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Tpureiic [Lmoc 10 mg / 25 mg Tabnerku
Tritace Plus 10 mg / 25 mg tablets

2. KAYECTBEH U KOJIHHYECTBEH CHCTAB

Besika Tabnetka cpaspxa 10 mg pamunpwt u 25 mg xuapoxnoporrasua (10 mg ramipril / 25 mg
hydrochlorothiazide)

3a I[TBJIHUA CIIHMCBK HA [MOMOIIHHTE BELECTBA, BIDKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka 10 mg/25 mg

Po3oBH, OUITaHapHU, MPOIBAroBaTH TabNETKH ¢ pasMepr 10 mm X 5.6 mm, rpasupan ¢ 39/AV ot
¢JHaTa CTpaHa | ¢ JIeJIMTEIHA 4€PTa OT ABeTe cTpaHH. JlenurenHara yepra € ¢ e/ 1a yIeCHABa
YYIICHETO Ha TadJeTKaTa 3a No-JIECHO Mperibliale, a He 3a pa3geasHe HA PaBHH NO3H.

4. KJAHUYHM JAHHHA

4.1 TepaneBTHYHH TOKA3AHAA

JleyeHue Ha eceHIHAIHA XATIEPTOHUA.
KoMOuHatHaTa ¢ PUKCHpaHH HO3H e 1TOKa3aHa TMPH NALHCeHTH, YHETO KPhBHO HANIATaHe € JOCTAaTHUHO
#10bpe KOHTPONUPAHO NIPH NipylaraHe Ha paMHIPHI M XU/IPOXIOPOTHA3N] B ChHIATA NO3HPOBKA.

4.2 [03HPOBKA H HAYHH HA NPHJIOKECHHE

Hozuposka

[Ipenopwuea ce Tputeiic [Lioc 1a OB npHeMaH BeAHBK JHEBHO, IO €IHO U CBIIO BPEME BCEKH ACH,
OOMKHOBEHO CYTPHH.

T'vit kaTO pHeMa Ha XpaHa He ITPOMEHS OHOHaNMYHOCTTa My, Tpureiic Ilmoc Moxxe Aa Obae IpHeMan
IIPEH, 110 BpeMe Ha HIIK clie]l xpaHeHe (BxK. Touka 5.2),

Tpuretic I Ltoc tpsadea ga ce mornsuia ¢ TeuHocT. He TpsadBa fa ce qpBue HIIH pa3TpoLIaRBa.

Buv3pacmuu
Jozara TpsOBa na Ob/le HANMBHAYATH3APAHA criopen npoduia Ha malkeHTa (BX. Touka 4.4) n
KOHTPOJIa Ha KPHbBHOTO HAITATAHE.

Tpureiic [Inroc 10 mg/12,5 mg taGaetku u Tputeiic ILnoc 10 mg/25 mg TabaeTku TpaOra na ObaaT

MpUIAraHy KaTo eHA TabneTKa BEAHEK AHEBHO. MaKCHMAaTHO JOIMyCTHMHTE K03 ca 10 mg
paMMIIpun 4 25 mg XUIpoOXJIOpOTHA3UA THERHO.

Cneyuainu nonyaqyul

Hayuenmu, nexyeanu c ouypemuyu
[Ipu mamenTy, eTHOBPEMEHHO JIEKYBAHH ¢ JHYPETHLM, C& NPENOpEYBa MOBUILIEHO BH
KaTo MO3Ke JIa BB3HHKHE XMITOTOHMS Clie], 3anouBaHe Ha neueHueTo. Tpadpa na ce HMa
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HAMA/IABAHE HA 103aTa Ha AMYPETHKA HIH CIIMPAHETO MY, IIPEAH 3all04BaHe Ha JICUeHHe ¢ Tpurenc
ITmroc.

AKO CIIHPaHETO HE € BB3MOXKHO, CE MPeliophyBa CUCHHETO Aa ObA¢ 3al0YHATO ¢ HAH-HHCKATa
RE3MOXKHA 03a pamMunpui (1,25 mg nueBro) 6¢3 ga € BbB (uikcupaHa kombuHauud. [Ipenopbusa ce B
MOCAEACTBUE Ja ce MPEMHHE KbM ITbPBOHAYAJIHA AHEBHA 4034 OT HE IOBEYE OT 2,5 mg paMUIIPUI]
/12,5 mg XuapoxJIopoTHa3u.I.

[Tayuenmu ¢ 6vbpeuno yepexcoane

Texko O6bOpedHo YBpexKgaHe

Tpuredic 1mroc € NpoTHBONOKa3aH HPH TEXKO OBOPeUHO YBpekaaHe, MOPaaH XHAPOXJIOpOTHAZHAHATA
KOMIIOHEHTA (KpeaTHHUHOB KnupbHC <30 ml/min} (. Touka 4.3)

YMepeno 6p0pedHo yepexkaate

[TanWeHTH ¢ HUBA HA KPEATHHHHOB KITHPHHC Mexay 30 1 60 ml/min Morat na OB1at JeKyBaHH CaMo ¢
Hal-HHUCKHTE 1031 Ha PuxcHpaHaTa KOMOMHAIIMS PAMUITPHA U XMAPOXJIOPOTHA3HA, CIE]
CAMOCTOSATENIHO [IPHITAraHe Ha paMUNpUil. MakCUMaJTHUTE JOIMYCTUMH JO3H ¢a 5 Mg PaMHUIIPHI U

25 mg XuapoxXJIOpoTHa3MA AHeBHO, nopaau toBa Tpurteiic [lmoc 10mg/12,5 v Tpureic [1Tmoc 10 mg
/25 mg Tabnetku He TpAOARa /1a Ce IIPHJIAraT MMPU IMALIMEHTH ¢ YMepeHO OBOPEeYHO YBpeXKAaHe.

Hayuenmu ¢ yepnoopobno ygpexcoaue

Jlexo unn ymepeHo YepHOAPOOHO YBPEKIAHE

[Ipy IIauMeHTH ¢ eKO A0 YMEpEeHO YEPHOAPOOHO YBpEKIaHE, JIEUSHHETO C PAMHUIIPHT H
XHAPOXIIOPOTUA3H] TPAOBA Na OBAE 3AIMOYHATO CAMO 10/l CTPUKTHO MEIHIMHCKO HAOMIOACHHE H
MaKCHMAaJTHHTe JHEBHH J03U ca 2,5 mg paMHNOpHI U 12,5 mg xuapoxXIOpOTHA3HA, ITOPaaH
ChABPKAHHETO HA 0-BHCOKHTE 103H TpHTeiic [Lmoc 10 mg/12,5 mg u Tpuretic ILnoc 10 mg/25 mg
He TpAOBa Aa ce U3MO3BAT MPH TIAITMECHTH C JIEKO HIH YMEPEHO YepHOIAPOOHO YBPEKIAHE.

TekKO YepHOAPOOHO YBPESKIAHE
Tpuretic IL1toc € npoTHRONOKAa3aH NMPH TSKKO YepHOAPOOHO yBpekKaaHe (BaK. Touka 4.3).

Cmapuecka sav3pacm
Hauannute no3u Tpadra ga OBAAT 1O-HHMCKH H MIOC/IEABAIIOTO THTPHPAHE Ha 103aTa TpAOBa Aa Obe

H{}-6HBHG, 1opalin Ho-roNadMaTa BE3MOXHOCT OT HCKCIIAHH PCaKHHH, ocoDeHo ITPH MHOT'O BBE3PACTHH
H HCMOITHH TIaIIUCHTH.

lHeduampuuna nonvaayus

Tpureiic ILroc He ce npenopbuBa 3a ynotpeda NMpH Oclia H KOHOLIK 0 18 roawHH, nopagu
HEAOCTATHYHH JaHHU 3a 0e30TIacHOCT H €(PHMKACHOCT.

Havun na npunoowcenue

[TepopaltHO NPUIOKEHHE.,

4.3 IlporHBONOKA3AHMUA

- CBpBXYYBCTBUTETHOCT KbM aKTHBHOTO BEHIECTBO UMM KBM ApyT ACE nHXuOHUTOpD (MHXHOMTOP Ha
aHTHOTCH3MH KOHBEPTUPALLKSA €H3UM ), XHAPOXJIOPOTHAZU, IPYT THA3HACH AHYPETHK, CYI(OHAMHUIH
WIH HAKOE OT IIOMOLIHUTE BeII¢CTRA, W30POeHH B Touka 6.1.

- AHaMHez34 33 aHTHOeAeM (HACIeACTBEH, HAHONATHYEH HIH BeaencTBHe ieyeHue ¢ ACE HHXHOHUTOPH
WIH aHTHoTeR3UH 1T petlenTopHu anTaroHUCTH (AIIRAS))

- EnHoBpeMeHHa Tepanusi CbC CAaKyOUTpHI / BasicapTaH (BXK. ToukU 4.4 u 4.5).

- EXCTpakopnopanHo JieYyeHHe, BOACIIO A0 KOHTAKT HA KPbBTA € OTPULIATE/IHO 3apeaeH
(B:K. TOYKa 4.5)

_.rl".- :



- 3HayMMa ABYCTpaHHa CTeHO3a Ha OrOpevHaTa apTepds WK CTeHO3a Ha OBOpedHa apTepHs Ha
€TMHCTBCH PyHKITHOHHpAL OBOpeK

- Bropn wiH TpeTH TpHMeCTbp Ha OpeMEHHOCTTA (BXK. TOUKH 4.4 1 4.6)

- KxpMmeue (Bk. Touka 4.6)

- Texxko yBpexkaaHe Ha Op0pednaTa QYHKIHA (KPpeaTHHHHOB KIHPBHHC oA 30 ml/min npu
HEeAHAJIM3HPaHH NauMeHTH ) (B3K. Touka 4.2)

- KITMHUYHO 3HAYUMH €JICKTPOIUTHH HapyILeHHUs, KOUTO MOTAT Ja Ce BJIOLIAT CiIe JICYeHHE C
Tpureiic ITnroc (Bx. Touxa 4.4)

- Texko yBpe:knane Ha yepHoapoOHaTa GYHKIHSA (BXkK. TOUKa 4.2)

- YepnoapoOHa enuedanonarus

- EnnopeMmennara ynorpeda Ha TpuTeHC IUTIOC © AlTMCKUPEH-CHBPKALIH IIPOIYKTH €
MPOTUBOMOKA3aHa MPH MAIMEHTH Che 3axapeH AHadeT uin 666peuHo yepexaaHe (GFR <60
ml/min/1,73 m2) (Bxk. Toukk 4.5 u 5.1).

4.4 CoeuHajHu ppeaynpexaeHus H MpeanasHd MepKH MpH ynorpeda

Cneyuanuu nonviaayuu

o ppemennocm
Jleuenue ¢ ACE naxuOuTOpY KaT0 paMHIIPHA HITH aHTHOTEH3KH 11 peUEnTOpHM aHTArOHHCTH
(AIIRAs) He Tpadea na ce 3ano4ea no Bpeme OpeMenHocT. Ilpu mauueRTKUTe, IUTAHHPAIIH 13
3abpemenedrt, tepamara ¢ ACE unxubutopu /AIIRAs TpaOBa na ce 3aMeHH ¢ aNTepHATHRHO
AHTHXHUICPTEH3UBHO JICUSHHE, KOSTO UMa YCTAHOBeH NMpodun Ha 0e30nacHOCT NpH ynoTpeda no
BpeME Ha OpEeMEHHOCT, OCBEH aKO He ¢€ CUMTA 32 KpaiHo HeoOXxoauMa. [Ipn ycranoBsBaHe Ha
OpementocT, neueHHeTo ¢ ACE uuxuburopu/ AIIRAs Tpabea na 6bae ciipaHo He3abaBHO U, KO €
yMecTHO, TpA0OBa fa OBAc 3ano4vHaTa AITCPHATURHA Tepalins (Bx. TOUKM 4.3 u 4.6).

o [layueumu ¢ ocoben puck om Xunomowus

- Hayuenmu cve nosuiena axmuerocn Ha PEHUN-AHZUOMEHIUN-QAOOCMEPOH CUCMeEMama
[launeHTH ¢ MOBHILEHA AKTHBHOCT HA PEHUH-AHTHOTEHIWH-AIOCTEPOH CHCTEMATA €A H3JIOKCHH HA
PHUCK OT CHJIHO H3pa3eHO MOHMMKABAHE HA KPHBHOTO HANATAHE H BJIOINaBaHe Ha ObOpeuHaTa PyHKIHA,
nopaan ACE uExHOUpane, ocodeHo korato ACE HHXHOHUTOP HNH CHIIBTCTBALL JHY PETHK C€ MpUeMa
33 OIPBE BT WIM NPH HAYAJIHO [IOBWILIABAHE Ha J03aTa. 3HAYMMAa AKTHBHOCT HA pEHHH-AaHTHOTCH3HH-
ANAOCTEPOH CHCTEMATA MOXKE JIa C€ 04aKBa H € HeOOX0TUMO MEeJHLIMHCKO HaODIIoOAeHHE, BKIIOYBAII0
NpocieasBaHe Ha KPBBHOTO HAMAraHe, Npu:

- [IALHMEHTH ¢ TEeIKKA XUTICPTOHUS

- TAIIMEHTH C JeKOMIICHCHPAHA 3aCTOMHA ChpaedHa HeIoCTaThYHOCT

- MALMEHTH ¢ XEMO{HHAMIYHO BJIOIIEH JABOKAMEPEH H3XOIALL WK BXOIAI KPBBOTOK (HAIp.

