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CAEAYIOLWNN LWAT B AEHEHUUA XPOHUYECKON
BOAE3HU NMNOYEK
NEXT STEP IN CHRONIC KIDNEY DISEASE THERAPY

Pestome. VIHIGUTOPbI QHIMOTEH3MHIPEBDALLQIOLLETO pep-
MEHTQ/6AOKQTOPbI PELIENTOPOB QHIMOTEH3MHQ COCTABASIKOT
OCHOBY PEHOMNPOTEKTOPHOM Tepary XPOHuYecKkon 60-
AE3HU roYeK. 1o mepe CHWKEHUsT CKOPOCTN KAYOOYKOBOM
PUALTPQLMN  YBEAMYMBAETCST QKTMBHOCTH  CUMIIQTNHECKOM
HEPBHOM CUCTEMBI, YTPQYMBAETCS] KOAMHECTBO QYHKLMOHM-
PYOLUMX HEPPOHOB, HTO TPEOYET UMEHEHUST TAKTUKA Ae-
yeHus.. CHmKeHne PUCKQ KAPAMOBACKYASIOHbIX COObITUM,
PEQAUBYIOLUMXCST HO (QOHE BO3PACTAKOLLEN TUNEPTEH3NN,
BEPOSITHO, AVKTYET HEOBOXOAMMOCTb MPUMOPUTETHOrO HA3HQA-
YEHMST CUMIMQTOAUTKOB, GAOKQTOPOB KOAbLIMEBBLIX KAHAAOB
M OTKQ3Q OT MHMMOUTOPOB QHMMOTEH3MHMPEBOALLQIOLLErO
pepMeHTa/6A0KQTOPOB PELIENTOPOB QHIMOTEH3MHA. TaKTU-
ka BPUUMOHEA — BPCAVICATIO)MO(KCOHUAMH)HE(G1BOAOA)
N(EepKkaramnmH) meHsietcst Ha MHEAA — M(OKCOHVAMH)
HE(G1BOAOMNN(EPKAHUANTIMH)AMYPETUK), YTO UCIOAL3YETCS
HaMU HQ MPOTSDKEHMM MMOCAEAHMX AET, AOMYyCKQeTCs1 coYe-
TAHHOE UCIMOAB30OBAHME TOPACEMUAQ U KCurnammaa. Otme-
HQ UMHMMOUTOPQ QHMIMOTEH3MHIPEBPALLQIOLLErO GepMEHTA/
6A0KQATOPOB PELIENTOPOB QHIMMOTEH3MHA TPpebyer AOKQ3Q-
TeAbHbIX AQHHBIX, KOTOPbIE, BO3MOXKHO, BYAYT MOAYYEHbI B UC-
cnreaoBaHum STOP-ACE.

KAtoyeBbie CAOBQ: VHMMOUTOPbLI QHMIMOTEH3UHMPEBPALLQHKO-
wero gpepmeHTa, 6A0KQTOPLI PELEnTopOB QHIMIMOTEH3MHA,
6AOKATOPbLI KAALLMEBBIX KQHAAOB, XPOHMYECKASsT GOAE3Hb
royekK, CKOPOCTb KAYGOYKOBOY QUALTRALMN.

Summary. Angiotensin-converting enzyme inhibi-
tors/angiotensin receptor blockers are the basis of
renoprotection therapy in chronic kidney disease.
Parallel to decrease of glomerular filtration rate,
there is an increase in the activity of the sympa-
thetic nervous system, and the number of functio-
ning nephrons reduces, which requires a change
of treatment regimen. Reducing the risk of cardio-
vascular events on the background of increased
hypertension probably dictates the need for a
priority administration of sympatholyfics, calcium
channel blockers and angiotensin-converting en-
zyme inhibitors/angiotensin receptor blockers with-
drawal. ARAMONEL formula: ARAMONEL — AR(B)
A(CEDMO(xonidine)NE(bivoloDL(ercandipine) is
changed to MNELD — M(oxonidine)NE(bivolol)
L(ercandipine)D(iurefic) that is used by us in recent
years. Combined use of torsemide and xipamide
is allowed. Angiotensin-converting enzyme inhibi-
tors/angiotensin receptor blockers withdrawal re-
quires evidence, which may be obtained in STOP-
ACEi trial.

Key words: angiotensin-converting enzyme inhibi-
tor, angiotensin receptor blockers, calcium channel
blockers, chronic kidney disease, estimated glome-
rular filtration rate.

