XHNEPTOHHUH
{oBuKHOBEHO NONYNALMS C XHTIEPTOHHA ¢ HHCHK PEHHH), OTKOJIKOTO NIPH HEUepHO

XuapoJiopoTHasuj



XHapox;10poTHA3KA € THA3HAEH AHYPETHK. MeXaHHIMBT HA AHTUXUIIEPTEH3HBHUA eeKT Ha
THa3HAHKUTE RUYPETHLHM HE € HAITLIIHO H3scHeH. Te nHxubHpaT peabcopOLMgTa Ha HATPUid M XJIOpUAH
B aucTanuure TyGynu. MoeuineHata 6b6pevHa eKCKpeurs Ha Te3H HOHM Ce ChIABLTCTBA OT NOBHLIEHO
OTAC/IAHE HA YPHHA (NOpajii OCMOTHYHOTO CBbP3BaHe Ha BoAa). Kannesara v MarHesuera ekckpeLma
ce MORULIABAT, HAMANARA C¢ €KCKPEIMATA Ha THKOYHA KUcearHa. Be3MOXeEH MEXaHHILM Ha
AHTUXUNIEPTCH3IMBHO ACHCTBHE HA XHAPOXIOPOTHA3KMAA MOXKe 1a 6bie: NPOMEHEH HaTpHes fanaHc,
HaManABAHE KOMMYECTBOTO HA €KCTPALIEYNapHATa TEUHOCT H INIa3MeRHs 00eM, IPOMAHA B
O1OpeyHaTa ChA0BATA PE3SHCTEHTHOCT, KAKTO H NOHWKEH OTTOBOP KbM HOPEMHHEPPHH H
aHruoteHzuH II.

Dapmaxoounamuen epexm

Pamunpun
[IpunaraHeTo Ha paMHMIIPUI BOAH 0 3HAYMTENHO NOHUKABAHE HA nepudepHara apTepHaHa

PE3UCTEHTHOCT. B moseueTo cayyau naMa 3Ha4MMH NPOMeHH B OBOPEUHMS KPbBOTOK H CKOPOCTTa Ha
rnoMepynsara guntpaiug. JlpunaraHeTo Ha PAMHNPUI TIPH NALKMEHTH ¢ XHIIEPTOHUSE BOAM A0
NOHWXKABAHE Ha KPLBHOTO HANATAHE B H3IPABEHO U JIETHANIO MTONOXKEHHE, 6€3 KOMIEHCATOPHO
NOBHLIABAHE HA CbpJEYHATa 4ECTOTA.

[Ipy noBeYeTO HALMEHTH HAYANOTO Ha AHTHXHIEPTEH3UBHKA eeKT Ha EAHOKPATHATA 1034 ce
NposABABa A0 2 4aca cJiel NepopanHo npunokenue. [1MKoBUAT efekT Ha eAHOKpaTHATA J03a,
00MKHOBEHO ce focThra 3 10 6 Yaca cnes MepopanHo NpuaoKenne. AHTHXUNICPTEHIMBHIAT edeKT Ha
CAHOKpATHA 1033 OGHKHOBEHO NPOABLIIKaBa 24 yaca.

MakcHManHHaT aMTHXHIEPTEH3MBEH (KT HA NPOABIDKUTENHO JIEUEHHE € PAMUNPUI OGHKHOBEHO
HacTbnea cnea 3 Ao 4 ceamuum. JlokasaHo e, ye aHTHXHMNEPTEH3HBHHAT e(DEKT € NOCTOAHEeH NPy
ALATOTPaHHA Tepanua Npoab/DKaBalla 2 TOTHHH.

Ps3koTo npexnkcBane npueMa Ha paMHIPHI He BOAM 0 6bp3 M NpekomepeH pebayHn ediekT Ha
NOBHIIABAHE HAa KPBRHOTO HAJIATAHE.

