KPATKA XAPAKTEPUCTHKA HA IIPOAYKTA
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TRITACE 10 mg tablets

2. KAYECTBEH U KOJIHYECTBEH CHCTAB

Beska tabnerka Tputeiic 10 mg ceaespsia 10 mg pamunpun (ramipril)

3a ITRJIHMA CNUCEK Ha NOMOIIHMTE BELIECTBA, BIDKTE Touka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka 10 mg
bBenu 10 noutn 6enu npoabIroBat TabneTku ¢ AeIHTENHA YepTa, rpaupain ¢ HMO/ HMO ot
ropHara crpana. Tabnerkara moxe aa 6b1¢e pa3fic/icHa Ha PABHU MOTOBHHM.

4, KJIHHHYHHN JAHHHU
4.1 TepaneBTHYHH NOKAZAHHS
- JleyeHue Ha XHIIEPTOHUA

- CepricdHO-CHA0Ba IPOPHIAKTHKA: HAMAIABAHE HA CHPJESTHO-ChAOBaTa 3a001EBAEMOCT H
CMBPTHOCT NPH MALNECHTH C:
O HPOABEHO ATEPOTPOMOOTHYHO ChpACYHO-CBAOBO 3abongBaHe (aHaMHE3a 32
KOpOHapHO 3a601sMBaHe WIK UHCYNT, WK nepudiepHa apTepuanHa §onect) uiu
o pauaber c OHE eNUH CHPAEYHO-CBAOB PUCKOB daxTop (Bx. Touka 5.1).

- Jleuernue Ha OROpedHO 3ab0IaBaHe:
o Hawanza auaberHa rmoMepynHa Hedponatus, onpeneyieHa OT HATHYHE Ha
MHUKDPOANGyMUHYPUHA;
o IlposBeHa nrabeTHa [NTOMEpYIHA HEQPOMATHSA, ONPEAETIEHA OT MAKPONIPOTEUHYPHUA
MpY NaMEHTH C IOHE SAHUH CHPACYHO-CBHA0B PUCKOB (dakTOp (BX. TOuKa 5.1),
o IlposBeHa wennabGeTHa rnoMepyniHa BedpornaTus, onpeaencHa 0T MakpoIpoOTEHHYPUS
> 3 g Ha neH (Bx, Touxa 5.1),

- JleuyeHre Ha CUMIITOMATHYHA ChpACYHAa HCNOCTATBYHOCT.

- BTopuuna npouIakTHKA CIIEA OCTHP MUOKApAcH HHPAPKT: HAMANABAHEC HA CMBPTHOCTTA B
ocTpara (haza Ha MHOKAPAEH MHAAPKT NPYU NMALHMEHTH ¢ KIWHUYHH NPH3HALK HA ChP/AeuHa
HEJIOCTAaThYHOCT, ¢ Havalo noBeye ot 48 yaca clieq OCThP MHOKapIeH HHQapPKT.

4.2 J03MpoBKa H HAYHH Ha NPHAOKEHHE

O03¥pPOBKaA
[Ipenopsusa ce TPUTEVC na 6nae [IpNEMaH BEAHDBXK AHEBHO, 10 €HO M CBIIO BPEME BCEKH [ICH.
Tsit KaTO IIPUEMET HA Xpana He npoMeHa GuoHanuyHocrTa My, TPUTENC Moxe na 6uae npueMaH
pERH, N0 BpeMe Ha WM e/l XpaKleHe (BK, ToYka 5.2).
TPUTEHAC Tpabea aa ce normsima ¢ Tewnoct. He TpaOBa a ce IbBYE WM PAITPOINABA.




Bowapacmuy

IlanyeHTy NeKyBaHy ¢ IUYRCTHIIH

Crnejl 3amoyBaHe Ha Tepanui ¢ TPUTENC moxe ma HACHNN XHIIOTOHUA; TOBA € T10-BEPOATHO IIpH
NAIMEHTH, KOWTO ¢a JIEeKYBaHW eAHOBPEMEHHO ¢ auypeTuuy. [lopany Tosa ce npenopbysa MOBUILIEHO
BHHMAHHE, THH KATO TE3M MALMEHTH MOTAT 1a Oh1aT ¢ HamaneH obeM TeYHOCTH W WK COJIH.

AKO € Bb3MOXHO, IUYPETHKDT TPAOBA Aa Ohlie cnpaH 2 10 3 IHHU NMpeaH HadanoTo HA TEPAIHATa ¢
TPUTEHC (Bx. Touka 4.4).

[Ipy mauKeHTH C XMACPTOHHS, IPY KOWUTO AWYPETUKDT HE € CTIPAH, TCpanuaTa ¢ TPUTENC Tpabésa na
Onae 3anoyHara ¢ 403a oT 1,25 mg, Tpsubsa na Opaar npocneasraiu 6E0peuHaTa PyHKIHA U |
nnazMeHus kanui. [locaeaBamara Ro3UMpoBKa HA TPUTEMC tpabBa na Hwae onpenenaHa cnopes
HKESIAHOTO KPBBHO HaJIATAHE.

Xunepmonus

Jlo3ata Tpa6pa Aa 6blie onpeneneHa HHAHBHAYATHO, CIiope]l Mpoduiia Ha rarMeHTa (BUKTE TouKa 4.4)
H KOHTpOJIa HA KbPBHOTO HANATAHE.

TPUTENC Moxe na 6b1e U3MON3BAH KATO MOHOTEpallMg WK B KOMOMHALIUA C IPYTH KJIACOBE
AHTHXHIIEPTEH3UBHM JIEKAPCTBEHH IpoaAyKTH (BK. Touku 4.3, 4.4, 4.5 u 5.1)

HavanHa nosa

TPUTEUC Tpabsa na 6b/ie 3an04Ban MOCTENEHHO ¢ IpenopbyaHa MbpBOHa4aHa 103a ot 2,5 mg
JTHEBHO,

[Tpy nauMesTH ¢ NOBMIIEHA AKTUBHOCT HAa pCHUH-aHIMMOTEH3MH-AIIOCTEPOHOBATE CHCTEMA MOXE fa
HACTBITH 3HAYUTEHO NOHIDKEHUE HA KPBLBHOTO HATAraHe CIIe npUeMa Ha mepBara ao3a, 11py takuba
Mal{HEHTH CE MPENOPLYBA HAYANHA 1033 0T 1,25 mg ¥ HAYanoTo Ha NeYeHUETO TpaOBa fna 6be
M3BBPINEHO NOJ MESAUIIHHCKH KOHTPOJI (BXK, TOUKa 4.4).

Turpupate » 0oAABKALIA 71032 |

ITocrenenHo o3aTa MoOXeE Ja ObAe yABOESHaA [Tpe3 UHTEPBAN OT B N0 YETHPH CCAMMIIM 32 NOCTHUIaHe
Ha JEeNanoTo KPBBHO HATATAHE, MAKCHMAITHO JomycTMaTa fo3a Ha TPUTENC e 10 mg axesHo.
OOMKHOBEHO /103aTa C¢ nNpuiara BEAHBX JIHEBHO.

Cupoeuno-cbo08a npeaeHyus

Hauanxa fgo3a
IipenopbusaHara HaYaina go3a € 2,5 mg TPUTENMC Benuex q1HEBHO.

Tutpupane ¥ noaabLPKAIA 1034
B 3aBUCHMOCT OT TOJIEPAHTHOCTTA HA MalEHTa KbM AKTHBHOTO BEILECTBO, A034TA BIIOCICICTBUE

TpaAOBa na 6pac yrenumiapaHa. [Ipenopeupa ce yIBOABAHE Ha 103aTa CNel eAHa HITH JIBC CCIIMHLIN
JIeYeHHE U — ¢Jie] OLIE ABE OO0 TP CEAMUUM — fa C€ YBENHYHM 10 TApreTHATa NoAAbpXKalla 1034 OT
10 mg TPUTENC Bean®sxK THEBHO.

BukTe ¢BLIO MO-rope AOIMPOBKA NPU NALMEHTH, JIEKYBAHU C AUYPETHLIN.

Jleuenue na 6vbpeuno sabonaeane

IIpu nayuenmu c ouabem u MUKPOAOAOYMUNHYDUR,

Havanna aosa:
[penopbuanara HayanHa fo3a e 1,25 mg TPUTEHUC BenHbx JHEBHO

Turprpane u moagLpXKAaLa A03a




B 3aBHCHMOCT OT TOJIEPAHTHOCTTA Ha MALMEHTA KbM aKTHBHOTO BEHIECTBO, H03aTA BIIOC/ICACTBUE Ce
noexuiasa. [IpenopsuBa ce YABOABAHE HA €IHOKpATHATA JHEBHA 1032 N0 2,5 mg Criel ABE CCAMMUH U
[0 3 mg ¢he1 ole HNRE CeOMMLIMN.

Ipu nayuenmu ¢ Quabem u nove edun ChpOeuHO-CbO08 PUCKOE PAKMOP

Hauanna no3a: 5
[TpenopruBanara HagsanHa go03a € 2,5 mg TPUTENC Beanbx JHEBHO,

Turpupanre ¥ NOANBRKAIIA 1033

B 3aBUCHMOCT OT TONEPAHTHOCTTA HA NNALMEHTA KbM aKTUBHOTO BEIIECTRO, 103aTa BIIOC/ICICTBUE C€
rosuitasa. [[penopr4ba ce yABOsABaHE HAa SIHOKPATHATA JHEBHA J1032 JIO S5 Mg TPUTEUC caen eana
UMK [IBe CeOMHLM K el ToRa Ao 10 mg TPUTEHNC cnex owe nse win Tpu ceamuuu. Taprernara
AnesHa Aoc3a e 10 mg,

Hpu nayuenmu c neduabemna Hedponamun, onpederena om npomeunypun > 3 g / Ha den

Havanna no3a:
[IpenoppuRaHaTa HauanHa no3a e 1,25 mg TPUTEMC BemHBxK [AHEBHO.

TuTtpupade W noaAbpXALLa J034
B 3aBHCHMOCT OT TOJIGPAHTHOCTTA Ha MAllMEHTa KbM aKTHBHOTO BEUIECTBO, 03aTA BMOCICACTBHE CE

nosuuiasa, [Ipenopeuea ce yapOABaHe HA eNHOKpATHATa JHEBHA 1034 10 2,5 mg cnell IRe CeAMHULM 1
A0 5 mg cnen olle ABE CEAMULM.

Cumnmomamuuna Copoeuna HeoocmambpuKocm

HavyanHa no3a:
[Tpy crabuIM3MpaHK NALHEHTH HA JUYpPETHYHA TEpanus, MpenopbysaHaTa HavyanHa ao3a e 1,25 mg
AHEBHO.

Turpupane y noANEPXKAIIA 1032
TPUTENC 1ps6Ba 12 6bae THTpHpaK upe3 yIBOSBAHE HA J034Ta HA BCEKH €HA 1O ABE CEAMHUN J10
MaKkcHManHa nHeBHa 203a 10 mg. Ilpeanodnra ce ABYKpaTeH JHEBCH MIPHEM.