CTEHO3a Ha a0pTATA WIH MUTPAJIHATA KJlana)

- IALUEHTH ¢ €IHOCTpaHHa CTeHo03a Ha OrOpeunHara aprepya ¢ BTOPH (DYHKIIMOHUpaILX ObOpEK

- IALMEHTH, MPH KOUTO HMa U/H MOXE J1a HACTBITH HAMATICH ODEM Ha TeJIECHUTE TCYHOCTH

WA COJH { BKIIFOMMTENHO NAUEHTH, TIPUSMAM JUYPCTHILK)

- HAIUEHTH ¢ YepHOAPoOHa LIHPO3a /WU ACLUMT

- NAIHEeHTH, NOLJIOKEHH HA rojiAMa XHPYPrudHa HHTEPBEHIIHS HITH aHECTE3HA ChC CPeICTRA,

KOUTO MIPEAU3BUKBAT XUITOTOHUA
OOHUKHOBEHO C€ NMPENOPbYBAa KOPHTHPAHE Ha ASXHApATALHATA, XUITOBOIEMHITA HIIHU COJICBHUS
nehUIHT IPEaN HAYaloTO Ha NeYeHHeTo (MPH NAlUEHTH ¢hE ChPICYHA HEAOCTATHYHOCT 00ade
KOpeKUMATA TPAOBA Ja OBbJe BHUMATEIHO TIpelleHeHa CIpsaMO pHcKa OT 00EMHO HATOBAapBaHe).

- [layuenmu, uznodCenU HA PUCK OM CHPOCUHA UAU MOILYHA UCKEMUS 6 CAYHAN HA oCcmpPA

XUROMORUA
Hagamnoto Ba TCPAIIHATA H3HCKBaA CTPOr METHITMHCKH KOHTPOIL.

o [lvpsunen xunepandocmepoHtzvm



KoMOuHangsaTa paMuripyun + XuapoxsiopoTHa3ua He e H30op 3a JIeYeHUue NPH ITbPBHYCH
XHIEPATAOCTEPOHHIBM. AKO PAMHIIPHT + XUAPOXJIOPOTHAZW/ CE W3IIOI3BA TIPH MAIHEHTH C
MBPBHYCH XUIIEPATTOCTEPOHH3IBM € H3IUCKBA BHUMATETHO MPOCICASBAHE Ha IUIa3MEHMTE HUBA Ha
KaJIHA.

o [layuenmu 6 cmapuecka 83pacm
BuxkTe Touka 4.2.

o [layuenmu c wepnodpobno 3abonasane
EnexrponuTHH HapylieHus, MopaaH JHYPEeTHYHA Tepanus, BIKIIIOUYHTENHO XHAPOXIOPOTHA3H MOTaT
na GPHYHHSIT YePHOAPOOHa eHlledasoNaTHs TIPH MALMEHTH ¢ YepHOIpoOHO 3ad0maBaHe.

XHﬂVpSHIIHH UrRmepeeHyuu

IIpenopbyea ¢e, KOTaTO € BB3MOMKHO, JICHEHHUETO ¢ HHXUOUTOPH HA aHTHOTEH3HH KOHBEPTHPAIIHS
€H3UM KaTo PAMHIIPHIL, Ja OB NPeKbCHATO €IUH JIEH NMPENU XHPYPrHYHA MPOLEaypa.

IIpocnedssane na bvbpeunama Qyurxyus

brOpeunarta GyHkIma TpaGsa qa Obae OLEHEHA NIPEH M IO BpeMe Ha TepanudTa U Jo3aTa TpadBa Jia
O®ae KOpUrdpana ocoOCHO [Ipe3 THEPBUTE CSAMMIHM OT JedeHHeTo. Oco0eHO BHUMATEIHO
npocieadgBale ce H3UCKBA MPH NauMeHTH ¢ O0p0pedHo yepexcnane (Bxk. Todka 4.2). MMa pHcK oT
BjIOILAaBaHe Ha OBOpeuHaTa PyHKuMA, 0coOeHO MPH MAUHEHTH ¢hC 3aCTOWHA CBPACYHA
HeAOCTATBLYHOCT WAH ciel OpOpeuna TpaHCIIAHTALIHS HIH C peHOBACKYJIapHO 3ab0/BaHe,
BIJTFOUUTEHO ITAWEHTH C XeMOJUHAMUYHO 3HAYHMA YHITATEpalTHa CTEHO3a Ha ObpOpedHaTa apTepHs.

bvbpeunu yspedcoanus

[Ipn maumeHTH ¢ 6p0OpeyHOo 3ab009BaHe, THA3HIWTE MOTAT JIa IPpeTH3BUKAT ypeMus. KyMyTaTHBHH
eekTH Ha aKTUBHUTE BELIECTBA MOTAT JA Ce IIPOABSAT MPH MAI[HEHTH ¢ HapymeHa 0b0peuHa QYHKIHA.
AKO HACTBIIH NIpOTpecHs Ha OBOPEUHOTO YBpEXK/IaHe, YCTAHOBEHO Upe3 MTOBHIIEH HEOENTHYCH a30T €
Heo0XxonuMa BHHMATEIHA [IPeolieHKa Ha TEparHATa ¢ OTJIC Ha MIPEYCTAHOBABAHE HA IHYPETUYHATA
Tepanusa (BxK. Touka 4.2 u 4.3).

Laexmpoaumen oucbaranc

HeobxoauMO € 1a Ce H3BBpIIBA NEPHOAHYHO H3CISABAHE HA CEPYMHHTE EICKTPOJIMTH Mpe3
IOAX0AIIH HHTEPBAIH, KAKTO NIPYU BCEKH MALIMEHT, NpHeMalll AMypeTHyHa Tepanud. 1Hasuaure,
BKJIIOYHTENHO XHAPOXIIOPOTHA3U I, MOTaT Aa NPHYHMHAT JUcOAaIaHC Ha TEJIECHUTE TEUHOCTH HITH
eNeKTPOUTEH AUcOHananc (XANOKATHEMHS, XHITOHATPHEMHA M XUTIOXJIOPEMHYHA ankano3a). Belpexn
qe XHIMOKATUEMHS MOKE Aa Ce pa3Bue NPy YNoTpedaTa Ha THA3WIHH JHYPETHIIH, ChITLTCTBALLIATA
Tepanys ¢ PAMMIIPHI MOXKE Ja HAMaTH JIHY PETHK-HHAYLIMPAHATA XHIIOKAIHEMUS. PUCKBT OT
XUTOKAJIMEMHS € HaH-roMAM MPH NAITHSHTH ¢ HepHOAPOOHa IHp03a, IPH NAIHMEeHTH ¢ (POpPCHpaHa

AWy pPe3a, IpH MAlHEHTH, MPHEMALTH HENOAXOAAIIM SCKTPOJIUTH U IIPU [TALUEHTH, MpHeMallli
CBIIBTCTBALLA TEPANHs ¢ KOpTHKOcTepouIH Wik AKTX (Bk. Touka 4.5). HbpBoTO onpee/siHe Ha
IUIA3MEHUTE HUBA Ha KAJIHs TpaOBa 1Ia € U3BBPUIH Mpe3 MIbpraTa CeAMHLIA CIIe 3alloyBaHe Ha
neqeHueTo. |lpenoprusa ce kopurupake, ako ce yCTaHOBHA HMCKO HHBO Ha Kanud. Moske 1a HacThHIIH
AWIYTaUHOHHA XHIIOHATpHEMUS. B HAYATOTO NOHIKEHOTO HHBO HA HATPHA MOKE Aa Obe
aCMMIITOMHO H TIOPaAM TOBA € Ba)KHO PEOBHOTO My H3chenBaHe. M3cieasaneTo TpaOBa aa € Mo-4ecTo
PH NAUMEHTH B CTapYECKa BB3PACTH U UMPOTHYHH NAIHCHTH. THA3HIUTE BOOAT A0 NOBHIIE
CKCKpeUus Ha MarHe3uH B ypUHATA, KOSTO MOXKE Na A0BEIE 10 XHNOMAarHe3HEMHA.




lIpocredssane na eaexmpoaumume. Xunepxaiuemus

IIpu Bsaxon nauuedTy, nekyrani ¢ ACE unxuOuropu, BinounTeHo ¢ Tpureiic ILtoc, ce Habmoaasa
XHIepKaamemus. PHCK OT xunepxanuneMHist HMa NPH mauyuesTH ¢ O0p0peyuHa HenocTaTEYHOCT, Ha
BB3pacT > 70 roAWHH, ¢ HEKOHTPOIHPAH 3aXapeH AHabeT WM TAKHABA [IPUEMALIH KaJIUCBH COTH,
KATHH ChbXpaHgBallld JHYPETHLM H APYTd aKTHBHH BELHECTRA, [IOBHIIABALIY IUIa3MCHHUTE HHUBA HA
KaJTHs WK ChCTOAHKS KaTO NEXHApATALlds, OCTpa ChpeuHa TeKOMIEH AN, MeTa0OIHTHA alH1034.
AKO eTHOBpeMeHHATA yHOTpeOa Ha MOCOUYEHHUTE CPEIACTBA C€ CUMTA 3a [TOAXOMIA, TTPETIOPEHYBA e
PEIIOBHO MPOCIEeAABAHE HA CEPYMHUA KaHH (BXkK. Touka 4.3).

IIpocredsasane na erexmporumume. XunoHampueMus

IIpy HAKOHM MaUMEHTH, JISKYBAHHK ¢ paMUIpui ¢ HabmonaadH CHHIPOM HA HEAICKBATHA CEKPEeLs Ha
anTuanypetHueH xopMoH (SIADH) u nocnenraia xarmonarpueMusd. [ Ipu nauyeHTH B cTapyuecKa
BE3PAcT U JpYTrH NALHEHTH C PUCK OT XHUIIOHATPHEMHA, ce NIPEIopLYBa PENOBHO NPOCICAABAHE HA
CEPYMHHTE HUBA HA HATPHSL.

Ueproopobua enyeparonamus

EnexrponutHu HapyleHHs NOpagd JHYPETHYHA TCPAIlis, BKIOUUATEIHO XHAPOXIOPOTHA3H MOTaT
[la IPUYMHAT depHOApoOHa eHlledatonaTHs NpH MalHeHTH ¢ YepHoaApoOHo 3abosgpaHe. B cydai Ha
yepHOAPOOHA eHIleaTOnaTHs NeYCHHETO TPAORA /1A C& NPEKPATH HE3a0aBHO.

Xunepxaayuess

XHIPOXJIOPOTHA3U/ CTHMYNHpa Ob0pedHaTta peabcopOuns Ha KM H MOXKE 1a IIPHYHHH
xurepkanpemus. Toa Moxe Ja nonpeyH Npu H3ciaenBaHe Ha MApaTHpEeOUHATa (PYHKIHA.

Anzuoeoem

AHruoeaem e Cro0INABaH NPH NaLHENTH, TeKyRanu ¢ ACE HHXHOHTOpH, BKIIOUHTETHO PAMHIIPUIT
{BX. TOuka 4.8). To3H pHCK 3a aHrHoedeM {HaIMp. MOAyBAHE HA AUXATETHHTE MPTHINA HITH €3WKa, ¢ WITH
0€3 IUXaTe/HH HApYLUEHHUS ) MOXKe Ja ObI¢ YBE/IWYEH IIPH MALMEHTH, IPHUEMAIIH e/IHOBPEMEHHO
JICKapCTBa, KOMTO MOTaT Aa Npeau3BHKaT aHrHoeaeM kato mTOR (TapreTHH Ha panaMHIIHH, TIPH
003aiTHALIH) HHXHOMTOPH (HATIP. TEMCHPOJINMYC, EBEPOTHMYC, CUHPOSIMMYC), BUJIATTHIITHH HIH
HHXMOUTOPH Ha HenpuaH3HH (NEP) (TakuBa kato pauekanoTpui). KoMOHHaLHATa paMHUIIPHA U

CaKyOUTpUI/BaJICApTaH € NMPOTHBONOKA3aHa, TOPAH MOBHITICHHS PUCK 33 aHrHoedeM (BXK. TOUKH 4.3 ¢
4.5).

B ciryuqaii Ha anruoenem npueMtuT Ha Tpurteiic [Intoc tpsadra ga ce mpekparw.
Tpabpa HezabaBHO Ja ce Ha3HayH crenrHa Tepanui. [lanenTET TPAORA A2 OBbAE MOCTABEH IO/
HabntogeHre noHe 3a 12 1o 24 yaca W W3nKcaH ciiel HATTBIIHO OTIMYMSABAHE Ha CUMITTOMHTE.

HHTecTHHANEH aHTHOEAEM € cHODIIaBaH TIpY nauueHTy, nekyepadu ¢ ACE uaxuduropy,
BKIIEOUHTeNnHO Tputeiic [Tmoc (Bxk. Touka 4.8). [Ipu Te3u nauueHTH ce Habmoapa abaoOMHHaIHA
Ooiika (cbe KM Oe3 rajgeHe u noppeinade). CHMITOMHTE Ha HHTECTHHANICH aHTHOeAEM [IPEMHHABAT
cnen cnupane Ha ACE uaxuburopa.

Anacuraxmuynu peaxyuu no speme na oeceHcubuauzUpane

BeposTHOCTTA OT MOABA U TEXKECTTA HAa aHADHIAKTUYHY B aHa(HIAKTOUIHH pPeaKLHH
Ha HACEKOMH U IPYTH aneprenu ca nopuiieHy npd ACE uaxubupane. Tpabea na ce
BPEMEHHO TpekbeBaHe Ha Tputeiic IToc npeny aeceHcHOHMH3alHA.



Ocmpa pecnupamopHa moKCuYHOCm

Crea npHEM Ha XWIPOXN0POTHAZUA CE CHODIIABAT MHOTO PEAKH TEXKKH CIIy4an Ha OCTpa
PECTIHPATOPHA TOKCHYHOCT, BRIIKOUYHTEHO OCTRD pecrMparopeH auctpec cuunpoM (OPJC).

Cnel npMeM Ha XAAPCXIIOpOTHa3|ua OGHUKHOBEHO € pa3BHBa OeoapodEH OTOK B PAMKHTE Ha
MHAHYTH [0 HacoBe. B HAYaI0TO CHMITTOMUTE BRJIFOYBAT AUCTIHES, [IOBHIIIEHA TEMIICPATYPA,
B/IOLIaBAHE Ha OeoapobHaTa GpyHKIMA U XunoToHus. ITpu cemuenue 3a OPJIC Tp:abBa na Opae
cripsiH mpHeMsT Ha Tputeiic [L1ioc U Aa ce MpUIIOKHA MOIXOIALIO JeUeHHE. XHAPOXIOPOTHA3H/L HE
TPAORA Jla ce MPUIAra IIpH NaLHeHTH, KOKTO ITPeIH TOBA ca noiayvasanu OPJIC cnen npreM Ha
XUNPOXTOPOTHAZHL.