XunpoxnopoTHasun

C XMAPOXNOPOTHAZH]L HAYAIOTO Ha AMYpe3aTa HACTBIIBA A0 2 Yaca H NUKOBMAT e(ekT HacThBa 10 4
yaca, KaTo AeHcTBHETO NpoabKARA NpubiansuTenHo 6 ao 12 yaca.

Hauanoto Ha aHTHXHIEPTEH3HBHMA e(PEKT HACTENRA cilel 3 10 4 IHH ¥ MOXE 1A NPOIbIKHA A0 eIHA
CEaMHLA CJIEA [IPEeKpAaTABaHE HA TEPANHUATA.

EdexTsT Ha nonwkaBane Ha KPHBHOTO HANATAHE ce MPUAPYKABA OT JIEKO MOBHIIABAHE HA (paKIsTa
Ha ¢punTpHpane, 6u0peunaTa CbI0BATA PE3UCTEHTHOCT i AKTHEHOCTTA HA TIA3MEHHS PEHMH.

Knunuuna epuracnocm u bezonacrocm

EQHOBECMBHHO TNPHITArade Ha paMHUNpHI-XUAPOXNOpPOTHAZUA

[1pu KNHHMYHK M3NUTBAEWA, KOMOMHALIMATA BOAHU A0 NO-TOAMO HAMAIABAHE Ha KPHBHOTO HANAFAHe,
OTKOJKOTO MPH CAMOCTOATENHOTO IIpHIarane Ha nponykturte. BepoaTHo ypes OnokupaHe Ha peHUH-
AHMMOTEH3HH-AN]0CTEPOH CHCTEMATA, €AHOBPEMEHHOTO MPHIIATAHE HA PAMMIIPHA H
XHAPOXJIOPOTHA3K]L BOAH A0 o6paTHMa 3aryba Ha KanHii, CBbp3aHa ¢ TO3H KIac JHYPeTHLA,
Kombunaitiata or ACE -unxu®urop ¢ TH a3 ujieH ZMYPETHK 1aBa CHHepruieH eekT U HaManiasaHe
Ha pHCKa OT XMNOKAHEMHs, MPOBOKHPaHa IPH CAMOCTOATENTHA YNOTPeDa Ha IMyPeTHKA.

LBoiino Bnokypane Ha CHCTEMATA PEHHH-AHrHOTeH3HH-anaocTepoH (PAAC)
JBe ronemn panaoMuzupanu koHTponvpanu npoyusanns — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texyio rno6anio usnurs
KpaiHH TOUKH Ha TENMMHCAPTAH, CAMOCTOATENHO H B KOMOWHAUMA ¢ paMunpun) 4 VA
(KnuunyHo npoyueaHe cBbp3aHO C Pa3sBUTHE Ha HedponaTks npH auabeT, NpoBeaeH
MUHHCTEPCTEO NO BLIPOCHTE HA BETEPAHHTE) — NPOYUBAT ynoTpebaTa Ha KOMOHH
MHXHOHTOP W anrioTeHzuH JI-penenropen Giokep.

ONTARGET e npoyueane, npoBEASHO NPH NALMEHTH ¢ AHAMHE3A 38 ChPASYHOCH Bi L
MOZBHHOCHAOBA DONECT, MNH 3aXapeH AMabeT THN 2, NPUAPYKEHH C JaHHH 33 YBpeA HHOH

54’:" ”\Ab



eexropum oprann. VA NEPHRON-D e npoyusaHe npu NalMEHTH CbC 3axaped AvabeT Tl 2 1
anabetra HedponaTys,

Te3u npoyusaHua He Noka3BaT 3HaYHM Gnaronpuated edekT pepxy GpOpeUHUTe WK
ChPAEYHOCH/IOBHUTE IOCEANLM K CMBPTHOCT, KATO CHILUCBPEMEHHO ¢a HabMoAaBaHK MOBMLIEH PHCK
OT XUNEPKATHEMHA, OCTPO yBpeXKIaHe Ha OLOpeliTe W/HIH XMIIOTOHHUS B CPABHEHHE C
MOHOoTepanuaTa. Kato ce uMaT npeaBui CXOIHUTE UM (hapMakoMHaMHYHH CBOHCTBA, Te3M Pe3yNTaTH
ca NPpUIoKHMH U 3a apyri ACE naxubHTopu 1 anrnotensud Il-peuentopau Gnoxepu.

