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Lercanidipine —

the new calcium

antagonist in the
Drug List

Aleksandar Knezevic¢
Opca bolnica Zadar, Zadar, Hrvatska e Zadar General Hospital, Zadar, Croatia

SAZETAK: lako_postoje brojni antihiper-
tenzivni lijekovi, lijecenje arterijske hiperten-
Zije (AH) i dalje je neodgovarajuce. Glavni
razlog za losu kontrolu AH je losa suradljivost
pacijenata pri uzimanju antihipertenziva.
Cinitelji koji djeluju na suradljivost su: Zivot-
na dob, rezim doziranja (vise lijekova, vise
dnevnih doza), cijena i podnosljivost lijeka.
Lerkanidipin (Lercanil®) je novi dihidropiri-
dinski kalcijski antagonist na Dopunskoj listi
lijekova Hrvatskog zavoda za zdravstveno
osiguranje. Njegove glavne prednosti, pri
odabiru kalcijskog antagonista za lijecenje
AH, predstavljaju povoljan ucinak na glome-
rulsku cirkulaciju, dokazano nefroprotektivno
djelovanje u dijabeticara, visoka vazoselek-
tivnost te izrazito dobar sigurnosni profil.
Navedenim osobinama lerkanidipin omogu-
Cuje bolju suradljivost i ustrajnost pacijenata
u lijecenju AH, a time posredno dovodi i do
manjih ukupnih troskova u prevenciji i lije-
cenju kardiovaskularnih bolesti.

KLJUCNE RIJECI: lerkanidipin, kalcijski
antagonisti, arterijska hipertenzija, nuspojave

ABSTRACT: Even though there are nu-
merous antihypertensive drugs, the treatment
of arterial hypertension (AH) remains inade-
quate. The main reason for poor control of
AH is a bad cooperation by patients when ta-
king antihypertensives. The factors affecting
such cooperation are age, dosing scheme
(various drugs, numerous daily doses), prices
and drug tolerance. Lercanidipine (Lercanil®)
is new dihydropyridine calcium antagonist in
the Supplementary Drug List of the Croatian
Institution for Health Insurance. Its main ad-
vantage, when choosing a calcium antago-
nist for treating AH is the beneficial effect on
glomerular circulation, proven renal protec-
tive effects for diabetics, high vasoselectivity
and an exceptionally good safety profile.
Due to its stated properties lercanidipine al-
lows better participation and perseverance
by patients in the treatment of AH, and there-
fore indirectly leads on the whole to lower-
ing costs in the prevention and treatment of
cardiovascular disease.

KEYWORDS: lercanidipine, calcium an-
tagonists, hypertension, adverse effects




voju kardiovaskularnih bolesti (KVB), kao i njezino li-

jecenje, bitno su unaprijedeni u posljednjih dvadese-
tak godina. U tom razdoblju u lijecenje AH ukljucen je pri-
lican broj novih lijekova $to je dovelo do boljeg lijecenja
te sukladno tome (uz prevenciju i ostale nacine lijecenja)
smanjenja smrtnosti od KVB. Unatoc tome, kardiovaskular-
na smrtnost i dalje je visoka, posebice u tranzicijskim zem-
ljama poput Hrvatske.

Spoznaja o vaznosti arterijske hipertenzije (AH) u raz-

Premda postoje brojni antihipertenzivni lijekovi, lije-
¢enje AH i dalje je neodgovarajuce. Dobra kontrola AH s
vrijednostima arterijskog tlaka (AT) od 140/90 mmHg ili ni-
Zim postize se u 23% pacijenata u SAD-u i Kanadi te sve-
ga 5-9% u europskim zemljama'. Glavni razlog za losu
kontrolu AH je losa suradljivost pacijenata pri uzimanju
antihipertenzivnih lijekova. Cinitelji koji djeluju na su-
radljivost pacijenata su: dob, rezim doziranja (vise lijeko-
va, uzimanje lijeka u vise dnevnih doza), cijena i (kao na-
jvaznije) podnosljivost lijeka. Meta-analiza kontroliranih
klinickih ispitivanja u kojima je sudjelovalo 29.000 ispi-
tanika s AH pokazala je da je zbog nuspojava 15,3% ispi-
tanika prestalo uzimati terapiju.

U svakodnevnoj klinickoj praksi postotak pacijenata
koji neadekvatno ili nikako ne uzimaju antihipertenzive
znatno je veci. Tako je u jednoj analizi 15.000 hiperto-
nicara u SAD nakon cetiri godine terapije svega 44,8 %
pacijenata starijih od 65 godina uzimalo na pocetku lije-
¢enja propisani kalcijski antagonist. Za diuretike, beta-blo-
katore i ACE inhibitore te su vrijednosti iznosile 20,5%,
43,0% i 48,2%. Dvije trecine pacijenata koji nisu su-
radivali pri lijecenju prekinulo je terapiju, dok je jedna tre-
¢ina sama promijenila lijek. Nepridrzavanje uputa lijecni-
ka rezultiralo je povecanim brojem kontrolnih pregleda,
povecanim brojem hospitalizacija i duzim bolni¢kim lije-
¢enjem, $to je uzrokovalo povecanje troskova lijecenja’.

Lerkanidipin (Lercanil®), kao novi kalcijski antagonist s
dobrim sigurnosnim profilom, omogucuje bolju suradlji-
vost pacijenata u lijecenju AH, a time posredno dovodi do
manjih ukupnih troskova. To je kalcijski antagonist iz sku-
pine dihidropiridina koji inhibira prolaz kalcija kroz sta-
nicne membrane u stanice sr¢anog misica i glatkih misica
krvnih zila. Mehanizam njegova antihipertenzivnog djelo-
vanja rezultat je izravnog relaksirajuceg ucinka na glatke
misice krvnih Zila s posljedi¢nim smanjenjem ukupnog
perifernog otpora. lako ima kratki farmakokineticki poluvi-
jek u plazmi, lerkanidipin ima produzeni antihipertenzivni
ucinak zbog dugotrajnog ucinka na receptoru i stani¢noj
membrani. Lerkanidipin nema negativan inotropni ucinak
zbog svoje visoke vaskularne selektivnosti. Zbog postup-
nog vazodilatacijskog djelovanja lerkanidipin hidroklorida
vrlo su rijetko zabiljezeni slucajevi akutne hipotenzije s re-
fleksnom tahikardijom. Lerkanidipin ima i jedinstven uci-
nak na bubreznu cirkulaciju. Za razliku od drugih di-
hidropiridinskih kalcijskih antagonista koji dilatiraju samo
aferentne glomerulske arteriole, lerkanidipin dilatira i efer-
entne glomerulske arteriole. To znaci da je intrakapilarni
tlak (kao i intraglomerulski tlak koji dovodi do proteinuri-
je) nizi pri primjeni lerkanidipina u odnosu na druge di-
hidropiridinske kalcijske antagoniste pri ekvipotentnim do-
zama, $to doprinosi njegovu renoprotektivnom ucinku®. To
je dokazano u DIAL studiji, u kojoj je lerkanidipin u do-
zama od 10-20 mg usporedivan s ramiprilom 5-10 mg u
pacijenata s dijabetesom te gdje je primjena oba lijeka
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(AH) in the development of cardiovascular disease

(CVD), including its treatment, has greatly improved
in the last twenty years. During that period, the treatment
of AH has included a significant number of new drugs re-
sulting in better treatment and accordingly (along with pre-
vention and other forms of treatment) a reduction in fatali-
ties from CVD. However, cardiovascular mortality remains
high, especially in transitional countries such as Croatia.

In spite of numerous antihypertensive drugs, the treat-
ment of AH continues to be inadequate. Proper control of
AH showing values of blood pressure (BP) amounting to
140/90 mmHg or lower is achieved in 23% of patients in
the USA and Canada and only 5-9% in European coun-
tries’. The main reason for inadequate control of AH is
poor cooperation by patients when taking antihypertensive
drugs. The factors affecting cooperation by patients are age,
dosing schemes (numerous drugs, consumption of drugs in
multiple daily doses), price and (the most importantly) drug
tolerance. Meta-analysis of controlled clinical studies whe-
re 29,000 respondents with AH participated, has shown
that due to adverse effects, 15.3% of respondents ceased to
take therapy.

In everyday clinical practice, the percentage of patients
who inadequately or completely fail to take antihyperten-
sives is significantly greater. For instance, in one such ana-
lysis, 15,000 hypertensive patients in the USA following 4
years of therapy resulted in only 44.8% of patients older
than 65 years took the prescribed calcium antagonist at the
beggining of treatment. In regards to diuretics, beta-block-
ers and ACE inhibitors, these values amounted to 20.5%,
43.0% and 48.2% respectively. Two-thirds of patients not
cooperating in the treatment abandoned the therapy, while
one third of patients changed a drug. Non-adherence to
medical instructions resulted in an increase in the number
of medical check-ups, an increase in the number of hospi-
talizations, and longer hospital treatments, resulting in in-
creased medical costs”.

Lercanidipine (Lercanil®), the new calcium antagonist
showing a good safety profile, results in better patient co-
operation during AH treatment, and therefore also leads to
lower cumulative costs. This is the calcium antagonist from
the group of dihydropyridines that inhibits calcium from
passing through cell membranes into the heart muscle and
smooth muscle of blood vessels. The mechanism for its an-
tihypertensive action results from a direct relaxing effect on
the smooth muscles of blood vessels with a consequential
reduction in total peripheral resistance. Even though it pos-
sesses a short pharmacokinetic half-life in plasma, lercani-
dipine has an extended antihypertensive effect due to a
long-term effect on the receptor and cell membrane. Ler-
canidipine has no negative inotropic effect due to its high
vascular selectivity. Due to the gradual vasodilatation ef-
fect of lercanidipine hydrochloride, there are very few
recorded cases of acute hypertension with reflexive tachy-
cardia. Lercanidipine has a unique effect on renal circula-
tion. Unlike some other dihydropyridine calcium antago-
nists that dilate only afferent glomerular arterioles, lercani-
dipine also dilates efferent glomerular arterioles. This
means that intracapillary pressure (as well as intraglomeru-
lar pressure that leads to proteinuria) is lower when ler-
canidipine is administered in comparison to other dihy-
dropyridine calcium antagonists in the equipotent doses,
leading to its nephroprotective effect.’ This is proven in the
DIAL study, where lercanidipine in doses of 10-20 mg is
comparable to 5-10 mg of ramipril in diabetic patients and
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dovela do znacajne redukcije albuminurije, bez statisticki
znacajne razlike u ucinkovitosti®.

2009;4(4-5):27.

Antihipertenzivni ucinak lerkanidipina dokazan je u
velikom broju klinickih ispitivanja u kojima je usporedivan
s drugim antihipertenzivima u pacijenata s blagom do um-
jerenom AH, pacijenata s rezistentnom i teskom AH te u
osoba starije zivotne dobi. U dvostruko slijepoj studiji us-
poredivani su antihipertenzivni uc¢inci 10 mg lerkanidip-
ina, 10 mg felodipina te 30 mg nifedipina dugog djelovan-
ja. U ispitivanju je sudjelovalo 250 pacijenata s dijastolic¢-
kim AT 95-110 mmHg. Na kraju ispitivanja (nakon 8
tjedana), broj pacijenata s dobro reguliranim AT (< 140/90
mmHg) je bio podjednak u sve tri skupine, ali je broj ispi-
tanika koji su napustili studiju zbog nuspojava bio najma-
nji u skupini koja je lijecena lerkanidipinom (0,9%) u od-
nosu na 3,8% u nifedipinskoj te 4,5% u felodipinskoj sku-
pini. Ova studija, uz druge, potvrdila je dobru podnoslji-
vost lerkanidipina u odnosu na druge dihidropiridinske
kalcijske antagoniste’.

Ukljucivanjem lerkanidipina na Dopunsku listu lijeko-
va Hrvatskog zavoda za zdravstveno osiguranje nasi bo-
lesnici su dobili mogucnost lijecenja novim dihidropiri-
dinskim kalcijskim antagonistom dugog djelovanja s vrlo
povoljnim farmakoloskim profilom, posebno malim bro-
jem nuspojava te dokazanim ucinkom u lijecenju AH. Nje-
gova glavne prednosti pri odabiru kalcijskog antagonista
za lijecenje AH su: povoljan ucinak na glomerulsku cirku-
laciju, dokazano nefroprotektino djelovanje u pacijenata s
dijabetesom, visoka vazoselektivnost te izrazito dobar si-
gurnosni profil.
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where the administration of drugs has brought about a sig-
nificant reduction in albuminuria, without significant sta-
tistical differences in effectiveness'.

The antihypertensive effect of lercanidipine has been
proven in a large number of clinical trials where it has
been compared to other antihypertensives in patients with
mild to average AH, patients with resisting and severe AH
and in elderly persons. In the double-blind crossover study,
the antihypertensive effects were compared for 10 mg of
lercanidipine, 10 mg of felodipine and 30 mg of long-act-
ing nifedipine. The trials involved 250 patients with dias-
tolic BP between 95-110 mmHg. At the end of study (after
8 weeks), the number of patients with well regulated BP
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number of respondents that had abandoned the study due
to adverse effects was smallest in the group treated with
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ine and 4.5% in the felodipine group. This study, along
with others, has confirmed a good tolerance of lercanidip-
ine compared to other dihydropiridine calcium antago-
nists’.

Including lercanidipine in the Supplementary Drug List
at the Croatian Institute for Health Insurance has allowed
our patients to be treated using the new dihydropiridine
calcium antagonist with long-term effect and which pos-
sesses a very favourable pharmacological profile, especial-
ly due to a small number of adverse effects and proven re-
sults in treating AH. Its main advantages when choosing a
calcium antagonist for treating AH are: the favourable ef-
fect on glomerular circulation, proven nephroprotective ef-
fect in diabetic patients, a high vasoselectivity and an ex-
ceptionally good safety profile.
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