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1L HME HA JEKAPCTBEHMS ITPOOYKT

JHPOTOH 2,5 mg rabnetku
JAUPOTOH 5 mg TabneTku

AHPOTOH 10 mg Tabnetku
JAHUPOTOH 20 mg tabneTku

DIROTON 2.5 mg tablets
DIROTON 5 mg tablets

DIROTON 10 mg tablets
DIROTON 20 mg tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Beska mabaemxa Jupomon 2,5 mg cvavpxa 2,72 mg AMSHHONPUA guxuapar (lisinopril
dihydrate) (cworBercTBall Ha 2,50 mg masunonpun (Jisinopril}).

Bcaka maGaemxa Jupomon 5 mg cbabpia 5,44 mg nusHHonpun guxuapar (lisinopril
dihydrate) (¢cvoTBeTcTBall Ha 5,00 mg nusuHonpun (lisinopril)).

Beska mafinemxa Jupomon 10 mg cuawvpxa 10,89 mg nuzunonpun anxuapar (lisinopril
dihydrate) (cvotBeTcTBa Ra 10,00 mg nusunonpun (fisinopril)).

Beaka mabremxa Jupomon 20 mg cvabpika 21,77 mg NM3HHOTIPHI JUXUApart (fisinopril
dihvdrate) (croteeTcTBal Ha 20,00 mg nuzunonpun (Jisinopril)).

3a NBLAHKA CIHCHK HA MOMOLHUTE BelllecTBa, BHKTE To4Yka 6.1.

3. JEKAPCTBEHA ©®OPMA

TabneTka.

Tabnetkure o1 2,5 mg ca Geny, Kperiy, ¢ peneden nevar 2.5 BbPXy eJHATA CTPaHA H C
JleNuTe/THA THHHA BBPXY Apyrara. Jlenurennara yepra e caMo 3a yJIeCHABAHE Ha CUYNBAHETO,

34 NO-NeCHO NOrnpiate, a ue 34 Aa pasaena Ha paBHH A03H.

Tabnerxkure oT 5 mg ca OefH, KPBIIH, ¢ peledeH NeYaT 5 BbPXY eJHATA CTPAHA H €
JlenuTeIHA THHHA BepXy apyrata. TabneTkaTta Moxke na Obae pasaeneHa Ha IBE PABHH MO3H.

Tabnetkute ot 10 mg ca Henu, kBanpartHy, ¢ penedeHr meyat 10 BEpXY eIHATA CTpaHa H C
JeMUTENHA THHUA BEPXY Apyrara. TabneTkara Moxe Ja Oble pasAencHa Ha [B¢ PaBHH JO3H.

Tabnetrute ot 20 mg ca 6e1M, NeTOBrbAHM, ¢ penedel ne4aT 20 BEPXY €AHATA CTPAHA K ©
JenuTeNHa JHHAA BEPXY Apyrara. Tabnetkata Moxe ha Obae pasfeneHa Ha ABE PABHH JO3H.
4. KJIAHHUYHH TAHHH

4.1.  TepaneBTHYHM IOKA3AHMH

XunepmoHus
3a seyeHHe Ha XMIIEPTOHHA.




Cwpoeynd nedocmamvyHOCH
3a neyeHHe HA CHMNTOMATHYHA CHPAEYHA HEAOCTATHLYHOCT.

Ocmup muoxapden undapxm
3a kparkocpotno (6 ceAMULIM) NeueHHe Ha XeMOOHHAMHYHO CTa0M/THM MAllHEHTH B PAMKHTE
Ha MepBUTe 24 4aca OT HAYalOTO HA OCThP MHOKapAeH HHDAPKT.

Buiipeunu yeaooHenua npu duabem
Jleuenre Ha GpHpeuno 3abonasane NpH XHIEPTEH3MBHM MALHEHTH ¢ AabeT THN 2 H HavyalHa
negponarua (Bx. Touka 5.1).

4.2. [To3upoBKa H HAYHMH HA NIPHAOKCHHE

EOSHQOBK&

Hozara Tpabea qa ce MHHIMBHAYANK3HpA B 3ABHCHMOCT OT ITpothuna Ha NMaLHeHTa H
[OBAWABAHETO HAa KPBBHOTO HanAraHe (BxK. Touka 4.4).

Xunepmonus
JHpoToH MOXe Ja Ce IIPHiara KATo MOHOTEPAIHA KIH B KOMOHHALAL ¢ aHTHXHNEPTEH3HBHO

neYeHHre OT Apyr knac (Bx. Touka 4.3, 4.4, 4.5u 5.1).

Havanna doza

[1pu naumeHTH ¢ XIHIepTOHUA 00K4aiiHaTa npenoprsuBaHa fo3a e 10 mg. IIpH NauHeHTH ¢be
CHITHO aKTHBHpaHa PeHHH-aHTHOTCH3HH-ANA0CTEPOHOBA CUCTEMA (no-cneunanﬂo C
PEHOBacKyNapHa XHNEPTOHHA, HEAOCTHT Ha COJI H/WIH TEYHOCTH, ChPACYHA JEKOMIEHCALIHA
HITH TEKKa XUIIEPTOHHA) € Ph3MOXKHO Ja Bb3HHKHE MPEeKOMEPHO OHMKABAHE HA KPBBHOTO
HaNAraHe ¢S IpHeMa Ha TspBata fao3a. [Ipn TakWBa NalHeHTH ce IpenopbiBa HavalHa
Zo3a OT 2,5-5 mg 1 HaJanoTo Ha nedeHHeTo TpsOBa Aa cTaHe moA nekapcku koHTpon. Ilo-
HHCKA HayajiHa 1032 € HeoOxoauma mpH Hanuyue Ha Gu0peuHo yBpexxnaHe (Bx. Tabmana 1
Mo-A0My).

{Todowpacaya dozd

O6uvaiiHata edekTHBHA NOMTBPXKala fo3a e 20 mg, mpuiaraHa eJHOKpaTHO AHeBHO. [To
[IPUHLMI, aKO XeNaHHAT TepanesTHdeH eekT He MOXe J1a ce JIOCTUTHe B nepuof ot 2 1o 4
CeOIMHIIH Ha ONpedcICHOTO JO30BO HHBO, 403aTa HE TpﬂﬁBa A4 ¢e IMOBUINARA NONMBIIHUTEIIHO.
MakcumMansata 1033, H3110/13BaHa B NPOABIIKHTENHY KOHTPOMIHPAHH KIHHHYHH NIpoYy4BaHHA
e Ouna 80 mg/nHeBHO.

Hayuenmu, rexysanti ¢ Suypemuyu

CHMIITOMATHYHA XMIIOTOHHA MOXE 11a Eb3HUKHE Kato ClecTBUE OT HA4YaN0TO Ha TEparnHi ¢
Juporon. Toea e XapakTEPHO IIABHO 33 NAIIHEHTHTE, KOUTO Ca NeKyBaHH ¢ AUy peTHiH, [o
Ta3d IPHYHHA CE NPEeNopPBYBa IOBHIIEHO BHUMaHHE, Thil KATO TE3H MallMeHTH MOTaT Ja
OBOAT ¢ XHMOBOIEMHAR H/HITH HeJOCTHT HA COJ. [0 BB3IMOXHOCT JHYPETHKET TpA6GBa Ba Obae
CHpsH 2 A0 3 AHH IpeaH Hayanoto Ha TepanuaTta ¢ JupoToH. [1pH XunepToHHYHH MALHEHTH,
Ha KOHTO JUYPETHKBT He Moxke Aa Obae cnpad, Tepanuarta ¢ Tuporod Tpabpa Aa 3anoune <
Io3a ot 5 mg. beOpeunara dhyHKIHSR 1 cepyMHEA Kaniii TpabBa fa ce npocneaaBar.
Iocneasamoto gosupade Ha IupoToH Tpa6sa fa ce aJalTHPa B 3aRHCHMOCT OT
[IOBJIHABAHETO HA KPBBHOTO Hamiraxe. [IpH HeoOX0DHMOCT, AHypeTHUYHATA TEPAHA MOXe A4
O1.0e phicTaHOBeHA (BX, ToUKa 4.4 ¥ Touka 4.5).

Adanmupare na dozama npu bvbpeunc yepescoane
Aozuposkata npu nau#eHTH © 6u6peyHo yRpekaaHe TpaGea Na ce 0cHOBaBa Ha

KpeaTHHHHOBHA KIHPBHC, KAKTO € TIoKasaHo B Tabnuua | no-goiny.

Tatauya | Adanmupane na dozama npu bubpewHo yepexcoane




Kpeaturnnnoe xapsHe (ml/min) Hauvanuna no3a (mg/naeH)
Ho-manko or 10 ml/min (B ToRa YHCNO 2,5 mg*

NaLHeHTH Ha JUanu3a)

10 =30 ml/min 25" 5mg

31 -80 ml/min 5-10mg

* To3upoBKATA /UMK 4eCTOTATa Ha npunarane Tpabea na Obaar aganTHpaHW B 3aBUCHMOCT
OT TNOB/IMABAHE HA KPBBHOTO HAATAHE,

Jlo3aTta Moske na Objie THTPHPAHa OKATO ¢e MOCTHIHE KOHTPOM Ha KPBBHOTO HAIATAHE HITH
J10 MakcHMyM 40 mg AHEBHO.

Xunepmensugnu neduampuyHy HAUUEHIMY HA 8BIDACM MeXcAY 6-10 2o0unu
IpenopbpunTenyara HavanHa no3a € 2,5 mg BeAHBXK AHEBHO TIpH MalMedTH o1 20 1o <50 kg,
W 5 mg BeRHEX JHeBHO npu nauuenTy >50 kg, Jlosuposkara TpabBa aa Obae HHIMBHUTYANHO
afanTHPaHa Ao MakcuMyM oT 20 mg JHeBHO [pH NaLMeHTH ¢ TeaecHo Terno ot 20 o <50 kg,
¥ 40 mg npu naumentn >50 kg. Josn Hag 0,61 mg/kg (unu noseve ot 40 mg) He ca
[IpOY4BaHH [IPH MeJUATPHYHH MALKMEHTH (BX. TOWKa 5.1).

Ipu zeua ¢ namanena 6uOpeuHa ¢yHruus TpadBa ga ce oOMUCTHM NO-HHCKA HAYATHA H03a
HIM N0-BUCOK 1030B HHTEpBAL.

Crpdeuna vedocmamuvynocm

I1pn nanyeHTH ChC CHMITOMATHYHA ChpPAEUHA HelOCTATBUHOCT, JMpOTOH MOXe Ja Obae
MPHIIOAKEH KaTo DONbIHHTEHA TEPAlldd KbM NeHeHHeTO ¢ AMYPETHIH H KbIETO €
NOOXOJALIC KBM feueHe ¢ JHrHTanuc unu 6eta-6noxepy. Jleuenuero ¢ JJUpoToH MoXxe fa
Obie 3anI0YHATO ¢ HauasHa 403a 2,5 mg eHOKpaTHO AHEBHO, KaTo TpAGBA Aa ce mpuiara nojg
neKapcko HabMoneHHe, 3a []a e ONpeJel Ha4ATHUA eeKT BEPXY KPBBHOTO HAILIIaHe.
Ho3zara na Jlupoton Tpadsa Ja ce NoOBHILARA:

. CBC CTBIIKH OT He moBeve oT 10 mg;

. Ha HHTEPBAJIH He [TO-KPaTKH OT 2 CeAMHLIH;

. 710 Hal~-BHCOKATA 033, KOATO MALMEHTDHT IIOHACH, 10 MaKCHMYM 35 mg eaAHOKpaTHO
JHEBHO.

Kopurrpanero Ha fozata tTpabsa aa 6be chobpa3eHo ¢ KIHHHYHHS OTTOBOP Ha OTOETHHTE
HalHEHTH,

TIpH nauMeHTH ¢ BHCOK PHCK OT CHMIITOMATHYHA XHNOTOHHMA, HATIPHMED TalHEHTH ¢
HEJOCTHT HA CONH ¢ MK De3 XHITOHATPHEMHS, MALHEHTH ¢ XHITOBOIEMHS, [TALMEHTH
np#eMald HHTEH3UBHO Uy PETHYHO IeUeHHe, TpA0Ba J1a ce KOpHIHpaT, ako € Bh3MOKHO,
Te3U ChCTOAHHA Tpean nedenneto ¢ JupotoH. Tpabea na ce mpocaeassar 6u6peunara
hyHKLEA ¥ CepyYMHHUTE HMBA Ha KamHil (BX. To4ka 4.4).