ACE wnxubutopu v anriorenzun Il-peuentopun 6nokepu ciegoraTento He Tpabea Aa ce H3NON3BAT
£HOBPEMEHHO NMpU NauMeHTH ¢ Avaberua uvedponaTus.

ALTITUDE (KnnHnuHo npoy4BaHe NpOBEAEHO ¢ ANHCKMPEH NPH NALMEHTH CBC 3aXapeH auaber THi
2 ¢ u3non3saxe Ha CHPACHHOCHLAOBK U GbOpeuHN 3a60/1ABaHNA KATO KPaiHH TOUKH) € Npoy4BaHe,
Ipe/IHa3HAYEHO J1a M3CE/Ba H013aTa OT J00aBAHETO Ha aIMCKMpPEH KbM cTaHaapTHa Tepamus ¢ ACE
MHXHOHMTOP UM aHrHoTeHsuH I1-pelienToped Gnokep HPH NALKEHTH Che 3axapeH Auaber Tun 2 K
XxpoHuuHo 616peuHo 3afonnsane, ChpaeYHOCHA0BO 3abonaBare uiM U ABete. [Ipoyusanero e
NIPEKPATCHO NPEXIEBPEMEHHO NOPAaIH NOBHIIEH PHCK OT HebnaronpuaTHy nocaeauuy. Kakro
CbPAEHHOCHAOBATA CMBPT, TAKA H MHCYNTHT €a TI0-YECTH B IPYNATA HA ATHCKHPEH, OTKONIKOTO B
rpynarta Ha miane6o, a NpeacTaBIgsBallMTE HHTepeC HeXKeNaHH ChONTHA H CEPHO3HH HEKENaHN
ChOMTUA (XMNepKanueMus, XHNOTOHHS M hOpeura qucdyHKumns) ce cpOOLIABAT NO-YECTO B IPynaTa
Ha aNHCKHMPEH, OTKOJKOTO B IpyNaTa Ha mnauebo.

HemenaHoMeH pak Ha Koara:

Bb3 0CHOBA Ha HanUUHKTE JaHHK OT eNWIEMHOJIONHYHK NIPOYYBAHHA € HaDMIOAABaHA 3aBHCHMA OT
KyMynaTHRHATa f03a Bpb3ka Meskny XXT3 u HMPK. Eano npoyysaHe BKIIOYBa MOMYNALMA,
cweTosa ce ot 71 533 cnyuyau #a BKK 1 8 629 cayuan va CKK, u nonynaumns or cborsertho 1 430
833 u 172 462 noaxoaawu koutpony. Bucokara ynotpeSa Ha XXT3 (xymynatveHo 250 000 mg) e
cebp3ana ¢ kopurupad OR 1,29 (95% ON: 1,23-1,35) 3a BKK u 3,98 (95% JU: 3,68-4,31) 3a CKK.
Habmonasana e scna Bph3ka KyMyNnaTHBHa lo3a-otrosop kakto 3a BKK, Taka i 3a CKK. dpyro
NpoyuBaHe NMOKa3Ba Bb3MOXHA BPE3Ka Mexkay paka Ha yetHute (CKK) m excrozmimaTa Ha XXT3: 3a
633 cryyaM Ha pak Ha yCTHHTe € noaOpana nonynauus ot 63 067 NoAXOAAMM KOHTPO:M, KaTO ce
H3MON3Ba CTPaTerksa 3a B3cMaHe Ha Npodu, onpeaeneHa OT pyucka. JleMOHCTpUpana € Bpb3ka
KYMYNaTHBHA A03a-0TroBop ¢ kopurupad OR 2.1 (95% IH: 1,7-2,6), vapactsam 10 OR 3,9 (3,0-4,9)
3a BHCOka ynorpeda (~ 25 000 mg} v OR 7,7 (5,7-10,5) 3a Haii-BicokaTa KyMyJaTuEHa no3a (~ 100
000 mg) (8. cbwo Touka 4.4).