Bmopuuna npogunaxmuxa cied ocmovp MUOKApOeH un@apxm u coC Copoeuna HedoCmambyHocm

HauanHa fjo3a:

48 gaca cnes OCTHP MHOKAPAEH UHGAPKT NPU KITMHUYHO U XEMOAMHAMMHYHO CTaOUIHY NALHEHTH,
HaJajlHaTa 1034 € 2,5 mg ABa IIBTH JHEBHO B NPOALIKEHHE HA TPU JHH. AKO HavallHaTa /103a ot

2,5 mg He ce Tonepupa, fo3a ot 1,25 mg asa nbTU ZHeBHO TpAOBa A4 Ob/e NpUIaraHda J1Ba JIHU 1ipeau
OBHILIABaHE A0 2,5 mg U 5 mg [Ba IBTH AHEBHO. AKO 103aTa HE MOXeE Ja Oblie NOBHILEHA 10 2,5 mg
/IBA ITETH JHEBHO, ACUSHHUETO TPAOBA 1a C€ OTMEHHU.

Buaicme cwiyo no-2ope 003up0oexa npu nayuermu 1eKy8aHu ¢ OUypemuy.

TurpupaHe ¥ NOAKBPKALIA 1033
BriocnencTeve AHEBHATA 1033 CE NOBHUIARA Ype3 Y/ABOSBAHETO ¥ HA MHTEPBANHU OT €IMH OO TPU JIKU
00 AOCTHraHe HAa TAPreTHAaTa [TIOAABbPAKAILA 1034 0T 5 mg ABa MbTH ZHEBHO.

Koraro e Bh3MOXKHO NOIkprKallaTa 4032 ce paziens Ha ABa IpHeMa NHEBHO.

AKO JI03aTa HE MOXE Ja ¢€ MOBUIIM 10 2,5 mg ABa MbTH JHEBHO, NEHEHNETO TPAOBa 1a C& OTMEHU.
Bce olie nMncea JocTaThuyeH OIUT NPU JiedeHe Ha nanueHTy ¢ Texka (NYHA IV) eepaeyna
HEIOCTATHYHOCT HEMOCPEACTBEHO Clie] MAOKApAeH UHGAPKT. AKO Ce B3EMC pELIeHHE 3a JICYCHHE Ha
TaKMBa MaLMCHTH, NPENophysa Ce TepanuATa Aa Obie 3aII0YHATa ¢ 1,25 mg BEAHBXK JHEBHO U BCA
MOBMLUABaHE Ha N03aTa a OnJe N3BBPIIBAHO C MOBHIICHO BHUMAHHE.
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Creyuanny nonyaayuu

Hayuenmu ¢ 6vbpeuno yepedcoane

JlHeBHATa 1034 NPH NaimeHTH ¢ 6x0peyHo yBpexnaHe TpAOBa 1a ce onpeneni 83 OCHOBA Ha
KPEeaTUHUHOBHA KIHPERHC (BXK, TO4YKa 5.2):

- aKo KPEaTMHMHOBHUAT KIUPBHC € > 60 ml/min, He ¢ HeoOX0oAHMO KOPHUIHPaHEe Ha HadanHara
no3a (2,5 mg NHeBHO); MRKCHMANTHATA JAHeBHA o3a € 10 mg;

- AKO KPeaTUHMHOBHMAT KIMPHHC & Mexay 30-60ml/min, ne ¢ HeobOxonMMD KOpUIHpaHe Ha
HadalHaTa 1033 (2,5 mg AHEBHO); MaKCHMATHATa AHEBHA 11032 € 5 mg;

- aKO KPEaTUHMHOBMAT KIMPBHC ¢ Mexy 10-30ml/min, Havanuara no3a e 1,25 mg AHEBHO U
MaKCHMMaJlHaTa JHEBHA 1034 € 5 mg;

- pH XHNEPTOHMITH HA XEMOAKANN3a: PaMUIIPUIT C€ AMAJIH3Hpa cnabo; HawaTHATA 1033 €
1,25 mg/MHEBHO U MAKCHMATHATA [IHEBHA 0323 € 5 mg; JIEKapCTBEHKAT NPOLYKT TpAOBa a ce nmpuema
HAKOJIKO Yaca cllell XeMOAMAIN3HATA NPOUENYPA.

Tayuenmu ¢ wepnodpobuo napyuerue (BX. TOYka 5.2)
[Tpu DaIHEeHTH C YepHOAPOOHO HApYLIEHHE, NEYEHHETO C TPUTEHNC Tpsbea aa 3anoyne camo noa
CTPUKTEH MENULIMHCKH KOHTPOJI M MAaKCHMMAJTHATA IHEBHA 11032 € 2,5 mg TPUTEHC.

Xopa e Hanpeoxana av3pacm
HauanuuTe 1031 TpaGBa 1a 6BAAT NG-HUCKH M BIOCISACTBYE THTPHPAHETO Ha N103aTa TpAbRa fa Oblie
no-6asHo, Nopany No-roJAMaTa Bhb3MOKHOCT OT HEKENAHN PeakLMH, 0COOEHO MPH MHOTO BB3PacTHH

M HEMOILHH ManueRTH. Tpa0Ba 1a ce MMa Npe/iBY/ HaMa/laBaHe Ha HauanHara 103a paMHIpuUi Ha
1,25 mg.

Heduampuuna nonynayus

BezonmacHOCTTa H ePUKACHOCTTA HA pAMHIIPIUI FIPY Jielia BCe OLLE HE € yCcTanoBeHa. Hanuyukara
HHbopMaLus 38 TPUTEMC e onucana B ToukH 4.8, 5.1, 5.2 u 5.3, HO He MOTaT ga ObaaT HanpaBeHH
CTIELIMATTHH NPEnopbKHU 38 A03UPOBKaTa.

HauuH Ha NpUiIoKeHne
[Tepopanuaa ynorpeba

4.3 IipoTnBonokKaszaHHud

- CBpbX1YBCTBHTE/IHOCT KbM aKTHUBHOTO BELUECTBO MIIKM KbM HAKOE OT MOMOLIHHTE BELICCTBA
nocouyeHd B Touka 6.1 win apyr ACE unxuburop (MHXUOMTOp Ha aHTHOTEH3IWH KOHBEPTHpalys
eH3IHM )

- AHaMHe3a 3a aHTHoeneM (HACHeACTBEH, MIHONATHYEH WK BeaeacTBHE neyenne ¢ ACE-uuxnontops
uny anrgorensut 11 penentopuu anTaroHucty (AIIRAS))

- EKCTpakopmiopatHO JiedeHHe BOACHIO A0 KOHTAKT Ha KPBbBTA ¢ OTPHLATEIHO 3apeICHH MOBRPXHOCTH
(BX. TOouka 4.5)

- 3HaynMa [BYCTpaHHA CTEH03a Ha OBOPEYHNTE apTEPHM MM CTEHO34 Ha OBOpeyHa apTepys Ha |
eMHCTBEH (YHKUHORMpaLL OrOpek

- BTopn 1 TpeTH TpuMeCThP Ha SpeMeHHOCTTa (BXK. TO4YKU 4.4 1 4.6)

- Pamunpun He Tpa®Ba 1a 6hae IpIWIaraH (IpH MAUUEHTH ¢ XUIIOTOHHUA WX HecTabuHa
XEMOJIHHAMMUKA.

- EanoBpemMenHaTa ynotpeba Ha TPUTENC ¢ anuckHpeH-ChABPKALIN IPOAYKTH € NPOTHBONOKa3aHa
IpY NAUMEHTH ChC 3axapeH quaber uin 6x6peuno yspexaane (GFR < 60 ml/min/1,73 m2) (Bik.
Touku 4.5 1 5.1).

4.4 CrnenMajind NpeayRpeKACHHS H PeANa3HH MePKH Npy ynorpeda

Cheyuanrui RONYAGHUU




o bBpemennocm: Jleuenue ¢ ACE uaxuburopu Kato paMunpun wid AHrHorerss Ik
peuentopuu aHTaroHucTn (AlIRAs) He Tpa6Ba na ce 3anoupa 1o Bpeme Ha 6pemeHHoct. Ilpu
MALIMEHTKUTE IUIAHUPAIY N1a 3abpemenesT, Tepanuara ¢ ACE unxuduropn/ AIIRAs, Tpadsa
J1a ¢e 3aMEeHH ¢ aNTePHATHBHO AHTHXHIEPTEHIURHO JIGYCHHE, KOETO UMA YCTAaHOBEH IIpo(hiil
Ha 6e3zonacHocT npu yrniorpeba no speme Ha GpeMeBHOCT, OCREH AKO HE Ce CUHTa 3a KpaHHO
Heobxoauma.llpu ycraHopgBane Ha OpeMeHHOCT, jtedeHHeTo ¢ ACE unxubutopu/ AlIRAS,
TpaOBa a Obae cupAHO He3a0aBHO M, KO € YMECTHO, TpAOBa fa Obe 3ano4Hara
aNTEPHATUBHA Tepanud (BXK. ToukH 4.3 U 4.6).

o [Hayueumu ¢ ocoben puck om XuROMOHUA

- Hayuenmu ¢ noguena aKmMugROCm HA PEHUN-AGHZUOMEHIUH-GIO0CMEPOROEAMA CUCEMA
T1aMeHTH ¢ MOBHULICHA AKTHBHOCT Ha PCHMH-aHTHOTEH3HH-A/I/IOCTCPOHOBATA CHCTEMA €A M3N0KEHH
HA PUCK OT CHJIHO W3PA3eHO NOHMKABAHE HA KPLBHOTO HAMSTaHe M BiollaBaHe Ha OnOpeuHaTa
¢yakuud, nopann ACE uaxubupane, ocobeno xoraro ACE NHXHOUTOP Wik ChIIbTCTBALL AHYPETHK
ce IIpHEMa 33 NPbB BT WK NPU HAYAHO MOBUILIABAHE HA 403aTA. JHAYMMa aKTHBHOCT Ha peHHH-
AHMHOTEH3UH-A0CTEpOHOBATA CHCTEMA MOKE J1a € 0YaKBa K € HeoOX0AUMO MEIHLIHHCKO
HaONMIOICHHE, BKIIOUBAILD NPOCNEASBAHC HA KPBBHOTO HANIATAHE, HATIpUMED [IPH:

- MALMEHTH C TEXKA XUIESPTOHNA

- NAMEHTH ¢ AEKOMIICHCHpaHa 3acToiiHa ChPACYHA HEJOCTATHBYHOCT

- NAUMEHTH ¢ XEMOJWHAMHYHO BJIOLIEH JIIBOKAMEPEH M3XOAL HITH BXOJAALL KPbBOTOK (Harp.

CTEHO3a Ha aopTaTa HJIM MUTpPAIHATa Kiana)

- NALMEHTH ¢ eNHOCTpaHHa CTeHo3a Ha OnOpeyHara apTepHa ¢ BTOpH (pyHKUMOHMpaul ObOpek

- MaHEHTH, TPH KOUTO HMa KITH MOXKE J1a HACTBIIH HaMaleH 00eM Ha TeNEeCHUTE TCUHOCTH

WK CONM ( BKIIOYHTENHO MTALIMEHTH, IPUEMALLH JNYPETHIIH)

- MALMEHTH ¢ HePHOAPOOHA LMPO3a W/ UK aCLIUT

- NALMEHTH, [TOUTI0KEHN HA rojiaMa XNpypruviia UTCPREHLIUA UM aHECTE3HA ChC CPEJICTBA,

KOUTO NMPEAU3IBUKBAT XUITOTOHHS
OOuKHOBEHO ce MIPENophYBa KOPUTHpaHe HA NEXUAPATALMATA, XUITOBOJIEMUATA UITH COJICBHA
fneGUUBT Npeay HaYanoTo Ha JICUeHHeTo (NPU NaUKdeHTH ChC ChpAeYHa HEAOCTATHEHHOCT, 0bave
xopekuaTa TpaGBa na 6blie BHUMATEIHO NPENEHeHa CIIPAMO pUcka 0T 00EpMHO HaTOBapPBaHE).

Heotina broxkada na perun-aneuomensun- andocmeporosama cucmemama (PAAC)

Hma nadHy, 9¢ eqHoBpeMeHHaTa ynotpeta Ha ACE uHxmOUTOpH, aHTHOTEH3HH [[-peuenTtopHn
O6IOKEPH MITH AJTMCKUPEH [IOBUIIIABA PUCKA OT XUMOTOHHA, XUNIEPKAITHEMHI H HaMansBaHe Ha
6xOpeunaTa GyHKIMA (BKIIOUHUTENHO ocTpa OB0peuHa HepocTarbyHocT). [Topanu ToBa He ce
rnpenopbyusa ABoHHO 6nokupaHe Ha PAAC upes komOunupanara ynotpeba Ha ACE uHxubuHTOpH,
aHruoTeH3uH II-penentopuu 6nokepyu unn anuckupeH (Bk. To4ku 4.5 u 5.1).

AKO ce NnpeLeHH, Ye TepanuaTa ¢ QBoiiHo 6mokupane ¢ abcoroTHO HeobxoauMa, Toa Tpsabsa fa
CTaBa caMo [0 HabIIOAEHHETO Ha CNELMAIMCT U NIPH YeCTO BHUMATEIHO MOHUTOPHpaHE Ha
6LOpeuHaTa QYHKLUHS, EEKTPONIMTUTE U KPBBHOTO HAMIMAHE.

ACE nuxuburtopu 1 anruores3u Il-pelienrropuu 61o0kepn He TpadBa Ja ce U3NoN3BaT €AHOBPEMEHHO
npy NauueHTH ¢ Juaberna HedyporaTus.

- IIpexodna wnu nepcucmupaa copoeyHa HEQOCMAMbYHOCM CNEQ MUOKapoen uHpaprm

- Hayuenmu, uan0dceny Ha puck om CbpoeyHa Ual MO3IbYHA UCXEMUS € CAYuatll Ha ocmpa
XUNDMOHUR
HayanoTo Ha TepanyAaTa H3UCKBa CTPOI MEAHLIMHCKY KOHTPOJL

o [Hayueumu 6 nanpeduana 6v3pacm

Buxte Touka 4.2.




XHPYDIAYHY HHTEPBCHIAH
[Ipenopnusa ce ,x0raTo € BR3MOXKHO, NEYEHHETO C UHXHUOUTOPH HA aHTHOTEH3UH KOHBEPTHPAILINS
€H3IUM KaTO PAMUNPHI, Ja 6bjie TIPEXLCHATO €AMH [cH NPend XMpYpPruvHa npoueiypa.

[Ipocnenspane Ha 6nOpeunara PyHKUUA

Bu6peunara ¢pyukums Tps6Ga na 6bae oleHeHa IPeH 4 110 BPEME Ha TepanuaTa u ao3arta Tpa6sa 1a
6bie KopHrupana ocobeHo npe3 NLPBHTE CEAMHULN OT JleueHneTo, DcobeHo BHUMaTeHO
NpoCnengBaHe C€ WIHCKBA NPy nauKeHTH ¢ 6s0peyuHo yBpeskaaHe (Bx. Touka 4.2). Mma puck or
B/IOLIaBaHe Ha 6B0peynata ¢pyHKUMs, oco6eHO NpH MALMEHTH Ch¢ 3ACTOMHA ChpleYHa
HENOCTATHHHOCT WK clefl OrOpeyHa TpaHCIUTAHTALHS.

AHruoeneM

AnrnoeaeM e 6un crobiaBaH NpH nauuenTy, Jekysany ¢ ACE -unxubuTopy, BKIIOYUTENHO
pamunpun (Bxk. T04Ka 4.8). To3H puck MoOke 1a 6BbAe YBEIUYESH NPH NALMEHTH, NpHeMallli
€IHOBpEMEHHO NexapcerBa, karo MTOR (TapreTHu Ha panaMuItMH, npy 6o3aliHiuK) HHXEOUTOPH
(Hanp TEMCHPOIMMYC, EBEPOJIUMYC, CUPOIIMMYC) W BUIIIATIRTITHH.

B cnyuaii Ha anrHoeaeM, npuemsT Ha TPUTEHC TpsabBa aa ce IpekpaTh.
Tpadsa HezabaBHO Ja ce Ha3HauM cneliHa Tepanus. [lanueHTsT TPAOBA A4 OBAE TOCTABEH MO
nabirofaeHue noxe 3a 12 10 24 yaca ¥ M3nKUCaH Cle/ HATBIHO OTINYMSBAHE HA CHMITTOMUTE,

HurecTtrnanen aHrunoenem ¢ 611 cvobiaran npu nauueHTy nekyranu ¢ ACE- uaxuburopn,
BritoauTeHo TPUTENC (B, Touka 4.8). [Ipu Te34 naumenTH ce Hadnoaasa KopeMHa 6onka (¢ uiau
Oes rajicHe ¥ NOBPhINAHE).

AHapuIaKkTHYHY peaKiMy IO BpEME Ha ASCCHCHOW/IH3IUpAHE

BepoATHOCTTA OT MOABA M TEXKECTTA HA aHa(MNaKTUYHH K aHAQUIaKTOMAHY peaklIMK KM OTpOoBara
HA HACEKOMM U APYFM anepreHu ca nosuiueHd npu ACE- unxubupane, Tpabsa na ce uMa npeasun
BpeMeHHO npexhepane Ha TPUTENC npenu necencubunusauus.

[Ipocnenssase Ha eneKTPORUTHTE: XUNICPKATHEMHR

[pu koM Nauuerty, nexysanu ¢ ACE ~unxuburopy, srmountenso ¢ TPUTEHNC, ce Ha6monapa
XUIIEpKATHEMHA. PUCK OT XHNIEpKAIHEMUsA KMa NPy NaudeHTy ¢ 650peuHa HeNOCTaTbUHOCT, HA
Bb3pact > 70 roaMHH, ¢ HEKOHTPOMUpPaH 3axapeH Juader MM TakWBa, NpUeMalld KaiMEBH COJIH,
KaIM CBXpaHABaLIHd AUYPETHIM U IPYTH aKTUBHHU BEIIECTRA, TOBHINABALLM MJIa3MEHMTE HUBA HA
KaJIUsA, WIH CECTOAHHA KaTO AeXUIpaTallHs, 0CTpa ChpACYHa JCKOMIIEHCALHA, METAbOIMTHA auua03a.
AKO €AHOBpPEMEHHATA YNIOTpeba Ha NOCOYCHUTE CPECTBA CE CHHTA 3a MOAXOAAILA, [IPENophYBa ¢
PEJIOBHO NMPOCICAABAHE HA CEpYMHUA Kanuii (Bx. Touka 4.5).

[TpocnenaBane Ha eNEKTPOITUTHTE: XUIIOHATPHEMHUS

[Tpu HAXOM MauKeHTH, NeKyBaHyd C paMunpun ¢ Habmoaaran CHHAPOM HA HEAIEKBATHA CEKPELMA Ha
anTUauypernded xopMoH (SIADH) u nocnensaiiia xunoHarpueMus. [1pH NalKeHTH B cTapyecka
BH3PACT U JIPYI'H MALUMEHTH C PUCK OT XUITOHATPUEMHUS, CE MPENophUYBa PEIOBHO MPOCIEAABAHE Ha
CEpYMHHUTE HHBA HA HATPU.

HeyTponeHus/arpaHynoiuTosa

Pasko ca HaOJi01aBaHyu HEYTPONIEHUA/arpaHynoLHTo3a, ChoblaBaHa e ChIIo H KOCTHO-MO3bYHA
CYIIPECHs, KakTo H TpomBoumToneHusa n aHemud. [IpenopsuBa ce mpocinensapane Ha Opos Gesln KPLBHU
K/IETKH, 32 1a CE€ YCTAHOBH €BEHTYA/IHA JIeBKoIeHuA. [10-4ecTo npocneisiBaHe ¢€ NpenophyBa B
HAYAT0TO Ha ISYCHUETO U NPH TIALHEHTH ¢ HapyweHa Onipeuna PyHKuus, ChC CoNbTCTRALIA
KOJIareH03a (Hamp. JIYNyC epHTeMaTolec Wi CKNepoAepMus), U IpH NNEKYBaHU ¢ APYTH JICKApCTBEHA
NPOJYKTH, KOHTO MOTaT Jia IPUYHHAT IPOMEHHN B KpbBHATA KapTHHA (BK. Touka 4.5 1 4.8).

ETHuuecku paznapuus




ACE ~HHEXMOUTOPUTE MPHUMHABAT AHTHOCAEM C N0-BHCOKA YECTOTA MPH YCPHOKOMKH MALIUEHTH,
OTKOAKOTO NPH OCTAaHAIINTE.

Kakro n apyrute ACE -HHXHGHTOPH, pAMHIIPHI MOXe Ja ObJe No-Malko ehSKTHBEH Ipu
NMOHUKaBaHe Ha KPBRBHOTO HAIATAHE MPH YEPHOKOXHY MALUEHTH, OTKOJKOTO TIPH OCTaHANNTE, T10palH
MO-4YECTOTO HATHYHE HA XKIIEPTOHUA C HUCKH PEHHHOBH HRBA MTPH YCPHOKOKATA MOy Maiks.

Kanunua

Ilpu yniorpebara Ha ACE -#HXH6uTOpH ¢ chrobarana Kauyni@Ea. XapakTepHo €, Ue 14 ¢
HEeIPOAYKTHBHE, IPOALJDKUTENHA M OT3BY*aBa Clell NPEKpaTaBaHe Ha TepanaTa. MHoyiMpanara ot
ACE -uHxUOUTOp KalLTKLa, TpA6Ba 1a ce pasriexkaa KaTo 4acT 0T AudepeHInaIHaTa AMarHo3a Ha
Kaiunuua.

4.8 Biaanmoneli¢TeHe ¢ APYry NeKAPCTBEeHH NPOXYKTH B APYTH dopMu Ha B3aUMOoelicTRHE

JlaHHH OT KITHHUYHR NpoyvBaHUsa NoKa3Bar, ye AsoiHoTo OnokupaHe Ha peHHH -@HMMOTEH3UH
anaocteporosara cucremMa (PAAC) upes xomGuuupanara ynorpeba Ha ACE unxuburopu,
aHrHoTeH3KH II-penernrropun Gnokepu UK AMTHCKUPEH C€ CBLP3Ba ¢ O-BUCOKA H4€CTOTA HA HEXeNlaHH
CEOHTHS, KATO HATIpUMEP XHNOTOHHUSA, XUIIEPKANHEMUA X HAMangBaHe Ha GpOpeyHaTa QyHKIMS
(BKNIIOUHTEMTHO OCTpa 6BOPEUHa HEAOCTATHYHOCT), B CpaBHEHYE ¢ ynoTpebara camo Ha €IHO
cpeacTBo, AelicTeanio BupXY PAAC. (Bxk. Touku 4.3, 4.4 u 5.1).

[IpoTHBONOKa3aHy KOMOUHALWK

ExcrpakopnopanHo fe4eHHAE, BOACIIO A0 KOHTAKT Ha KPhBTA ¢ OTPULATEIHO 3apEAeHH NOBbPXHOCTH
KaTo HalpHMEp AHANM3A WK XeMOQWITPAIHS ¢ ONpeeNeHl BICOKOTIPOMYCKINBY MeMOpaiH (Harp.
MOMMAKPHITOHUTPHIHH MeMOpaHi) 1 adepesa Ha TUNONIPOTEHHHU ¢ HUCKA INTBTHOCT € RCKCTPaH
cyndar, IopanH NOBMIIEH PUCK OT TEXK2 aHADMIIAKTOMUIHA peakLua (Bx. Touka 4.3). AKO ce H3UCKBA
nogoBHO JeueHre, HEOOXOANMO € Iia ce OMHICITY H3ION3BAHE Ha paziM4eH TAIl Ha/IM3Ha MeMOpana
HJIH pas/iiyueH KJ1ac aHTHXHIIEPTEH3IUREHO CPEICTRO.

[1peanazuy Mepku npu yrnorpeGa

Kanuesu cony, Xxenapun, Kaui-coXxparasauyu ouypemuyy u Opyeu aKmusHy 8eujecmea nogumaeauu
RAAIMENUME HUBA HA KAAUR (BKAIOUUMEnHO anzuomen3un Il anmazonucmu, mpuMemonpum,
MAKPOAUMYC, YUKROCROPUH ) BEIMOXKHO € A3 C¢ POABU XUNEPKATNEMH, ITOPAIH KOSTO C¢ U3MCKBA
CTPMKTHO TIpociie/iABaHe Ha CepyMHHS Kanuil.

Anmuxunepmenzugnu cpedcmsaa (nanp. ouypemuyi) u Opy2u e ecmeq, Kouno Mo2am od NOHUdCam
KPBEHOMO HAAR2AHE (HARD. HUMpamu, MPUYUKIuHY aHIMUOENnPecanmy, anecmemuyy, NPEKomepeH
npUeM Ha ankoxos, baxnogen, angy303un, QOKCA303UH, NPA3O3UH, MAMCYNOZUH, MEMPA3O3UH): MOKE
12 ¢€ 0YAKBA YBEIMYABAHE HA PUCKA OT XUITOTOHMS (BiK. TOUKA 4.2 33 AMYpPETHIIU)

Baszonpecopuu cuMnamukoMumMemuyiy « Opy2u @ewjecmed (Hanp. uzonpomepron, 0o6ymamuy,
donamun, enunedpus), xoumo mozam da namanam anmuxunepmensuanun epekm na TPHTEHC:
MPENOPHYBA C& CTPHUKTHO MPOCHEsBAHE HA KPLbBHOTO HATAraHe.

ARORYpUHON, UMYHOCYNPECODU, KOPMUKOCMEPOUOU, NPOKAUHAMUO, YUMOCMAMUYU U Opyeu
8EUIECMEN, KOUMO MO2am 00 NPOMENIM BPOS HA KPLEHUME KRemKu. TIOBUILIEHA BEPOATHOCT OT IoABa
Ha XEMAaTONIOTHYHH PEaKLHH (BX. ToUKa 4.4),

Jlumuesu conu: exckpelMaTa Ha JIUTHA Moxe ja Obae noHwkeHa o ACE -uHxrOutopute u nopaau
TOBA TOKCHYHOCTTA Ha JIMTHA MOXKe fia ce yReauun, HuBaTta na nutva TpabBa a ce NpOoCneasBar.

Aumuduabemuu cpedcmea, BKIOYUMENHO UHCYAUH. MOTAT /12 B3HUKHAT XUIMOTTTHKEMHUHI PeaKlH
[Ipenopbusa ce NpocncABAHE HA HABATA HA KPhBHATA 3aXap.
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Hecmepoudnu npomusosvaznanumentu cpeocmen u ayemuncaruyuiosad KUCeruna: Moxe 1a e 04aksa
HaMa/I%BaHe HA AHTHXUIEepTeH3UBHUSE ePEKT Ha TPUTENC. OcBeH ToBa, ChIIBTCTBALLOTO JeHeHUe C
ACE -unxuburopu 1 HCITBC Moxe na 10Beae 10 TOBHIIEH PHCK OT BJOUIaBaHe Ha ObOpeyHarTa
(bYHKLHR U 14 YBENTUYH KaTMeMHUATA.

mTOR unxubumopu wru gunogenunmun.: NMOBUILEH PUCK OT Pa3BUTHE HA AHTHOC/EM € BB3MOXKHO NpH
TIALMEHTH, TIpHEMAIIK eNHOBPEMEHHO nekapetBa, karo mTOR uaxubutopy (Hanp TEMCHPORUMYC,
EBEPOTUMYC, CUPOJIMMYC) BHSLIArNUITHH, C NOBHUICHO BHUMAaHHE TPAOBA 1a Ce M3I0JI3Bd, KOTaTO Ce
3anotBa JeqeHne (B Touka 4.4).

4.6 Depruautet, GpeMeHHOCT H KbpMeHe

bpemennacm:

TPHUTEHUC He ce nperopbupa M0 BpeMe Ha MbPBHA TPUMECThP Ha GPEMEHHOCTTa (BXK. TOUKa
4.4) ¥ € NPOTHBOIIOKA3aH 110 BpEME Ha BTOPHA W TPETHSI TPUMECTBP Ha OPEMEHHOCTTA (BXK.
Touka 4.3).

- -

EnnaeMUoIOrHYHYE JaHHY OTHOCHO PHCKaA OT TepaToreHHoct ciey ekio3uims Ha ACE -unxuburopu
N0 BpEME Ha MIbPBHUA TPUMECTHP 0T OpeMeHHOCTTa He ca Ouny yoeaurenHy, HO JIEKO MOBHIIIABAaHE Ha
prcka He MoXe aa 6b1e u3kmo4eHo. Ipy nauMeHTKUTe taHKpainy opeMennoct, repanusra ¢ ACE -
HExubuTopu TpsadBa 1a ce 3aMEHY C ATTEPRATUBHO AHTHXHIIEPTEH3IUBHO JIEUEHHE, KOSTO HMa
YCTAaHOBEH NPOYhUN Ha 6e30TacHOCT TIpH yroTpeBa No BpeMe Ha GPEMEHHOCT, OCBEH aKO HE CE CYMTa
3a Kpalino HeoGxoauma. ITpu ycraHoBsABaHe Ha GpemenHOCT, Nevedueto ¢ ACE -nnxnuburopu tpabpa
na 6bae cnpsaHo He3abaBHO M, akO € yMecTHO, TpabBa aa Onae 3amoyHara alTCpHATHRHA Teparui.

Excriosunusra Ha Tepanus ¢ ACE —uuxubutop/ Anruotensud I peuentopen anraroHuct (AIIRA) ro
BpEME Ha BTOPHUA U TPETHA TPUMECTHD NPUYHHABA GETOTOKCUMHOCT NPM Xopa (HamaneHa 6udpeyna
GYHKUHMSA, ONTUroXuJIpaMHUOH, 3a0aBena ocudMkalus Ha Yepena) U HEOHATAIHA TOKCUYHOCT
(6uOpeyHa HelloCTaTHYHOCT, XMITOTOH|A, XMIepKaTHeMHus) (Bx Touka 5.3 ,,[IpeAKIMHIYHN RaHHH 32
6ezomacHocT™). B cny4ail Ha ekcnosuums Ha ACE -uHxuburopu npes BTOPUH TPUMECTHP Ha,
6peMEeHHOCTTA ce IMPenophyBa NpoBepKa Ha Ob0peYHaTa PyHKIMA H Yepena upes yaTpasByk.
HoBoponeHu, unuto Maiiku ca npueMantd ACE -unxuburopu, Tpabsa 1a 6b1aT CTPHKTHO
HaGn1onaBaHN 32 XMIIOTOHMS, OJTUTOYPHA K XHUAEPKATUEMHS (BX. ChINO TOUKH 4.3 K 4.4),

Kvpmene

[Topanu HepocTarbyHa MHPoOpManus 0THOCHO ynoTpebara Ha paMUNIPWII N0 BPEME Ha KbPMEHE (BiK.
TOMKA 5.2), He ¢e IPENoPhYBa NPHIOKEHHE Ha TPUTEMC, karo 3a npeo4HTaHe € aNTEPHATHBHO
NeqeHune ¢ no-aodpe yeraHoseH npodun Ha 6e30macHoOCT Mo BpeMe Ha KbpMeHe, 0cobeHo npu
KBPMCHE HA HOBOPOACHO WITH HEJIOHOCEHO KhpMAue.

4.7 EdexTHu BLpXY cnocobHOCTTA 32 ohupaHe ¥ paboTa ¢ MaIHHH

Hsakou HexenaHy peakuuy (Hanp. CAMAOTOMH Ha NOHHKABAHE HA KPHBHOTO HAJATAHE KATO
3aMaiiBaHe) MoraT JAa HapylluaT crnocoGHOCTTa Ha MalHeHTa 33 KOHIEHTPALMA H PeakLMi, eTOo 33110
NpPEeICTABIABE PHCK B CUTYALIUH, TIPA KOMTO TE3U CNIOCOOHOCTH ca oT ocodeHo 3HaYeHue (Hanp.
wodupate U paboTa ¢ MalIUHM),

Topa MoXke Aa ce CNyHH 0CODEHO MPU HAYamNo0 Ha JICYEHHETO WIK [IPH MPEMHHABAHE OT JIpYIH
npenapati. Ciiea MbpRaTa J03a WK MOCIEABALIO NOBULUIABAHE HA 103aT4 HE € MPENOPBYNTENHO
wodupane UK padoTa ¢ MalIMHK 38 HAKOIKO 49aca.

4.8 Hexeaanu JekapCTBeHH PeaKUUH

Obobugen npogun na besonacnocm




I[TpodunsT Ha Be30NaCHOCT HA PAMUNPHA BKITIOYBA YIOPHTA CYX2 KALIUIMLIA U PEakLHU CBBP3aHN ¢
xuroTonus. CepyO3HUTE HeXeIaHHM JIEKAPCTBEHH PeaKkiMy, BKIIOYBAT AHTHOENEM, XHIICPKAtHEMHS,
6BOPEUHO HIH YEPHOAPOOHO YBpEKAaHE, NAHKPEATUT, TEXKU KOMHU PEaKiiH{ U HEYTPOTIEHHA /
arpaHyJIOLMTO3a,

Tabruuen cHuCok Ha HeJCeIanUMe PeaKyuul

YecToTaTa Ha HeXKETaHUTE PeakiuK CE ONpeaens, Upe3 UIrnoa38aHe Ha CII¢IHATE KOHBEHLMS!

MHoro uecty (> 1/10); gectu (= 1/100 no <1/ 10); nevecru (> 1/1000 no < 1/100); peaku (= 1/10 000
1o < 1/1 000); maoro penxy (< 1/10 000}, ¢ HewssecTHA YecToTa (OT HATHYHUTE NaHHU HE MOXE N1a
OBbJle HanpaBeHa OLEHKA).

TTpy BCSKO IPYNMpPaHE B 3aBHCUMOCT OT YECTOTATA, HEXKEIAHHUTE JIEKAPCTBEHH PEaKLIMH CE H30POABAT
B HU3XOJRII e/l N0 OTHOLICHHUE Ha TAXHATA CEPHO3HOCT.

Yectr HeuectH | Peaxn Mmroro C Her3BecTHa
peaKy 4eCTOTA
Hapywienun na Eo3uHoQunus [tonnxen Opoii KocTHo- MO3BUHA
Kpo8ma u Ha Benure cynpecus,
Aumpuama KPBBHM KJIETKH MaHIMTONEHUS,
cucmema { BKJTIOYHTETHO XEMOJTUTHY HA
HEYTPOTIEHHA AHEMMA
WK arpaHynno-
HIHTO3A),
noHuken Opon
YePBEHH
KPBBHH KJIETKH,
HaMaleH
XEMOTJIODHH,
HamaneH 6poil
| TPOMOOLIUTH
Hapyuwienus na | AHAOUNAKTHYHH
UMYHHAMA HIIH
cUCMEMa anHaQUIaKTONHU
peakHH,
AHTHHYKJIEapHU
AHTHTENR CE
_YBEMYHIIY
Hapywenus na | - CunapoM Ha
eHOOKpuUHHAma HapyuieHa
cucmema ceKpelus Ha
AHTUIINY peTHYEH
xopMoH (SIADH)
Hapywenuna na | YBEJIHYEHO AHOpPEKCUA HamaneHo
memaboausma ¥ | ChOBpXAHUE | HAMAJIABAHE Ha ChAbKaHUE HA
XpaHeHenmo Ha Kaiuii B aneruTa HAaTpHH B KpbBTA
__| xpBBTA }
Hcuxuunu JlenpecuBHO O6bpKkBane HapymeHne Ha
HAPYULEHUR HACTPOEHUE, BHHUMAaHKUETO
TPEBOXHOLT,
HEpPBHOCT,
Oe3mokoHCcTBO,
HapylICHHE Ha
CBHS,
BKITFOYUTETHO
ChH/IHBOCT
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Hapywenusa na | I'nasobonue, | CBETOBBPTEK, Tpemop, Mo3ssuHa |
HEPBHAMQA 3aMaiipane MapecTe3und, HapyILIEeHO HCXEMM3L,
cucmema areysus, pPABHOBECHE BKJIFOHUTEITHO
AHCTEY3NA HCXEMUUEH
HHCY/IT
TPaH3UTOpHA
HCXEMUYHA aTaKa,
NCUXOMOTOPHH
HAPYLLICHHS,
YCEILAHE 32
napeHe, napocmus
Hapyutenua na 3putenuu KOHIOKTHRHT
ouunte CMYIICHHA,
BKJIIOYHUTEITHO
3aMBITIEHO
BIDKJAHE
Hapywenus na YBpekaaHe Ha
yxomo u CJiyxa, THHUTYC
aabupunmg ]
Crpoeuny MmuokapaHa
HAPYIIEHUA HUCXEMUA,
BRITIOMUTETHO
AHTYHA NIEKTOPUC
WK MUOKapAeH
HMHOAPKT,
TAXUKAPAHA,
ApUTMHS,
MaRMUTALMH,
neprdeper eaeM
Crdogu XHIIOTOHKS, | 3auepBABaHe CenoBa CunupoM Ha
HAPYIHEHUA OPTOCTATHUH CTEHO3A, Pefino
0 HAMANEHO XUnonephyIng,
KPBEBHOTO BACKYTUT
HaJIAraye,
CHHKON
Pecnupamopru, | HetipogykTue | BpoHXOCHa3bM,
SPBLOHY U Ha Ipa3sHema | BKIIOYUTEIHO
MeguacmuHanyd | Kalmuua, 000CTpeHa acTMa,
U HAPYILEeHUs! OpOHXHT, 3aMYILSH HOC
CHHY3IMT,
| JHCTIHES
Cmomamuno- CroMaluKo- [laukpearut [nocur Adrolex
YpeaHY YPEBHO (cnyuau ¢ CTOMATHUT
HAPVULCHUA BR3INAICHUE, | (paTaleH u3XoJ ca
XxpaHocmunar | Gunu
eNHH ChHOOIIIaBAHH
CMYLIEHHA, U3KIIIOUMTEITHO
KOpeMeH PAIKO NpH
anckomdopr, | acueHue ¢ ACE -
INCTICNCHA, WHXUOHTOPH),
avapus, MOBHUILIABAHE HA
rajieHe, NAaHKPEaCHUTE
MOBPBIIAHE €H3MMMU,

AaHrHoe eM Ha
THHKOTO YEpBQ,
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xopemHa fo/ika B
FOpPHATA YACT Ha
Kopema,
BKIKYATEIHO
racTPUT, 3aIIeK,
CYXOTa B yCTara

m——

Xenamo- [Topuinenu Hppa | XKnnrenuua, Octpa
Gunuapnu Ha XOJIECTATHYHO yepHonpobHa
HAPYIEH YR yepHopoOHuTE | XemaTouenynap HEJI0CTAThYHOCT,
CHIUMH H/ WK HO yBpexaHe XOAECTaTHYSH WK
CABP3AHUA UHTONIUTHYEH
Onnupybun XeMATHT
(M3KITFOUHTETHO
pAAKO ¢ daraneH
U3X0A).
Hapyuwenus na | O6pus AHrvnoenem; ExcdonnatuseH | peakuus Ha | ToxcHuHa
Koaicama u OOHMKHOBEHO | M3KNIOYUTENHO NIEPMATHT, (oTOUYBCT | enuacpManHa
nogKoCHAmA MaKyno- PAIKO YPTUKAPHS, BUTETHOCT | HEKPOIK3a,
MbKan rany/o3eH oOcTpyKLMA HA OHHUXONM3A CHHIPOM Ha
BB3AYXOHOCHUTE Stevens-Johnson,
NBTHILA B epUTeMa
pPE3yATaT OT MynTHdoOpME,
aHTHOCAEM MOXE neM@puUryc,
1a uMa (QaranieH obocrpeH
M3XO0H; ChpiexK, TIICOPUA3HC,
XUIEPXUIAPOo3a MICOPUATHHEH
ASPMATHT,
reMQUronaeH niy
AUXEHOUEH
€K3aHTEM U
EHAHTEM,
o _ ' amonenus
Hapyuenun na | Myckynau ApTpanrus
MYCKVWIHO- CITA3MH,
cKenemnama MU
cucmema u
CheQUHUMENHA
Ma MbKaH
Hapyvwuen bropeyso
6vbpeyume u YBpEKIaHe,
NUKOYHUME BKJIKQUUTETHO
nyMuwa ocTtpa 6v6peuna
HEJIOCT3THYHOCT,
MOJTUYPHH,
BJIOLUABAHE HA
CHUISCTBYBALIA
NpPOTEHHYPHA,
MMOBMIICHA YPES B
KPBBTA, OBHIIEH
KpPEaTHMHHH B
KpbBTA
Hapywenus na IlpexonHa
8L3NPUIBOIUME CPEKTU/IHA
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HAMA CUCMeMa HMITOTEHIIUA,
u Zbpoama ITOHUKEHO
mbuno
Qbwu ["pbaua [TopHineHa Acrenus
HADYUIEHUR U 0onka, ymopa | TeMmreparypa
edigxmu Ha
MIACMOMO Ha
NPUNONCEH

[Teduampuuna nonyaayua
BesonacHOCTTA Ha paMMITPUI ¢ HabiiroJaBana npy 325 AeLa ¥ IOROLIH, HA Bh3pacT 2-16
I'CIAMHA B 2 KTUHUYHH U3NUTBAHUS. BBIIPEKH Ue €CTECTBOTO M TEXKECTTA HA HEXEIIaHUTE
CHOHTHA Ca CXOAHH C TE3H NMPHU BB3PACTHUTE, YECTOTATA Ha CACAHUTE € NO-BUCOKA TIPH
Aeilara:
Taxukapaus, HazajJHA KOHreCTHsA W PUHUT, ,MecTh (ot > 1/100 no < 1/10) npu
neAMaTpUMHaTa momynalud, ¥ , Heuectu” (> 1/1,000 o < 1/100) npu BB3pacTHH.

KoHIOHKTHBHT ,,uecT” (oT > 1/100 no < 1/10) npu neanaTpUyHaTa MOMyaarys
aoxato ,,penxy”’ (= 1/10,000 no < 1/1,000) npu BB3pacTHH.

Tpemop u ypTukapus ,,Heuectu” (> 1/1,000 go < 1/100) npu neanatpuynara
nonynaums, aokato ,peaxd’” (> 1/10,000 no < 1/1,000) npu BB3pacTHH.

O6wuaT mpodu Ha 6€30MacHOCT 3a PaMUIIPUII TIPM NEAUATPUYHH TALUCHTH HE CE pasiiviaBa
3HAYHTENTHO OT Npoduia Ha 6€30MacHOCT MPH BH3PACTHH,

Crobluarane Ha ITO03WPAHM HEXENAHH PeaKliuy

CroB1aRaHeTO Ha NOIO3NPAHA HEXEaHH PEakuiu Cliell pa3pelllaBaHe 3a ynorpebda Ha nekapCTBEeHURA
IpoayKT ¢ BaxHo, ToBa NO3BONABA 13 NPOABUKM HAONIONEHHETO HA ChOTHOLIEHHETO NO3a/pHCK 3a
nekapcTeeRus IpoaykT. OT MEeAMIMHCKMTE CREUMANMCTH €€ M3UCKBA Ja choOwasaT BCAKa
[o1031pata HeYKeNaHa peakilMs pea:

U3nbaHUTETHA ATEHIINA 110 JICKAPCTRATA,
yi. ,,JlamsaH I'pyer” Ne 8

1303 Codus,

ten.: + 359 2 890 34 17,

yeOcaliT: www.bda.bg,

4,9 Ilpenosupane

CUMIITOMHU

CuMnroMuTe, CBbp3ail ¢ npeno3upane Ha ACE -rHxnfuropy MOrat Aa BKITHOYBAT IPEKOMEPHA
nepudepHa BasoaUNaTalMA (C NogUepTaHa XUNOTOHHUA, IIOK), OpaiuKapaAHs, eNEKTPOIHTHH
HapyuIcHUs U 0BOpeHHA HETOCTATBYHOCT.

Mepku npu Npeao3npaHe

ITanueHTsT TpsaORa Aa 04 CTPMKTHO HaOMOaBaH, JIeueHHeTo TpaOBa 1a Obe CUMTOMATUYHO H
noaaspkailo. Ilpeanaranure MepKH, BKIIOYBAT MbPROHAYAIIHA JAETOKCHKALUA (CTOMAILIHA Np
NpHIaraie Ha aacopOeHTH) H MEPKH 3a Bb3CTAHOBABAHE HA XEMOMHAMUYHATA CTAOUIHOCT,
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BKTIOMKTENHO Npuiaraie Ha andga 1-aapeHepruyHy aroHUCTY WIKM aHrHoTes3uH 11
(aHrnoTeH3IHHAMHX). PaMUOpUnaT, akTHBHAAT MeTaboNnuT Ha paMHIIPUN, C€ OTCTPaHABa
HE3aIOBOJIHTENIHO YPE3 XEMOLHATHAA OT 00LI0TO KPBHBOOOPRILEHHUE.

5. ®APMAKOJIOTMYHH CBOHCTBA
5.1 ®dapMakoAMHAMBYHH CBOWCTBA
dapmakorepanesTtna rpyna: ACE -nuexuburopy, camocrosrenno, ATC kon :CO09AAQ).

Mexarnuswm Ha oeticmgue

Pamunpusiar, akTHBHHAT MeTaOONMMT Ha NPEANEeKapCTBOTO PaMHIIPILI, HHEXHOMpa eH3uMa
aunentuaMnkapbokcunentyasa | (CHHOHHMH: aHrHOTEH3HH-KOHBEPTHPALL eH3MM; KuHHHa3a 11). B
NAA3MaTa M ThKAHKUTE TO3M €H3MM KaTalu3upa KOHBEPTHPAHETO HA AHTHOTEHIMH | 10 aKTHBHMS
BA30KOHCTPMKTOP aHIMOTEH3KH I, KAKTO H HHXHUOKpa pa3rpakaaHeTo Ha aKTHBHHUA Ba3oawnararop
SpanukuauH. [TormKeHOTO 00pa3yBaHe HA aHrHOTeH3MH [1 H uxnbHpaHe Ha pasrpaxAaHETO Ha
OpanIHKHHUH, BOAAT 10 BA30AUIATAIIHA,

Toii Kato anrnoreH3uH {1 ctuMynupa ocBoGoXKIaBaHETO HA ATJOCTEPOH, PAMHIIPMIIAT BOAH 10
HaMangBase Ha an0CcTepoHeBara cekpetus. CpeaHOCTATUCTHYCCKH TIOBTUABAHETO OT MOHOTEPAIIHA ©
ACE -anxuburop € no-cnabo npu 1epHokoxH (adpo-kapubcka paca) XHNEPTOHHYHA MAUXECHTH
O0OMKHOBEHO MONyNauMs ¢ XUNEPTOHHA ¢ HUCBK PEHKWH) OTKOJIKOTO TIPH HEYENHOKOKH MAUMCHTH.

Dapmaxodunamuuny edexmu

AHTHXHNEPTEHINBHHA CBOHCTBA!

[TpunaraseTo Ka paMHUNPUI BOAH A0 3HAHHTENHO MOHWKABaHe Ha nepudepHaTa apTepHaiHa
PEINCTEHTHOCT. B mMoBeueTo ciyyau HAMA 3HAYHMK NpoMeHK B Gb0peuHUs XPHBOTOK W CKOPOCTTA Ha
rinoMepynHara ¢punrpauus. Ilpuiaranero Ha paMHIIpUN NMPH NAUUMEHTH C XUIICPTOHUA BOIHK 0
MOHIDKABAHE HA KPHBHOTO HANATAHE B W3NPABEHO U JIETHANO I0/10KeHue, He3 KOMIIEHCATOPHO
NOBUILABAHE HA CHPIACUHATA YECTOTA,

[Tpu noseyeTo NALMEHTH HAYalOTO HA aHTUXHIIEPTSH3IUBHIA e(peKT HAa €IHOKpaTHATa 1034 Ce
npossaBa 1 1o 2 yaca ¢rell NepopaTHO npriokeHHe. [THKoBUAT edeKT Ha eAHOKpATHATE Jl03a ,
0OMKHOBEHO CE NOCTHIa 3 10 6 Yyaca cief MepopaiHo NpHAoKeHe. AHTHXMICPTEHIUBHUAT €PeKT Ha
eIHOKpaTHa A03a 00UKHOBEHO NpoAb/iKasa 24 gaca.

MaKCHMATHMAT AaHTUXKIIEPTEH3HBEH edEKT Ha TPOABIAHTEIRO ICUEHHE C PAMMIIPUTT OOHKHOBEHO
HacTwNBA cnel 3 1o 4 ceamuim. J[okazaHo €, ye aHTUXHUIIEPTEHIUBHUAT ¢EeKT e NOCTOSHEH NIPH
JBIroTpaiiHa Tepanus Npoab/KaBalla 2 FoAHHH.

Pa3x0TO NpeksCBaHe MPHEMa HAa PAMHUIIPAI HE BOAU Ao Obp3 u npekoMepeH pebayH ehekT Ha
MOBUILIABAHE HA KPHBHOTO HANATaHE.

CopaeyHa HETOCTATHEYHOCT !

Kato no6anka KEM KOHBEHLIHOHANHATA TEPANHUA ¢ AUYPETHLIH N M300PHO CHC CHPACUYHH TTTHKO3MIY,
paMUIIPHI NoKa3Ba ePeKTURHOCT IMpH naimeHTH ¢ GyHkiuonaneH kiac 11-1V no New-York Heart
Association. JIexapcTBOTO HMa NON3O0TBOPHH eeKTH BhPXY ChpPACYHATA XEMOAHHAMHUKA (HaMalsBaHe
HA HAJIATAHETO NIPH NLIHEHE HA ASBA M AACHA KaMepa, HaMansBaHe Ha obmara nepudepra coa08a
PEIUCTEHTHOCT, MOBHILIABAHE HA U3XOAAILMA ChPAEYCH KPBOTOK M NOAI00OPEH ChPACYEH MHIEKC).
[ToHHXaBa CbIIO0 HEBPOSHAOKPHHHATA AKTHBALIUA,

Knunuuna echuxacnocm u 6esonacnocm

CrpreaHo-chiioRa nipodimiakTuka /He@pOIpoTEKLMA;
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[TposeneHo e maneGo KOHTpoIHpaHO Npoy4Bade 3a npodurakTuka (npoyusanero HOPE), npu koero
pamunpun € Gun qodaseH KbM CTaHAApTHATA Tepanya npH nosede ot 9 200 nauuenTty. [lauueHTUTE C
TIOBHILEH PUCK OT ChPAEHHO-ChAOBO 3abonsBane, ciel aTepoTpoMOOTHYHA KapIHOBaCKyIapHa Gonect
(anamMHe3a 33 KOpOHApHa apTepyanHa GONecT, HHCYIIT Win leprudepra aprepuanga 6onect) nau
3axapeH avaber ¢ NoHe eIMH ChITBTCTBAL PUCKOB HakTop ([0Ka3aHa MUKPOAIOYMHHY pHS,
XUTICPTOHHA, MOBHLICHU HHUBA Ha OOLIUsA XONECTEPOSl, HUCKQ HHBO HA JIMITONPOTEHHHTE ¢ BUCOKA
[UTBTHOCT MY TIOTIOHOMYIIEHE) ca OMNW BKIIOYSHM B U3TIUTBAHETO.
HM3nuTeaHeTo nokassa, ue paMUIIpUI CTATUCTHYECCKH 3HAaHMMO TIOHWXaBa YECToTaTa HA MUOKApACH
nHGAPKT, ChPAEYHO-CHAORE CMBPT M HHCYJIIT, CAMOCTOATENHO WK B KOMOUHaUMs (ITBPBHYHO

KOMOHHEAPaHU ChOATUA).

OcHosnn pesyaratu ot nanureadero HOPE

| Pamunpun | [Tnaue6o | OTHOCHTENEH PHECK p-
- (95% BOBEPUTENEH | CTOHHOCT
S | MHTepBan)
L . %% R
“BeuuKkH nauuenTH n=4 645 N=4652 | o
II'bpBHYHO KomOunupanu | 14,0 17,8 0,78 (0,70-0,86) - <0,001
| chOuTHS S AU S S
... Muoxagpoen ungpapxm 199 . 12,3 ...10380(0,70-050) <0,001
 Copoeuno-cvoosacmepm | 6,] 8,1 0,74 (0,64-087) <0,001
Hucynm BREY. 491068056084 <0001
| Bropuynp KpailHn TOMKH i I o N
_...Cmopm no geaxaea npuvuna | 10,4 1422 1084(0,75-0,95) 0,005
Heobxodumocm om | 16,0 183 0,85 (0,77-0,94) 0,002
......... PESACKYAAPUSAYUR |
Xocnumanuzayus nopaou 12,1 12,3 0,98 (0,87-1,10) - NS
Hecmabuana aneund
Xocnumanusayun nopaou | 3,2 3.5 0,88 (0,70-1,10) 025
CHpOeUHa HEQOCMAMbYHOCH
Yenoocnenun, C8LPIAHU ci 6,4 7.6 0,84 (0,72-0,98) 0,03
ouabem

Usnureatiero MICRO-HOPE, nipeasaputento onpeaenexo noxusnureane o HOPE, uscneasa
edexTa oT A06aBAHETO Ha pamunpun 10 mg KBM TEKYILATA CXEMa Ha JIEMEHUE CIIPAMO Tanedo npu
3 577 nalMeHTH Ha MOHE 55 roJMINHa BH3pacT U No-pb3pacTHH (6e3 ropHa rpaHula Ha Bb3pacTTa),
KaTo MHO3MHCTBOTO ¢a ¢ juaber v 2 (M MoHE eIUH ChPAEYHO-ChIIOB PUCKOB GaKkTOp), ¢ HOPMAIHO
apTEePHAIHO HANAraHe WM XUNEPTORMUIIH,

[ThpBUYHMST aHANHM3 NOKa3Ba, 4ye 117 (6,5%) oT yuacTHuIMTE Ha pamMurpui U 149 (8,4%) ot Te3un Ha
nnauebo pasBUBAT RoKa3aHa HedponaTid, koero ceorBercTBa Ha RRR 24%,95% Cl [3-40], p=0,027.
Hanutsaneto REIN ¢ MHOTOLIGHTPORO PaHAOMU3MPAHO, ABOIAHO-CNIANO, MIAleb0 KOHTPOIHPAHO
W3LIKUTBAHE C MTapanelHy IPYIH, UEAsSulo olleHgBaHe Ha edeKTa OT JICUCHHETO ¢ PaMUNIPUR BbPXY
4ecTOTATA HA BJOINABaHE Ha CTEMeHTa Ha rmoMepyana ¢puntpauua (CI'D) npu 352 nauueHTH ¢
HOPMAJIHO apTePHATHO HANAraHe WK XxunepToHuiy (18-70 roauinHa BE3pact), CTpatallH oT JIeka
(T.e. cpemHa eKCKpELNA Ha MPOTEHH B YpuHa> | 1 < 3 g/24 yaca) WM TekKa MPOTeHHYPUA
(> 3 g/24 yaca) nopann xpoHudHa Hexuaberna nedponarus. Y asere cybnonynaunu ca ounm

NMPOCTIEKTHBHO CTPaTH(PHIIHPAHH.

OCHOBHHAT AHANW3 HA MAIIUEHTUTE C HAl-TEXKKA NPOTEUHYpHA (Y4ACTTa OT MaUHUCHTH

[IPEKASBPEMERHO OTCTPaHEHa, OPaIH IPEAMMCTBATA IPU TPYAaTa HAa PaMUIDHIT) MOKa3ga, Y¢ .
i -~
cpe/HaTa 4ecToTa Ha BiiomasaHe Ha CI'P 3a Mecen € Ouna no-HWCKa NP paMHINPHI, OTKONIKO
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nnanebo; -0,54 (0,66) cnpsamo -0,88 (1,03) ml/min /mecen, p = 0,038. Brrperpynosara pazjivka €
6una 0,34 {0,03-0,65] 3a Mecen, ¥ okono 4 ml/ min /roauna; 23,1% oT nalMEHTHTE B PyMaTa Ha
PAMHIIPUIT JOCTHTAT KOMOMHHPAHMTE BTOPUYHH KPaliHU TOYKH HA YJBOABAHE KOHLICHTpaLKATa Ha
MAXOAHHSA CEPYMEH KPEeaTHHHH W/IIH TepMHHaNHa OrOpevHa HeOCTATBUHOCT (HE0OX0IMMOCT OT
Auanu3a MM 6x0peusa TpaHcIanTauua) cupaMo 45,5 % B rpynata Ha nnadebo (p = 0,02).

Heotina 6rokada Ha peHuH-GH2UOMEHIUN- andocmeponosama cucmemama (PAAC)

JlBe ronemu paHpoMr3MpaHd KoHTponupanu npoyuranus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texyuio rnodanio ¥3nuTBaHe 33
KPalHW TOYKH Ha TEIMHCAPTaH, CAaMOCTOATENHO H B KoMOWHaLuA ¢ pamuripiia) ¥ VA NEPHRON-D
(KnunnyHO npoyyBaHe CRBP3AHO ¢ pa3BUTHE HA HedponaTus npy auader, MPOBEACHO OT
MHHHCTEPCTBO IO BBIIPOCUTE Ha BETEpaHUTE) — NpOoy4BaT ynorpebara Ha komduHanuata ot ACE
HHXHOUTOp ¥ anTHOTeH3nH [[-peLenTtopen Grokep.

ONTARGET e npoyuBane, NPOBEACHO NPH MALMEHTH ¢ aHAMHE34 33 ChpPACYHO-CHJI0BA UK
MO3BYHOCHA0BA GoaecT, HIH 3axapeH aAnaber TUII 2, NPUAPYKEHM ¢ AaHHU 38 YBpEeXKAaHe HAa TAPreTHH
oprani. VA NEPHRON-D e npoyusaHe NpH MAlfHEHTH ChC 3aXapeH AUabeT THII 2 M 1HabeTHa
nedponarus.

Te3H npoyusaHUs He [IOKa3BaT 3HAYMM OnaronpHaTeH eekT BbpXy ObOpeYHHTE H/WITH ChPACHHO-
ChIOBHTE NOCIIEHHLM H CMBPTHOCT, KATO CHUIEBPEMEHHO ca HabNMoaaBaHy MOBHIUCH PUCK OT
XHEPKATHEMHSA, OCTPO YBpeXkaaHe Ha Op0penuTe B/ XUMOTOHUA B CpaBHEHME C
MOHOTepanuaTa. Kato ce MMaT NpeaBH CXOOHHTE HM (apMakonMHaMKHYHH CBOWCTBA, TE3U PE3YIITATH
ca npunosxkuMu ¥ 3a 1pyrH ACE nuxuburtopu u auruotenzud [-penenropnu Snoxepu,

ACE unxuburtopu v aurHoteHsun [I-peuenropan 61okepu cneposareinto He TpaOBa na ce M3non3sar
eHOBPEMEHHO TIPH NawHeHTH ¢ RuabeTHa Hedponarust.

ALTITUDE (KJHHU4HO MpOYy4YBaHE NPOBELEHO C AMUCKUPEH IIpH MAIMEHTH CBC 3aXapen AHadbeT Tun
2 ¢ M3NOI3BAHE HA CHPACYHO-CHAORY B OBOpedHM 3a00/9BaHKS KaTo KpalHH TOUKM) € TIpOYUBaHe,
NpeaHa3HaYeHO Ja W3CIeBa MoJIzaTa 0T J00aBAHETO Ha ATUCKUPEH KbM cTaniapTHa tepanus ¢ ACE
UHXHOITOP WIK anrdoTedsuH Il-peuentopen Gii0kep npy NAlMEHTH ChC 3axaped AuadeT THII 2 U
XpoHHYHO 6B6peuHo 3abo14RaHe, ChpASYHO-CHAORO 3abonsasaHe Uan U apeTe. [Ipoyusanero e
TIPEKPATEHO APEKACBPEMEHHO TIOPAIH MOBMIIIEH PUCK OT HeDIaronpuaATHHY nocneauuy. Kakro
ChPASYHO-CHAOBATA CMbBPT, Taka M HHCYIITHT ¢4 O-4€CTH B IPyIaTa Ha &/IHCKMPEH, OTKOMKOTO B
rpynata Ha nnanebo, a npeicTaBigBalldTe MHTEPEC HEXKETaH| CHOUTHS B CEPUOIHH HEXKEJIaH!
chOMTHS (XMnepKanueMus, XUIOTOHNA ¥ OBEOpeuHa AMchYHKLKA) ce ChOOUIABAT NO-4€CTO B rpynara
Ha aNUCKUPEH, OTKOMKOTO B IpynaTa Ha nnauebo.

Bropuuna npohUNnakTHKA CJIC[ OCTEP MUOKAapAeH RHMapKT

Hsmureanero AIRE sxnrousa noseye ot 2 000 naumeHTH ¢ npeXoHH/IepCHCTHPAIIM KITMHUMHH
MpH3HALM Ha ChpACYHA HENOCTATHYHOCT ClIeA JoKa3aH MUoKapseH nHGpapKT. JledeHHeTo ¢ paMunpun
e 3anouHaTo 3 no 10 aHu cnea ocrpus MuokapacH HHQapkT. ManuTeranero, nOKa3sa ue CJIE] CpeiHO
BpEME Ha Ipocieaasane o 15 Mecela, CMbPTHOCTTa MPH NALUEHTHTE JIEKYBaHH ¢ PaMUIIPKII e OuIia
16,9 %, a npu manueHTUTE Ha uranebo -22,6 %. Tosa o3Ha4aBa HEChMHEHO HAMaNsABaHE HA
CMBPTHOCTTA € 5,7 % M HAMANABAHE HA OTHOCUTEAHUA pHcK ¢ 27 % (95 % (1 [11-40%]).

[leouampuuna nonynayus

B paspoMusupano, 1BOHHO CIAIO, IUTANeG0 KORTPOJIHPAHO KITHHMYHO MpoyyBaHe BKAOYBamo 244
MEAHATPHYHA NauMeHTH ¢ Xxurnepronus (73% c MbpBUYHA XMIIEPTOHMUA ), HA BB3pacT 6-16 ronuuu,
MaMEHTHTE 4 MONYYHIN HHUCKA 1033, CpeaHa 1034 WIM RHCOKa A03d paMUIIPHI, 3a IOCTHIaHE Ha
[JIA3MEHM KOHLIEHTPALMY HA PAMUTIPHJIAT, OTTOBAPSAILH Ha JO30BHS JHAna3oH 3a BE3pacTHH oT 1.25
mg, S mg u 20 mg BL3 OCHOBA HA TENIECHOTO TETNO0. B Kpad Ha 4eTBbpTaTa CEAMHULIA, PAMHUIIPHI € OHn
Hee()SKTHBEH 3@ NMOCTUraHe Ha KpaliHaTa el 32 HAMAIABAHE HA CUCTOJIHOTO KPBBHO HAJIATaHE, HO
NpPH Hali-BHCOKATA 1032 NOHWKABA JUACTOJHOTO KPpbBHO HanAraHe, [Ipu nela ¢ noTeepaeHa
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XHIICPTOHHUA TIPH CPCIHH H BUCOKH IO3H paMHITpHN MOKA3Ba 3HAYHTENHO ITOHUKABAHE Ha
AHACTOITHOTO H CUCTONHOTO KPhBHO HAIAFAHE,

To3m edpexr He ¢ HabmoaasaH B 4 CeAMKHYHO, C MOBUINIABAHE Ha 03aTa, PaHAOMH3HPAHO, ZBOHHO
CIIANO, OTHEMANIO W3IIMTBAHE NPH 218§ NeAnaTpHHHM ITALMEHTH Ha Bh3pacT 6-16 rogunu (75% ¢
IBPBHYHA XUIEPTORUSA), KBACTO U AHUACTOIHOTO, H CUCTOITHOTO KPhBHO HANIAraHe ca JeMOHCTPHpaIy
cnabo, HO He CTATHCTHYECKH 3HA9UMO, BPBILAHE KM HAYATHOTO HMBO, TIPH BCHUKHTE TPH M3IMATBAHU
NO30BK HUBA (MKCKa 1032 (0.625 mg — 2.5 mg), cpeana noza (2.5 mg ~ 10 mg) unu eucoxa no3a (Smg
~ 20 mg) pamunpun Ha 6a3za TernoTo. PaMuupui He e nokazan JHHEeH J030B OTrOBOP NpPH
H3MUTBAHATA NEANATPHUHA Oy HALMA.

8.2 DapMaKOKHHETHYHH cBoficTBA

Dapmaxoxunemuxa u Mamabonyusem

AGcopBuus

Cnepn nepopaltHe OpHICKEHUE paMUATIPII ¢& abcopOupa OBp30 B CTOMAIIHO-YPEBHAA TPAKT: NHKOBA
MIasMeHna KOHUSHTPAIMA Ha paMUNPHIT Ce JTOCTUIA B PAMKHTE HA ¢/IHH Jac. Bb3 ocHOBa na
Bb3CTAHOBABAHE B YPUHATA, ¢TeneHTa Ha abcopbums ¢ noHe 56% W He Ce MOBAUABA 3HAYMMO OT
NPUCHLCTBUETO HA XPaHA B CTOMAIIHO-4PCBHEA TPAaKT. BHOHATMYHOCTTA Ha AKTUBHUS MeTaDOIUT
paMUIpUIIaT CIICH NCPOPATHO NPUNOXKEHHE Ha 2,5 mg ¥ 5 mg pamunpun € 45 %. [Iuxoea miazMeHa
KOHLIEHTpalLlMi Ha paMHIIPU/IAT, CAWHCTBEHMA aKTHBEH MeTaboIHUT Ha paMUNIPHA Ce gocTura 2-4 Jaca
caeql npueMa Ha paMunpui. CTaurMoHapHUTE NNAa3MEHH KOHLEHTPALMH HA PAMHIIPHIIAT CIEN
lipUNiaraHe BeAHbX JHEBHO Ha O0MYaitHM 103 paMHIPHI] C& JOCTHUTAT CJIC/ OKOJIO YEeTUpH AHH
NEYieHNE.

PasnpenencHue
Crhp3Badero ¢ MNa3sMEHUTE NPOTEHHM Ha paMUnpun € okosio 73 %, a ToBa Ha paMUNPUIIAT OKOIIO0

56 %.

buoTpanc Malius
Pamunpun no4YTyd HanmbIHO ¢¢ MeTaboNu3Npa 10 pAMHUNIPWIAT, M 10 JUKETOMHNENPA3IMHOB ECTED,
JHUKETOIMMNEPAIHHOBA KHCEJIMHA, U IMIOKYPOHHUAXUTE HA paMUNpu/l H paMHIIpUnaT.

EnuMuBupane
ExckpeuusTa Ha Merabonutute € npeaumuo OuOpeyna. [1nazmeHaTa KOHLUEHTPALIMA HA paMHIIPIIIAT

HaMaIABa 110 NonuQasor HauuH, [Topaayn HeroBoTo cUltHO, Hacumamo cesp3nane ¢ ACE u 6aBHoTto
paziengHe OT eH3MMa, paMUIIpUIAT NOKA3Ba YIbIKEHA TSPpMHHAIIHA S/IMMUHALIMOHHA (a3a [IpU MHOTO
HHUCKU TJTA3MEHH KOHLIEHTPALIMH.

Crnea MHOTOKpaTHO NIPUNIAraHe Ha JO3M PAMMIIPHI, BEAHEXK JHEBHO, €QPEKTUBHUAT MONMYKHBOT Ha
pamunpunar ¢ 13-17 gyaca 3a 1o3u ot 5-10 mg u no-gensr 3a no-HUCKUTE 103K 1,25-2,5 mg. Tasw
pa3fiika € CRpP3IaHAa C KANAUMTETA 33 HACHUIAHE HA EH3UMa Ype3 CBBP3BAHE C paMHUIIPHIaT.

Eanoxparna rniepopania 1033 paMMIIpu/l A3aBa HEOTKPHUBaEMO HMBO HA PaMUIIPHI 1 HETOBWTE
Merabonuty B Kbpmara, Odaue eeKTeT IPY MHOTOKPATHO NpWJiaraie € HEWIBECTEH.,

[Nanuentu ¢ 6e6pedHo yepexnane (ax. Touka 4.2)

br6peunara eKCKPELMS Ha paMUIIPIIIAT € HAMANICHA [TPH TALMEHTH ¢ HapyiueHa 6bbpeuna QyHKius,
1 OBOpEHUAT KITUPHHC Ha PAMUIIPUIIAT € IPOIIOPLIMOHATHO CBBP3aH € KPEATUHUHOBUS KJIHPBHC.
ToBa Boau 10 OBHIIEHA NIA3MEHA KOHLIEHTPAIHA Ha PaMHIIPUIAT, KOSTO HaMalgBa 1o-6aBHo
OTKOJIKOTO NMPH UHAMBUIY ¢ HopManHa ObOpeuHa dyHKIMA.

[TanmenTu ¢ yepHonpobHO yBpekaane (BX. Touka 4.2)
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[Tpu nauyenTy ¢ HapyuweHa YepaoApodHa GyHKUMS, MeTabonM3upaHeTo Ha paMUIIPUI [0
paMHIIPHAAT € 3a0aBeHo, TOPaH HAMANIEHATa AKTHBHOCT Ha YepHOLPOOHUTE €CTEpa3t v MIa3MEHUTE
HUBA HA PAMMIIPUI TIPH TE3H NMalLKEHTH C& NOBHIUCHY, [IHKOBUTE KOHIIEHTPAIIME RA paMUNPUIAT Npu
TE3N NALUHEHTH, 0Daue He ¢e pa3nM4aBaT OT Te€3H HaOtoAaBaHM [IPH HHIUBKMAM C HOpManHa
yepnoApoOHa GyHKLNM.

Kupmene:
ExxoxpaTtHa 10332 paMMIPHI [epOpaJIHO HE BOAU A0 OTKPUBAHE HA PAMUITPHUIT U HEIOBHA
meTabonut B MatuuHOTO MIKO, Bhripexu ToBa eexThT Ha HAKOAKO 031 HE € H3BECTEH.

[leouampuuna nonynayus

QapMakOKHHETUHHMAT Npodun Ha paMunpuI ¢ ST uscaensad ripd 30 DeAHaTPHYHH alUEHTH C
XUMEepTOHUA, Ha BB3pacT 2-16 rogunu, ¢ rerno >10 kg. Cnen nosu ot 0,05 no 0,2 mg/kg, pamunpun
OBP30 U SKTEHIUBRHO ce ¢ MeTalonuaupan 40 paMunpunar. MakcuManik NIasMeHH KOHUEHTpaLHH Ha
paMHIIpUIaT ca Bb3HUKHAMY B paMKUTE Ha 2-3 4aca. KivbphHCa HA paMUipuiar € Oun TsCHO cBbp3aH
¢ AHEBHMKaA Ha TenecHoTo Terno (p<0.01), cbuwo ¥ ¢ ao3ata (p<0.001). KnunpbHca u obeMa Ha
pasnpeASiEHHE CE YBEIMYABAT ¢ YReJMYaBaHe Ha BB3PACTTa Ha JICIATa BBB BCIAKA J1030Ba Ipyna.
Hosara ot 0,05 mg /kg npi neua qocTUra HUBa HA EKCNO3ULMA CPaBHUMU € TE3Y [IPKU Bh3PAaCTHH
nekyBaH# ¢ pamunpua S mg. Jlosara ot 0,2 mg/kg npu geiia Boau A0 HUBA HA €KCIIO3HIMA 110-BHCOKH
OT MaKCHMANHATA NIPEMOPRYUTEIHA THEBHA 1032 oT 10 mg npu BL3PACTHH.

5.3 [IpeaxauHUYHY TAHHH 32 0e30nacHOCT

[MepopaTHOTO HPUIIOKEHHE HAa paMHIIPHII HE IIOKA3RA OCTPA TOKCHYHOCT NPHU T'PH3a4YM U Ky4eTa.
Tipoy4BaHus, BKAIOYBAIIM MPOJBIKUTENHO NEPOPATHO NPUIIOKEHHE ca OHIK NPOBEXKAAHM NIPH
IUTbXOBE, KyueTa H MaliMyBH. [I[poMEHH B NMNa3MEeHHUTE eNEKTPONUTH H KpbBHATA KapTHHaA ca Bunu
YCTAHOBEHH IIPU TPUTE BHJA.

[Mpu kyueTa n MalMYHH NpH AHEBHH JO3H 0T 250 mg/kg/nen e Huno HaboaaBaHo 3HAMUTEIHO
Yro/IEMABaHE Ha IOKCTArIOMEPYNapHUA allapaT BCnencTeue papmMakoAHHAMHYHATA aKTHBHOCT Ha
pamunpui. [Irexose, kyveTa 1 MaliMyHH [IOHACAT JHEBHH J03H CBOTBETHO OoT 2, 2,5 ¥

8 mg/kg/nueBHo Oe3 Bpenun edektd. HeoOpatumo 6u0peuHo yBpexiaHe € HaGN0IaBaHO MTPH MHOTO
MIlaad IUTEXOBE NOJYUHIH €IHOKPATHA J033 paMHUIIPHI.

H3nuTBaHuATa 32 pEnpoaAyKTHBHA TOKCHYHOCT NPH IUTBXOBE, 3aiiuy 1 MaliMyHH He IIOKa3BaT
TEPATOreHHU CBOHCTBA.

OepTUINTETDT HE CE MOBIIHABA HUTO [IPH MBXKH, HHTO ITPH KEHCKH [THXOBE.

[Ipunaradero Ha paMHOPUII BBPXY XEHCKH MBXOBE 110 BpeMe Ha (peTanHys rnepuo | JIaKTalUATa
npu4YHHABa HeoOpaTumo G1rOpeuHo yBpexaaHe (nunaranus Ha OpOPEHHOTO NIETEHYE) B TOTOMCTBOTO
IpH AHEBHU 1034 oT 50 mg/kg TenecHoO TErmo UAK Mo-BHCOKH.

Pa3iMpeHo H3cIeaBaHe 33 MYTar¢HHOCT, Ype3 H3NON3BAaHe Ha HAKOJIKO CHCTEMM 32 M3CIICABAHE, HE
MOKa3pa, Y& paMUIPUI IIPUTEKABA MYTAareHHN UK F'eHOTOKCHYHU CBONCTBA.

6 PCAPMALEBTHYHH 1AHHU
6.1 CnHesKk Ha TOMOIMHHKMTE BEelIeCTRA
Tabnemrxu 10 mg

XHIIpoOMeENo3a

NpexenaTHHA3IKPaHO LAPEBUYHO HUILIECTE
MUKPOKPHCTATHA Lesiysio3a

HaTpPHEB creapundymapar

6.2 HecnBMecTUMOCTH

Henpunoxumo.
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6.3 Cpok Ha roanHocT

3 TOAMHA,

6.4 Crenua;JaHy ycJIOBUA HA ChXPaHEHNe

To3u NekapCTBeH MPOAYKT HE W3HCKBA CIEMallHN YC/I0BHA 33 CHXPAHEHHE.

6.5 JIanHHK 33 ONIAKOBKATA

Onakosku ot 10, 14, 15, 18, 20, 21, 28, 30, 45, 50, 56, 90, 98, 99, 100, 300, 320, 500 TaGuerky B
PVC/Alu 6nucrep ¥ onakoske oT 500 Tabnerku B GyTunk oT kagaso crskno T Il (Ph Eur)
HDPE BunTOBa Kanauka

He BcHUKH BMAOBE ONMAKOBKH MOTaT Aa GbaT mycHaTy B npoaaxoa.

6.6 CneunanHH NpPeANAZHH MEPKH NIPH HIXBHPJSHE

HenanonigaHusat JICKApPCTBCH NPOAYKT HIIH OTNAOBYHUTE MATCPHAJIM OT HEIO TpﬂﬁEEl aa Ce¢
M3XBBPJAT B CHOTBECTCTBHE C MECTHHTE H3HCKBaHHA.

7 NMPUTEXATEJ HA PASPEMIEHHETO 3A YIIOTPEBA
Canodu-Apenruc benrapusa EQO/J]

1303 Codus, 6Syn.An.Crambonuticku 103,
brarapus

8. HOMEPA HA PASPEIIEHHATA 3A YIIOTPEBA
20011163

9. JATA HA ITBPBO PA3PEIIABAHE/ MOAHOBABAHE HA PAZPEILEHHUETO 3A
YIIOTPEBA

Jara Ha mepBo paspemanane: 28.11.2001
Jlata Ha NOJHOBABAHE HA pazpeluedreTo 3a ynorpeda: 20.02.2012

10. JHATA HA AKTYAJIH3UPAHE HA TEKCTA
Centemspu 2015
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