Ocmvp muokapden unphapxm

MaupenTuTe TpAGEa Aa MOTYYABAT, KAKTO € MOAXOAALID, CTAHAAPTHA IPENOPbYHTENHA
Tepanus KaTto TpoMOONHTHYHA areHTH, aCIHPHH U Geta-GnoxepH. Eqrospemento ¢ lupoton
MOXE Ja C€ M3IMON3BA WHTPABEHO3ICH WIIH TPAHCHEPMAIEH TNHLEPUIOB TPHHHTPAT.

Havanna ooza (nvpsume 3 duu cred undapxm)
Jleuenvero ¢ JIHpOTOH MOXe [ 3aIloHHe B IBPBHTE 24 uaca OT HAYANOTO HA CHMITTOMHTE,

He Tpabpa ma ce 3amouBa NeyeHUe, aKO CHCTONHOTO KPbBHO HATIAIAHE € MO-HUCKO OT .o
100 mmHg. [InpraTa aosa JupoToH € 5 mg, IpUIoKeHa NEpPOPaTHO, IOCIeBaHa o '
5 mg cnen 24 yaca, 10 mg cnen 48 yaca u cnen ToBa mo 10 mg exHOKPATHO AHeB




no3a— 2,5 mg nepopanHo (Bx. Touka 4.4). B c1yuait Ha yBpesknane na Op6peunara dyHKUHA
{kpeaTHHUHOB KXHpEHC <80 ml/min), Hauanuara noz4a Ha JupoToH TpAOBa fa ce KOPHIHpa B
3aBHCHMOCT OT KPEaTHHUHOBHA KITHPEHC Ha MatyueHTa (Bx. Tabnuua 1).

Hodovpowawa dosa

Hoanepkatnara go3a e 10 mg eJHOKpaTHO AHEBHO, AKO C€ NOABH XHIIOTOHHA (CHCTONHO
KPbBHC HANArAHE [I0-HHACKO HIH pasHo Ha 100 mmHg), Moxe ma ¢e apa noiabpkatua
AHERHA J1032 OT 5 mg ¥ npyu HEOOXOOHUMOCT MOXKe [ia ¢& HaMalu BpeMeHHo 1o 2,5 mg. AKo ce
MOABH NPOIBNAKUTENTHE XHOOTOHKA (CUCTOIHO KPEBHO HAMAraHe TIO-HHCKO 0T 90 mm Hg B
NPOOBIKEHHAE Ha NoBeye oT | vac), npunoxeHHeTo Ha JIMpOTOH TPAOBa Ja ce NpeyCTAHOBH.
Jledenneto TpaGBa Aa NPOABLMKH 6 CEIMHIIH, ClEX KOETO NMaleHTa TpaOBa aa 6bae
npeoueten. [TanuenTHTe, KOUTO PA3IBUAT CUMIITOMH HA ChpAedHA HEROCTATBYHOCT, TpA6Ba
Ja MpOaBMKAT Te9eHHeTo ¢ JAHPOTOH (Bx. Touka 4.2).

bwvbpeynu yenoxcuenua npu ouabem
Ilpn xunepTeH3HBHH auueHTH ¢ AHa0eT THII 2 ¥ HauaaHa Hedponarua go3arta e 10 mg

JIMpOTOH €HOKPATHO THERHO, KOATO IIPM HEOOXOAMMOCT MOXe a ¢e MOBUIK 10 20 mg
€HOKpaTHO JHEBHO, 33 2 ¢€ JOCTHIHE JHACTONHO ApTepHANHO HANArAHE B CEHANO
nonoxeHue nod 90 mm Hg,

B cnydauTe Ha HapyiueHa §b0pedna GpyHKuRA (kpeaTHHUHOB KTHPBHC <80 ml/min),
HauanHara Ao3a Ha Jupotos TpabBa na ce kOpUrhpa B 3aBHCHMOCT OT KPEaTHHHHOBHA
KMHPBHC Ha NaldeHTa (8. Tabnuua 1).

Heouampuuna nonyiayus
OnuTHT N0 OTHOWIEHHE HA e(pUKAaCHOCT H (Ge30MacHOCT IPH XHMEPTEH3HBHH Jeua >6

TOJHIIIHA BB3PACT € OrPAHMYEH H JIMIICBA OMMT 0 OTHOLIEHHE HA APYTH NOKA3aHHA (BXK.
TouKa 5.1). JIu3MHOIpHA He C¢ MPEnopbyBa IpH Jela ¢ ApYTH NOKa3aHHA OCBeH XHIEPTOHHA.
Jlu3uHONIPHA He ce Npenopbyaa IpH Jeua Mol 6-roJHIIHa B3pacT WIH [PH Jena C TEXKKO
Gwdpeuno ypexaane (GFR <30 ml/min/1,73 m?) (Bx. Touka 5.2).

Cmapuecxa gv3pacm
B KIHHWYHH MpoyYBaHHA He Oellle yCTAHOBEHA 3aBHCHMA OT BL3pacTTa NpoMaHa B npoduna

Ha Ge3omacHOCT H eHKacHOCT Ha nexapcToro. Koraro obave HanpeaHaiaTa BE3pacT €
CBhp3aHa ¢ Hamaneta GuOpesna GyHKUMA, NpenopbkuTe NocoueH: B Tabnuua 1 Tpabea na ce
M3MON3BaT 3a ONpefendHe Ha9alHaTa J03a Ha JupoTon. Ciex ToBa Ao3ata TpabBa na Ouae
aJaNTHpPaHa B 3aBHCHMOCT OT NIOB/IHABAHETO Ha KPBBHOTO HAAIAHE.

Hayuenmy ¢ mpanchagnmupan bvopex
HsaMa onuT Mo oTHOMEHHE NPHIMKEHHETO HAa TH3HHOIPHA NIPH TIAMHEHTH CbC CKOPOLIHA

6n0peuna TpaHcnaHTaUua. [lopagy ToBa, He ce IpenopbYea feueHHe ¢ JIMpOTOH.

Hayvuy Ha npuaoxenune

JAUpoTOH TpAOBa N1a ce MpHara NepopaIHe eHOKPaTHO AHEBHO. KaKTO ¥ BCHYKH APYTH
JIeKapeTBa, IpHeMaHH BeAHBK JHEBHO, J{HpoToH Tpabea Aa ce npuema NpHOMM3HTERHO o
€IHO U CBILO BpeMe BeekH AcH. ADcopOuuaTa Ha JupoToH TaGieTKH He ¢e TIOBIHABA OT
XpaHara.

43, IIpoTHBONOKA3IAHMA

. CBpPBX4YBCTBUTENHOCT KM aKTHBHOTO BEIIECTBO HIIH KbM HAKOE OT nomou.mm‘e R
BELLECTBA, H30poeHH B T04KA 6.1, HIH KBM OpYT'd HHXUOHTOPH HA AHTHOTEH3HH, //%F‘Ur' g f?
koHsepTHpamua enzum (ACE HHxHOuTOpH); 4

. AHaMHe3a 3a aHrUOHEBPOTHYEH OTOK, CBBP3aH ¢ [IPEIXORHO NEUCHUE ¢ ACE:,S /
HHXHOHTOpPH; _




HacneacTBeH HIH HAMOTIATHYEH aHTHOHEBPOTHYEH OTOK;
Bropu H TpeTH TpHMeCTEP Ha OpeMeHHOCTTA {BX. TOUKH 4.4 1 4.6},
KomOunanus Ha JInpoToH ¢ nekapcTea, CABPYKALLH ATMCKHPEH, [IPH TIALHEHTH C
anabeT HIN C YMEPEHO TEXKO A0 Texkko Gu6peuno yepexaane (GFR < 60 ml/min/1,73
m?) (8. Touxy 4.5 u 5.1).

. CoopreTBania ynorpeba npu Tepanus ¢ue cakyGuTpr/Bancaptad. JlupoToH He Tpabea
Jla ce 3ano4Ba I10-paHo oT 36 Jaca criej] MoceaHaTa 103a caKyGuTpHI/BAICapTaH (BXK.
CBILO TOUKH 4.4 H 4.5).

4.4, ChneunanHi npexynpemIcHHA H IPEINAIHE MEPKH PH YIoTpeda

Cumnmomamuiha XURomoHus

CuMnToMaTHyHa XHNOTOHUA ¢e HaOMK0aBa PAIKO [IPH NALMEHTH C HEYCIOXKHEHA
xunepToHHA. IIpH NaLKUeHTH C XHNEPTOHHUA, MPHEMALIH TH3HHOMPHIL, XUITOTOHHATA € [0
BEPOATHA NMPH NALKHEHTH ¢ XMUMNOBOIEMHAS, HANPAMED NIPH NledeHne ¢ JHyPeTHLH, IIPY JHeTa ¢
OrpaHuyeH MpHEM Ha COJI, THANH3A, AHAPHA HITH OBPHINAHE, K MPX MAUMEHTH ¢ TeKKa
PEHUH-3aBHCHMA XHIIEPTOHHKA {BX. Touka 4.5 1 Touka 4.8). CHMITOMATHYHATA XHUIIOTOHMA C€
HabnromaBa MpH NaUKeHTH CbC CHPAEYHA HeJOCTATBYHOCT, ¢ MM He3 acounupaHa 6u0pedna
HeJOCTATEYHOCT. TOBa ChCTOAHKE € MO-BEpOATHO Ja Ce MOABH TIPH MALMEHTH ¢ MO-TEXKA
CTelleH ChpAcYHA HEAOCTATHYHOCT, KATC BIHAHME OKa2Ba ynoTpebaTa Ha BHCOKH A03H
OPMMKOBH Iy PETMLH, XMIICHATPHEMHATA HIIH QYHKI[HOHANTHO 6BOpeuHo yepesxaaHe. [pu
MAI[MEHTH C NIOBHLICH PHCK OT CHMITTOMATHYHA XHITOTOHHS, 3aMI0YBAHETO HA IEUSHHETO U
KOPHIHpaHeTo H4 Jo3aTa TpAGEa 4a 6bae cTporo HabmoaaeaHo. ChILOTO BAKH 1 32
MalH{eHTH ¢ HCXEMHYHA 0OJIeCT Ha CHPLETO HIH MOIBYHO-ChR0BA DONECT, APU KOHTO
[PEKOMEPHOTO MOHKABAHE HA KPBEHOTO HANATAHE MOXKE Ja KOBEAE 40 HHMAPKT Ha
MHOKApJa HJIH MO3bUHO-CHJOB MHLIMAEHT.

ITpu nosiea Ha XHIIOTOHHA, MALIHEHTET TPAORA Aa ¢¢ MOCTABH B JIETHANO NONMGKEHHE X aKO €
HeoBX0ANMO N1a Ce NIPHII0KH HHTPaBeHO3HA HH(y3Md Ha u3HonoruyeH pasteop. BpeMenex
XMNOTOHUYEH OTTOBOP HE € MPOTHBOMNOKA3aHKe 33 NOITBIHHTEHH J03H, KOMTO MOTaT Ja
6baar nasaHH, cOHKHOBEHO 0€3 YC/TOWHEHHA, oM KPBBHOTO HaldraHe ce MOBHILH cheq
yBeIHYaBaHe ofeMa Ha TEUHOCTHTE,

Ipy HAKOH NTaLIHEHTH CBC CBPACYHA HENOCTATEUHOCT, KOUTO HMAT HOPMAIHO HIIH HHCKO
KPBBHO HANATaHE, MOXe Ja ce Habnoo aea TONBIHHTENHO NOHHKABAHEe HA CHCTEMHOTO
KpbBHO HayAraHe ripu npueM Ha JuporoH. Tozn edekT € npeaBHAMM H 00MKHOBEHO He ¢
NPHYHHA 33 IPeyCTAHOBABAHE HA JIEHEHHETO. AKO XHNOTOHUATA CTaHe CHMIITOMATHYHA,
MO3Ke A3 e HeoGXOMMMO IOHHIKABAHE Ha A03ATa WK IIPEKECBaHe Ha edeHneTo ¢ JIMpOToH.

Xunomouus npy ocmyp Muoxapoen ungapkm

JupoToH He TpaBa na ce BKIIOYBA B TEPANUATA HA NALHECHTH € OCTbP MHOKapeH HHGApKT
aKO CBIIECTBYBA PUCK 33 Bb3HUKBAHE HA JOTBAHHTENHH CEPHOIHH XeMOZUHAMHYHH
YCJIOKHeHHA ciell IEYEHHETO ¢ Ba3oaunaTarop. Tosa ca MauueHTH ¢bC CHCTOIHO apTEPHAIHO
Hamarave 100 mmHg WM No-HACKO UM B KapAuoreHeH wok. IIpes NbpBUTe 3 AHH Cref
HH(papkTa fo3aTa TpAORA Ja ObJA¢ MOHMKEHA, KO CHCTOMHYHOTO KPBBHO Hanarane € 120 mm
Hg nnu no-ancko. B cnyuait, ye cuctonHoto Hangrade € 100 mmHg win no-ancko,
noAxepAalnara nosa Tpadra Aa Ope NOHMKEHA A0 S Mg HIH BPEMEHHO JIo 2,5 mg. Ako
XHIOTOHHATA MePCHCTUPA (CHCTONHO KPBBHO HaNAraHe Io-HUCko oT 90 mm Hg B
NpoIbLMKeHHe Ha IOBeYe OT | yac), mpunoxeHHeTo Ha JJUpoTOH TpAOEA Ja ce NpeyCTaHOBH.,

Cmeno3q Ha aopmuama y MUmpania Kianyxunepmpoguyna KapougMuonamus

Kaxto u apyrure ACE nnxuburtopn, MU3HHONPHS TpAOBA [1a ce MpITara ¢ BHHM
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KATO A0PTHA CTEHO3a HIIH XUIIepTpodhHIHa KApIHOMHONMATHAL



Hapvwenag 6vbpeyna dyuryua

B cnyyaute Ha HapyuieHa 6b0peuHa ¢byHKUMA (KpeaTHHHHOB KIMpBHC <80 ml/min),
HadaTeara Ao3a Ha JIupoToH TpAbBa 1a ce KOPHIHPA B 3aBHCHMOCT OT KPEaTHHHHOBHSA
KIHPBHC Ha nauyeHTa (Bx. Tabmuna 1 B Touka 4.2) ¥ B 3aBHCHMOCT OT OTTOBOPA HA MAL[HCHTA
CHPAMO JieueHHeTo. PYTHHHOTO NPOCAEAABaHe HA CTOMRHOCTHTE Ha KaIHH H KPeaTHHHH € 4acT
OT CTAHAAPTHOTO MEAMUMHCKO OOCITYKBAHE Ha TE3H NAUHEHTH.

Ilpn manueHTH ¢BC CbpJeYHa HEAOCTATRIHOCT, XHIIOTOHMA ClIell HAYaT0TO Ha JeUeHHETO ¢
ACE nuxubuTOpH MOKE Ja JoBeJe N0 NMo-HAaTaThUIHO yBpexaaHne Ha GpOpeunara dyHxuus.
B TakuBa clyqau e cp0blaBaHa ocTpa Ob6petHa HeA0CTaTEIHOCT, OGHKHOBEHO ofpaTHMa.

IpH HAKOH MMALHEHTH ¢ ABYCTPAHHA cTeHo3a Ha OpOpeyHara apTepud WIN CTEHO3a Ha
apTepuaTa Ha eauHcTBEH 6B6peK, KoNTO ca OUMH IeKyBaH) ¢ HHXHOMTOPH H& aHTHOTEH3MH
KOHBEPTHpAIMA €H3HM, Ca HAOMOJaBaH! MOBHLIIABAHE HA HUBATA B KPbBTA HA ypeaTa H
CEepPYMHHA KPEaTHHHH, KOETO OOMKHOBEHO € 00paTHMO Cliell IPeKpaTABaHe Ha JIEeYEHHETO.
ToBa e ocofeHO BeposATHO NPH MaUMeHTH ¢ GpOpeyHa HeAOCTATLYHOCT, AKO IPHCHCTBA CBILO
peHoBacKyNnapHa XHNepPTOHHUSA, CLIECTRYBA MOBHLLUEH PUCK OT TeXKKa XHIOTOHHA H 6x6peuna
HEAOCTATHUHOCT, Hpm TC3IH NANHEHTH ACUCHHUETO Tpsﬁaa [4a 3armo4He mod CTPHKTEH
MEOHLUMHCKH KOHTPOI ¢ HHCKH JO03H H BHHMATEJIHO THTPDHPAHE Ha A03aTa. Twit kato
JIEYEHHETO ¢ ANYPETULIM MOXKE 1a € AONPHHACALI (haKTOp 3a Te3H CHCTOAHKS, IPHEMBT Ha
JAdypeTiuy TpaGea fa 6bae npeycraHoBeH, a 6b0peynara yHKUHA Ja C€ IPOCIEAsABa pe3
NBPBATE CEAMULE OT HAYANO0TC Ha nedenuero ¢ JupotoH.

Hskor nauuenTH ¢ XueproHun Ges 0ueBUIHO Npeaxoxaatlo Op0pedHo BacKylapHo
3abomaBaHe ca MOJTy AN MOBHIIABAHe HAa HUBATA HAa Yped B KPbBTAa H CEPYMHHA KPEaTHHHH,
00MKHOBEHO MHUHMMANHO H NMPEX0AHO, 0c0DEHO, KOraTo JTH3HHONPHI € MpHAaral
eIHOBpEMEHHO ¢ AHypeTHK. ToRa e Mo-BePOATHO Ja ¢¢ NOSBH MPH NAHEHTH © IPEAX0RIAlI0
O6n0peuHo yBpexaade. Moxe Ja ce HajloxKH HaMaNdBaHe Ha J03aTa H/IIH CIHpaHe Ha
AHYPETHKA H/HIH JTEYEHUETO C IHSHHOMPHI.

Cren ocThp MuokapaeH HHGAPKT, Neuerue ¢ JIHPOTOH He TpAGBa A ce 3a1oyna IpH
NAUHEHTH ¢ JoKa3aTencTra 32 Gebpeuna auchyHkUUA, TeuHMpata KaTO KOHUEHTPALKA Ha
CepyMHMA KpeaTHHUH HafBHiasawa 177 pmol/l u/unu nporeuHypus Han 500 mg/24 yaca.
AKO no BpeMe Ha neucHue ¢ JUpoToH ce pa3sue 6bOpeuHa gucdyHxud (KOHLIEHTpALHS Ha
CepYMHHA KpeaTHHHH HajiBHiIaBama 265 pmol/l unu yaBoABaHe CIPAMO M3XOJHATE HHBA),
nexapat Tpadea ja o6ChAN NPEKPATABAHE HA JICUEHAETO ¢ JIHpPOTOH.

Cepoxuyecmeumennocn/Anzuonespomuern omox
[pu maumenTy, leKyBaHH ¢ HHXUOHTOPH HA AHTHOTEH3HH KOHBEPTHPAIIMA €H3HM,
BKJTFOMHTENHO B ¢ IM3HHOIIPHN, pAIKO ce chobl1aBa 32 aHTHOHEBPOTHUEH OTOK Ha NHLETO,
KpaifHHIIUTe, YCTHUTE, €3HKa, TI0THCA H/HIIH IApHHKCA. ToBa MOXe Ja ¢e CIy4YH [0 BCAKO
BpeMe Ha jleueHHeTo. B TakuBa ciydad, npunoxeHHeTo Ha J{upoToH TpabBa Aa 6bae
He3a0aBHO IIpeyCTaHOBEHO H NalMeHTHT TpAOBa Ma 0pae moaxondio MeKyBaH 1
OpociesBaH, 3a 4a ce OCHTYPH HANbAHO H34Ye3BaHE HA CHMITOMMTE NIPEIH HINMKCBAHETO HA
nauuenTa. JIopd B cIyyaHuTe, KOraTo € 3acCerHar caMo e34ka 0e3 pecHpaTopeH THCTpec,
MOXe J1a ¢ HeoOxoauMo NauHeHTHTe Ja OBJaT IpoIbIDKHTENHO HabmogaBaHH, ThH kaTo
JIeHeHHMETO C AHTHXUCTAMKUHH H KOPTHKOCTEPOM/IH MOXKE [a C€ OKAKE HEAOCTATHIHO.
MHoro pAgko ca crofLaBaHyd CMBPTHH CyyaH, AbDKALLY ¢€ HA aHTMOHEBPOTHYEH OTOK,
CBBD3aH C TapUHreaeH OTOK WIH OTOK Ha e3uKa. [JauMeHTHTe ChC 3acerHar e3HK, TIOTHC
HIH JIAPHHKC MOrAT Aa Moyvar o0CTpyKUMS Ha BB3AYXOHOCHHTE ITHTHILA, 0C00eHo
TNaLUMEeHTHTE ¢ AHAMHE3a 32 XMPYPrivHa ONepalis Ha Bb3IyXOHOCHHTE IbTHIUA. B Tesg-™
cny4au Tpa0Ba BeIHara Ja ce NpHIOKH CIEUIHO NeueHHe. ToBa neyeHne MOKe Ja mwﬁﬁ_lff
NPUNOKEHUE HA AIPSHANUH W/MAK NOANBPKAHE TPOXOANMOCTTA HA UXATEHHTEY rp§ T/um e
MamnuenTtare Tpadea Aa OBAAT MOA CTPHKTHO JIEKapCcKo HabMIOAEHHE A0 WBITHO yynﬁc 04
OT3BYYaBaHe Ha CHMITOMHTE.




HuxuburopuTe Ha AHTHOTEH3NHE KOHBEPTHPALLMSA €HIUM NPHYHHABAT aHTHOHEBPOTHYEH OTOK
C MO-roNAMA YecTOTa NP YePHOKOKH MALMEHTH, OTKOJKOTO IPH HEYEPHOKOMH NalHEHTH.
Taupenture ¢ aHaMHe3a 3a aHTHOHEBPOTHYEH OTOK, HECBbp3aH ¢ Tepanus ¢ ACE
HHXHMOUTOPH, MOXe 1A ca C IIOBHIIEH PUCK OT Pa3BHTHE HA aHTMOHEBPOTUYEH OTOK, AOKATO
apuemar ACE nHxHOUTOpH (BXX. Touka 4.3).

CeopreTBawaTa ynorpeda Ha ACE HHXHOMTOpH ¢BC caKyOMTPILI/BAICAPTAH €
NPOTHBOMOKA32Ha MOPaaM NOBHIICH PHCK OT anruoeaeM. JleueHue cbe
cakyOUTpHI/BancapTan He Tpa0Ba Aa Ce 3ano4ea [no-paHo oT 36 yaca cned NOCIeNHATa 4034
THU3HHONPUIL. JleyeHue ¢ TM3HHONPUI He TpADBA Ja ce 3anouBa No-paHo oT 36 Jaca ciex
nocneqHara Jo3a cakyOuTprir/Bancaprad (Bx. To9kH 4.3 1 4.5).

CoirereTamara ynotpeda Ha ACE uuxuburopu ¢ patuekagorpua, mTOR nuxuburopu
{Hanp. cuponrMyc, eBEPOTHMYC, TEM3HPONIAMYC) H BHAMATIHOTAH MOXKEe A4 JOBEIE IO
MOBHIICH PHUCK OT aHrHOeJeM (HAMp. OTOK Ha AMXATeNHUTe IHTHILA WM e3HKa, CBC HIH 6e3
HapyllieHHe Ha JUIIAHETO) (BX. Touka 4.5).

HeobxonuMo e ma ce moaxoaH ¢ NOBHUIEHO BHUMAHUE, KOTATO CE 3aMno4yBa eYeHHe ¢
patekafgoTpun, mTOR HHXHOMTOPH M BUNIARHITHH NP TALHEHT, KoiTo Beve npueMa ACE
HHXHOHTOP.

Anapuraxmoudny peaxyuy npu nayuenmy na XemoduaIuza

Hma cbobIenus 3a ciyyau Ha aHadHIAKTOMAHE PeaKuiy NpH NaUMeHTH Ha AHATH3A ¢
BHCOKOIPOMYCKIHBH MeMOpanu (Hanp. “AN69”), nekyBaHH enHoepemenno ¢ ACE
unxuburop. [Ipy Te3aun nauwenTn TpaGBa Aa ce obcham ynorpebara Ha Apyr THN MeMOpaHa 3a
JAanu3a Wi Ha aHTHXHNEPTEH3HBHY CpecTBa OT APYr Kac.

Auadunaxmoudnu peaxytu no epese Ha adepesd ¢ AURONPOMEUHU C HUCKA RTBIMHOCH
(LDL-adepesa)

[lpu nauuenTH, nonygasauy ACE nHxubuTOp no BpeMe Ha adiepesa ¢ MUIONPOTEHHH
Hucka nasTHOCT (LDL-adepesa) ¢ nekcTpaH cyndar, psako Morar fa Bb3HHKHAT
SKHBOTO3ACTPALIABALIN aHA(hHAAKTOMAHH peakiud. Te3n peakinu MoraT Aa 6baaT H3GerHaTH
karo nedeHneTo ¢ ACE mHXUOHTOp BPEMEHHO Ce TIpeKpaTH NpeaH BeAka adepesa.

Hecencubunuzayua

[pw nanuent, nonyyaeamy ACE #HXubUTOpH NO BpeMe Ha JIeUeHHE 3a AeCceHCHONM3anns
(Hanp. hymenoptera venomy), MOTaT [1a Ce HOABAT MOCTOAHHH dHA(HUIAKTOMIHH PeaKI[HH.
Tesu peakuun mMorar ga &paat H3berdaty kato nedeHuneTo ¢ ACE uHxubuTOpH BpEMEHHO ce
TIPEKpaTH, HO T¢ MOTAT Ja ¢ MOARAT OTHOBO 1IPY HEBHHMATENHA MOBTOPHa yrorpeba Ha
JIeKAPCTBEHHA NPOAYKT.

Yeprodpobina nedocmamuvynocm

Manoro paako, ACE waxaOuTOpHTE Ce acOLMHUPAT ChC CHHAPOM, YHATO TEPBOHAYATHA H3BA
€ XONeCTaTHYHA KBATEHHIA U IpoTpecHpa A0 (yIMHHAHTHA HEKPO3a H (MOHAKOrA) CMEPT.
MexaHn3MbT Ha TO3K CHHAPOM He € H3AcHeH. [launenTyTe, npueManin JUPOTOH, KOUTO
IOMYYaT KBIATEHULE HITH H3pa3eHO MOKAuBaHE Ha YepHOAPOoOHHTe eH3uMH TpADBa Ja
[IpeKpaTAT IpHeMa Ha J[MpoToH # Aa 6B4aT OAXOAAII0 IPOCNEASHH OT JIEKap.

Hevmponenua/depanynoyumosa
HeyTponeHus/arpanynouuTtosa, TpOMOOLMTOIEHHA M aHEMHA ¢a ¢HOOIARAHY TIPH TTAIHEHTH,

npuemamy ACE nnxuburopu. [pu maunenTty ¢ HopmanHa 6s6peyHa dyHxuua u 6es apyru
yCIoxHABALTH GakTopH, pAaKo ce NoABABa HeyTponeHua HeyTponeHuaTa n )
arpaHyJoLUTO3aTa ¢a 0OpaTHMH cnex npekparaBake npueMa Ha ACE nmmﬁmoy’.‘
Tps0BA /ja Ce H3MOM3BA C MOBHLICHO BHUMAHHE IIPH MALHEHTH ¢ KONAreHHO BacKy)
3abondapaHe, EMYHOCYIIPECHBHA Tepalng, fiedeHHe ¢ anoiypHHON WTH MPOKaHHAM]
KOMOHHALMSA OT TE3M YCIIOKHABALIH (AKTOPH H 0COOEHO IIPH CBHILECTBYBALIO




yBpexIaHe Ha 6b0peuHata GyHKIHA. HAKOM OT Te3H MallMeHTH pa3BHEAT CEPHO3HH
HHeKIMH, KOHTO B MATEK Gpoil clyyau He OTroBapsaT Ha HHTEH3MBHA aHTHOHOTHYHA
Tepanuda. Axo JJMpOTOH ce H3M0JI38a OT TAKMBA MALHEHTH, CE IIPEoPbYBa NEPHOJAHYECH
MOHHTOPHHI HA Gpﬂﬂ Ha JCeBKOUHATHTS H HA NMNALHCHTHTE TpﬂﬁBa Ada HM 6’1;}18 Ka3aHO Ja
cHOBIIABAT 33 BCEKM NpH3HAK HAa HH(EKUHA.

Heotina 6rokada Ha pernn-auzuomensun-andocmepornosama cucmema (RAAS)

Hma nannm, 4e eaHoBpeMenHara ynotpeba Ha ACE nHxubuTopn, anruoteHs3uH IlI-
peLeNTOPHE OGNOKEPH WIH ANKCKHDPEH MOBHINABA PUCKA OT XHIIOTOHMA, XUIEPKATHEMUA U
HamanaBane Ha OpOpeyHaTa QyHKUMA (BKIIOUKTENHO ocTpa ObOpetHa HeAOCTaThYHOCT).
[lopagu ToRa He ce NpenopbsuBa ABoHHO OnokHpane Ha PAAC gpe3 komGrHHpaHaTa
ynotpeba Ha ACE urxubutopn, aHruoren3uH l-peuentopHu OM0KepH MK ANTHCKUPEH (BX.
ToukH 4.5 1 5.1).

AKO ce TpelieHH, Ye TepanuATa ¢ ABoiHO GnoKupaHe e aGComoTHO Heo0XoAMa, ToBa TpADBa
Aa cTapa camo 1104 HaOMoAEHHETO Ha CTISUHATHCT H NPH YeCTo BHHMATEHO MOHHTODHpaHe
Ha ObOpeunara GyHKUNA, ENEKTPONHTHTE H KPBBHOTO HalAraHe.

ACE naxnturopH ¥ aHrHoTeH3HH [I-penerrropay 6nokepu He TpAOBRa fa ce H3NOA3BAT
eTHOBPEMEHHO NP TauueHTH ¢ quabeTHa HedponaTus.

Paca

HuxnOutopure HA aHTHOTEH3HH KOHBEPTHPALIHA €H3UM IPHUHHABAT MO-BHCOK PHCK OT
AHrHOoeaeM MpH YCPHOKCHKH IMAIHCHTH, OTKCNIKOTO IIPH HEYEPHOKOKH NHANHEHTH.
Kakro npu apyrute ACE uHxuGutopy, JJUpOTOH MOXe 1a oKaxke no-cnal edekT 3a
MOHHKABAHE HA KPBBHOTO HANATAHE IIPH HEPHOKOKH TALMEHTH, OTKOJIKOTO IIPH
HEUCPHOKOXKH NALlHEHTH, BEPOATHO NOPajy NpeBalupaHe HA MO-HACHK PEHHH NpH
XHMEPTEH3UBHA Y€PHOKOXKA MICITYTALIHA.

Kaunuya

HMa crobienns 3a Kauuina no BpemMe Ha geueHne ¢ ACE unxuOuTopu. XapakTepHo 3a
KalllJTMHATA €, Ye T51 € HENPOAyKTHBHA, IPOAB/KHTENHA H NIPEMHHABRA cliel CTIHpaHe Ha
neyeHueTo. Kamnuna, unayuupana oT ACE nuHxufutopu, Tpadea BHHArH 44 ¢¢ HMa NpeIBHT
KaTo 4acT OT JU(epeHNaNHATA JUATHO3a Ha Kall/THIaTa.

Xupypeun/anecme3zus
IMpyu naupeHTH, NOANEXKAIIH HA FOIAMA XHPYPriUdHa orepalds HIIH [0 BpeMe Ha aHecTe3HA

CBC CPENCTBa, NpeAH3BHKBAILH XUTIOTOHMA, TM3HHOMPKIT Moske Ja GI0KHpa BTOPHYHOTO
oOpasyBane Ha aHrHOTeH3uH 11 cles KOMNeHcaTopHO 0cBOGOKIaBaHe HA PEHHH. AKO ce
AOSBH XHIIOTOHHS H C€ CUNTA, Ye TA ce Tb/DKM Ha TO3H MeXaHH3bM, TOBa MoXe ja Oble
KOPHTHpaHO Ype3 BNHBAHE HA TEUHOCTH,

Xunepxarnemun
ACE vHXHOMTOpITE MOTAT [1a MpeJU3BHKAT XHNEPKUTHEMHS, Thil KaTo HHXHOMpaT

ocBo0OAaBaHeTo HA anaoCcTepoH. EGekTET 0OHKHOBEHO HE € 3HAYHTEAEH NPH [TALHEHTH ¢
HopManHa Ob6peyna gyHkuua. Obave NpH NanHeHTH ¢ HapylleHa Op6pedHa (hyHKIHA,
3axapeH aHa0eT W/HMM NPH TAUUWEHTH MPHEMAallH XpaHHTEHH J00aBKY, ChABPKAINM KATHil
(BRIIIOYHTENHO 3aMECTHTENH Ha COITa), Kanuii-coXpaHasally ARYpeTHIH (Hanp.
CTNIHPOHOMAKTOH, TPHAMTEPEH MITH aMHIIOPHN), KAKTQ H TAKHBA NALHEHTH NpHEMAILY
JIeKapcTBa, KOUTO IIOBHIIABAT CEPYMHHA Kanuii (Hanp. xenapHH, TPMMETONPHUM HIIH
KOMOHHALIHATA TPHUMETOIPHM/CYdaMeTOKCaz0N, H3BECTEH CHILD KATO KO-TPHMOKCA30N H
0c00eHO aHTaroHMCTH HA AINOCTEPOHA HIIH AHTHOTEH3HH-PELENITOPHH BIOKepH), MOXKE- ,
BB3HUKHE XHIepKaTHeMIl. AKO eTHOBPEMEHHOTO W3II0I3BaHe Ha [I0-Irope nocogeum&“ W /"0
CPEACTRA Ce CUMTA 33 YMECTHO, C& MPEMOPBHYBA PEAOBHO NPOC/ICAABAHE HHBATS Hdk pp’ymeg
kanuii 1 0s6peyHarta yHKINA (BXK. TOUKa 4.5). /

Huabemuyy



I1pa nauneHTH, KOHTO NPOBEKAAT JIEYEHHE C NIEPOPaNHH aHTHAHA0ETHH CPeICTBA HITH
HHCYTHH, TpAOBA 1A Ce OCBIIECTBABA PEAOBEH MNIMKEMHUYEH KOHTPO 10 BpeMe Ha MbPBHA
mecel] oT JeueHHeTo ¢ ACE uHxubutop (BX. Touka 4.5).

Jlumui
Kato uano kombuHauuara ot nutuii ¥ JIHpoToH He ce npenopbyuBa (BXK. Touka 4.5).

Epemennocm
He ce npenoprusa ynotpebara Ha ACE HaxubutopH no Bpeme Ha 6peMeHHOCT, B ciyvauTe,

xorato repanuaTa ¢ ACE HHXHOHTOPH € HANOKUTEIHA, MALMEeHTKUTe IAHWPay Ja
3abpeMeHesT TpAOBA 1A MPEMHHAT HA aNTePHATHBHO AHTHXHIIEPTEH3IHBHO NEYCHHE, KOETO € ¢
YCTaHOBeH Mpogun Ha Ge30MacHocT Mo BpeMe Ha OpemeHHocT. Koraro ce yCTaHOBH
OpemenHoCT, nevyeHueTo ¢ ACE unxuburopy 1pabBa Aa ce npekpaTH HE3a6aBHO H 2K0 €
HeoOX0AUMO 2 ¢¢ OpeMHHe KBM AITEPHATHBHA Tepanus (B:K. Toukn 4.3 u 4.6).

4.5. BianmopeiicTBHE ¢ JPYTH JIEKAPCTBEHH NPOJYKTH H Apyru popMu Ha
B3aMMOogeiicTBUE

Aumuxunepmensusni cpedcmea

KoMOHHRpaHeTO HA IM3AHHONPH ¢ JPYTH AHTUXUIEPTEH3HBHE CPeACTBa (HAMNp. [NIHLEPHIOB
TPHHUTPAT, APYTH HUTPATH UIH APYTH BA30JUIATATOPH) MOXe Aa A0BEle 40 NONBIHHTETHO
MOHHKABAHE HA KPBBHOTO HaNAraHe.

JaHHH OT KIMMMYHY NIPOYYBAHNA NOKAIBAT, 4e ABOHHOTO Onokupane Ha peHUH-
aHFHOTEH3HH-an0cTepoHoBarta cuctema (PAAC) upes komMGuHMpaHara ynotpe6ba Ha ACE
HHXUOHTOPH, aHrnoTeH3uH [[-penenTopiy G0KepH 1K ANTHCKHPEH Ce CRBP3BA ¢ MO-BHCOKA
4eCTOTa HA HexXxcelaHH cBOUTHA, KaTo HAallpHMep XUIIOTOHHA, XMIIEPKATHEMUA ¥ HaMaNABaHe
Ha 6u6peqnaTa QyHKUIHA (BKIOUHTEIHO ocTpa OROpedna HEAOCTATEYHOCT), B CPaBHEHHE ¢
ynoTpebara caMo Ha eIHO CpeAcTBo, AeiicTBaio Bspxy PAAC (Bxk. Toukn 4.3, 44 u 5.1).

Herapemeenu npoOvkmy, KOUMoe mozanm 0g ROSUAI PUCKA OM AHZROEOEM
CoobeTeTBauara ynoTpeta Ha ACE HHXHOMTOPH Che cakyOUTpHIL/BascapTaH €

NPOTHBONOKA3aHa, Thil KaTO TOBa NOBHILIABA PHCKA OT aHTHOeAeM (BX. Touka 4.3 u 4.4).
ConpreTBaniara ynorpe6a ¢ ACE uuxuGuTopy: HHXMGHTOpH Ha panamutiud (mTOR)
(HanpHMep TeMCHPOIHMYC, CHPOTHMYC, EBEPOITUMYC) HIH HHXHOHTOPH HA HEYTpaHa
enponentuiasa (NEP) (Hanp. penexagoTpun) iy ThKaHeH NIa3MHHOMEHEH aKTHBATOP, HIIH
BHNIAAITIMIITHH MOYE 4 JOBSAE A0 MOBHIIEH PHCK OT aHruoeaeM (Bx. Touka 4.4).

Q’ymemuyu

Korato ce npn6aBy AHypeTHK KbM JI¢4EHHETO HA NALHeHT, NPHEMALL THIHHOIPHIL,
AHTHXMUIIEPTEH3HBHUAT epeKT 0OHKHOBEHO € alUTHBEH.

TManuenTuTe, KOHTO Bewe Ca HA TEPaNHs ¢ JUYPETHLH U 0COOEHO TE3H OT TAX, KOHTO OTCKOpO
IIpHEMAT AUYPeTHUH, MOraT [IOHAKOra 14 MOAy4YaT 3HAYMTENHO [IOHMXABaHe Ha KPBBHOTO
HanAraHe IpH BKJIFYBAHETO HA JTH3WHOMNPUI B TepannaTa. BepoaTHOCTTa OT CHMIITOMAaTHYHA
XHMOTOHHA NPH NEYEHUE ¢ TH3HHOMPHI Mozke 1a (b/le cBeAeHa 0 MUHHMYM “pes3
IIpeyCTaHOBABAHE NIPHEMa Ha JUYPETHK IPeAd HaualloTo HA TEpPANHATa ¢ JJHpOTOH (BXK.
TO04Ka 4.2 W 4.4).

Kanuegu dobasky, kKanuii-CoXpanasaif Suypemuyy Wi Kaluli-CoObPXICAt{y CONesY
zaMecmuments 4 OpY2U ReKapCMGenu NPoOYKRTY, KOUmo Mo2am 0d NOGULHam Rugamd Ha

CePYMHUA Kt e ]
!
Bonpeku de cepyMHHAT Kanu# o6UXHOBEHO OCTABA B PAMKHTE HA HOPMATHHTE rpaughiﬁ[ hf?ﬁ /70

HSAKOH IALUWEHTH, IEKYBaHH C JIN3HHOMPII, MOXE Ja Bb3HHKHE XHIIEPKaTHEMHUA. )fﬁo"rpeﬁam ‘%&j
Ha Kanuii-CbxpaHABally JUypeTHUM (Hanp. CTIHPOHONAKTOH, TPHAMTEPEH HIIH aMHJ?'OpHI[), Al




MO3KE Ja J0BE]e A0 IHAYHTENHO NOBHINEHHE Ha CepyMHHA KanHH, ocobeHo IpH NMALHEHTH ¢
HapyureHa 0b6peuna dynxuna. Tpabsa cbmio Aa ce BHHMABA, KOraTo JIM3HHOIPHI C&
npiiara eXHOBPEMEHHO ¢ JPYIH cPEACTEa, KOMTO MNOBHILABAT CEPYMHHA KANHH, KATO HaNp.
TPHMETOMPUM H KO-TPHMOKCA30JN (TPHMETONPHM/CYN(aMeToKCa30m), Tl KaTo € H3BECTHO,
4e TPHMETONPHM JeficTBa KaTo Kanuii-chXpaHaBall JUypPeTHK NoJ00HO Ha aMHIIOPHA.
IMopaau ToBA HE ce MpPeNnopbYBa KOMDUHHPAHETO HA TM3HHOMNPILI ¢ FOpeclIOMeHATHTE
NeKapcTBa. AKO € MOKa3aHa ChIBTCTRAIIA ynorpeba, Te TpAdBA fa ce H3NONA3BaT C IOBHIISHO
BHMMAaHHe H [IPH YeCTO NpoCcIeiBaHe Ha cepyMHHA Kamui(BkK. Touka 4.4).

Huxaocnopun: Tipy ceopreTRama ynoTpeda Ha ACE HHXHOUTOPH ¢ IMKNOCTIOPHH MOXe A2
BL3HHKHE Xunepkanuemus. [Ipenoprusa ce mpocneasBaHe Ha CEPYMHUA Kanuil.

Xenapuwn. TIpu cenbTcTBamma ynorpeda Ha ACE uHxubuTOpH ¢ XeNapHH MOXe 14 Bb3HUKHE
XHepkaneMus. [Ipenopeusa ce npociespaHe Ha cepyMHHA Kanui.

Axo JIpoTOH ce IpHeMa ¢ KaTHif-HeCLXPaHABALIl AHYPETHK, JHYPETHYHO HHIyLMpaHaTa
XHUITOKATTHEMHA MOXKE 13 ce HaMany.

Jlumuii

OGpaTHMO NMOBHINABAHE H2 CEPYMHHTE TMTHEBH KOHLIEHTPALHH H TOKCHYHOCT GaXxa
ZOKNaABAHH 110 BpEME Ha eHOBpeMeHHOo npunarade Ha MTATHA ¢ ACE naxubuTopH.
YenopeanaTa ynorpe6a Ha THAZUAHK JHYDETHUH MOXE 14 IIOBHILIH PHCKA OT JTHTHEBA
TOKCHYHOCT M J1a A yBenMyH NpH ynotpeba Ha ACE unxubnTopH. Yrorpedara Ha JIMPOTOH ¢
NHTHIA He ¢€ NPENOopEYBa, HO aKO TOBA € HAOXKHUTENHO, CEPYMHHTE HHBa Ha NUTHIl TpabBa Ja
ObaaT BHUMATENHO [IPOCAeAABaHH (BX. To4ka 4.4).

Hecmepoudnu npomusosssnaiumennu cpedcmea (HCIIBC) € moea qucao
aYeMUICATUYUI0sQ KUCeauna > 3g/0en

Koraro ACE HHxubHTOPH Ce npunarat eJHOBPEMEHHO ¢ HECTEPOUIHU
NPOTHBOBB3NATHTENHH CPEACTEA (T.€. ALSTHICATHLUHIOBA KUCENHHA TIPH
NPOTHBOBB3NANHTEHE CXEMH Ha npunarade, COX-2 HHXHOHTOPH M HECENEKTHRHH
HCTIBC), moxe aa ce HabnogaBa oTcnabBaHe HA aHTUXUNEPTEHIUBHUA ederT.
Enxospemennata ynotpeba na ACE naxubutopu u HCTIBC moxke fa foseae 1o NOBHIIEH
PHCK OT Bromaeane Ha OsOpeunara GpyHKLIHA, BKIIIOYHTENHO BE3MOXHA ocTpa G10pedHa
HeJIOCTATBYHOCT, ¥ 10 IOBHINEHHE HA CEPYMHHS Kanuii, 0c00EHO MPH NaUHEHTH ¢
npeqiecTBAINO HapymeHde Ha GpGpednara pyuxuua. Tesu epekTH 0OHKHOBEHO ca
oGparumu. KombuHanHATa TpA0Ba Aa C¢ NIpHAara BHHMATEIHO, 0COOEHO IIPH MAllMeHTH B
cTapuecka Bb3pacT. [TauveHTrTe TpAGBA a & XHAPATHPAT aJeKBAaTHO i TpAGBa na ce
NOMUKCIH 3a IPOCNeliraHe Ha OuOpeyHaTa GyHKuMA cned 3an0uBaHe Ha €JHOBPEMEHHATA
TepayiA H NEPHOAHYHO Cled TOBa. '

Jramo

HuTpHTOHAHM peakuHH (CHMIITOMH Ha Ba30JMNATALMA, BKIIOUHTENHO 3a4epBsaBaHe, rajieHe,
33MAAHOCT U XHMOTOHUNA, KOHTO MOraT Ja 66131 MHOTO TEKKH) /el HHKEKIIHOHHO
ApHNaraHe Ha 11aTo (Hanp. HaTpHeB AYPOTHOMANAT) ca JOKNaABaHy M10-4€CTO NpPH NMalHeHTH
npHemaiun ACE unxuéurop.

Tpunyuxauuny anmudenpecanm/Anmuncuxomuy/ Anecmemuyy

EnnoBpeMenHara ynorpeba Ha H3BECTHH AHECTETHLM, TPHIMKIHYHH aHTUAENPECAHTH U
aHTHIICHXOTHUH ¢ ACE HHX#OHTOpH MoXe [1a A0Be/IE A0 MOHIMXABAaHE HA KPBBHOTO
HanfraHe B NO-BHCOKA cTeleH (BK.TovKa 4.4).

Cumnamuxomumemuyu
CHMNaTHKOMHMETHUMTE MOTAT A2 pelyLHPAT aHTHXHIIEePTEH3HBHATE edekTi Ha ACE-—~—x_
HHXHGHTOpPHTE. e A s N
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JlaHHHTE OT enuIeMHONOTHYHH TIPOYYBaHHA MPEeRIIONarar, 4¢ eJHOBpeMeHHaTa ynorpeda Ha
ACE uuxuburopu n antiualeTn NeKapCTBEHN NPOAYKTH {HHCYIHAY, Opaliu
XHITOITHKEMUHHH areHTH) MOTaT JOITEIHHUTEIHO 3 NOHHXAT HHBATA HA rIIIOKO3& B KPBBTA C
pHck oT xunoriukemua. Tosu ¢eHoMEH e mo-xapakTepeH 3a IbPBUTE CEAMHIH OT
KOMOHHHDAHOTO JIeUeHHE | 32 NalMeHTH ¢ Oh0peuHo yBEpeKaaHe,

Ayemmcanuymoea KNCeauHa, mgoméofmmugu, 6ema-6ﬂoxegu Humpariu
HupoTon Moxe Aa 6B¢ NpHIarad yCIOpEaHO ¢ aleTHICANHIHAOBA KHCEMHHA (B

KapAHONICTHYHH J03H), TPOMOOIUTHIM, GeTa-0NOKEPH W HUTPATH.
4.6.  PeprHaHTeT, 6PEMEHHOCT U KEPMEHe

bpemenHoct

¥Ynorpebata Ha ACE nHXUOMTOPH He ¢e MpeNophYBa o BPEME Ha TbPBHI TPUMECTHP Ha
GpemedHocTTa (BX. Touka 4.4). ¥norpebara na ACE nuxuOHTOpH e IPOTUBONOKA3aHA [Ipe3
BTOPHA M TPETHA TPUMeECTBD Ha GpeMeHHOCTTa (BxK. ToukH 4.3 H 4.4).

EnupeMuonornyHuTe AoKa3aTellcTEA 0 OTHOLIEHHE PHCKA OT TEPAaTOMEHHOCT, B PESYITAT OT
ynotpeBara Ha ACE uaxuGuToph, mo BpeMe Ha IThpPBRHA TPHMECThP Ha 6peMeHHOCTTA He ca
ybeqUTeNHH, BBIPEKH ToBA c1ab0 NOBHILIEHHE HA PUCKA HE MOXE 1A ce H3KITKYH, OCBeH aKo
npoabpkuTenyaTa Tepanua ¢ ACE HHXUOHTOP He ce CYHTA 34 KH3HEHO BaKHA,
NAUMEHTKHUTE, IUTaHHpal GpeMeHHocT TpAOBa Ja NpeMHHAT HA ANTEPHATUBHO
AHTHXHNIEPTEH3MBHO NEYeHHE, KOETO € C A0KazaH npodun Ha H&30M1aCHOCT no BpeMe Ha
OpeMeHHOCT.

Korato ce nnarnoctHumpa 6pemensocT, nedenneto ¢ ACE uaxuburtopu Tpabsa na ce
OpeycTaHoBH He3abaBHO M, aKo € MoAXOA4II0, Aa ce 3aroYHe anTepHATHBHA TEPalTH.

H3BecTHO €, ye excnosuuuaTa Ha ACE HHXHOHTOP Mpe3 BTOPOTO ¥ TPETOTO TPHMECEIHe
HHAYLHPa DeTOTOKCHYHOCT IpK YoBeKa (HaManeHa Ob0OpeyHa dyHKUHA, ONHIOXHIPAMHHOH,
za0aBsHe Ha oCH(UKALHATA Ha Yepena) H HeOHATATHAa TOKCHYHoCT (6Bbpeuna
HEJOCTATLYHECT, XMIIOTOHNS, XHIEpKaTHEMHS). (BXK. Touka 5.3).

B cnywaii Ha excriozuumns Ha ACE aHXMGHTODH npes BTOPOTO TPHMECEHHE Ha OpeMeHHOCTTa
ce npenops4Ba H3CIeBaHe ¢ ynTpasByk Ha ObOpeyunara gyHKkims u yepena, KnpMaderara,
YHHTO Maifku ca DpHemann ACE unxubutops, Tp40Ea Aa ¢& HablroAaBaT BHHMATEIIHO 38
XHMOTOHAA (B. TOUKH 4.3 H 4.4).

Kspmehe
Toil karo HaMa HHDOPMAUHA OTHOCHO ynoTpebaTa Ha JIUPOTOH (10 BpeMe Ha KbpPMEHe,

MpPHIIOKEHHETO Ha JIHPOTOH He ce Npenophusa, B Tpa6Ba A2 Ce H3MON3B8a aNTEPHATHBHO
neveHue ¢ mo-1obpe ycraHoBeH npodn Ha Ge30nacHocT No BpeMe Ha KbpMeHe, ocobeHo
JIOKaTO c€ KbPMH HOBOPOJEHO UM HEAOHOCEHO KbpMaye.

4.7. E¢exTs BLpxy ciocoGHocTTa 33 modupane u pabora ¢ MaummHu

ITo BpeMe Ha wodHpaHe HAH YNpaBICHHE Ha MallAHK TPAOBa 1a € HMAT NpeJBHJ PEAKHTE
CNydaH Ha 3aMasHOCT H YMOpA, KOHTO MOTAT J1a Bb3HHKHAT.

4.8. HexenaHH JeKapCcTBeHH peaKLHH

ChneapalnnTe HeXKeNaHN peaklXH ca HabMmOAaBaHH H OITICAHH B X072 Ha JIeYCHHUE ¢

nusuHonpra | Apyrd ACE MHXMOHTOPH CBC CleAHaTa 4ecTOTa: MHozo yecmu (Z1/ iﬁgﬁw\\
(=1/100 oo <1/10), nevecmu (=1/1000 no <1/100), pedxu (=1/10 000 go <1/100 ,sg*soze R u%« \
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peoxy (<1/10 000) BKIIOYHTENHO H3ONHPAHH CHOGLIEHHA, C HEH3BECTHA qec’ro‘l‘qffh'r
HaNHYHHTE ZaHHH He MOXKe na ObAae HaNpaBeHa OLeHKa). ; .
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Cuerema Yeern Heuectn Penxn MHoro peaxn
opran Kiac HEH3BECTHA
4ECTOTA
Hapywemsn AOHWXaBaHe Ha | MOTHCKAaHe Ha
XeMornoOuHa, | KOCTHHA MO3BK,
Ha kpvema u
sungbnama MOHMKABAHE Ha | aHEeMMA,
cucmend XeMaTokpuTa | TpomMbGoumTOmE-
HUA, IEBKOTIEHNA,
HEYTPONEHHA,
ArpaRyIoLHTO3A
(Bx. Touka 4.4),
XEMOMMTHYHA
BHEMHA,
nuMbaneHonaTus
Hapywenun ABTOHMYHHO aHaguIaxTH
HA UMYHHamQ 3abomnaBane qHa /
cucmemd aHapHIAKTO
HIHA
peakuus
Hapywenua CHHIAPOM Ha
Ha HETIOAXOAAIA
EHOOKPUHRA- CeKpelHa Ha
ma cucmemd AHTHAMYPETH-
YeH XOPMOH
(SIADH)
Hapyuenun XHOOTTUKEMHA
Ha
Memaboruzma
U XPAHENEMO
Hewxuunu MPOMEHH B NCHXUYHO JenpecHBer
HAPYULEHUA HacTpoeHHe- | oObpKBaHe CHMIITOM
TO,
pascTpoicT-
BO Ha CBHA,
XAMOUMHa-
MK
Hapywenus 3aMagHoCT, HapecTesuu, | DapocMus CHHKOT
Ha Hepsnama | rmaeoGonye | BepTHro, (oGoHATENHH
cucmemd HApyLIeHHA | HAPYLIEHHA)
BBB BKYCa
Covpoeunu MHOKapJieH
HADVUIEHUA uH(apKT,
BEPOATHO
BTOpPHYEH HA
H3paszeHa
XUMOTOHHA
NPH BHCOKO
PHCKOBH
NaLHEHTH

{BX. TOUKA




C

Cuerema Yeern Heuectn Peakn MHuoro peaxu
opraH Kiac HEH3BECTHA
4eeToTa
4.4),
NATIHTANUH,
TaXHKADIHA
Crvdosu OpPTOCTaTHY- | MO3BUHO-
HAPYUEHUR HH edeKTH CBOOB
(BKIL. HHIHIEHT,
XHIMOTOHHA) | BEPOATHO
BTOPHYEH Ha
H3pazeHa
XHTIOTOHHA
MPH BHCOKO
PHCKOBH
MALHEHTH
(BX. TOUKA
4.4),
(reHoMeH Ha
Peiino.
Pecnupamop- KalHIa PHMHHT OPOHXOCTIA3EM,
CHHY3UT,
ik, 2prome u anepriyeH
Meduacmunan-
HU HAPYVIMEHUA ATBEQTHT,
€03UHO(HIHA
MHEBMOHHA
Cmosaumo- | SA2PEL rajicHe, CYXOT4 B NaHKpeaTHT,
upesry NOBpBOIaHE | KOpeMHa ycTata YpeBeH aHTHOEAEM
HApyuteHus Gonxa,
HAPYLUEHO
XpanocMuna-
HE
Xenametu- XeNaTHT, MpoTHYAaLl
AUAPHU ¢ LUTONH3A UK C
HapyUieH s XOJiecTasa,
HBATEHULA,
yepHOApoOHA
HEJOCTATEYHOCT
(Bx. Touka 4.4).
Hapymenus obpHuB, YPTHKApHA, H3IOTABAHE,
a KoHCama U OpypHT ANOTeLHs, nemduryc,
ROKONCHAME IICOpHAzHC, TOKCHYHZ
+ CBPBXUYYBCTBH- | eMMZepManHa
MuKdH
TENHOCT/AHTHO- | HEKPOTH3a,
HEBpOTHYEH CHHIPOM Ha
OTOK: CTurbHC-[XOHCHH,
AHTHOHEBPOTU- | epHTEMA
yeH OTOK Ha MynTuopme,
JTHLETO, KOJKHa -
KpaitHHLHUTE, nceanonum@gﬂﬁ?&;%\“
YCTHHUTE, : ;}"%} '55 . ;_H{?O P
€3MKa, [IOTHCA AT e NG
H/HH
napuHkca (Bx.
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CucTema YecTn HeuecTn Penkn Muoro peaku c
P —— HEM3BECTHA
YecToTa
TouKa 4.4)
Hapywenus Gphpeyuna yPEMHS1, OCTPA | OJNHTYPHA/aHYpHA
Ha GvOpeyume | IICPHYHKLIMA OuOpeuna
U RUKOYHUME HeJoCTaThY-
nbmuna HOCT
Hapywenua HUMIIOTEHT- IHHEKOMACTHS
Ha HOCT
8BINPOUIBOOU
meanama
cucmema u
Zppdama
Obuyu ymMopa,
— acTeHns
egexmu Ha
MACHOMO HA
APUAONCEHUE
Hacnedsanun MOBHULIABAHE | [TOBHIIABAHE HA
Ha KpbBHAaTa | CEpYMHHA
ypea, 6unupyOHH,
NOBHIIARAHE | XMIOHATpHE-
Ha CepyMHHA | MHA
KpeaTHHHH,
[IOBHIIIABAHE
Ha
yepHoapob-
HHTE €H3HMH,
XMIepkanHe-
MHA

* CrofLaBaHH ca clydad Ha CHMITOMOKOMITIEKC, KOHTO MOXE Aa BKIOYBa €AHH HIIH
noBeue OT CleBANATE CHMIITOMH: [IOBHUIEHA TEMIIEPATYPA, BACKYIHT, MHAITHA,
ApTPaJICHA/APTPHUT, NO3HTHEHH aHTHHYKJIeapHU aHTHTena (ANA), yckopena CYE,
€03HHOMIWIHA ¥ IEeBKOLUTO32, 0OPHB, (POTOCEH3HTHBHOCT WIH APYTH KOXHH NPOABH.

l'[egna’rpnrma MOITY NalHA

IMpodrnbT Ha Ge30NacCHOCT OCHORAH HA MPOBEASHH KIIHHHYHE [POYYBaHHA NPEANoara
Bobpa TOHOCHMOCT HA TH3HHONPHI OT XHIEPTEHIHBHY NeAHATPHYHM NAUHEHTH H €
CbNOCTaBHM ¢ Npoduia Ha 6e30MacHOCT NpH Bb3PACTHH.

CrobiiaBaHe Ha NOAO3HPAHY HEXENAHH PeakKIlHH
C10011aBaHeTo Ha NoJO3HUpaHK HeXKeNaHH PeakLHH CIiel paspeliaBane 3a ynorpeba Ha

NeKapcTBEHUA NPOAYKT € BakHo. ToBa [03B0NZEA A3 NPOIb/IKH HA0MOASHHETO HA
CHOTHOLIEHHETO NOM3a/PHCK 3a JIEKAPCTBEHHA NPOAYKT. OT MEIHIHHCKUTE CIICLHATHCTH ce
H3MCKBA Ja cbOOIIABAT BCAKA MOIO3MPAHA HEXKETAHA PEaKIHA Ype3 HALHOHAITHA CHCTEMA 32
cpobimapate KpM HM3mbAHMTENHATA areHUHA N0 NeKapcTBara, yi. ,,JlaMau I'pyes™ Ne 8, 1303
Codmna, Ten.: +35928903417, yebcaitt: www.bda.bg
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eNEKTPONHTHI HAapymIeHnd, Ob0peuHa HEJOCTATEYHOCT, XHINEPBSHTIIALMA, TAXHKAPIHA,
nAnHTALAH, Opaldkapand, 3aMasHOCT, Oe3N0KOMCTBO 1 KAILTHIA.

IpenopBUYMTENHOTO IeHeHHE MPH NPeRO3HPAHE € MHTPABEHO3HA HHDY3HA HA PHIHONOTHIEH
pastBop. [Ipy BE3HHKBAHE HA XUIIOTOHHA, MAUHEHTHT TPAOBa Ja C€ MOCTABH B IIOKOBO
ronoxieHHe. AKO e BE3MOXKHO, MOKE 12 CBLIO Aa ¢e 0OMUICIH NeyeHue ¢ HHOY3HA Ha
aHryoTeH3uH Il H/ANH HHTPaBEeHO3HH KAaTeXONAMHHH. AKO JIEKapCTBOTO € MOr'b/IHATO
HacKopo, B3EMETe MEPKH 3a €/IMMHHKPAHE Ha NH3HHONPH/ (Halp. NOBPBIUIAHE, CTOMALIHA
NpOMHBKa, MPUTarade Ha abcopOeHTH ¥ HaTpHes cyndat). JIM3HHONPHI MOoXe J1a ce
eTHMHHHpA OT 0611aTa NHpKyTaUKs Ypes Xemoananusa (Bx. Touka 4.4). [loctassane Ha
neficMelKbp e NokazaHo Npy GpaavKapAus, pe3UCTeHTHa KbM JeueHHeTo. TpabBa JecTo aa
C€ MpOCIeAABAT KHIHEHHTE [I0KA3ATENH, CEPYMHHTE eJIEKTPOJHTH H KOHLEHTPAMATA Ha
KpEeaTHHHH.

S. ©®APMAKQJIOTHYHH CBOHCTBA
5.1. PapMakoJHHAMHYHH cBOHCTBA

DapmaxoTepaneBTHYHa rpyna: CpeAcTra, geficTBallid Ha CHCTEMaTa PeHHH-aHTHOTEH3HH,
ACE unxuburopu, camoctostento, ATC kox: CO9AAQ3

MexannssM Ha AelicTBre

JIM3HHONPUN € MIENTHAMA AHNenTHAa3eH HHXAbuTop. Toit HHXHOHpa aHTHOTEH3HH
xouBeprupalua eH3uM (ACE), koiiTo kaTanu3upa IpeBpbLIAHeTe Ha aHTHOTeH3uH | BbB
BA30KOHCTPHKTOPEH MenTHI auruoTeH3nH 11, Aurnorenzud I celio cTHMynHpa cexpeuuaTa
Ha aII0CTEPOH OT HanobGpeuHara kopa. HuxuGupaneto Ha ACE Bogu Ao HamansBaHe Ha
KOHUEHTPAIHATA Ha aHrHoTensuH 11, KoeTo HMa 3a pe3ynTaT HaMAaNeHa BazolpecopHa
AKTHBHOCT M HaMalleHa anaoCcTepoHOBa cekpellns. HamaneHata cexpelHa Ha angocTepoH
MOKe Ja JOBEJE A0 [IOKAYBAHE Ha CEPYMHHTE HHBA Ha Kanui.

DapmakouHaMHYHH edeKTH

Cuura C€, Y€ OCHOBHUAT MEXAHH3IBM, IO KOHTO J]HSP[HOHPHJ'I NOHHXKaBa APTECPHANTHOTO
HAIATAHE ¢ TMMOJTHCKAHE AKTHBHOCTTA HA CHCTEMATA peHHH-aHl‘HOTeHSHH-aJIILOCTCPOH,
B'bnpexu TOBA, .TIHSHHOHPH.T[ HMa aHTHXHIICPTCH3IHBCH CCI}EKT IIOplfl Hp]/] MALIHEHTH ¢ HHUCKO
peHuHOBA XHneproHHg. ACE e nigeHTH4eH Ha kuHuHAaza [1, eH3uM, KOHTO pasrpakaa
EpaguxunuHa. [IpeacTod 2 ce H3ACHH, JaTH MOBHILEHHTE HHBA HA OPAIUKHHIH,
NOTEHIHANEH Ba30AHNATATOPEH IIENTH]I, NMAT PONiA [IPH TePANEBTHYHHTE edexTH Ha
MU3HHOTIPH.

Kannnuna eQukacuoct 1 GezonacHocT
EdekThT Ha TH3HHOMPHI BBPXY CMBPTHOCTTA H H0NeCTHOCTTa IPH ChpOEYHA
HEJOCTATEYHOCT € U3CNEeBaH KATO Ca CpaBHABAHH BHCOKa 032 (32,5 mg wim 35 mg
€IHOKpaTHO AHEBHO) ¢ HUCKA f03a (2,5 mg Han 5 mg enHokparHo fHeBHO). B npoy4Bane ¢
3164 nauneHTH, CbC CpelieH NepHod Ha MPOCIeABAHE OT 46 MECELa 3a NpeXXUBENHTE
MAUMEHTH, BUCOKATA 034 JIHIHHOMPHS BOJIK AC HaMa/lABaHe Ha pucKa c 12% B
KOMOHHHpaHaTa KpaiHHa TOYka Ha CMBPTHCOCT MO BCAKAKBA NIPUYHHA M XOCTHTATH3ALMH [0
BCAKaksa npHYHHA (p = 0,002) 1 HaManeHHe Ha pHcka ¢ 8% NPU CMBPTHOCTTA OT BCAKAKBH
MIPHYMHHE M ChPASYHO-ChAOBUTe Xocnuranuianu# (p = 0,036) korato ¢e cpapHABa ¢ HHCKATA
#o3a. HabmoaraHH ca HamaneHHe Ha PHCKA 338 CMBPTHOCT T10 BCAKakBa npuukHa (8%; p =
0,128) u cvpreuHo-cBa0Ba cMBPTHOCT (10%; p = 0,073). B post-hoc aHanu3a, Qppﬂ:ﬁ@.d;:‘: S
3TN
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Pesyntatite oT npoyusaduaTa MOKA3IBAT, Ue NPOPHUITHTE HA HEXKENAHHTE PEAKLHH [IPH
NAHEHTHTE NCKYBAHH ¢ BHCOKH H HHCKH J03H JIM3HHOIIPHII C& HOI.[OﬁHH, KaKToO nmo €CTeCTRO,
TaKa H Mo YecToTa. [IpeABMAMMUTE peakiiK, KOKUTO IIPOH3NH3AT OT oTHcKaneTo Ha ACE,
KaTO XWIIOTOHMA HNH HapymigeHa 6b0peuHa GyHKLMA, ce NoATABaT Ha JeueHHe H PAAKO BOJAT
A0 NpeycTaHOBABAHE Ha TepanuaTa. Kawmnuma ce cpera no-paAKo NpH MaLHEHTH JeKyBaHH ¢
BHCOKH OTKOJIKQTO IIDH TE3H € HHCKH 4034 JTH3HHOIIPHIL.

B npoyusanero GISSI-3, xoeTo #2non3ea 2x2 gakTopHaneH JU3aiH 3a CpaBHABAHE Ha
ediexTute HA NHIWHONPHI ¥ [AMLEPH TPHHATPAT TIPUNIATAHH CAMOCTOATENHO WK B
kOMOHMHALHA 3a 6 CeIMHLHM CIOPAMO KOHTpona npd 19 394 nauneHTH, KOATO Ca NONTYYHIH
JeHEHHETO B PAMKHTE Ha 24 4aca OT OCTBp MHOKapASH HHQAPKT, TH3MHOMPUI BOAH 10
CTATHCTHYECKH 3HaYHMO HAMA/IABAHE Ha PHCKA 33 cMBPT ¢ 11% CIpaMo KOHTpONUTE
(2p=0,03). HamanaBaHeTo Ha PUCKA C MNIHUSPH] TPHHATPAT He € 3HAYAMO, HO KoMOHHauuATa
H& TH3HHOTIPHI M FIMLEPHT TPHHUTPAT BOJH 0 3HaYHMO HaMaIBaHEe Ha PHCKA 34 CMBPT
¢be 17% cnpamo korTponute (2p=0,02). B nogrpynure Ha nauHEHTHTE B HaNpeHaNA
BB3pAcT (BB3pacT > 70 roAHHH) H XXEHHTE, ONpeie]IeHH KaTo NALMEHTH ¢ BUCOK PHCK 2a
CMBPT, ce HabionaBa 3HayuMa Noi3a 3a koMOMHApanaTa kpaitHa To4YKa 32 CMBPTHOCT H
chpAeyHa GyHkuus. KoMGHHUpaHaTa KpaiiHa To9Kka 33 BCHYKH MAUUEHTH, KaKTO H 33 BHCOKO
PHCKOBHTE [IOArPYIH, clie 6 Mecella ChLI0 N0KA3Ba 3HAYHMA MI0J134 34 IEKYBAHHTE ¢
JTH3MHONPUWI WM MTH3HHOMPHI IUTIOC FNHIEPUI TPHHHTPAT 33 6 CEAMHIM, OKa3Ballo
NpeBAHTHBHHA e(eKT Ha TU3NHONpPHI. KakTo 61 ce 0yaKBano 3a BCAKO NEYCHHE ©
BA30AMIATATOD, MOBHIIEHATA Y€CTOTA HA XHIOTOHUA M DbGpeuna gHchYHKUHS ce
HaluitonaBar pH NedeHHe ¢ MH3MHOIPHI, HO TOBA He € CBBP3AaHO CbC ChOTBETHO TIOKAYBaHe
Ha CMBPTHOCTTA,

B aeoitno caano, paHaoMH3npaHo, MHOTOLIEHTPORO TIPOYUBAHE, KOSTO CPABHABA TH3HHONPHI
¢ OnoKep Ha KaTHeBHTe KaHamH, 335 nawnenT ¢ guaber Tam 2 1 HavanHa HedponaThl
XapaKTepH3HpaLla ce ¢ MHKpoanOyMHHypHs, TH3uHOopra 10 mg a0 20 mg npuioxes
€IHOKPaTHO THEBHO 3a 12 Mecella, HAMAIARA CHCTONHOTO/QHACTONHO APTEPHATHO HATATAHE C
13/10 mmHg u cTenenTa Ha OTOENAHE Ha anOyMHH ¢ ypuHaTa ¢ 40%. Tlpu cpaBHABaHE C
BJoKep Ha KaMLHeBUTE KaHANH, KOHTO BOAH IO CXOIHO HAMANABAHE HA APTEPHAIHOTO
HanArane, NexyBaHUTe ¢ NN3MAOTIPUN NOKA3BAT 3HAYHMO MO-TO/IAMO HAMAILIBAHE HA
CTETIeNHTA Ha OTHENAHETO Ha abyMHH ¢ YPHHATA, KOETO € J0Ka3aTeNcTBo, ue ACE
HHXHOHpanoTo JeficTRYE HA TH3HHOMPIT HAMATABA MHKPOANOYMHHYPUATA Ype3 IUPEKTEH
MEXAHHM3bM BBPXY ObOpevHHTE ThKAHN B JONBIHCHHE HA eeKTa Ha NIOHHKABAHE Ha
apTePUANHOTO HaAATAHE.

JleueHuerTo ¢ JTH3HHOIIPHA HE [TOBITHABA MHKEMHAYHHA KOHTPON, KOETO C€ JOKa3Ba OT JIUIICATa
Ha 3Ha4uUM e)eKT BBPXY CTOHHOCTHTE Ha rIHkMpaHns xeMornoduH (HbA ).

Penun-anzuomenzunosama cucmema (RAS) — axmuenu eewyecmaa

JBe roneMH paHIOMH3NpaHH KOHTpoanupand npoyusanus — ONTARGET (Ongoing
Telmisartan Alone and in combination with Ramipril Global Endpoint Trial — Tekymo
rnofanHo U3NUTBAHE 3a KPaHHH TOUKY Ha TeIMHCapTaH, CAMOCTOATENIHO H B KOMOMHAIMA C
pamunpun) 1 VA NEPHRON-D (KinHnuHO npoyyuBaHe CBLp3aHO C Pa3BUTHE HA
HedponaTia npu AHabert, npoBeAcHO oT MUHHCTEPCTBO 110 BENPOCHTE HA BETEPAHHTE) —
npoyypar ynorpebara Ha koMGuHauuATa ot ACE unxubutop 1 auruorensud [I-penenropen
tnoxep.

ONTARGET e npoyusare, npoBefeHO NPH NAlHEHTH ¢ aHaMHe3a 33 ChbPACIHO-CHAOBA HIIH_
MO3BYHOCBA0BA GONECT, UK 3aXapeH AuabeT THII 2, IPHAPYKEHH C JAHHH 38 yapﬂzﬁ:ﬁ&% ﬁa?":”' W
et eKTOpPHH OpraHH. 2,




VA NEPHRON-D e npoyusane npH Na@eHTH Che 3axapeH Adaber o 2 u quabeTHa
Hedponarus. Tezn mpoyyBaHHA He TIOKA3BAT 3HAYHM $1aTONPHATEH e(eKT BbpXy
OBOpedHHTE H/HIH CHPASUHO-CBAOBHTE NOCNEIHIH H CMBPTHOCT, KATO ChIIEBPEMEHHO ca
HabJIl0gaRaHy NOBHILEH PHCK OT XUIIEPKAAHEMH, OCTPO YBpexkaaHe Ha OubpeunTe n/umm
XUIIOTOHHA B CPARBHEHUE C MOHOTEPAMHATA.

Karo ce uMar npegBua cxofuuTe HM (apMaKkoAHHAMUYIHY CBOHCTBRA, Te3H Pe3yNTaTH ca
npuoxkuMH ¥ 3a Apyrd ACE uaxuBUuTopH | anruorensud [[-peuenropuu 6nokepu
cleoBaTeHO He TpAOBA Ja ce H3MON3BaT eNHOBPEMEHHO TIPH NallHeHTH ¢ AnabeTHa
HegponarHa.

ALTITUDE (K/mHu4HO npoy4YBaHe NPoBEIEHO C ANHCKHPEH TIPH MAIMEHTH CbC 3aXapeH
AuabeT THI 2 ¢ U3MOM3BaHe Ha CHPAEYHO-CHAOBH U 6b0pedHH 3a00/MBaHHA KaTo KpalHH
TOYKH) € NpoyYBaHe, [IpeAHa3HAuYCHO 12 H3C/IeBa NOI3aTa OT A00ABAHETO HA ATHCKHPEH KbM
cranaaptHa Tepanus ¢ ACE uuxuburop wiu anrmotensut Il-penentopen 6xokep npu
NaHeHTH ChC 3axaped quaGet THN 2 U xpoundHo 6L0peuno 3abongBane, chpACUHO-CHIOBO
3abonABaHe MM U JBere. [IpoyuBaHeTo e NpeKpaTeHo MpeXIeBpEMEHHO OPajH NOBHLIEH
PHCK oT HeDnaronpHAaTHU nocieauiy. Kakto cbpaeyHo-chA0BATa CMBPT, TaKa H HHCYITET Ca
TMO-4eCTH B [PYIaTa Ha aMHCKUPEH, OTKONKOTO B rpynara Ha nnaiebo, a mpeAcTaBnABALIHTE
HHTEpec HEXENaHH CHONTHA B CepUO3HH HexKenaHH chOUTHA (XMIepKanueMus, XHIOTOHHA H
6n6pedHa JHCPYHKIMA) Ce CHOOWIABAT NMO-HECTO B TPYNATA HA ATHCKUPEH, OTKONKOTO B
rpynara Ha anaiedo.

[lequaTpuyHa NoOymanisg
B xnuHu4HO Npoy4eaHe, BKIoYBAMo 115 NeIHATPHYHH NAUHEHTH ¢ XUNEPTOHUA Ha Bh3pacT

6-16 roAMHH, OT KOHTO NAUKUEHTH ¢ TENECHO Terno no-Hueko ot 50 kg ca nonyyasany 0,625
mg, 2.5 mg um 20 mg TH3HHONPHT BEJHBXK JTHEBHO, a MAIIMEHTHTE ¢ TeNecHo Terno 50 kg
HJIH NoBeue ca nonydasanu 1,25 mg, 5 mg nin 40 mg nu3HHONPHN BEIHDXK AHeBHO. B kpas
Ha 2-pata CeIMHIA, TH3HHOTIPHII IPHIIOXKEH BEIHDLA JHEBHO € MOHHKHI KPBBHOTO HANIATAHE
N0 J0303aBHCUM HAYHH C [OCTIENOBATENHA AHTHXUNEPTEH3NEHA ePHKACHOCT AEMOHCTPHPaHA
TIpH A03H N0-BHCOKH 0T 1,25 mg.

Tozu edexr € MOTEBPACH NpH Ga3aTa Ha OTTErNIAHE, KBAECTO AHACTONHYHOTO HANATAHE CE €
MIOBALEANO € okono 9 mm Hg nosede NpH NAUWCHTH paHICMH3EpaHH Ha nnatebo B
CpaBHEHHE C TE€3H PAHIOMH3NPAHH Ha CPeTHH ¥ BUCOKH B03H TH3HHOMPHIL. J[0303aBUCHMUSAT
aHTHXANEPTEH3UBEH (KT Ha TIHZAHONIPHIT NMOKAZRA MOCe0BATEIHOCT IPH pasfiHYHH
Jemorpadicky NOArPYNM: Ba3pacT, Tanner-eran, Mon H paca.

5.2, DAPMAKOKHHETHTHH CBOHCTEA

JIU3MHONPHN € OpaNHO aKTHBEH HecyNbxuapun-ceaepxaul ACE naxuburop.

AbBcopbuua
INpu opansoe NprACKEHHE Ha TH3HHOIPUN, MAKCHMATHATA NIA3MEHA KOHUEHTPALHS AOCTHTA

MaKCHMYM CJIEZl OKONe 7 yaca, BbIIPEKH e ¢e HaOMoaapa TEHEHLMA 32 MATKO 3aKECHEHHE
Ha BPEMETO 33 TOCTHrAHe HA MAKCHMATHA [1A3MeHA KOHLUEHTPALIHA IPH NALMEHTH ¢ OCTRp
muokapaed Hidapkr. OueHKaTa Ha YPHHHATA eKCKpelHs MOKa3Ba, ue cpeaHaTa
abcopbunonHa dpakima HA THIHHONPUI ¢ npubansutendo 25% ¢ papuanns MexIy
MauueHTHTe OT 6-60% NIpH BCHYKH TeCTBaHM J03M (5-80 mg). AGconoTHaTa GHOHAMMYHOCT €
peayuupasa nOpuOIH3UTENHO 6% NpH NanHeHTH ChC ChpAgYHa HEAOCTATEYHOCT.
AGcopbunaTa Ha IM3MHONIPHUA He cE MOBAHABA OT NPpHEMA Ha XpaHa.

PasnpeniencHue i
JIM3uHONpPHN HE Ce CBBP3BA ¢ NNa3MEHHTE NPOTEHHK, Pa3MHYHH OT unpxynnpamngf %‘H tyg ﬁ“?‘\\
aHruoTeH3uH koHeepTHpawl eH3HM (ACE). [Ipoyupanus BepXY NITBX0BE €4 10K e,
NH3NHOIPHN MTPEMHHABA KPBBHO-MOYbYHATA Hapuepa. i *‘




Enumunupane
JlusnHONIpUA He ce MeTaboNH3Kpa i Ce eKCKPeTHpa HaMbAHC HenpoMeHeH ¢ ypuHara. [1pu

MHOTOKPATHO J03MpaHe eQeKTHEHHUAT NIA3MEH MOy KHBOT Ha TH3HHONPHI ¢ 12,6 vaca.
KnHpBHCET Ha MU3KHOIIPUN IPY 34paBH NauueHTH e okoao 50 ml/min. [TnasMeHara
KOHLEHTPaLHA TOKa3Ba YAbIAKeHa TePMHHATHA (pa3a, KOSTO He BIliAe BEPXY KyMy/alHiTa Ha
nexapeTeoTo. TazH TepMHRaIHa (a3a BepoATHO NOKa3Ba HacHILate npy cobp3saHe ¢ ACE n
He € J10303aBHCHMA.

YeprnoapobHo yBpexaane

VBpexaaHeTo Ha YepHOApPoGHaTa dyHKLMA NpH HALKUEHTH ¢ YepHOAPoOHA LUpPO3a BOAH 10
noHmkaBare Ha abcopduudra Ha nuzMHonpun (oxono 30% onpeaeneHo Do HaNKUMETO B
YPHHATA), HO MOBHINABA eKCIO3HLMATA {0KoNo 50%) B cpaBHEHHe ChC 31ApaBH N0OpOBONIH,
[IOpaji MOHWKEHAS KITHPBHC.

Enlpeyno yBpexnaHe

Vepexaanero Ha 6b0pednaTa ¢pyHKUMA HAMAIABA eNHMEHHPAHETO HA TH3HHONPH, KOHTO ce
eKCKpeTHpa lipes OBOpeLHTe, HO TOB2 HaMalABaHe ¢TaBa KIHHHYHO 3HAYHMO, CaMO KOraTo
CTelIeHTa Ha ITyMepynHa GriaTpalua cnaade nox 30 mi/min. [Tpu neka mo cpeaHa creneH Ha
6n6peuna HenOCTATHYHOCT (KpeaTHHHHOR KAHPBHC 30-80 ml/min) cpeanara AUC ce
noeHaga camo ¢ 13%. Jokaro 4,5-kparHoTo nokaueaue Ha cpefHara AUC ce ycTanoespa
TIpH Texkka Op0peyHa HEAOCTATHYHOCT (KPSaTHHUHOR KIUPBHC 5-30 ml/min).

JnzuHonpun moxe Aa ObOe OTCTpadeH upes AHanu3a. Crnen 4 4acoBa XeMOSHANH3A
INa3MeHHTe KOHIEHTPALWH HA TH3HHOTIPHIT Ce ITOHIXKABAT cpeaHo ¢ 60% c IHanH3eH
KIMPBHC Mexay 40 # 55 ml/min.

CrpaevHa HeJOCTATEYHOCT
INanMeHTHTE CBC CBPACYHA HEAOCTATHUHOCT HMAT MO-TOJIAMA EKCIOHLMA HA THIHHOTIPHI, B

cpaBHeHMe cbC 3apaBH {nosuiuenue Ha AUC cpenno ¢ 125%), Ho nMar namaneHa abcopOuus
¢ oxono 16% B cpaBHeHHe ChC 3ApaBHTE.

TlenuaTpryna nonynanus

(DapMaKOKHHETHYHVAT NPOdHN Ha MTU3HHONPHA € IPOYYB&H IIpK 29 neauaTpU4BM
AHTHXHIEPTEH3UBHY TIALMEHTH HA Bb3PacT Mexay 6 W 16 rogunu, ¢ GFR ran 30
ml/min/1,73m”. Cnen nozn ot 0,1 10 0,2 mg/kg, NUKGT Ha steady state Nna3MeHaTa
KOHLIEHTpaUHs Ha NTH3MHOMNPHII Ce yCTAHOBH B PaMKHTe Ha 6 4aca, a yBeJMyeHata aGeopbius
Gasupana Ha YPHHAPHOTO BB3CTEHOBABAHE e OKolo 28%.

Tesu croiiHocTH ca MOA00RU Ha OHE3H MONYYEHH Beye NPH Bb3PAaCTHH MAlMEHTH.
Crofirocture Ha AUC 1 Cype IPH Aena B TOBA NPOYHBaHE Ca ChIIOCTABHMH ¢ OHE3H
HabMmoJaBaHH PH BB3PACTHH,

Crapuecka BBIpaCT
Io-BB3pacTHUTE MALMEHTH UMAT T10-BHCOKH HIBA U MO-BHCOKY CTOHHOCTH 3a MTOLLTA MOJ
KpHBaTa (yBenu4eHue okoio 60%) 8 cpaBHEHHE C MO-MNAIH.

5.3. TIIpeaKTMHAYHH JAHHH 32 Ge¢30MacHOCT

[pesxnMHAYHKTE JAHHM HE MPEIOCTABAT NO-cHelHanta HHpopMaHs IpH X0pa Bb3 OCHOBA

HA KOHBeHLHOHATHY NPOYy4BaHuA BEPXY o0llaTa ¢apMakoIoTHs, TOKCHYHOCT IIpY
HEKOJIKOKPATHO MpHJIATaHe, MFeHOTOKCHIHOCT U KapUHHOreHeH noteHuuan. Muxuburopure Ha
AHTHMOTEH3HH-KOHBEPTHPAILHS SH3HM TTOKa3BaT HekeNnaHH e(eKTi BopXy KECHHTE CTATIUH Ha
Pa3sBHTHE Ha 1044, KOETO BOAH IO CMBPT Ha MA0Aa H KOHTEHHTAHH ef)eKTH, B YacTHOCT =
saciaraly 4epena. JloknaapaHu ca ciydad Ha QEeTOTOKCHYHOCT, HHTpayTepHHHA p&gr&ﬁmﬂ"fq f?g
peTapfaLliis ¥ OTBOPEH AYKTYC apTEpHO3YC. Teaun aHOMAIHH B pa33mne’r0 caBpe YATaT H a NES




CHCTEMA H B pe3ynTaT Ha HCXeMuA NpH MaiiYHA XMIIOTOHHA H HaMaleH NpPHTOK Ha KPbB,

KP]!(:J'IOPOI[IJI XPAHHUTC/IHH BCLISCTRA [Ipe3 IIALCHTaTa KbM 111044,

6. PAPMANEBTHYHH JAHHH
6.1. CIHCBK Ha NOMOIHHTE BellleCTBA
MarsHe3HeB cTeapar,

TallK,

MaHHTOM,

HapeBHYHO HHILECTE,

KaJIIHER XMApOreHdocdar AuXnapar.

6.2. HechbBMeCTHMOCTH

Henpumoxumo,

6.3. Cpok Ha rogHOCT

3 rogunu.

6.4. Crenuaauy yeJOBHS HA ChXpAHEHHe

Hama cneuuannu YCIQBHA HA ChXpPaHCHHE.

6.5. Bua # cbALpiKaHNe HA ONIAKOBKATA

JlakupaHo, HanevaTaHo TEBPAC aAMyMHHUERO GonHo U TEEpLo PVC donro 3a Gnucrep.
BnucrepsT chabpxa 14 Tabnerku. Jpe GMUCTEpHM TEHTH Ca ONAKOBAHH B CTHBAEMA

KapTOHEHA KyTHS.
6.6. CneudanHn npeana3sHH MepKH OPH M3XBELEPASHE H paboTa

Hama cnenuandy H3HCKBaHHA.

HenznonspannaTr DpoJyKT MaM OTNAAE4YHHTE MAaTepHaNH OT Hero TpA0GBa a Ce H3XBRPJIAT B

CBOTBCTCTBHC C MCCTHHTE H3IUCKBAHHA.

7. OPHTEXATEJ HA PASPEHNIEHHETO 3A YIIOTPEBA

Gedeon Richter Plc.
Gydmrdi ut 19-21.
1103 Budapest, YHrapus

8. HOMEP(A)HA PAJPEHIEHHETO 3A YIIOTPEBA

JupotoH Tabnetky 2,5 mg per. Ne: 20020477
JupoToH tabnerku 5 mg per. No: 20020478

Hupoton Tabnetkn 10 mg per. Ne: 20020479
HAupoToH TabneTkn 20 mg per. Ne: 20020480
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9. JATA HA IIBPBO PASPEIIABAHE/MTOAHOBABAHE HA
PAZPEIIEHHETO 3A YIIOTPEBA

Jara #Ha mepB0 paspemaeane; 14.06.2002 (g Brnrapns)
Hara Ha mocneaxo IOAHOBARAHE Ha pa3pellicHHeTo 3a ynorpeba: 29.08.2007

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA
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