5.2 ®apmMakoKMHETHYHN CBOHCTBA

DapmaKoxuHemura U Mamatosom

Pamunpun

Abcopbunsa
Cnen nepopanHo npunoskenne paMunpin ce abcopbupa 6bp30 B CTOMAIIHO-UPERHAS TPAKT: NMUKOBA

NJIa3MeHA KOHLEHTPaLMs Ha paMUMNPHII ce IOCTHra B paMKKTE Ha ¢HH Yac. Bb3 ocHoBa Ha
Bb3CTAHOBSBAHETO B YPHHHATA, CTENEHTa Ha abcopOums e moHe 56% M HE Ce NOBAMABA 3HAYHMO OT
NPHCECTBHETO HA XpaHa B CTOMAIIHO-UPEBHUA TpakT. buoHanMyHoCTTa Ha aKTHBAHA MeTabONHT
PAMHMIMPHIAT CJIEM NEPOPANHO NpHIOKEHHE Ha 2,5 mg u 5 mg pamunpun e 45 %. [Iukoea nnazmena
KOHUEHTpaLMs HAa pAMHANPHAAT, €AMHCTREHHA AKTHBEH MeTabOoANT Ha PAMHUNPHI c€ A0CTHra 2-4 1aca
cnen npuema Ha pamunpui. CTaunOHapHHATE Mla3MeHK KOHUSHTpaUKMK Ha paMHIIpHIaT ciien
NPHNAraHE BEIHBXK AHEBHO Ha obHualiHM N03M PAMUNPUI Ce OCTHATAT CJIe[l OKONO HETHPH THH
ACYEHHE.

Paznpenenenne
Cebp3sanero ¢ nna3MeHHTe NPOTEHHH Ha paMUMpHA € okono 73 %, a ToBa Ha paM

56 %.

BuoTpanchopMaling




Pamurpun noutn nanbano ce Merabonusupa 10 paMUNpPHIAT, H 10 AMKETOTUNEPAZHHOR ECTED,
JNHUKETONMIIEPa3HOBA KHCENHHA, H NIIOKYPOHHAMWTE Ha PAMMIIPHI H PaMHITIPHUIIAT.

EnumMunupane
Ekcxpeluara na merabonuTuTe € npeasMHo 0b6peusa. [InasMeHaTa KOHUEHTPALIMS HA paMMIpHAAT

HaMmaifBa no nonaugaszos HaukH. [lopasn HETOBOTO CHiIHO, HacuIawo cebp3eade ¢ ACE u GasHoTo
pasjiesisHe OT eH3KMa, PAMHNPHIAT I0KA3Ba YABIKEHa TEPMUHANHA eTMMHHALMOHHA $a3a Nnpu MHOTO
HHCKH ILN1a3MEHH KOHLEHTPALHH.

Cnea MHOTOKpAaTHO NPUJIAraHe Ha A03H PAMUNPUI, BEAHLK AHEBHO, €DEKTUBHUAT MONYKUBOT HA
pamunpunar € 13-17 yaca 3a a03u ot 5-10 mg u no-aLALr 3a No-HKUeKkKTe Ao3H 1,25-2.5 mg. Taszn
pas/ivKa € CBbLp3aHa ¢ KanauMTeTa 3a HaCHILAHE Ha €H3WMA YPE3 CBbp3BaHe ¢ paMHIIPUNAT.
EnHokpaTha nepopanua 103a paMRIPU AaBa HEOTKPHBACMO HHBO HA PAMUNPHI ¥ HETOBHUTES
metabonuTh B kbpmara. OBaue edeKTHT NPH MHOTOKPATHO NPHIIAraHe € HEM3BECTEH.