Heymponenws/azpanyvioyumosa

Pasko ca HaOnro/laBaHH HEYTPONIEHHA/ar paHyJIOLIMTO3a, ChOOIIaBaHa € CBIIO H KOCTHO-MO3BYHA
cynpecus. [Ipenopbusa ce npocnenssane Ha Opost Oemu KPbBHM KIETKH, 3a 1a ¢€ YCTaHOBH
CBeHTYya/IHa JIeBKOoNIeHUs. ITo-decTo mpociienapaHe ce mpenophuBa B HAYAJIOTO HA JICUCHHETO 1 MU
NALHEHTH ¢ HapyieHa 060peuta dYBKIMA, [PH TAKHBA ¢hC CHIIBTCTBALIA KO/IAreHO3a {HaMp. TYMyC
CPUTEMATOAEC WITH CKICPOAEPMIA), H IIPH JIEKYBAHHU ¢ APYTH JSKapCTBEHH [IPOIYKTH, KOUTO MOraT Ja
[IPUYHMHAT IPOMEHH B KPBBHATA KapTHHA (BK. TOUKa 4.5 1 4.8).

XOPpUuouOQieH uziaue, OCMPA MUONYA U 3GKPUINOBEBARA 21AVKOMA

XHAPOXIOPOTHA3HA, CYIPOHAMUL, MOXKE A MPHHKMHA HIAUMOCHHKPAaTHYHA PEaKLdsd, BoACIA 1O
XOPHOHIAJIEH 3B € AePEKT Ha 3PUTENHOTO TT0JIE, OCTPa MPEXOAHa MHOMUA U OCTPA 3aKPHUTOBIbIHA
rinaykomMa. CHMITOMHTE BKIIOYBAT OCTPO HAYAJIO Ha HaMalleHa 3pUTeTHA OCTPOTa HITH OYHa O0JIKa U
OOHMKHOBEHO HACTHIIBAT B PAMKHTE HA YACOBE 10 CeIMHIIM OT Ha4aJloTO HA JISHeHHETO. HenekyBaHara
OCTpPA 3aKPHTOBI'BIHA TIAYKOMAa MOXKE Ja JTOBEAE 10 NOCTOIHHA 3aryda Ha 3peHueT0. OCHOBHOTO
TICUEHHUE € CTTHpaHe Ha XHAPOXJIOPOTHA3HAA KOJIKOTO € BE3MOXKHO No-0bp30. HaspeMeHnHo
JEKAPCTBEHO WM XUPYPrHYHO JICUEHHE MOME Ja ce OOMMCIIH, aKO BBTPEOYHOTO HANTATAHE OCTaHe
HEeROHTPONUpaHO. PUCKOBUTE (haKTOPH 3a PAIBUTHE HA OCTPA AKPUTORTBIHA TIAYKOMA MOXKe /1a
BKJIFOYBAT aHAMHE3a 34 aJieprisd KbM ¢VI(POHAMHAKN WJTH ITEHHIIHIMH.

Emnuyecku pazauvug

ACE uaxuduTopuTe NPHUMHABAT AHTHOENEM ¢ IIO-BHCOKA YECTOTA NPH YEPHOKOKHU NTALHEHTH,
OTKOJIKOTO MPH OCTAHAJIHTE.

Kakro u apyrure ACE HHXHOUTOPH, paMHIIPHJI MOk Aa Obae 1o-Manko €(PEeKTUBeH MPH NOHWXABaHE
Ha KPBBHOTO HANATAHE [IPH YEPHOKOKH NAIMEHTH, OTKOJIKOTO MPH OCTAHAIMTE, IIOPAJAH MO-9eCTOTO
HAJTHYKME HAa XUIICPTOHHS ¢ HUCKH PeHHHOBH HMBA MPH YSPHOKOMKATA TTOMYTALHA.

Cropmuctinu

XHHPOXJIGPDTHHBHH MOKE A3 0aac HOMOXKUTE/ICH aHAMUTHYCH pe3ynTaT [pH aHTHAOIKUHAT TCCTOBCIC.

Memaboaumny u endoKpunnu eghexmit

TwasunHaTta Tepanys MOXKe 1a HapyIIH NMOKO3HUA TonepaHc. Ilpn mauuenTy ¢ tuaber Moxke 1a ce
HAJI0KH KOPUIHpaHe HA J03aTa HA HHCYJIHHA WIH MepopaiHuTe aHTUAHabeTHH cpeAcTRa. JIaTeHTeH
3axapeH JuadeT MOXKe /1a C€ NPOABH IO BpeMe Ha THAZUHATA TePAITHA.

llopHIEHH HIBA Ha XONECTEPOIa U TPHIITHUIEPHAHTE C€ CBbP3BAT ¢ THA3H/IHA JUYyPETHYHA T

MAUHCHTH, NpHUCMAalllH TH4A3HM/HA TCPAIIHA.
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Kauituna

[Ipu yoorpedara Ha ACE uuxubutopu e crollllapana KanuiiLa. XapakTepHO €, ¥e T4 €
HEeIMpOAYKTUBHA, IPOIB/DKATENHA M OT3BYUABA CJle] [pexpaTaBaHe Ha Tepanusta. MiHayuupanara ot

ACE vHXHOHUTOp KalllmHua, TpAOBA Ja ce pa3riexkia KaTo YacT OT Av¢epeHIMaTHATa THArHO3a HA
KaluUTHIIA.

Hpyeu
Peakliu Ha ceHCHOMNM3AIHs MOTaT Ja ce IIPOSBAT MPH [MALHSHTH Che WIH 0€3 aHAMHE32a 3a aJIeprii

Wik OpoHxHanHa acTMa. Cro0lIaBa ce 3a BE3IMOKHOCT OT 00OCTpAHE WITH AKTHBHPAHS Ha CHCTEMEH
CPUTEMATO3CH JIYILYC.

Heoiiro brokupane na penun-aueuomenzun-gioocmeponoeama cucmema (PAAC)

Hma naHHu, ye eqHOBpeMeHHaTa ynotpeda na ACE unxuOHTOpH, aHruoTeH3ud Il-petenTopHn
OJIOKEPH WIH aTHCKHPEH [IOBUINABA PHCKA OT XHIIOTOHMS, XHUIIEPKaTAeMHA H HaMaJIIBaHE Ha
OBOpeyHaTa GyHKLUHA {BKIFOUUTENHO ocTpa Ob0pedHa HenoctarbyHocT). llopaan ToBa He ce
nperopraRa ABOHHO Onokupane Ha PAAC upes komOununpaHnarta yrniorpedba Ha ACE HHXHOWTODH,
aHrHoTeH3uH [l-peuentopHu 610KepH Wik anuckupeH (Bx. Touku 4.5 1 5.1).

AKO Ce IpelieHy, ue Tepanusrta ¢ ApolHo Onokupane ¢ abcomoTHo HeoOXoauMa, ToBa Tpsadsa fa
CTaBa camo oA HaOMOICHHETO HA CHEL[HAIMCT W [IPU YeCTO BHEMATETHO MOHHTOPHPAHE Ha
Op0OpeyHaTa HyHKIHA, CIEKTPOJIUTATE H KPBBHOTO HaNATaHE.

ACE vHxHOMTOpH ¥ aHruoTeH3UH ll-penienrropHu 6nokepH He TPAOBa Aa c€ U3NOM3BAT CAHOBPECMCHHO
MPH MAUEHTH ¢ THA0eTHA HedpOmaTHs.

Hemenanomen pax Ha xodxcama

B nBe emuaeMHONOTHYHH IPOYUBAHMS, OCHOBABAINM ce Ha JaTCKUA HaUHOHAJIEH paKOB PEruCThp, €
HaOIFO1aBaH IIOBHIICH PHCK OT HeMenaHoMeH pak Ha koxkata (HMPK) [GazanHoKkieTs4€H KapLIMHOM
(BKK) u ckpamosHokneTrueH kapuuHoM (CKK)] npH napacTBauia €KCnO3UMLMA HA KyMYJIATHBHA 1034
xuapoxnopotaazul ( XXT3). @otocencndmwmasupamure edektd Ha X XT3 Morar na AeHCTBaT KaTo
BEpPOATEH MEeXaHU3bM 34 pazsutue Ha HMPK.

TTauuenture, npuemamu XX T3, Tpadea na 6b1aT HHGOpMUpaHH 3a pucka 0T HMPK u ckBeTBanH
PEAOBHO A2 NPOBEPABAT KOXATA CH 32 HOBH JIS3MU U He320aBHO [1a CHODIMABAT NPH NOABA HA
MONO3PHUTEIIHMA KOKHH JIe3ri. Ha naupenture TpadBa na ce npenopbyat BE3MOKHH ITPEBAHTHBHH
MEpPKH, KaTO OrpaHHYCHO M3naraHe Ha CJIbHYSBA CBETIIMHA M YJITPABHOJIETOBH JIBYM, 4 B CITy4aH Ha
EKCMIO3HULMA, [T0IXOALIIA 3a1KTa, 3a J1a ¢€ CREIE O MHHUMYM PHCKBT OT PaK Ha KOXKaTa.
[lonospuTenHuTe KOXKHH JIe3HH TpAOBa Aa OBAaT NoI0KeHH Ha HE3aDaBHO W3CIICBaHE,
NOTCHIIHATHO BKITIOUYBALLIO XHCTOJOTHYHH H3C/ICABaHHA Ha OMOTICHYHK MaTepHany. [IpepasrnexaaHe

Ha yriotpebata Ha XX T3 Moxe [a ¢€ HAT0KH H IPH [TaLMeHTH, KOUTO ¢a HManu npeaxoned HMPK
(BK. CBINO TOYKA
4.8).

ChapprkaHue Ha HATPUH

To3m nekapcTBeH MPOAYKT ChALPKA Mo-MaJiko oT 1 mmol HaTpwii (23 mg) Ha TabieTka, T.¢. MOXKe Ja
ce MpHEME, Ye HE ChAbpPiKa HAaTPHH.

4.5 Bzaumo/ielicTBHE € APYTH JICKAPCTBEHH NPOAYKTH U APYIrH GOPMH HA B3AHMO/IE

JlaHHH OT KAHHUYHH ITPOYUYBAHUA IOKA3BAT, Y€ ABOHHOTO OJIOKMPaHe HA PeHHH -aHT
angocTeponoBarta cHcTema (PAAC) upes komOunupanara ynorpeba va ACE naxuOHi¢]
aHrnOTeH3HH lI-pelientopau 60KepH WK aTMCKHPEH C€ CBBP3BA ¢ [10-BHCOKA YeCT T&
CHOMTHS, KaTO HATIPUMEDP XUTIOTOHHUS, XHIIEPKATUEMHAA U HaMaJsiBaHe Ha ObOpeuna
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(BKJIFOUMTEIHO OcTpa Ob0peyuHa HeJoCTaThUHOCT), B CpaBHEHHE ¢ ynoTpedara caMo Ha €JHO
CpeacTBo, ackhcreamo rppxy PAAC (Bk. Touku 4.3,44 1 5.1)

[lpomusonoxazanu xombunayuy

EanoBpemenHara ynorpedba Ha ACE HuxHOHTOD M caxyOHTpH/L/BalIcCapTaH € MPOTHBOIIOKA3aHa
nopa i MOBHUIEH PHCK 32 aHTHoeIeM (B:k. TOUKH 4.3 1 4.4). JleueHneTo ¢ paMHIIpwI HE TpAOBa [
OBJ1e 3aN0YBAHO IIpeaN Ja ca U3MHHAIM 36 Yaca OT NpHEeMaHETO Ha MOCIeHATa 1034 OT
CakyOMTpHI/BancapTaH. CakyOUTpu /BajicapTaH He TpsadBa 1a ObJe 3ano4dBad Npey 1a ¢a U3MHHAIH
36 yaca OT MpueMa Ha nociegnaTa noza Tpureic Lmtoc.

ExcTpakopnopaliHO JeueHHe, BOACIIO A0 KOHTAKT HA KPBETa C OTPHLATEIHO 3aPEACHH MOBBPXHOCTH
KaToO HAIPHMEP MHATH3A WM XeMOMHITpaLHs C OIIpeIeNeHH BUCOKONPOITY CKJIHBH MEeMOpaHH ( Hamp.
NOJIHAKPUIOHUTPHIHM MEMOpaHH) U adepe3a Ha TUMONPOTEMHH C HUCKA IUTBTHOCT ¢ IEKCTPaH
cyndar, opaan MOBHINEH PUCK OT TEKKA aHADWIAKTOMIHA peakiys (kK. Touka 4.3). AKO ce H3MCKBA
ooOHO JieHUeHHe, HEOOXOIMMO € Aa ce OOMHCITH H3I0/I3BaHe HA Pa3dIiieH THII JHaJIu3Ha MeMOpaHa
WIH pas3yIHueH KJIac aHTHXHICPTEH3UBHO CPEACTBO.

fIpeonasnu mepxu npu ynompeba

Kanuesu coau, xenapun, KQIui-CoXpanseauyti Suypemuyu u Opy2u QKMUGHYU 6eUjeCmed, NOBUIABATHY
AAAMEHUME HUBA HA Kaausd (eKriouumenno anzuomensun Il aumazonucmu, mpumemonpum u
uxcupana 00308a KOMOUHAYUA CHC CYAPAMEMOKCAZ0], MAKPOTUMYC, YUKAOCHOPUH). BE3MOXKHO € Ja
ce NPOSBH XUNIEPKATHEMHSA, ITOPAld KOETO C& H3HCKBA CTPHKHO NPOCIEAsMBAHE HA CEPYMHHS KaIHH.