KapauoBackyisipHbie COOBITHS SIBJISIIOTCSI OCHOBHOM
MPUINHOM CMEPTHOCTU MALMEHTOB ¢ XPOHUYECKO 00-
ne3Hbio novek (XBIT). OcHoBy (papmakoTepanuu, Io-
3BOJISIONIEH YITMHUTH BPEMSI 10 HEOOXOMMMOCTH Havaia
IMOYEYHO-3aMECTUTEILHOM Teparu, COCTABISIOT NHI Y-
OUTOPHI aHTMOTEH3WHIIpeBpalaIero GepMeHTa/010-
KaTopbl PEeNEeNnTOPOB aHTMOTEH3WHA/TIPSIMble WHTHOU-
topsl peauna (MAII®/BPA/TINUP) (KDIGO, 2012 [1]).
[IpemapaTbl 3TUX TPYIIl OPUHSATO HA3bIBaThb PEHOIPO-
TEKTOPHBIMM, TaK KaK C JOKa3aTeJbHOM TOYKMU 3PEHUS
OHU CIIOCOOCTBYIOT YBEJIMYEHUIO CPOKOB 10 Hayaja I10-
yeyHo-3aMecTuTenbHoi Tepanuu npu XbII. OcHoBHOE

Cardiovascular events are the leading cause of
mortality among patients with chronic kidney di-
sease (CKD). ACEI/ARB/DRI consist the base
of drug therapy allowing to extend time to renal
replacement therapy (KDIGO, 2012 [1]). Drugs
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dapmakosoruyeckoe neicTBUE 3TUX I'PYII MperapaToB
COCTOUT B YMEHbIIEHUM HETaTUBHOMN POJIM aHTHUOTEH3U -
Ha II.

ITo mepe nporpeccupoBanus XbII Bo3pacraer 3Ha-
YyeHWe TUIEePAKTUBHOCTH CUMIIAaTUYECKOW HEpBHOM
cuctembl. Ee ponb cocTOUT B KOMITEHCAIIMM CHUXKE-
HUS CKOpocTu KiayboukoBoir ¢uubTpanmuu (CKD),
BO3HUKAWOIIEH M3-3a YMEHBIICHUSI KOJIN4YecTBa (PYHK-
HUOHUPYIOIINX HeGpoHOB. [loBhIIIEHHWE aKTUBHOCTU
CUMIIAaTUYECKOM HEPBHOM CUCTEMBI COIPOBOXKIAETCSI
yBEJIMUCHUEM apTepUalbHOrO NaBACHUS M KapaumoBac-
KYJSIpPHBIX PUCKOB. DTO TpeOyeT Ha3HAuYeHUS KOMOMU-
HUPOBAHHOW aHTUTUIIEPTEH3UBHON Tepanuu U OLIEHKU
ee a(ppexToB Ha CUMMAaTUYECKYI0 aKTUBHOCTh BO B3a-
MMOCBSI3U C BO3MOXHOCTSIMUA KOHTPOJISI apTepHrajbHO-
ro nasiaeHus [2]. JonoxHuteabHo K Tepanuu MATID/
BPA/ITUP npuMeHSI0TCS CUMTIATOJIMTUKM, OJIOKATOPBI
KaJIbIIMEBBIX KaHATOB, O0eTa-0JI0KATOPhl U IMYPETUKH.
N ecnu Boibop MATID/BPA omnpenensieTcs: myTeM Bbl-
BeICHMS Yepe3 IMTOYKH/TIeYCHb B 3aBUCUMOCTHU OT YPOB-
Ha CK®, Tto mpeamodTeHue cpear MOJEKYJT IPYrux
KJIAaCCOB B 0OJIbIIIEI CTETIEHM OCHOBAHO Ha JOKa3aTeJb-
HoIi 6a3ze.

CraHaapTHasl TAKTUKA BBITJISIAUT CASAYIOIIUM 00pa3oM
(Tabn. 1).

Ta6aunya 1. PaunoHanbHble koM6uHaunn npu XBI1

of these groups are called renoprotective from the
point of view of evidence-based medicine hence
they promote extending time of renal replacement
therapy start in CKD. The main pharmacological
action of these groups of drugs consists in reducing
negative effect of angiotensin II.

As CKD progresses, the role of hyperactivity of
sympathetic nervous system increases. Its role con-
sists in compensation of the decrease of glomerular
filtration rate (GFR) arising from the decrease in the
number of functioning nephrons. Increased activity
of sympathetic nervous system is accompanied by an
increase in blood pressure and cardiovascular risks.
This requires administration of combination antihy-
pertensive therapy accounting the effects of combi-
nation drug treatment on sympathetic neural func-
tion and its relationship with blood pressure control
[2]. Sympatholytic agents, calcium channel blockers,
beta-blockers and diuretics are added as adjunct the-
rapy to ACEI/ARB/DRI. While the choice of ACEI/
ARB is determined by elimination route kidney/liver
depending on the level of GFR, preference for mo-
lecules of other classes is evidence-based.

Standard therapeutic approach presented in the
table 1.

Table 1. Rational drug combinations in CKD

Ucnonb3lyemasn
KOMOMHaLusa

MAM® /BPA + 6noKkaTop Kasb-
LIMEBBIX KaHanoB

MAM® /BPA+ MOKCOHWUAMH

Oxxupaembliit apdeKT

YcuneHune cHuxkenua ALl

bonee BblpaxKeHHOE CHMXKe-
Hue AL (Npu rMnepakTUBHO-
CTV CUMMNATUYECKOM CUCTEMBI)

Combination used

ACEI/ARB +
channel blocker

ACEI/ARB + moxonidine

Expected effect

Promoting decrease in BP calcium

More prominent decrease
in BP (when hyperactivity of
sympathetic nervous system
is present)

Ycunenue cHuxkennsa AL npu
oTeKax (MacTO3HOCTH)

MAMN® /BPA + anypetuk

ApTepuanbHasa runepTeH3uns
1 MOOJ0M BO3PACT, TaxnKap-
ans

MAMN® /BPA + HebuBonon

Promoting decrease in
BP when edema (pitting
edema) is present

ACEI/ARB + diuretic

Hypertension and young ACEI/ARB + nebivolol

age, tachycardia

B ximHuyeckoit Hedposornm Ha CMeHY KIOHWIM-
HY TIpUIIEe]T MOKCOHWIWH, a TaKXe JIepKAaHWIWIIVH,
JNEUCTBYIOIINI Yyepe3 HU3KOBOJbTHBIE PELENTOPhl U HE
YXyOIIAUANA TJIOMEPYJSIPHBIA KPOBOTOK, U HEOWBO-
JIOJI, CHUXKAIOIIUH LIEHTPaJbHOE aOpTaJbHOE aBJICHUE.
WMeHHO oHM cTanu nmpenapataMu Beioopa. Takum obpa-
30M, B IIPaKTUUYECKOU HeDPOJIOTUU CTaIU UCII0JIb30BaATh
dopMmyy:

BPUMOHEII — BP(A)U(AIIDP) M O(kcorudur)
HE(6usonon)Jl(epkanudunun) [3].

OpHako Mo Mepe CHWXeHMST (yHKUMU TOYEK WIN
BBUIY HUIMYMST UX HU3KOTO (PYHKIIMOHATBLHOTO pe3epBa
Heobxoaumocts MATI®/BPA/TIUP B komOuHauu uim
MOHOPEXMME KakK 0a30BbIX CPEICTB TEPSIET AKTYaIbHOCTD.
B mocnennue roasl HedpoJsorM Bce 4Yallle UCIMONIb3YIOT
npakTuky otkaza ot MAII®/BPA/IIUP npu cHuxeHun
CKOpPOCTH KIy0OUKOBOM (puiabTpaniuu MeHee 30 MJI/MUH
(XBIT 4—5-i1 ctanuu). DTO CBSI3aHO C TEM, UTO MCUYe3aeT

In clinical nephrology, clonidine was
supplanted by moxonidine and lercanidipine
which mediates its action through low-voltage
receptors and does not affect glomerular blood
flow, and nebivolol which reduces central aortic
pressure. Namely, these drugs have become the
drugs of choice. Thus, in practical nephrology we
began to use the following formula:

ARAMONEL — AR(B)A(CEI) M O(xonidine)
NE(bivolol) L(ercandipine) [3].

However, as renal function decreases or low
functional renal reserve is observed, requirement for
ACEI/ARB/DRI in combination or alone as basic
agentslosesitsrelevance. Inrecentyears, nephrologists
have been increasingly using an approach of refusal
from ACEI/ARB/DRI if glomerular filtration rate is
less than 30 mL/min (CKD 4-S5 stages). This is due
to the fact that the renal substrate for renoprotection
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MOYEYHBIN cyOocTpaT ajs peHompoTekuuu. M dopmyna
MEHSIETCS Ha:

MHEJ] — M(okconudun) HE(6usonon)Jl(epkanudunun)
A(uypemur),

KOT/Ia TUYPETUK OOBITHO TETIeBOM, a UMEHHO: TOpaceMul,
dypoceMu Wiu KCUnaMu/l.

C uesnbio (hopMUPOBAHMS TOKA3ATETbHOM 0a3bI HAKOTUICH-
HOT'O TIPaKTUYECKOro omnbiTa B Benmkoopuranuu ¢ 2016 romga
HaYMHACTCS MYJIBTULIEHTPOBOS PaHIOMM3MPOBAHHOE KOH-
TPOJIMPYEMOE UCCACAOBaHME IO OLICHKE IPAKTUKUA OTMEHBI
HAII®/BPA npu nporpeccupytoieii XbIT [4]. Llenp HacTo-
SIIIETO MCCJIENOBAHUSI — TOATBEPAUTh UMEIOLMECS TIpeaBa-
puUTeNIbHbIE TaHHBIE, IIperoiaraiolme, yto orMeHa MAIID/
BPA MoXeT cTabman3npoBaTh WK AaXKe YIYJIIUTb (DYHKIIUIO
oyeK y 60JIbHBIX ¢ Tiporpeccupyoiieit XbIT 4—5-ii cranuu.

Taxruka otkaza ot MAIT®/BPA/TIVP nipu Hu3koM (hyHK-
LIMOHAILHOM pe3epBe Mmovek rnpornucaHa B PekomeHmarmsix Ko-
MHTETa 3KCIepToB Beepoccniickoro HayYHOTo O0IIecTBa Kap-
nmuosoroB 1 Hayarnoro obmiectsa HedposoroB Poccun ere B
2009 romy [5] 1 BBITIOHSIETCS B 3TO cTpaHe. MBI B CBOEH Mpak-
TUKE Ha MPOTSLKEHUH TOCIETHMX 3 JIeT TakKe OTKa3bIBaeMCsI
ot ucnons3opanuss MAII®/BPA/TIUP npu pacuerHoii CKD
MeHee 30 mur/MuH (XBP 4—5-i1 cranuu). Haitm qaHHble cBUe-
TEJILCTBYIOT 00 OTCYTCTBUM POCTa CMEPTHOCTH OT KapAMOBACKY-
JIIPHBIX MIPUYMH Y TaKUX OOJbHBIX Y HEKOTOPOM YBEJIMUCHUU
JIONMAIM3HOTO BpeMeHW. OIHAKO Ype3BbIMAifHO BaXKHBIM STB-
JISIETCSl MTHIMBUTYaTbHBIN TOIXO/ B HA3HAYEHUM ONITUMAJTbHBIX
JI03 MOKCOHWIMHA, HEOMBOJIOJIA, JIEPKAHAUIIMHA U TUYPETHKA.
[o3unpoBKa Bcex TperapaTroB, KPOME MOKCOHMIMHA, MOXET
ITPOBOIMTECS C y4eTOM MeTabom3Ma reHeTdeckoro koga CYP
1 YMETh pa3HbIN TUAIa30H TepareBTUICCKUX 103. BeposTHo,
JIAIITE MOKCOHUAMH MOXET OBITh MCIOJIb30BaH B MaKCHUMaJTb-
HOI 03€ NPy HEOOXOIMMOCTH.

Ewme nBa Bompoca TpeOyloT YTOUHEHMSI B IIpEICTaBIIsIe-
MoM Martepuaiie. [1epBblii CBSI3aH ¢ YMEHBIIEHUEM BOJOBbI-
JIeMTeNIbHOM (DyHKUIMK ToYeK Ha (oHe CHIKeHUsT (hyHK-
LIMOHAJILHOT'O TTOYEYHOTro pe3epBa. B CBSI3M ¢ 5TUM Hepenko
HEeTIPUEeMJIEMbIMUA CTAHOBSITCS PEKOMEHIAIMN T10 YBEJIJe-
HMIO TIOTPEOJISIEMOI XKUIKOCTY Y BHYTPUBEHHOMY BBEACHUIO
3HAYMTETLHOTO KOJIMYECTBA PACTBOPORB C 1IEJIBIO IE3MHTOK-
cukaru. Takasi IpakThKa TIPUBOAUT CKOpee K MexaHude-
CKOMY pa3BeICHUIO KpeaTWHMHA, CO3IaBasl WUTIO3UIO Tepa-
rmeBTr4ecKoro 3dekra. HamoMauM, 4To B3sTHE KPOBU Ha
KpeaTHHUH MOXET IPOBOIUTHLCS HE paHee YeM uepe3 4 yaca
ocjie BHYTPUBEHHOM MHDY3UU.

AKTyaJTbHbIM CTAHOBUTCSI MOJTy4eHUE 00bIIero appeKTa
OT JAMYPETUKOB MPY MCIIOJb30BAaHUU KaK YBEJIMYECHMSI O3B,
Tak U, O0ojee mpakTUyHOe, Mx KoMOuHaumu. ITpu mporpec-
cupytonieM cHkeHnn CK® 11e51ecoo0pa3HbIM - SIBJISIETCS
TIPUMEHEHNWE TIETIEeBbIX TUYPETUKOB, a MMEHHO: TOPAaCeMMU-
Jla WIV TUA3UIOIIOM00HOTO TNypeThKa Keumamua. VX mo3el
YBeJIMUMBAIOTCS 110 Mepe moctickeHust XBIT 4—5-it cragmii,
coctaBisIst Iutst Topacemuna 10 200 Mr B CYTKM U KCHUTIAMUAIA
80 mr/cytku. BaxXHbIM $SIBJIsIeTCS] BO3MOXHOE X COUYETAHHOE
HCIIONBb30BaHNe, TaK KaK OHM MMEIOT HECKOJIbKO OTIMIHBIN
MEXaHU3M peayn3alliy Juypetndeckoro adexra. OtMeTnM,
YTO KOMOMHALMS (DypoceMraa 1 TopaceMuaa Helleaecooopas-
Ha BBULY €IMHON TOUYKY IMPMJIOXKEHMSI B TOYEYHOM KaHAJIbLIE.

disappears. Thus, formula changes to the following
one:

MNELD — M(oxonidine) NE(bivolol) L(ercandipine)
D(iuretic),

Where diuretic is usually presented by loop diuretic,
namely torasemide, furosemide or xipamide.

In order to develop the evidence on the basis
of accumulated experience, in 2016 Multicentre
randomized controlled trial of angiotensin-
converting enzyme inhibitor/angiotensin receptor
blocker withdrawal in advanced renal disease: the
STOP-ACE:i trial starts in UK [4]. The aim of the
trial is to confirm preliminary findings which suggest
that withdrawal of ACEi/ARB treatment can
stabilize or even improve renal function in patients
with advanced progressive CKD (stages 4—5).

The approach of refusal from ACEI/ARB/DRI in
low functional renal reserve was stated in Guidelines
of Expert Committee of the All-Russian Scientific
Society of Cardiology and the Russian Scientific
Society of Nephrology yet in 2009 [5] and being
carried out in this country. In our practice, for the
past 3 years we have been as well refusing from the use
of ACEI/ARB/DRI if eGFR is less than 30 mL/min
(CKD 4-5). Our data show no increase in mortality
from cardiovascular causes in these patients, and
some increase in time to dialysis. However, it is
extremely important to use individual approach
to assign optimal doses of moxonidine, nebivolol,
lercandipine and diuretic. Dosing of all drugs
except for moxonidine may take into account the
genetic code of CYP metabolism and have different
therapeutic range. Probably only moxonidine may be
used at the maximum dose when required.

Two more questions need to be clarified in the
presented material. The first is associated with the
reduction of excreting function of the kidneys with
the decline in renal functional reserve. Regarding
this, recommendations to increase fluid intake and
intravenous administration of a significant number
of solutions for the purpose of detoxification often
become unacceptable. This practice likely leads to
artificial dilution of creatinine, creating the illusion
of a therapeutic effect. Need to remind that blood
samples for creatinine may be held no sooner than 4
hours after intravenous infusion.

It is getting more effective from the diuretics,
using higher dosages and more practical — a
combination of two. With progressive decrease
in GFR is better to use loop diuretics such as
torasemide, and xipamide. Their dosage is need
to be increased in CKD 4-5, accounting for
torasemide to 200 mg per day and xipamide
80 mg/day. Important is the possibility of their
combined use, as they have a slightly different
implementation mechanism of diuretic effect. Note
that combination of furosemide and torasemide is
inappropriate due to single target in a renal tubule.
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Kpome Toro, 1ist monnepxxaHusi CTOMKOTO AMypeTUIeCKO-
ro addekra NpakTUIECKu Beeraa TpeOyeTcsl OMHOMHEBHbBII
TepephIB B UX TIpHeMe Ha MPOTSDKEHUN HEIe M, a TP MaK-
CUMAaJIBHO BBICOKHMX JI03aX — TpUeM uepe3 JieHb. Ensa u He
€IMHCTBEHHBIM MCKITIOUEHUEM SIBJISIETCST HAJIMIME XPOHUYE-
CKOH CepAeYHOM HEAOCTATOYHOCTHU, TIPU KOTOPOW BO MHOTOM
3a CUET YBEIMIECHMSI MO3TOBOTO HATPUITyPETUUECKOTO METTHIA
MOXKHO JOOMBATHCST TUYPETHUECKOTO 3hPeKTa IIPH [IUTEITb-
HOM GecrpepbIBHOM UCITOJTb30BAHUM TIETIIEBBIX JUYPETUKOB.

Bropoii Borpoc — 370 11e1ec000pa3HOCTb 3aMEHBI JIepKa-
HUAMIMHA Ha 0oJiee MOIIHBII B aHTUTUIIEPTEH3UBHOM 3(-
dexre amnoaunuH. ChopMupoBaBILasics HA OCHOBE Hallleit
MPaKTUKK TOUKA 3pEHMUs 3aKJTIoUaeTcsl B cieaytoiieM. Beumy
SIBHBIX IPEUMYILIECTB MO BBIKMBAEMOCTHU MAIIMEHTOB ITPU UC-
OJTb30BAHWM JIEPKAHUAMITMHA [6] ero 3aMeHa Ha aMJIOIUTTNH
BO3MOXKHA TTPU MCYEPIAHHBIX BOBMOXKHOCTSIX pallMOHAILHO
Ha3HauYEeHHOW KOMOWHAIIMM TTPETIapaToB OO IS TIOBBIIIIe-
HUST KOMTUTalieHca TPy IPUMEeHeHU Y (PUKCUPOBAHHOM KOM-
OWHAIMK, HATIPUMEP TPOHOM WY TOTUTA0TeTKU.

Takum obOpazom, coBpeMeHHasl MpaKTMKa MEHSET Ta-
pagMrMbl U IOTMbI KIMHUUYeCKoM Hedposoruu. [TpusbiBas
K TMaJIory IO TMPEACTaBJICHHON TeMe, BbIpakaeM HaIexXIy,
YTO TMOJIyYeHUE JOKA3aTeJIbHBIX TAaHHBIX, OUYEBUIHO, TO3BO-
JIUT TIEPECMOTPETh MOBCEMECTHYIO TAKTUKY MCTIOJIBb30BAHMS
HNAII®D/BPA/TINP kak 6a30Boii HaYaJbHOI Teparnuu Mpu
XBIT u ucnosb3oBaTh MHAMBUAYAIM3UPOBAHHOE JIeUEHUE B
3aBUCUMOCTH OT ee cTanuu. [1pr 3ToM OCHOBHas 3a/1a4a CHU-
JKEHUST KapAMOBaCKYISIPHOW CMEPTHOCTH, BO3MOXKHO, Hali-
JIET CBOE HOBOE pelleHME.

KondumKT uHTepecoB: Mmarepuai CTaTbU MPEACTaBIEH
B OTIEJIbHBIX YacTsx B coaBTopcTBe ¢ mpod. Guido Grassi
(Mrammust) kak mucemo pemakropy Cardiovascular Research,
4.04.2016.

Cnucok auteparypsli/References

In addition, to maintain a stable diuretic effect
almost always a one free day in a week is required,
and at the maximal doses better to use diuretic
every other day. The only exception is the presence
of chronic heart failure, where mainly due to the
increase in brain natriuretic peptide we can achieve
a diuretic effect with prolonged continuous use of
loop diuretics.

The second issue is the feasibility of replacing
lercanidipine by amlodipine which is stronger in
the antihypertensive effect. Our considerations
are based on our own practice are following.
Based on evidence there are apparent advantages
in patient survival when using lercanidipine [6],
its replacement with amlodipine is possible if the
possibilities of rationally assigned combinations
of drugs are exhausted, or to increase compliance
in the fixed combination, for example, triple or
polypill.

Thus, the modern practice is changing
paradigms and dogmas of clinical Nephrology.
Calling for dialogue on the subject, we hope, that
evidence obtained will probably allow for review
of common approach of using ACEI/ARB/DRI
as the basic initial therapy for CKD and use of
individualized therapy depending on the stage of
CKD. This way, a solution for the main goal of
reducing cardiovascular mortality will possibly be
found.
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