Bvbpeuno yepexcoane (eac. mouxa 4.2)

BbhOpeuHaTa ekCKpelus Ha pAMHATIPHIIAT € HaMajleHa TIPH NaUWEHTH ¢ HapyiueHa 666peuna pyHkums,
4 GpOpedHUaT KNMPBHC HA paMUNPUIIAT € NPONOPIHOHAIHO CBbP2aH C KPeaTHHHHOBUA KIIMPBHC.
Tora BoAM 110 NOBUILIEHA I1A3MEHA KOHIEHTPALIMS Ha PaMHIIPUIIAT, KOATO HAMAIABA NO-6aBHO
OTKOJIKOTO NPH HHAWBHAM € HopManHa Ob0peuHa QyHKLEs.

Yeprnodpobrno yepexcoane (eosc. moura 4.2)

Ilpy naunenTH ¢ HapymeHa yepHoaApoOHA QYHKIHMS, MeTaDOMHIHPARETO HA paMUNIPHN A0
paMHIpHar e 3a0apeHo, NOPaJH HAMAIEHATA aKTHBHOCT Ha YEPHOAPOOHHTE eCTEpazH M Na3MeHUTE
HMBA HA PAMMUIIPHI TIPH TE3W NAUMEHTH ¢a NOoBULueHH. [TMKOBHTE KOHLEHTPALMK HAa PAMUNIPUIIAT NIPH
Te3M NalUMeHTH, 0Gave HE ce PAIMUUARAT OT Te3W HabnionaBaHy Npy HHAKWBKAY C HOPMaKBa
yepHOApoOHA PyHKLMA.

XHPOXNOPOTHAZHIT

AbcopOuma
Cuien nepopanno npunoxeHue okoino 70 % oT xuapoxnopoTHaskaa ce abcopOUpaT OT CTOMAIIHO-

upeBHHUs TpakT. I1MkoBa NIa3MeHa KOHLUEHTPAUUA HA XMAPOXIOPOTHA3H], ce AOCTHTA B pAMKKTE Ha
1,5 po 5 yaca.

PaznpenencHue
CBBLP3BaHETO ¢ NNA3MEHHTE NMPOTEHHH Ha XHAPOXNOPOTHAZHA e 40 Yo.

BuoTpancdiopmann
XHUApoxXAopoTHAINA NPETHPNARA HE3HAUMTENEH METAabOIH3bM B MEPHHS oD,

EnvmuHupane
XuapoxsopoTHasua ce eIMMHHNPa NOYTH HaMbJIHO (> 95 %) B HenpoMeHeHa dopma npe3 GbOpeLnTe;

50 no 70 % oT efiHOKpATHA NIEpOpaIHA 1032 C€ eIMMHHHMpAT B paMKHTe Ha 24 uaca,
EnuMUHALMOHHHMAT TIONYKHEOT € 5 10 6 vaca.

bwvbpeuno yapescoane (éxc. mouxa 4.2)
bunbpeynara ekckpellis Ha XHAPOXIOPOTHA3H]L € NIOHMIKEHA NPH TTALIMEHTH ¢ HapyuleHa 61OpeuHa
(HYHKUHA W ObOpeyHHs KIHPBHC Ha XHAPOXJOPOTHAZUA € CBBLP3aH MPONOPLIHOHANHO ¢
KpeaTHHHHOBaHA KNHpbHC. TOBa BOAH 10 MOBHILICHA N1a3MeHa KOHLEHTPALHs HA XMAPOXAODOTHA3HA,
KOATO HaMausiea No-6aBHO, OTKONKOTO NPH HHANBKAY ¢ HopManHa Onbpeuna GyHKIH