Anmuxunepmen3uenu cpeocmea (Hanp. ouypemuyy) u Opy2u 8ewecmen, Koumo Mo2am O NOHUNCAM
KPBBHOMO HATAZAHE (HAHP. HUMPAMY, MPUWLHKIUYHI AHMUOCRPeCcanmu, anecmemuu, npexomepen
npueM Ha AIKoXoA, barxioghen, arpyzozun, OOKCAZ03UH, HPAZO3UH, MAMCYIO0IUH, MEPA303UH). MOKE 1A
CE€ OUaKBa YBEIUUYABAHE HA PHCKA OT XHTIOTOHUSA (BXK. TOUKa 4.2 33 THYPETHIIN)

Bazonpecopuu cumnamuxomMumMemuyy u Opy2u sewecmsa (enunedpun), xoumo Mo2am o4 HaMaIam
AHMUXUNEPMEHIUBHUA eheKm Ha pavunpuil. IPENOPbUYBA C€ CTPUKTHO HPOCHCIABAHE HA KPBBHOTO
Hansarade. OCBeH TOBa, epeKTHT Ha BA30NPECOPHHTE CHMIATHKOMHMETHIIM MOXKe /1a Ob/1e oTCaben
OT XHJIPOXJIOPOTHAZHI.

Aronypunon, uMyHOCYRpecop, KOPIMUKOCmepouoU, NPOKAUHAMUOD, YUMOCMamuyy u opy2u
BeWIECNB, KOUMO MO2a 04 NPOMEHAmM OPOS HQ KPEHUME KIEMKY. TIOBUIIIEHA BEPOATHOCT OT I104Ba
Ha XeMATOJIOTHYHHU peakinH (BXK. Touka 4.4).

Jlumue6u coru: eKCKpelHaTa Ha JIHTHS MoxKe J1a Obae normskeHa o1 ACE nuxyOutopure H mopaiy
TOBA TOKCHYHOCTTA Ha JIUTUA MOXKe Na ce yBenu4du. Huparta Ha nutHs TpaORa na ce mpocieaaBar.
EnHoBpeMeHHaTa ynoTpeda Ha THA3ZHITHH JUYPETHITH MOKe 1a MOBHION PHCKA OT JIMTHEBA TOKCHIHOCT
U Ja ycuIiH Beue noBriueHus oT ACE uHxuOUTOpa puck ot mMTHeBa TokcHuHOCT. Ilopaau ToBa
KOMOMHALMSATA OT PAMUTIPIIT U XHAPOXJIOPOTHA3H,I C JIATHHA HE CE NMPEeIophYBa.

Anmuouabemuu cpedcmed, GKIOYLMEAHO WHCYAUH. MOTAT J1a Bb3HUKHAT XUIMIOrMHKEMHYHH peaKkiliH.
XHAPOXJIOPOTHAZHABT MOXKE J1a oTcabu epekra Ha aHTHAMAOETHUTE JiekapcTea. Ilopaau ToBa ce
npenopbyea 0COHEHO CTPHKTHO MpOCeaspaHe Ha HHBATA Ha KPBbBHATA 3aXap npe3 HaYanHHA Mepuon
HA €JHOBPEMEHHOTO MPHUJIATaHE.

Hecmepououu npomusoeb3naIumenHu cpedcmea i aye mulCATUYWIoea KUCeaUnd:, MOXKE [

nedyeHue ¢ ACE uaxuburopu 1 HCTIBC moxke Ha roBene 10 NOBHILEH PHCK OT BITO
OBpOpeuraTa (pyHKUMSA U Oa YBEIHUH KATHEMHUATA.



[lepoparnu aumuxoazysanmu. aHTUKOAryJIaHTHHAT eQeKT MOXKe J1a Objie HaMaleH [mopaay
eTHOBpeMEHHaTa yrnoTpeda Ha XHApOXTOPOTHAZH].

Kopmurocmepouou, AKTX, ampomepuyun B, kapbenoxconou, 2onemu Koiauuecmsa CAadvk KOPeH,
aaxcamuai (B Clydai Ha POXB/DKHTENHA YIIoTpeda), B APYTH CPelcTBA, KOHTO YBE/IHYaBaT ypHHHATA
eKCKPESLIMS Ha Kaliil UAH HAMAIA6am NIAIMEH NS KAyl MOBHIIEH PHCK OT XHIOKATIHEMHUA.

Hucumanucosu npenapamu, aKmueHu 6eujecmaaq, 3a KOumo e uzgecmuo, we vovaoxcam Q1- unmepsaid
U aHmMUQpumMMuyy; TAXHATA IPOAPUTMHYHE TOKCHYHOCT MOJKE Ja € IOBHINH HIH AaHTHAPDUTMHAYHUAT

HM e(eKT A2 HaMajiee MPU HATHYHE HA €CKTPOJMTHH HApYIICHUS (HAIP. XHITOKATMEMH,
XUMOMATHEIUCMUA ).

Memunoona: BE3IMOKHA € XeMOIH3A.

Xoaecmupamun uau Opyeu REPOPAIHO NPIWIALANY HOHOOOMEHHY 8elyjecmeq; HamaleHa adbcopbuusa Ha
xuaApoxsopotuazua. CyndboHaMHIHHTe JHYPETHLH TpsaOBa Ja ObJaT B3€MaHH [IOHE €IHH Yac Npean
WJIM YeTHPHU JI0 HIECT Yaca clIeq Te3H JeKapCTRa.

Kypape-nooobuu Muoperaxcanmu’ Bb3MOXKEH € YCHIEH H VIBDKeH MUOpeNakcHpalll epeKT.

Kanyuesu conu u nosumiasauju nRAASMeRuA Kaiyuu 1eKapCcmeeHu npooyKkmu: B CIIy4aH Ha
€AHOBPEMEHHO MpWiarale ¢ XHAPOXJIOPOTHA3HI MOXKe 1a Ce O4aKBa NOBHILICHA CEpYMHA
KOHLUEHTPaMs Ha KaJILHA, OPadH KOETO €€ H3UCKRA CTPUKTHO NPOC/ACAABAHE HA CCPYMHNA KAJTIUAH.

Kapbamazenur.: pyUcK OT XUIIOHATPHCMIES [TOPATTH aAUTHBHEA €PEKT C XHIPOXITOPOTHAZHA.

Hoo-cvovporcauio xonmpacmuo sewjecmen. B CIy4ad Ha JeXHApaTalud, Ipeiu3BHKaHa OT
MHYPETHLIH, BKAIOUUTENTHO XHAPOXIOPOTHAZH, HMA NOBHINEH PHCK OT OCTPO OBOPEYHO YBPEXKAHE,
oco0eH0 NpH yroTpeda Ha 3HAYMMHU J03H HOO-Chbpallo KOHTPACTHO BEIIECTRO.

[Henuyuaun: XUAPOXIOPOTHAZH]T C& CKCKPETUPA B ICTATTHHTE TyDYIIH ¥ HAMAIABA €KCKPELHATA Ha
NeHULMIHHA.

Xunun: XHAPOXJIOPOTHA3HI HAMAITIBA EKCKPELMATA Ha XHHHH.

Xenapur: Bp3MOXHO € ITOBHLIIABAHE HA CEPYMHHTE HMBA HA KAJIHA.

mTOR unxubumopu unut swroazaunmuy.: NOBUIICH PUCK OT Pa3BUTHE HA aHTHOENEM € BB3MMKHO pyr
[TALMEHTH, NPACMALLH € THOBPEMEHHO NlekapcTea, KaTo mTOR HHXHUONTOPH (Hamp. TEMCHPOJIHMYC,

CBECPOJIUMYC, CHPOJIUMYC) HIIH BHIAArTUITTHH. C NOBHIIEHO BHUMAaHWE TPAOBA [id C& H3MOA3BA, KOraTo
CE 3aro4Ba JIeUYcHHE (B, TouKa 4.4).

Henpumzun (NEP) unxubumopu. 11oTeHUHATHO NOBHINCH PHUCK OT PA3BUTHE HA AHTHOEEM €

AOKJIaABaH MPH MauMeHTH, npieMairy eqHoBpemento ACE uaxuduropi 1 NEP naxuburopn karo
palekanoTpun (ex. Touka 4.4)

Caxybumpui /earcapman: EnHoppemennoto ripuiokenne Ha ACE mixuburopu cbe
cakyOuTpuI/BalicapTaHd € MPOTHROIIOKA3aHO, ThH KATO TOBA YBEJIHYARA PUCKA OT AHTHOEIEM.

4.6 DeprHanTeT OPEMEHHOCT H KbpMEHe

bpemennocm

Tpureiic ILmoc He ce npenoprYBa no BpeMe Ha ITBPBHA TPUMECTBD Ha OPEMEHHO
€ TIPOTHBOIOKA3aH MO BPEME HA BTOPUS U TPETHUS TPUMECTBP HA OpeMEHHOCTTA (
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EnmuaeMHOIOrMYHY JaHHH OTHOCHO PHCKA OT TepaTorenHocT ciel ekcnos3uuma Ha ACE aaxubuTOpH
MO BPEME HA TBPBHUA TPUMECTHP OT OPeMCHHOCTTA HE ca yOeJUTEIHH, HO JIEKO NOBHINABAHE HA PHCKA
He MOXKe Ja O6bl1e u3kmnodeHo, [Ipy manMeHTKHTE IaHupamy 6peMeHHoCT, TepanuaTa ¢ ACE
UHXUOUTOPH TPAORA M1 CE 3aMEHU C ANTCPHATUBHO AHTHXMIICPTEH3UBHO JICUSHHE, KOSTO HMa
yCTaHOBEH Mpod it Ha dezonacHoCT npu ynotpeba no Bpeme Ha OPeMEHHOCT, OCBEH aKO HE CE CUHTa
3a KpaiHo HeoOXonquma. [IpH ycranossasade Ha Opemennoct, Jeuenuero ¢ ACE unxuburopu tpaoBa
na Oble CHpSHO He3abaBHO U, aKO € YMECTHO, Tp0Ba Aa ObA€ 3an0yHaTa alTepHATHBHA Teparusi.
H3BecTHO e, ue Tepamuara ¢ ACE uaxubutop /anrHorensut Il penerrropen agraronuct (AIIRA) mo
BpeME HA BTOPHSI U TPETHA TPUMECTDHP MPAYHHABA (HETOTOKCHYHOCT MpH Xopa (HaManeHa Ob0peuna
(hYHKUHA, OTHTOXHAPAMHHOH, 3a0aBeHa oCHGHKALKA Ha Yeperia) i HEOHaTanHa TOKCHYHOCT
(OBOpetHa HEeNOCTATHYHOCT, XMIIOTOHHSA, XHNCPKATHEMHS ) (BAK. CBINO TO4YKa 5.3). B ca1ydan Ha
excro3umus Ha ACE uHxuOUTOp 1Ipe3 BTOPHS TPUMECTEHP Ha OpeMEHHOCTTa, ce MPEIIOPBYBA MPOBSPKA
Ha 6pOpeuHaTa ¢yHKUIHA U Uepena upes yarpassyk. HoBopogeHH, yunto Maiiky ca npHeMans ACE
MHXUOHTOPH, TpsOBa na OBIAT CTPHKTHO HAOMIOJaBAHY 32 XUTIOTOHHS, OJIMFYPHA H XHIICPKATHEMHA
(Bak. CHIO TOUKH 4.3 1 4.4).

XHAPOXNOPOTHA3KALT, B CIIyUai Ha MPOIB/DKUTENHA €KCTIO3UUMA 110 BPEME HA TPETUA TPUMECTE] Ha
OpeMeHHOCTTa, MOXeE N1a MPUYUHH HETOMIAUSHTApHA UCXEMHUS M PHCK OT H30CTABAHE B PACTEXA.
OcBeH TOBA, pe/IKM CJIy4ad HA XHIIOTJIMKEMHS U TPOMGOUMTONECHUS IPH HOBOPOAECHH ¢a ChOOIaBaHH
B C/Iy4ad Ha eKCIO3UIIMS HENOCPEACTBEHO NPeand TEpMHHA. XHAPOXJIOPOTHAZHABT MOXKE 1a HaMaJlH
00eMa Ha IUTa3MaTa KakTO M BbTpeIlUIalleHTapHUA KPHBEH TOK.

Kvpuene

Tpureic [moc € npoTHBONIOKAa3aH IO BpeME Ha KEPMEHE.

[Tpu NpUIaraHeTo Ha TEPAITEBTHYHH 03K PAMHIPHWI U XMAPOXJIOPOTHA3HI HAa KBPMELLH JKeHH €
BE3MOKHO PAMUNIPHIT M XMAPOXJIOPOTHAZHA Ja C& €KCKPETUPAT B KEPMATa B TAKOBA KOJTHYECTRO,
KOETO JIa Oka3ea edeKT BhpXy Kbpmauero. [lopaau HemocTaThUHA HHPOPMAITHAA OTHOCHO yTIOTpedaTa
HA PAMMIIPHJI ITO BpeME Ha KBPMEHE 3a NpeANOUHTAHE € AJTEPHATHRHO JIeUeHHe ¢ NMo-100pe
YCTAaHOBEH Ipod w1 Ha 0€30MacHOCT 10 OpeMe Ha KEpMeHe, 0CO0SHO IPpH KbpPMEHE Ha HOBOPOJIEHO
WIH HeAOHOCEHO KbpMayde. XHUAPOXJIOPOTHA3HI ¢ eKCKpeTUpa B KbpMa. THAasHAUTE IIPHEMAHH OT
MAaifKi KbPMAaYKH Ce CBBP3BAT ¢ HaMAJIBaHE WIH AOPH MOATHCKAHE Ha JakTamuara. Moxe na ce
NPOSBH CBPBXUYBCTBHTEIHOCT KEM aKTHBHHTE BEUICCTRA - AEPUBATH Ha CYI(POHAMUIAHTE,
XHNOKaTHeMus H UKkTep. llopan Bb3MOKHOCTTA 32 CEpUO3HH PEAKLMHM [IPYM KbpMadeTaTa H OT ABETE
aKTHBHM BelllecTBa, TpsOBa Aa ObIe B3eTO pelICHUE AT Ja Oble NPEeKPaTeHO KbPMCHETO HITH Ja
Obae pekpaTeHa TepanuaTa, KaTo ¢e B3EME MPeIBU]l 3HAUEHHETO HA TepanuATa 3a MAaHKaTa.

4,7 EdexTn BLpxy ¢nocodHOCTTA 32 WoPpHpane H padoTa ¢ MALIHHH

He ca nposexIaHu MpoyuBaHUsA OTHOCHO e)eKTHTE BbPXY ¢IOCOOHOCTTA 3a moMUpaHe H paboTa ¢
MallHHH. HaKkoM cTpaHWyHH edekTH (Halp. CHMITTOMH HA TIOHKHXKABAHE Ha KPLBHOTO HAIAraHe Karo
3aMafiBaHe) MOrart Ja HaApPYINAT COOCOOHOCTTA HA MALMEeHTAa 33 KOHUEHTPALH H PEeaKIHi, CTO 3allo
MPEeNCTARIABA PUCK B CHTYALHH, [IPH KOMTO TE3H COCOGHOCTH ¢a OT OCOOEHO 3HAUSHUE (HaIp.
roupare H padoTa ¢ MALIHAHH).

Topa MOKe /1a ce CITyud 0cOOSHO NPU HAYAJIO HA JISYCHUETO WIH [IPH IIPEMHHABAHE OT APYTH
npenapatH. Clien MbpBATA 1034 WiH 1OCA¢/1BalIC HOBUIIIaBaHE Ha [03aTa HE € NPENOPBYNTETHO
wodhHpaHe WIH padoTa ¢ MALIWHY 33 HAKOJKO 4aca.

4.8 Hexenann jiekapcTBeHHn peakuHH

Oboduenue na npohuna na bezonachocm

[TpodurbT Ha De30MacHOCT HA PAMHIIPHIT + XHAPOXJIOPOTHA3HA BKIIOYBA HEXKeTIaH
peakLHH, [IPOABABALIM CE€ BBB BPb3KA ¢ XUTOTOHHA W/ HIH ¢ HAMAISABAHE HA TeJlecC
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[Oopaay [IOBUIIEHA AHYpe3a. AKTHBHOTO BELIECTBO PAMHUITPIIT MOKE 1a IIPUYHMHM YTIOPUTA CyXa
KallUIKIl4, JOKATO aKTUBHOTO BEIECTBO XHAPOXIIOPOTHAZHA MOKE Jla A0BEE [0 BIIOIIABaHE
MeTaboIU3MA Ha TVIFOKO3aTa, JTAMWINTE H IMKOYHATa KUCEIMHA. [[BeTe AKTUBHHM BeLlleCTBA UMAT
MPOTUBOTIONOKHU €(PEKTH BEPXY Ma3MeHHA Kalidii. CepHO3ZHHTE HEeKeTaHH IeKapCTBeHH PeaKITHH
BEJTFOYBAT aHTHOSAEM MM aHAdDUIAKTHIHA peakilus, OBOpeuHo WM YepHOnpoOHO YBpeXaaHe,
NaHKPAaTHT, TEKKH KOXKHH PEaKLMU U HEYTPOIEHHA/arpaHyJI0LUTOo3a,

Tabauuen cRUCHK HA HEHCERAHUME PEAKYUU

YecTOTaTa HA HEXKEIAHHTE PEAKIIHM CE OMpeIelis, Ype3 H3NO0I3BaHe Ha CleIHaTa KOHBCHLIHA:

Muoro uecti (>1/10); yecti (>1/100 10 <1/10); veuectu (>1/1 000 mo <1/100); peaxwn (=1/10 000 no
<1/1 000); meoro peaxu (<1/10 000), ¢ HeusBecTHA YeCTOTA (OT HAJTMUHHTE JAaHHH HE MOXKe Aa Obac
HaNpaBeHa OLEHKA).

[Tpu BCsAKO rpyIIHpPaHe B 3aBUCHMOCT OT YECTOTATa, HEKEIaHUTE JIEKAPCTBEHH peaKiLHu ce H30posaBaT
B HU3XOAAUL pell MO OTHOIUEHHE HA TAXHATA CEPHO3HOCT.

Yectr Heuectn Muoro C HEU3BECTHA
PEAKM JeCcTOTA
Heonaazmu HemenanoMeH pak Ha
Q0OpoKaiecmse KOKaTa
HU, (CazaTHOKIETHYEH
FAOKAYECMBEHU KapIMHOM H
U HeOnpeoeaeHu CKBAMO3HOKJICTBYCH
(6K Kucmu U KapLHHOM )
NOAUNU)
*HeMenaHOMEH pak
Ha kokaTa: Bp3
OCHOBA HA
HAJJHYHUATE TaHHU OT
eMmAIcMUOIOT HUHH
NpOYYBaHHA, €
Ha0mo1aBa
KyMyJaTUBHA J1030-
3aBHCUMA BPB3Ka
MEXKITY
XHIPOXJIOPOTHA3H A
(XXT3)mu
HeMeJlaHOMEH Pak Ha
koxkata (HMPK) (k.
Toukd 4.4 1 5.1)
Hapyuienua ua 1onwken Opoii Ha KocTHO- MO3BYHA
KpBema u OenuTe KPHBRHU cyrpecus,
awmuama KIETKH, IOHWXKEH HEYTPOIICHAA,
cucmemq Opoil 4epBeHH KPBBHH BIIFOUHATEITHO
KNETKH, HAMAJICH ATPaHyJIOIMTO34,
XeMOIJIOOUH, MAHIIATONCHHA,
XEMOJIMTUYIHA AHSMUA, eO3HHOQMUITHS,
HamasIeH Opou XEMOKOHIIEHTpaLy,
TPOMOOIIUTH CBBp3aHa ¢
HaMalIsiBaHe Ha
Hapywenua na
UMYHHAMA
cucmema
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Taka v ¢
XHAPOXIIOPOTUA3AL,
[TOBULIEHH
AHTHHYKJICapHH
aHTHTENA

Hapvuenus na
CHOOKPUHHAMA
cucmema

CHHIPOM Ha
HEeaICKBATHA
CEKpPELMs Ha
AHTHAWYPETHUYEH
xopMOH (SIADH)

Hapyutenus na | Henobpe Anopekcud, noHisked | [lopuineHo | [loHM:keHO HHBO HA
memaboauzmMa ¥ | KOHTPOJIHMPaH aTIETHT HHUBO Ha HATpHA B KpbBTa
XpaneHemo 3axapeH auader, KaJIHH B
HaMaJIEH Hamanen kanuii B KpBBTa [ TrOKO3ypHA,
[IIOKO3€H KpBBTA, KKIA nopaiy MeTaboJIUTHA
TOJIepanc, nopanu paMHOpMi | alIKanosa,
MOBUIIEHO HUBO | XHAPOXJIOPOTHAIH XHIOXIIOPEMHA,
Ha KpBbBHATa XHIIOMATHE3UEMUS,
3axap, XUIEPKATIHEMUA,
IOBHIIIEHO HHUBO AeXUapaTalus
Ha [TUKOYHATa ropaau
KHCEJINHA B XUAPOXIIOPOTHAZHI
KPBRIA,
0DOCTpeHA
rosarpa,
MOBULIEHH
KPBBHH HUBA Ha
X0JaecTeposia w
HIIH
TPUTTULEPHINT
e TIopany
XUAPOXNOPOTHA
31
Hcuxuunu [TonmxeHo CBCTOAHHE Ha
HAPVIHEHUA HaCTPOCHUE, allaTHS, 0OBPKAHOCT,
TPEBOKHOCT, 0E3MOKOHCTRO,
HepPBHOCT, HAPYIIEHHE HapyLIeHO BHUMAHHE
Ha ChHA,
BKJTFOYHUTENIHO
CBHHJIHBOCT
Hapyuwenwi na | I'naBobonue, CBETOBBPTEIK, Mo3b4Ha HCXEMHA,
HepeHama 3aMaiBaHe MapecTe3n, TPeMop, BKJIIOUHUTETHO
cucmemda HapyLIEHO MCXEMHYEH MHCYIIT H
PABHOBECHE, YCEIIaHE TPaH3UTOPHA
3a MapeHe, JUCTeY3uA, HCXEMHYHA aTaKa,
arey3us IICHXOMOTOPHHU
HApYLIEHHS,
[apoCMHsI
Hapywenus uq 3pHTENHU CMYIICHHS, Kcanrorcus,
ouume BKJIKOYHTEIIHO HaManeHa
3aMBIJIEHO BUKAHE,
KOHIOKTHBHT
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rIayKoMa H/HIH
OCTpa MHOTIS

nopaau
XMAPOXJIOPOTHAZH
Hapywenusa na Tunnryc YBpex/ane Ha ciayxa
VXOMO U
| rabupunma
Cvpoeunu MHuoKapaHa HCXEMHA, MuokapaeH HHQapKT
HAPVULCH U BKJIIOUUTEITHO aHTHHA
IEKTOPHC,
TaXUKapIUs, APUTMES,
HannuTALIMHY,
niepHdepeH eaeM
Cvoosu XUIMIOTOHHA, TpomOO3a cBbp3aHa
HAPVULEHUA OpTOCTATHYHO CHC CHJIHO HAMaJIeH
HaMATABAHE Ha o0eM Ha TeleCHUTE
KPBBHOTO HaJIATaHE, TEYHOCTH,
CHHKOII, 3a4EPBsABaHE CTECHSABAaHE Ha
CBAOBETE,
XHUIONepdy3us,
¢deHOMEH Ha
Raynaud, BaCKyJIMT
Pecnupamopnuy, | HenponyktusHa | CHHY3UT, THCITHES, OcTtbp bpoHxocIasbM,
ZPLOHU U Apa3zHeIa HA3AMHA KOHTeCTHS PeCIUPATOP | BKMOUYHTRIHO
meduacmuHanly | KalUMIa, (3amynieH HOC) €H JHCTpec | 0DOCTpEeHa acTMa
U HapYuieHuA OpOHXHT CHUHIPOM
(ARDS) AneprideH
(B:K. TOUKa | aJBEOJIMT,
4.4) HCKApAHOIeHeH
OenoapodeH OTOK
nopanx
h XHAPOXJIOPOTHASH]
Cmomauino- CToMaluHO-4PEBHO [Toeprmane | [Markpearut (cioydau
YpeeHy BB3MAJICHHE, , AdTozeH | ¢ paraneH u3xon ca
HAPYVUICHUS XpaHOCMHIIATETHH CTOMAaTHT, CHOOIIABAHH
CMYILUEHHA, KOPEMEH [JIOCHT, M3KJTHOUHTEITHO PAAKO
JTHCKOMQOPT, TUApHs, npu neueHure ¢ ACE
JAMCTIENCHS, TaCTPHT, bosika B HHEXHOHTOPH),
rajese, 3anek ropHara MOBHILABAHE Ha
4acT Ha NaHKPEaCHHUTE
I'UHTUBHAT CBBP3aH ¢ KOpeMa, E€H3HMH, aHTHOEIEM
XHAPOXIOPOTHAZH CYX0Ta B Ha THHKOTO YEPBO
yCTaTa
CHanoaaeHHAT
CRBP3aH C
XHUOPOXIIOPOTHAZUT
Xenamo- XonecTaTHYEH WIHA Ocrtpa YepHOApOOHA
buruapHu UTOTHTHYCH XEMATHT HEZIOCTATEYHOCT,
HAPYVIieHLA {M3KJIIOUHTEITHO PANKO XoJiecTaTHYHA
¢ (haraneH u3xon), ABITEHH]2
MOBHLICHA HHBA Ha Xenarq :/ PHC
yepHOMPOOHHUTE yBpeffiatic
SH3HMH W/ HIH 5§40k
KOHIOTHPaHH$ % ey
\a
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OMIMpyOHH

KankynoseH

XOMEMCTUT MOPAaH

XUIPOXJIOPOTHAZH
Hapviuuenua na AHTHoOeaeM; TokcuiuHa
Koocama u H3KTKOHUTEITHO PAIIKO enuAepMania
HOOKONCHAMA O0CTpYKLHUA HA HEKPOJIH3a, CHHAPOM
MHKAH BH3AY XOHOCHUTE Ha Stevens-Johnson,

TETHUILA B pe3yJaTaT OT
AHTHOCHCM MOXKE /14
umMa araiaeH U3Xo;
NCOpHATHYEH
HePMaTHT,
XHIIEPXHAPO3a, OOpUB
B YaCTHOCT MaKyJIO-

MaIryJ03eH, OpyPHUTYC,
AJTONECLIUS

epuTeMa
MyJIITHDOpME,
meMouryc, o0ocTpeH
NCOpHA3HC,
ekc(OITMATUBEH
HepMATHT, peaKIHs
Ha
(hOTOUYBCTBUTEHOCT
, OHHXOJIH3a,
neM(pHIOHIEH HIIH
JTHXEHOUICH
eK3aHTeM HITH
€HAHTEM, YPTHKAPHA

CucteMeH
epPUTEMATO3EH JIYILYC
nopaJu
XUIPOXIIOPOTAAZUA

Hapyvuienua uq

Muanarus

Aprpanrus,

MYCKVAHO- MYCKYJIHH CNa3MH
CKeACMHAmA
cUcmemMq u MyckyJiiHa cnadocT,
CHEOUHUINEIHA CKEJICTHO-MYCKYITHA
Ma MyKaH CKOBaHOCT, TETAHHS
rnopaau
XHAPOXJIOPOTHAZHL
Hapywenus na BrOpeuno yBpexaane, BJioliaBase Ha
OvOpevume u BKJIKOUHTENHO OCTpa CHIMECTBYBALA
HUKOYHUME 6x6peyHa NpOTeHHYPHA
nemua HEIOCTAThLUYHOCT,
IOJIUYPUS, IOBHILUEHA HutepcTHiHAIEH
ypes B KPBBTA, HepUT CBBP3aH C
[IOBUIUEH KPEATHHHH B XHIPOXJIOPOTHAZH

KpbBTA

Hapywenua na
EB3NPUIBOOUNE
aHama cucmemaq
U 2upoama

[IpexonHa epeKTHIHA
MMIIOTECHIIUA

[TonuKeHo JTHON O,
rMHECKOMACTHS

Obuigu
HAPVULCHUSA U

echexmu Ha
MACHOMO HA
RPURONCEHUE

YMopa, acTeHHs

I'ppaHa OomKa,
[MHPEKCHS
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Crobiyasane Ha ROCOIUPAHU HEHCEAAHY PeaKiil

CrobrapaHeTo Ha MOMO3NPAHH HEXKEIIAaHH PEAKLHH CJie/] pa3peluaBaHe 3a ynoTpeOa Ha IeKAPCTBEHHHA
MPOLYKT € BAKHO. TOBA MO3BOIIABA /1A IPOIBIDKH HaBmoAeHHETO Ha CHOTHOIIGHHUETO 10J13a/PHCK 34
JIEKAPCTBCHUS NMPOAYKT. OT MEAUUMHCKHTE CIICLHMANUCTH C€ MIUCKBA [1a CHOOIABAT BCAKA
MOJ03HpaHa HeXXeaHa peakiys upe3 H3nbaHUTEeTHA areHIHs 0 JeKapeTsata yii. ,,/lamsn I'pyes”™ No
8, 1303 Codma, Ten.: +35 928903417, yebcaiiT: www.bda.bg.

4.9 IIpenozmpane

Cruminnmontu

CHMOTOMHTE, CBBP3aHU ¢ npefozupane Ha ACE uaxuburopu Morar Aa BKIIOURAT [IPeKOMEpHA
nepudepHa BazoAHIATAITNS {C HOTUEPTAHA XHIIOTOHHS, 110K ), OpaJMKapAus, eJIeKTPOIATHH
HapyiIenHs, 0b0petHa HelOCTaTPMHOCT, ChpACYHA ApHTMHS, HAPYIICHUC HA Chb3HAHHETO,
BKIIFOUMTETHO KOMa, IepeOpaTHi KOHBYJILIHY, [TApe3H U NapaIUTHYeH HIIEYC.

[Ipy mpenpa3tiono:xeHd NAMCHTH (Hanp. NpoCcTaTHA XMOCPIUIazH ) IPeao3UpateTo Ha
XHIPOXJIIOPOTHA3ZH MOXKE Ja IPEAH3BUKA OCTPA PETEHIMA HAa YPHHA.

Hevenue

[MaunenThsT TPAOBa Na OBbAE CTPHKTHO HaONIOAaBaH, JeueHHETO TpsOBa 1a Obae CHMIITOMATHYHO H
noaaspkawo. Ipennaranire MepKkH, BKNIOYBAT II5PBOHAYANHA JETOKCHKAIMS (CTOMAIIHA MPOMHBKA,
NpHIarafe Ha aJcopOeHTH) H MEPKH 33 Bb3CTAHOBIBAHE HA XEMOJHHAMHYHATA CTA0MIHOCT,
BKIFOUMTENHO Npunaraue Ha anda 1-aapeHepriuHy aroHMCTH WK arruotensus 1l
(anrnoreHzMHaAMUA). PaMUNIpuIIaT, akTMBHUAT MeTabOIKT Ha PAMHIIPWIL, C€ OTCTPaHABa
HE3aA0BOIHTENHO Ype3 XEMOIHATH3A 0T O0IIOTO KpbBOOOPHIICHHE.

5, GOAPMAKOJOI'MTYHU CBOUCTBA

5.1 DapMAKOAHHAMHYHH CBOHCTBA

dapmakotepanesTHuHa rpyna: ACE HHXuOHUTOPH M 1HypeTHIM, paMunpun i auypetany, ATC kox .
CO09BAOS5

Mexanuzoam Ha deticmatie

Pavunpun

PamMunpuiar, akTHBHAAT MeTa0OIMT Ha NPEAIEKApCTBOTC PAMHIIPHI, HHXHOMpa eH3uMa
aunentTaawikapbokeunenTinasa | (CHHONMME: AHT MOTEH3WH-KOHBSpTHpaIll eH3VM; Knnnaasa 11). B
MJ1a3MaTa ¥ TEKAaHUTE TO3H €H3MM KaTAIM3Hpa KOHBEPTHPAHETO HA AHTHOTEH3UH | 10 akTHBHUA
Ba30KOHCTPHKTOP aHTHOTEH3HH I, KakTo H MHXMOHpa pa3rpaxIaHeTO Ha aKTHBHUS Ba30H/IATATOP
OpagukuHuH. [loHuwxeHoTO 0OpasyBaHe Ha aHruoTeH3uH I v HHXHOHpaHe Ha pa3srpakIaHETO Ha
OpafAuKUHUE, BOOST A0 Ba3OAMIATALIMA.

Tvh kaTo adrnorensuH 1l ctuMynupa ocBOOOKIABAHETO HA AJIAOCTEPOH, PAMHIIPHAAT BOIH A0

HaMalsBaHe Ha allIOCTePOHOBATA ceKkpeliua. CpeaHOCTATHCTHYECKH MOBIMABAHETO OT MOHOTEPANMA ¢
ACE uaxubuTop € no-cimabo npu yephHoxoxu (adpo-kapruOcka paca) XMIEPTOHUYHN NaNACHT
(OOMKHOBEHO TOIMyTalUs C XUISPTOHHUA ¢ HHCHK PEHUH), OTKOIIKOTO IIPH HEYEPHOKO

Xuopoxaopomuazuo
XUAPOXTIOPOTHA3U] € THAZWIIEH AMYPETHK. MeXaHn3IMBbT HA AHTUXUTIEPTEH3HBHA
THA3HAHUTE JHYPETHIIH HE € HanbIHO H3sacHeHd. Te Haxubupar peabecopbumsita Ha
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B AMCTATHUTE TYOyid. JloBHIIeHaTa OBOpeUHa eKCKpelua Ha TC3H HOHU C€ ChITETCTRA OT MOBHIIEHO
OTICJIHE Ha ypHuHa (IIOPafH OCMOTHIHOTO CBhp3BaHe Ha Boga). KanueBara H MarHe3HeBa eKCKpeIus
C€ MOBHILIABAT, HAMAJIABA CE EKCKPEIMATA HA MHKOYHA KUCEIHHA. BB3MOXEH MeXaHH3bM Ha
AHTHXHUIIEPTEH3UBHO JEHCTBHE HA XUAPOXIIOPOTHAZHAA MOKe Aa Objle: IPOMEHEH HATPUEB DallaHc,
HaMaJIiIBaHe KOJIMYEeCTBOTO Ha €KCTpaLeTyJapHaTa TeYHOCT M IUIa3sMeHus oOeM, DPOMAHA B
6BOpeyHaTa ChAOBATA PE3UCTEHTHOCT, KAKTO U MOHIDKEH OTTOBOP KbM HOPEIMMHE(PHH H aHTHOTeH3HH

II.

Dapmaxoounamusnu edpexmu

Pamunpur

[IpHriraraHeTo Ha paMMIIPHII BOAH A0 3HAYMTEIHO MOHMKABaHE Ha NepH(pepHaTa apTepHaIHA
PE3HCTEHTHOCT. B moBe4deTo ciryyan HIMA 3HAYAMH OpOMeHH B OBOpeYHHs KPBBOTOK H CKOPOCTTA Ha
rjioMepyiHata (witpatys. [IpunaraHeTo Ha paMUIIPUAI MPH MAUHMEHTH ¢ XHIIEPTOHHA BOOW A0
NOHIKABAHE HAa KPHBHOTO HaJIAraHe B M3MPABEHO U JIETHAIO TOTOKEHHUE, 0e3 KOMICHCATOPHO
MOBUIIABAHE HA ChPACYHATA YECTOTA.

[Ipy nopeueTo NaLHUEHTH HAYAIOTO HA AaHTUXUIICPTEH3UBHHUS €(EKT Ha €THOKPATHATA 11034 C¢
npoaBaBa | 1o 2 yaca ciea nepopaiHo npuaokeHue. [TukoBWAT edyeKT Ha €THOKpATHATA 1034,
oDHMKHOBEHO ce JocTHTa 3 M0 6 vaca cjel IEPOPAIHO NPWIOKEHHE. AHTUXUIIEPTSHIUBHUAT ¢(PEeKT Ha
¢AHOKpaTHa 40332 OOMKHOBEHO MPONOL/DKaBa 24 vaca.

MaKkCUMATHHAT AHTHXUTICPTEH3UBEH eeKT Ha NPOIBIKHTENIHO JIEdIeHHE ¢ PAMHUIPH/ OOHKHOBEHO
HacTbOBa cnen 3 1o 4 ceaMHLUM. JIoKa3aHOo €, Y€ aHTHXMIIEPTEH3UBHUAT e)eKT € ITOCTOAHEH TPH
ABJCOTpaiiHa Tepanua MpoabKaralia 2 roauHH.

PsA3KOTO MpeKbCpaHe NPHEMa HA PaMHUNIPHI HE BOJH 10 OBp3 ¥ NpeKoMepeH pubayHl edekT Ha
MOBUIIABAHE Ha KPBBHOTO HalArame,

Xuopoxnopomuazuc

C XMAPOXIOPOTHA3W HAYAJIOTO HA AMYpe3aTa HACTHIIBA 0 2 Yaca U MHKOBUAT eeKT HacThlBa 40 4
4aca, KaTo AEHCTBHETO IIPOAbIDKaRa MpHOIH3UTENHO 6 o 12 yaca.

Hauanoro Ha aHTHXUNEPTeH3MBHAA e(eKT HAcThIIBa ciied 3 a0 4 JHH ¥ MOsKe J1a TPOABIDKH [0 €1HA
CeAMHULIa cle/ NPeKPaTABaHe Ha TepanuaTa.

EQexTsT Ha NOHIKaBaHE HA KPBBHOTO HaliraHe e IPHAPY KAaBa OT JICKO MOBHINABAHE Ha (ppaknuara
Ha pUITpupaHe, OpOpeYHaTa Ch/I0BaTA PE3UCTEHTHOCT M AKTHBHOCTTA HA TUTa3MEHUS PCHHH.

Eonoepenmenno npuiaeane Ha pamunpua-xuopoxaopomuasuo

IIpy KIHHUYHE W3OHTBAHHA, KOMOHHALIMITA BOJM JI0 MO-TOIAMO HAMAIABAHE HA KPBBHOTO HAIATaHE,
OTKOJIKOTO TP CaMOCTOATETHOTO IIPHIaraHe Ha NpoayKTHTe. BepoaTHO upes OloKHpaHe Ha peHUH-
AHTHOTESH3UH-AILAOCTEPOH CUCTEMATA, CAHOBPEMEHHOTO MPUITATAHE HA pAMHIIPUT K
XUIPOXJIOPOTHA3KA BOAM JO 00paTyMa 3aryda Ha Kajuil, CRLp3aHa ¢ TO3M KIac JHYPCTHIIN.
KomOnnanusata ot ACE —MHXMOHTOp ¢ THA3UACH AMYPETHK AaBA CHHEPTHYEH eeKT H HaMAIBAHE Ha
PHCKa OT XHIIOKAJIMEMHUs, NIPOBOKHPAHA MPU CaMOCTOATETHA YIoTpeda Ha My peTHKA.

Knunuuna ecpuxacnocm u 6e30nacHocm

Hexa 00 ymepena eceHYUAIHA XUNEPMOHUA

EdukacHoctra Ha TprTeic ILroc € neMoHCTpHpaHa B ABE MPOYYBAHMSA , BKIKYBAIIH MAITHEHTH C
JeKa 10 YMepeHa eceHIHaTHA xunepToHud. [IbpBoTo npovusane (534 nanyHTH) € IPOYYUBAHE HA
JI030BHA AHANA30H, CPABHABAINQ CAMOCTOATEHOTO IPHIIOKEHHE Ha pamunipin (2,5 mg Ao 10 mg) u

CeAMHUM el ABe 10 4 ceamMuild Hadan#a ¢a3a Ha wianedo.
EdrkacHOCTTa € OLieHEHA UYpe3 H3MEepPBaHe HAMAIBAHETO Ha KPbBHOTO HANATaHE
JICTHANO NOJIOKEHUE 0T Kpas Ha nanebo ¢azara g0 npHIUIIOYBAHETO HA HPOYYBa
H3MEPBAHE HA BCEKH IMTALMCHT). 3a Hali-e)eKTHBHATA AaHTUXUNCPTCH3UBHA 103 C
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(10) mg pamunpun. KomOMHHMpaHaTa Tepanus ¢ paMHIIPHI H XUAPOXJIOPOTHA3KH/L ITPEAH3BHKBA
3HAYUTEJIHO TMO-TOJIAMO NMOHWKEHHE B KPBbBHOTO HAJIATaHE CIIPSIMO paMHMIIPHIT HITH
XHIPOXJIOPOTHA3M/L, MPHJIaranu camoctosTeaHo (p<0,05 3a noBeyeTo OT CpaBHEHUATA); paMUnpria 10
mg e no-e()eKTHUBEH, KOrato € KoMOMHupaH ¢ 12,5 mg unum 25 mg XuapoxXJIOpOTHA3K/L, OTKOJIKOTO
npHJiarad caMocToATeIHO. KaTo 110 Hai-o0MpPHOTO 3HAYMMO HaMaJIsBaHe B CHCTOJIMYHOTO KPBBHO
Hasarade (SBP) u auactommunoro kpeeHO Hasrane (DBP) e nocturnaro ¢ pamunpui 5 mg win 10
mg KOMOMHUPHHU ¢ XHAPOXJIOpOoTHa3Ka 12,5 mg wiu 25 mg.

Broporo npoyuBane (192 naiueHTH) € IBOMHO-CIIAIO, paHAOMHU3UPAHO, APAJIETHO IPYNOBO ¢ YETHPH
CeZIMMYEH HayaJleH Mepuo/ Ha ruiaiebo, rmocaeaBan oT 12 ceMuULIM akTHBHO JedeHue. 1o Bpeme Ha
MbpBHUTE 6 CEMMIIM OT (ha3aTa Ha AKTHBHO JIEYEHHE, NALIMeHTUTe MpUeMaT Wid paMunpui 10 mg wiu
xuapoxJjiopotuazug S0 mg caMocTOATETHO.

E¢ukacHocTTa ce onpenens uype3 uamepsane Ha SBP u DBP B usnpaBeHo H JIerHaJ10 MOJ0KEHHUE.
Kato otrosop Ha nedenuero ce aebunupa DBP <90 mm Hg B usnpaseHO U JiErHaIO MOJIOKECHHE B
Kpasi Ha mbpBarta (pa3za Ha MoHOTepanusTa. [1o Bpeme Ha BTopaTa akTHBHa (ha3a Ha JICYCHHE,
MalMeHTUTe, HEOTTOBOPH/IM B Kpasi Ha LIECT ce/IMHYHaTa (paza Ha MOHOTeparus Moay4asar cB000/1Ha
koMOMHauMs ot pamunpui 10 mg u xuapoxnoporuasua S0 mg. B kpas Ha mbpBaTta IeCTCEAMHYHA
dhaza Ha MOHOTeparHs, CpeIHOTO MoHMWKaBaHe Ha SBP B siernano nonoxkenue € 15,5 mm Hg npu
rpynara Ha Xuapoxiaopotrasua 50 mg u 11,1 mm Hg npu rpynara Ha pamunpui 10 mg: CbOTBETHHTE
croitHocTH Ha SBP B usnpaseno nonoxenue ca 14,5 u 8,4 mm Hg. Cpeanoro nonwkenue Ha DBP B
nerHaino nonoxkenue e 10,7 mm Hg npu rpynara Ha xuapoxiopotuasuz 50 mg u 9,0 mm Hg npu
rpynara Ha pamunpui 10 mg; ceorBeTHHTE cTOMHOCTH 3a DBP B 3npaseno nonosxenue ca 11,3 u 7,9
mm Hg. YectoraTa Ha OTroBOp ciiej1 wecT ceaMUuUM € 52,1% npu rpynarta Ha XHApOXJIopoTHasu/a 50
mg u 37,7% nipu rpynara sa pamunpun 10 mg (tect 3a Tounoct no Fisher p=0,061). Cpen 49-te
MalMeHTH, KOUTO HE Ca OTTOBOPHIIH B Kpas Ha LIecTCeIMUYHATa (pa3a Ha MOHOTEpAITHs ¢ PaMUIPHII
10 mg, 21 (42,9%) ca oTroBopwIH cjea A00aBsgHe Ha XUApoxJjopoTuasua S0 mg KM Ta3u 103a
pamunpuil. [1o cplus HayuH, cpea 35-Te MauMeHTH, KOUTO He ca OTTOBOPHIIH Ha TepanusiaTa B Kpas Ha
mecT ceMHyHaTa aza Ha MoHoTepanus ¢ 50 mg xuapoxioporuasua 13 naument (37,1%) ca
OTrOBOPHIIH ciiell 1o0aBsiHe Ha 10 mg paMUNpuiI KbM 103aTa UM XUIAPOXJIOPOTHAZHIL.

IIpoyusanemo HOPE

B nombiHeHHe KbM aHTHXHUIIEPTEH3UBHUS MY edekT, pamuripui 10 mg nposBsaBa 1oja0K1TE/ICH
MPOTEKTHBEH €(EKT BbPXY ChpPASHHOCHI0BATa CHCTEMA H OBOpelnTe, KOMTO € HE3aBUCHM OT
HaMaJIsiBAHETO Ha KPbBHOTO HAJISITAHE.

[IpoBeneno e npoduiakTuaHO mianedbo-koHTpoMpaHo npoyusaHe (npoyusaneto HOPE), npu koeto
e 100aBeH paMHIIPHJI KbM CTaHAapTHATa Teparus rnpu noseye ot 9200 nauueHTy. B npoyyBaHeTo ca
BKJTIOYSHH TALMEHTH C MOBHIIIEH PUCK OT ChPAEYHOCHA0BO 3a00/IsBaHe Cell HiIH aTepOTPOMOOTHYHO
CHPIEYHOCHI0BO 3a00/IABaHe (aHaMHe3a 3a KOpOHapHa 00JIECT Ha ChPIIETO, HHCYJT WK MepH(EpHO
Ch/10BO 3a00/IBaHE) WM 3aXapeH quadeT ¢ MOoHe €/IMH JOITbJIHUTEIEH PHCKOB (PakTop
(10KyMEHTHpaHa MUKPOATOYMHHYPHS, XUIIEPTOHHS, MOBULIEHO HUBO Ha OOLLMA XOJIECTEPOJI, HUCKO
HUBO HA JIMTIONPOTEHH C BUCOKA MUTBTHOCT WM TIOTIOHOITYLLIEHE).

IIpoyuBaHeTo nMoka3Bea, 4e paMHUITPUJI CTATUCTUYECKHU 3HAYMMO HAMaJIsIBa HHIMICHTHTE HA MUOKap/IeH
HH(pApPKT, CMBPT NMOpaaH ChbPAEYHOCHI0BH MPUYHHH H HHCYJIT, CAMOCTOSTEIHO U B KOMOMHALMA
(TBbPBUYHO CBBP3aHU CHOUTHSA).

IIpoyusane HOPE: OcHOBHH pe3y.ITATH

Pamunpun [1nauedo CBBp3aH pUCK p-
(95% uHTEepBad HA | CTOMHOCT

JOBEPUTECJIHOCT )

Zo %
BeHYKH NANHEHTH n=4,645 N=4,652
IIbpBHYHH KOMOHHHPAHH 14,0 17.8 0,78 (0,70-0.86)
CHLOHTHSH
MuokapaeH HHpapKT 99 12.3 0.80 (0.70-0.90)
CMbpT nopaau 6.1 8.1 0.74 (0.64-0.87)

ChPAEYHOCHIAOBH MPHYHHH
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Hucynt 3.4 4.9 0,68 (0.56- 0.84) <0.001
BTOopHYHH KpaHHH TOYKH
CMBPT IOpany HAKAKBA 104 12.2 0.84 (0.75-0.95) 0,005
| IpHYHHA
Heo6X0aHMOCT OT 16.0 18.3 0.85 (0,77-0.94) 0,002
pERaCKYIApH3ALHS
XocnuTanu3ays mopaay 12,1 123 0.98 (0,87-1,10) NS
HeCTabMIHA CTeHOKapans
XOoCIHTATH3aLKS Nopagu 3.2 3.5 0.88 (0,70-1,10) 0,25
| CBhpCYHA HENOCTATBUHOCT
Y CNOKHEHHS CBBP3aHH ¢ 6.4 1.6 0.84 (0.72-0.98) 0.03
anader

Heouno broxupane Ha penun-anenomenzun-ardocmeponosama cucmema (PAAC)

JIBe roremu paHaOMU3HpaHu KOHTponupanu npoy4ysanus — ONTARGET (ONgoing Telmisartan
Alone and 1n combination with Ramipril Global Endpoint Trial - Texy1uo riobajHo H3nuTBaHe 3a
KpaliH{ TOYKH Ha TEJIMHCAPTAH, CAMOCTOSTEIHO ¥ B KomMOuHaumsa ¢ pamunpun) H VA NEPHRON-D
(KiTHHMYHO npoydBaHe CBBP3aHO ¢ Pa3BHTHE Ha HedponaTis npH nHadeT, MpOBEIeHO OT
MuHECTEPCTRO MO BHIIPOCHTE Ha BETEPAHHUTE) — MPOYYBAT YIOTpedaTa Ha koMOuHanusATa o1 ACE
HHXHOHUTODP W aHrmoteHsuH ll-peuenTtopen 6nokep.

ONTARGET e npoyuBaHe, npoBe/IeHO IIPH MALIHEHTH ¢ aHaAMHE3a 3a ChPACYHO-CBIOBA UIIH
MO3BYHOCHI0BA OONECT, WM 3axapeH IUadeT THN 2, MPHAPYKEHH ¢ JaHHH 33 YBPEXKIaHE Ha
epexTopHu oprand. VA NEPHRON-D e npoyusaHe npH TIaIAEHTH CbC 3aXapeH AHa0eT THI 2 U
nHadeTHa HeponaTHs.

Te3n npoydBaHHs He NOKa3BaT 3HAYWM OJIaronpUATeH eDekT BhpXY ObOpeUHHTE W/HITH ChPACUHO-
CBHAOBHTE IIOCIEAUIIM H CMBPTHOCT, KaTO ChUICBPEMEHHO ca HAOMOJABAHH [IOBHLIEH PHCK OT
XUIEPKAIHeMHs], OCTPO YBpexkaaHe Ha OpOpenuTe W/ XHIIOTOHHA B CPABHEHHE ¢ MOHOTEPAIIMITA.
Kato ce MMaT nipeasy1 CXOMHHTS UM (PpapMakoJHHAMHUYHH CBOHCTBA, TE3H PE3YJITATH Ca TPHIICKHMH
H 3a Apyrt ACE HHXuOWTOpH ¥ aHruoTeHzHH [I-perenropau Onokepw.

ACE naxybuTopy u anrnoteHsuH ll-perientopan G10KepH clieAOBATEIHO He TPAOBA 1a C€ H3MOM3BAT
€IHOBPEMEHHO [1pH NMAlKSHTH ¢ AHabeTHa HedponaTus.

ALTITUDE (Knuuu4HO poyysade MPOREACHO ¢ ATACKUPEH IIPH MALHEHTH ChC 3aXapeH AHadeT THIT
2 ¢ M3II0JI3BAHE Ha CHPAEYHO-ChIOBRH H ObOpeunn 3a00ABaHHA KATO KPaHHK TOUYKM) € IPOYUBAHE,
TpEeNHA3HAYSHO J1a U3CTISBA 11013aTa OT A0DABAHETO Ha ATHCKHPEH KbM cTaHzapTHa Tepanud ¢ ACE
MHXUOUTOP WIH aHruoTeHsuH [[-penentopen Gioxep mpH MalMeHTH ¢bC 3aXapeH AHadeT THI 2 U
XpPOHHYHO OBROpedHo 3a60ngBaHe, ChPASYHO-CBAOBO 3a00NgBaHe WK H JigeTe. [IpoyuBaHeTo ¢
MPEKPATEHO MPEXKIEBPEMEHHO NOPAAN MIOBUILIEH PHUCK OT HeOMAaronpHsATHH MocHeIHLM. KakTo
CHPIEYHO-CBAOBATA CMBPT, TAKa H UHCYJTHT ca MO-YeCTU B rpynaTa Ha aJIUCKHPEH, OTKOJIKOTO B
rpynata Ha [ianedo, a rMpeAacTap/igBALLUTS MHTEPEC HeKeTaHu CHOUTHA U CEPHO3HH HesKelaHH
CBOHTHA (XMUCpKaNIUEMUs, XHIFOTOHHSA U OLOpeuHa AMCHYHKIMA) ce ChOOLIARAT MO-YECTO B rpynara
Ha aJIACKUPEH, OTKOJKOTO B rpyIiaTa Ha ruiauedo.

HemenanomMeH pak Ha KoKarta:
B3 OCHOBa HA HATUYHHTE MAHHU OT eMHIEMHOIOTHYHH TIPOYYBaHNd € HaOIoaBaHa 3aBHCHMA OT
KyMYJIaTHBHATA 1032 Bpb3ka Mexxny XX 13 1 HMPK. Exno npoyupaHe BKJIIOUBA MOITYJIaLAA,

ceeTofma ce ot 71 533 cnyyau na BKK 1 8 629 ciiyyau na CKK, v nomynanus ot cboTBeTHO | 430
833 1 172 462 nogxoasum kouTpoau. Bucokara ynorpeta Ha XX T3 (kyMynaraeao >50
cBBbp3aHa ¢ kopuripaH OR 1,29 (95% JIM: 1,23-1,35) 3a BKK 1 3,98 (95% JIH: 3,68-
HabnronaBana e 1cHa Bpb3ka KyMyJaTHBHA 1033-0TroBop KakTo 3a BKK, Taka # 3a
Hpyro npoyuBaHe oKa3Ba BE3MOXHA Bpb3Ka Mex Ty paka Ha ycTHHTe (CKK) H ex
XXT3: 3a 633 ciydan Ha pak Ha YCTHHTE € Noa0paHa romynamms ot 63 067 noaxo
KATO Ce M3MOJI3BA CTPATETHA 3a B3eMaHe Ha NMpobu, onpeeneHa oT pucka. JleMoHc
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KYMyJNaTHBHA [103a-01r0BOp ¢ Kopurupan OR 2,1 (95% JU: 1,7-2,6), napacteau go OR 3,9 (3,0-4.9)
3a BUCOKaA ynotpeda (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Hali-BHCOKaTa KyMyJIaTHBHA /1032
(~ 100 000 mg) (Bx. cpmio ToUKa 4.4).

5.2 @apMaKoOKHHEeTHYHH CBOHCTBA

DapMaKoKunemurKa U Mamaboauzm

Pavumpun

Abcopbums

Clell NepopaTHO NPHWIOKEHHE PAMHUTIPpUI ce abcopbupa 6Bp30 B CTOMAIIHO-YPEBHHS TPAKT: IMKOBA
IUia3MeHa KOHIIEHTPaLHa Ha paMUIIPUI € JOCTHTA B paMKHMTE Ha eIuH 4ac. Bb3 ocHoBa Ha
BBE3CTAHOBABAHCTO B YPHHATA, CTeNCHTA Ha abcopOuud e moHe 56% u He e MOBIHABA 3HAYUMO OT
MPHCHCTBHETO HA XPAHA B CTOMANIHO-YPEBHMS TPAKT. BHOHATMYHOCTTA HA AKTHBHUA METAOOIHT
paMUITPHIAT ClIe NEPOPATHO NIPIWIOKEHHe Ha 2,5 mg u 5 mg pamunpui € 45 %.

[TikoBa rulazMeHa KOHLIEHTPALMS Ha paMHIIPHIIAT, €AHHCTBEHHS AKTHBEH META0OIHT HA PAMHIIPHIT C€
goctura 2-4 gaca cnen npreMa Ha paMunpii. CTalMOHApHUTE IUIa3MEeHH KOHIIEHTpalHH Ha
PaAMHIPHIAT cJie/l HpHiarade BeAHEK JHeBHO HA OOMIAHHA MO3U PAMHITPHII C€ JOCTHIAT ClIe]] OKOJIO
YeTUPH JHH NeYeHUe.

Paznipenenenue

CBBP3BAHETO C IUIA3MEHUTE NIPOTEHHH HA paMUNpuI € okolo 73 %, a TOBa Ha paMHIIPHIAT OKOJIO
56 %o.

broTtpanciopmalyis
PaMurnpii noYTH HAMBIHO ¢ METAOOMH3UPA 10 PAMMUITPHAAT, U [0 JUKETOIIHIICPA3HHOB €CTEP,
AUKETOIHIIEPAa3HHOBA KHCEIUHA, Y IIIOKYPOHUINTE HA paMHIIPWI H paMUIIpHNAT.

EnuMUHHpaHe

Ekckpeunsara Ha MeTa0onutuTe € npeaumMHo Os0peuna. I nasMeHaTa KOHICHTPALHg HA paMUTIPHIAT
HAMANABA 1o noiHdazos HauuH. [lopagu HeroBoTo cunno, HacHmaiio cesp3pane ¢ ACE H 6aBuoTo
pasaendHe OT eH3HMMa, PAMUIIPHIAT [IOKa3Ba YIBRIKCHA TCPMUHAIHA eTUMUHAIMOHHA (pa3a TIPH MHOTO
HHUCKH [UTA3MEHH KOHLICHTpAITHH.

(e MHOT'OKpATHO MPUIATaHe HA [T03H PAaMHUIIPHUIL, BETHBXK AHEBHO, €(PEKTHBHHAT MOJIYKUBOT HA
pamurnpunar e 13-17 yaca 3a go3u oT 5-10 mg M 1Mo-geIbT 3a No-HUCKUTe A034 1,25-2,5 mg. Ta3u
pa3IMKa € CBbP3dHa ¢ KallalluTeTa 3a HaCULIIAHE HA eH3HMa Upe3 CBBP3BaHe ¢ paMUunpuIar.
EaHokparHa niepopaliHa 103a paMHNPWI JaBa HEOTKPHBRaeMO HUBO Ha paMHIIPHA H HETOBUTE
MeTabOUTH B KEpMarta. Odaue epeKTHT MPH MHOTOKPATHO MPUJIATaHE € HEH3BECTEH.

[Mauuentu ¢ 6pOpeUHO YEpEKIaHe (BXK. TouKka 4.2)

BrOpevHaTa ekCKpeUHa Ha paMUNPUIIAT € HaMalleHa NPH NALHEHTH ¢ Hapyliena 6p0peyHa QyHKIus,
1 OBOpPEUHHAT KIIMPBHHC Ha PAMUIIPWIAT € NpOHOPLHOHANHO CBbP3aH ¢ KPEATHHHHOBHS KITUPHHC.
Tora BOAM 0O MOBHIICHA [UTA3MEHA KOHIIEHTPALMS Ha PAMHIIPHIIAT, KOSTO HaMassisa [o-0asHo
OTKOJIKOTO IPH HHAWBHIAM ¢ HOpMaTHa OBOpevuHa QyHKLHS.

[TaLMeHTH ¢ YepHOAPOOHO yBpexIaHe (Bxk. TouKa 4.2)
[1py naumeHTH ¢ HapylIeHa 4epHOAPOOHA QYHKLHA, MeTaOOIH3UPAHETO HA PAMUIIPHIT 10

paMHIIpHIIAT ¢ 3a0aBeHO, Mopasy HaMaTeHATA AKTHBHOCT HA YePHOAPOOHHUTE €CTEPasH M 111
HHBA4 HA PAMUIIPHI TIPH TE3H MAUHWEHTH ca MoBHineHH. [[MKOBUTE KOHLIEHTPALUH HA paM
TE3U MTALMEHTH, 00a4e He ce PA3IMYABAT OT T€34 HAOMOIaBaHU NIPYU HHAUBHIY C HOPM

YCPHOAPOOHA (hYHKUHA.
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Xuodpoxaopomuazuo

AbcopOums

Cnen nepopanHo npunokeHse okono 70 % o1 XuapoxTopoTHa3HAa ce abcopOHpaT 0T CTOMAIITHO-
ypeBHUS TpaKT. [InkoBa ma3MeHa KOHLEHTPALMA Ha XHAPOXJIOPOTHA3HL €€ JTJOCTHIA B paMKHTe Ha
1,5 no 5 gaca.

PasnpeneneHue
CBBP3BaHETO € IVIA3MEHUTE MIPOTEUHH Ha XHapoxsiopotyasug € 40 %.

buotpanchopmanus
XUaApoXIOPOTHAZH IIPETHPIIARA He3HAUHTEIEH YepHoApoOeH MeTab0TH3BM.

EnnMHHupase

XuApoXTIOpOTHA3H/ Ce eTMMHHKPA IIOYTH HAMBIHO (>95%) B HellpoMeHeHa (opMa nipe3 6L0peLuTe,;
50 mo 70% oT eAHOKpaTHA NiepopallHa 103a e €TMMHHUPAT B paMKHTE Ha 24 vaca. ETHMHHALIMOHHHAT
TIOTY>KUBOT € 5 10 6 4aca.

ITaninenTu ¢ OBOpevHO YBpexkaane (Bk. Touka 4.2)

Br0peunaTa eKCKpeIus Ha XMAPOXJIOPOTHASH € IOHIbKEHA MPH MALMEeHTH ¢ HapylieHa O50peyHa
DVHKIHA 1 OBOPETHHA KNHPHHC Ha XUPOXTOPOTHA3H € CBBP3aH MPOIIOPUHOHAIHO C
KpeaTHHHHOBAaWA KNUpHHC. ToBa BOAM A0 MOBUINCHA IUIa3MeHa KOHLISHTPALUA HA XHAPOXIOPOTHA3ZHA,
KOATO HaMaJIsABa M0-0aBHO, OTKOIKOTO NPH HHIHBH/IH ¢ HOpMaTHA OpOpeyHa QyHKLHA.

[TanrenTH ¢ 4epHOApOOHO YBpeKaaHe (BXK. Touka 4.2)
[Ipu mauumenTH ¢ yepHoOpoOHA LMpo3a PapMAKOKMHETHKATA Ha ¥XHAPOXIOPOTHA3HI HE C€ TPOMEHsI

3Ha4YHMO. (DapMaKOK}ﬂ-IBTI«H{aTa HAa XHAPOXJIOPOTHA3HU HE € MPOYYBAaHA MPH NAITHEHTH CBC ChpACHHA
HCAOCTATEYHOCT.

Pamunpun u xuopoxiopomuazuo

EnHOBpeMEHHOTO MpUIIAraHe Ha pAMHNPHI ¥ XHAPOXJIOPOTHA3H]I He 3aciara TAXHaTa OHOHATHYHOCT.
KoMOMHEpaHHAT IIPOIYKT MOXKE Ja e CUUTA KaTO OMOSKBUBAJICHTEH HA NPOJYKTHTE, CHAbPKaLIH
OTACTHHTE KOMIIOHEHTH.

3.3 Ilpeak/JTHHHYHH JAHHH 32 0€30MACHOCT

Pamunpun + xuopoxiopomuazuo
Ilpy nnexoBe H MUIIKKM KOMOHHAIIMATA OT PAMHIIPHI H XUAPOXJIOPOTHAZHA HAMA OCTPA TOKCUUYHOCT

a0 10 000 mg/kg. I[IpoyupanusTa mpH MHOTOKpaTHA IIpUlaraHe, pOBEISHH IIPH IUILXOBE H MaHMYHH,
MIOKa3BaT CaMO HAPYILIEHHA B €1CKTPOIHTHHS OaTaHC.

PenipoaqykTHBHM MpOyYBaHHS NPU IUIHX0BE H 3aiiIiy roka3par, 4ue KOMOMHAUMATA € AOHAKBAE NO-
TOKCHYHA OT CAMOCTOSTENHUTE KOMIIOHEHTH, HO HHTO €JHO OT IIpOYYBAHHATA HE MOKAa3Ba
TepaToreHeH eeKT Ha KOMOMHALIMATA.

He ca npoBexaaHu Npoy4YBaHus 3a MyTareHHOCT M KAPHHHOTEHHOCT ¢ KOMOMHALHATA.

Pamvunpun

Pazmiupennre H3INHTBAHUA 3@ MyTareHHOCT, IIPH KOUTO ¢a U3NMON3BAHH HAKOJKO TECTOBH CUCTEMH, HE
Ca [and MHAWKALMY, Y€ PAMHITPUI IPHTEKABA MYTareHH! WITH reHOTOKCHYHH CBOMCTBA.
JIBNTOCpOYHUTE TIPOYYUBAHMSA IIPH IUTEXOBE M MHUILIKH HE €4 JAJIM AHIWUKALIMH 32 TYMOPOTEHEH e(eKT.
b1r0peunnuTe TyOy/H ¢ OKCHGWIHH KITeTKH U TYOY/IMTE ¢ OKCHPHIHA KJIEThHHA XHIIEPILIA3UA NIPH

HC KaTO HCOIJIACTHYECH HUITH INMPCOHCOILTACTHYCH OTIOBOP.
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Xuopoxaopomuazuo

XumpoxJIOPOTHA3H HE € TeHOTOKCHYEH int Vitro B Tecta Ha EiiMc 3a MyTareHHOCT Ha mamose TA 98,
TA 100, TA 1535, TA 1537 u TA 1538 wa Salmonella typhimurium v B TecTa 38 XPOMO3OMHH
abepalliy Ha siMHHUMTE HA KuTalickH xaMmcTep (Chinese Hamster Ovary, CHO), HHTO in vivo B
TECTOBETE, U3IIOJI3BAIIH XPOMO30OMH Ha 3aPOAVIIHY KIETKH HA MULIKH, XPOMO30OMH Ha KOCTEH MO3BK
Ha KHTAMCKU XaMCTep ¥ T'€Ha 3a PeLIECHBHA JISTATHOCT, CBBP3aH ¢ nojaa Ha Aposodmna. [lomoxurerHu
pe3yJITaTH OT TECTOBETE €a MOJIYYEHH caMo B in vitro tectoBere CHQ Sister Chromatid Exchange
(KTacTOreHHOCT) B TecToBeTe Mouse Lymphoma Cell (MyTATe€HHOCT), IPH H3IOI3BaHE Ha
KOHLCHTPALIMH Ha XHApoXJiopoTHazua ot 43 no 1300 pug/ml, kakro u B Tecta Aspergillus nidulans
non-disjunction Ipy HeyTOYHEHA KOHLEHTPAIIHS,

JIBYTOTHIITHY NIPOYYBAHHA 33 XPaHEHE Ha MULLKH W IUTbXOBE, IIPOBEICHH M0 eTHIATA Ha
Hanvonansara Tokcukosnorwina nporpaMa Ha CAL (National Toxicology Program, NTP), ne
PAasKpHMBAT 0KA3aTeNICTBA 34 KaHUEpOTeHeH MOTCHUMAT HA XHAPOXIOPOTHASKH TIPH JKEHCKH MHIIIKH
(pu Ao3H 10 npubOauzuTeaHo 600 mg/kg/aeH) Ky NpH MEKKH H JKeHCKH IUTbXOBE (ITPH A03H A0
npuOmsuTesHo 100 mg/kg/nen). NTP, obaue, OTKpHBa Hee AHO3HAYHH JOKA3aTEIICTBA 34
XEMATOKAPLUHUHOTEHHOCT IIPH MBXKKH MHIINKU.

6 DOAPMAITIEBTHYHH JAHHH

6.1 CnHchK HA IOMOIIHUTE BelllecTBA
Tabnetku 10 mg/25 mg

Xunpomenosa SmPa.s

IIPEKENATHHHIUPAHO APEeBUYHO HHILIECTE
MHKPOKPUCTAIHA LTy 1032

4yepeeH Xkenesen okcun (E172)

HATPUEB CTEapWIdyMapat

6.2 HecnBMECTHMOCTH

Henprnoxkumo

6.3 Cpok Ha rogHocrt

3 rOnAHM.

6.4 CrHenHAJHH YCI0BHA HA ChXpAHEHHE
To3u JIeKapCcTBEH NPOAYKT HEe M3MCKBA CTIeL[HATTHH YCJIOBHA 3a ChXpaHEHHE.

6.5 JIaHHH 32 ONAKOBKATA

Kytuu ¢ Genu nenpozpaunm PVC/amyvunauii Onuctepy o1 7, 10 1 14 1abnetku
Konuuectro B onakoeka: 10, 14, 28, 30, 56, 60 u 100 TabGnerku

He BcH4KM BHOOBE OMAaKOBKM MOTAT 1a ObJaT MyCHATH B INpodaxba.

6.6 CneunajnHH npeINasHH MePKH NPH H3XBbPJISHE

Heusnonssanuat NpoayKT Wid OTHAIBYHMTE MAaTEPHANTH OT HEro TpsadBa 1a ce U3XBBP
CHOTBETCTBHE C MECTHHTE H3UCKBAHHA,
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7. ITPUTEXATEJ)I HA PASPELHIEHHUETO 3A YIIOTPEBA

Sanofi Winthrop Industrie

82 avenue Raspail

94250 Gentilly

OpaHLus

8. HOMEP(A) HA PASPEILIEHHETO 3A YIIOTPEBA

Per. Ne 20120437

9. JTATA HA ITBPBO PA3PEINABAHE/ IIOJHOBSBAHE HA PAZPEIIEHUETO 3A
YIIOTPEBA

Hata Ha mepeo pazpemasane:. 17.09.2012r.
JlaTa Ha MoOHOBABAHE HA pa3pelLICHUETO 3a yioTpeda: 20.12.2018r.

10. HATA HA AKTYAJINZUPAHE HA TEKCTA

01 aBryet 2023 r.
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