Uepnoopobuo yepescoane (8xc. moura 4.2)

Tlpu naunenTH ¢ uepHoApoOHa LHpo3a GapMaKOKUHeTHKATa Ha XHAPOXIOPOTHAS

3HauMMO. PapMaKOKHHETHKATa HA XHAPOXJIOPOTHA3HA HE € NPOoY4BaHa MpH Naly

HeA0CTATBYHOCT. ‘
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PamMunpiin ¥ XUAPOXAOPOTHAZHS
EfHOBpeMEHHOTO NpHIIarate Ha PaMHUITPHIT M XHAPOXIOPOTHASH He 3aCATA TAXHATA GHOHANHYHOCT.

KoMOUHMpAHUSAT NPOJYKT MOXKe 1d ce CYHTA KaTo OHOEKBHBANEHTEH HA NPOAYKTUTE, ChABPKALUM
OTACITHHUTE KOMIOHEHTH.

53 TIlpeakIHHUYERH RaHuy 32 GezonacHoeT

Ipy NnbXOBE ¥ MULIKK KOMOHHALIAATA OT PAMMIIPHIT U XMAPOXJIOPOTHA3K]L HAME OCTPA TOKCHYHOCT
1o 10 000 mg/kg. IIpoyuBasnsaTa npy MHOTOKPATHA NPUNAraHe, TIPOBEAEHH TIPH [IbXOBE H MaliMyHH,
TIOKa3BaT caMO HapYLICHUs B EKTPOJIMTHHA Hanatc,

He ca npoeexkaHu NpOY4BaHHS 33 MYTareHHOCT U KapLHHOreHHOCT ¢ KoMOHHaLMATa, KATO
NPOYYBAHKATA ¢ OTASNHUTE KOMNOHEHTH HE MOKA3BaT PHCK.

PenpoaykTHBHE IPOYUBAHHS NPH NITHXOBE U 3aii1i NOKA3BAT, Y& KOMOHHALMATA e JOHAKBIE 110~

TOKCHYHA OT CAMOCTOATENHUTE KOMIIOHEHTH, HO HUTO €IHO OT NPOY4BAHUATA HE MOKa3Ba
TEPATOTeHEH edekT Ha koMOuHauaTa.

6. @APMAILEBTHYHHU TAHHH

6.1 ChHCBK HA IOMCUIHHTE BeLECTBA
Hartpues xnaporeH xapboHar

JlakTo3a MOHOXHMOpaTHA

Kpockapmenosa HaTpu#
TIpeskenaTHHU3HPaHO HHLIECTE

Harpues creapun dymapat

6.2 HecnBMECTHMOCTH

Henpunoxumo

6.3 Cpox na reanoct

2 roauHu

6.4 ChensanHHn yCJIOBHA HA CHXpAHEHHE
Ha ce coxpansea nog 30°C.

6.5 BHIH chbABPKAHHE HA ONAKOBKATA
Brncrep (AVAL): 28 tabneTku B KyTHs.

6.6 CpoenHaJHH NPeINAIHA MEPKH NPH HIXBLPJITHE

Hama cnenpaniy H3MCKBaHHA 3a HU3IXBDBPJIAHE.

7. IIPUTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, Smarje§ka cesta 6, 8501 Novo mesto, CnopeHus

8. HOMEP(A) HA PASPEHIEHHAETO 3A YIIOTPEBA

20060213 — Amnpun HL 2.5 mg/12.5 mg TabaeTku




20060212 - Amnpun HD 5 mg/25 mg tabneTku

9.  HATA HA ITBbPBO PA3PEINIABAHE/TIOAHOBSIBAHE HA PA3ZPEIHEHHUETO 3A
YINOTPELA

Hara ga nbpea perucrpauns: 17.05.2006 .
Hara Ha nocnenHo nogHoegBade: 23.05.2014

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA




