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EFFECT OF LACIDIPINE ON ENDOTHELIAL FUNCTION IN
HYPERTENSIVE PATIENTS.
L Ghiadoni, S Taddei', A Magagna, A Vinlis, S Uleri, A Salvetti'.
I Clinica Medica, University of Pisa, Pisa, Italy.

Essential hypertensive patients (EH) are charactenzed by impaired
endothelium (ENO)-dependent vasodilation (VD). This study was
designed to test whether the antihypertensive treatment with the Ca
channel blocker lacidipine (LAC) can improve ENO-dependent VO in
HT. In 12 EH (46.1± 5.4 yrs, BP: 152.2±1 I.2/100.6±6.2 mmHg) we
tested the effect of acute (intraarterial infusion at 0.03 ngilOO ml /min
for 20 min) and prolonged (2 monthes oral treatment 6 mgldie p.o.) LAC
on forearm blood flow (FBF, strain-gauge plethysmography)
modifications induced by the intrabrachial infusion of acetylcholine
(ACH. 0.15, 0.45,15,4.5,15 Itg/IOO mt/min) and bradykinin (BOK:
5,15,50 ng/IOO ml/min), two endothelium-dependentvasodilators, acting
through different receptors and signal transduction pathways, and sodium
nitroprusside (SNP:I,2,4 Itg/IOO ml/min), an endothehum independent
vasodilator. As compared to nonnotensive controls (n~IO, NT, age
45.8±4.6 yrs, BP 119±7.6178.3±4.9 mmHg), EH showed a significantly
(p<O.O I) blunted response to BDK (%FBF increase above basal;x±SEM;
NT; 2 I5±28,332±32,543±49; EH:95± I6, 197±24, 278±4 I%) and to ACH
(%FBF; NT.IS±4,S2±8,264±32,473±59, 611±58%, EH:7±2,
38±12, 109± 16,2 I1±27,296±37%) while the response to SNP was Similar
in the two groups (%FBF; NT; 183±19, 267±35,370±40; EH'
175±20,246±30,349±38). Acute LAC infusion failed to increase VD to
Ach (% FBF' I2±5,52± 15,125±I9,224±32, 328±41), or to BOK (% FBF:
99±1 I,186±19,271±34)andto SNP(l4 1±22,219±25,300±36).lncontrast
two month LAC treatment significantly (p< 0.001) decreased BP
(140.1 ±I I.2/89.3±6.4 mmHg) and increased('p<.05, #p<.O I) VD to the
highest dose of ACH (%FBF:9±3,44±1 1,137±15,288±33,407±54') and
to BDK (%FBF: I 35±22#,267±3S',345±45#), whIle it did not alter the
response to SNP (135±17,267±34,345±38). In EH prolonged (two
monthes) oral treatment with LAC increases endothelium-dependent
vasodilatIOn to ACh and BDK, suggestmg that this drug can Improve
endothelial function in EH.

Acute and long-term adaptatIon of central hemOdynamics
and renal physiology In hypertensive patients on Logimax,
a metoprolollfelodipine fixed dose combination.
by Ove KAndersson M 0 ,Ph 0 , Manan Wysocki M.D , Peter
Fnberg M D Ph 0 Departments of Intemal MedICine, Hyperten­
sion Unit, and Clinical Physiology,Sahlgrenska University Hosp .
Gothenburg, Sweden

After a 4-w placebo penod.central hemodynamICs and renal
functIon was mOnitored dunng baseline and dunng four hours
follOWing the first dose of a metoprolol/ felodlpine fixed dose
combinatIon In 11 hypertensive patients (WHO II) BP was
measured I a and cardIac output by dye-dllutlon and In the
same setting GFR by Cr-EDTA, and renal blood flow by PAH­
clearence These measurements were then repeated after 12
weeks of chrOniC therapy(24 hours post-dose=chronic trough
and then 4 hours post-dose=chronlc peak)
Results(conf Int) 6aseJuJe ChrOniC through ChroniC peak

MAP (mmHg) 129 110 (-25, -13) 105 (-29,-19)
CO (I/mln) 65 62(-0,96,0.39) 5.7(-1 55.-004)

TPR (Units) 21 18 (-4.7.-0 3) 19 (-4.2.0 7)
HR (b/mln) 70 63(-12,7,-23) 59(-15 6,-0 0)

GFR (ml/mIn) 376 420(-41,131) 453(-17,173)
RBF (mUmIn) 97 94(-22,16) 98(-13,14)

FF ('Yo) 26 22(-8 -11 22(-81\
MAP=mean arterial pressure,CO=cardlac output,TPR=total pen­
pheral reslstance.HR=heart rate.GFR=glomerular filtratIon rate.
RBF=renal blood flow,FF=filtrallon fractIon
Conclusion.Chronic treatment WIth Loglmax effectIvely lowers BP
mainly by vasodllallon but also a beta-adrenoceptor inhibitltory
effect IS eVident Since heart-rate was SIgnificantly reduced as was
cardiac output at peak-effect dunng chronIC treatment No
SIgnifIcant change In renal blood flow or filtration was noticed
whIle filtration fractIon tended to normalize The through/peak ratIo
for the change In MAP was 79 % (conf Int 58 2.99 0)
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BP V V2 V3

AM OBP(mmHgJ 16B±191101±7 148±1"BB±5 152± 14f90±B

~ 144±11'BB±10daytime BP 156±19195±12 145±101BB±9
(mmHg)
nlghlime 137±17/eo±11 129± 1117B±10 128±11174±11
BP(mmHg)
24-hc<Jr 148±I91BB±11 139±9/83±9 13B±11/82±10
BP(mmHg)

EI. otl~(mmHg) 172±141101±5 144± 12185±6 148± 14185± 9
daytime BP 152±H5/94±8 143±131BB±B 144±13169±S
(mmHg)
nlghtlme 129±24176±14 121 ± 16/ 71 ± 121 ±18172±13
BP(mmHg) 12
24-hour 145 ±17/87± B 136± 41 81 ± 8 137±14184± 8

iBP(mmHg)
ihe 2 groups were comparable tor thelf main demo raphlc data as wellg

as theIr BP values at baseline (V1) and after 6 weeks of A (V2), p> 0.05
Replacement of A by plBcebo did not cause any increass of BP even at 3
days after cessation of admInIstratIOn

ThUS, the anbhypertensive effect of A is well marntained far beyond the
24-hour span when administered In a 5 mg once dBlly dosage. ThiS
property could improve patient's therapeubc coverage ( in partly compliant
patients). and InCIdentally. would open POSSIbilities for low Irequency
dosage form.

PERSISTENT ANTIHYPERTENSIVE EFFECT OF AMLODIPINE 3 DAYS
AFTER DISCONTINUATION O~ THERAPY: A PROSPECTIVE DOUBLE
BLIND RANDOMISED STUDY_
~, Melot C', Degaute JP'. Clement 0 -. Quo.dbach A-'
Hypertension Units, Erasme Hospltal·Srussels·, UOIverslty of Ghent- and

HOpltal Civil Jumet"·
To assass tha reSIdual antihypertenSIve effect 01 amlodlplne (A) 3 days

aftar dlScontlnuallol, 01 tharapy. a multlcantar double-blind study was
parformed in 33 pat.ents With mild to modarate prlmery hypertension After
ona month wash-out (V1). all pallents recelvad A 5 mg 0 d lor 8 waeks
(V2) After thiS. pAtIents were given double-blind eIther placebo (14
pat,ants) or A (19 pal.ents) lor 3 more days (V3) Office (OBP) and the 24­
h ambulatory blood pressure (ABPM) were measured at VI V2. V3
Because of technlca' dIfficultIes, hl9h quality ABPM was avaIlable only In 9
patIents receIving placebo and 15 pat,ents receIvIng A Results (mmHg ±
SO) are given In the table
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ABPM, cyclQsporine. transplantatiQn,
steroids, circadian rhythm, hypertension

INDUCTION OF NOCfURNAL BLOOD PRESSURE
(BP) FALL BY ISRADIPINE (lSRAD) RX IN
HYPERTENSION (HTN) AFTER LIVER
TRANSPLANTAnON (LTx), SC TextQr*, L Schwartz,
SI Taler*, VI CanzanellQ*, R Wiesner, M PQraykQ, R
Krom, Mayo Clinic, Rochester, MN,

HTN develQps soon after LTx using cyclQsporine plus
steroid-based immunosuppression. The normal nocturnal
BP fall is IQst, althQugh restQred partially over years. We
exanuned the day-night BP variatiQns during mQnQtherapy
with a shQrt-acting dihydropyridine calcium channel blocker,
isradipine (ISRAD average daily dose 4.1 mg b.i.d.) for 3
mQnths in 16 LTx recipients early after Tx. ABPM
recordings (SpaceLabs) were divided intQ awake and
nocturnal 5-hQur time blocks, excluding a 2-hQur sleep
transitiQn. BP rose from Pre-Tx (I10±2164±2 tQ 151±4/
90±3 mmHg one month after LTx P<.OI). Pre-Rx CSA
dQse was 662±59 mg/d and PrednisQne dQse was 33± mg/d.
Pre-ISRAD: Awake S-hr Nocturnal S-hr

SBP (mmHg) 147±4 143±5 NS
DBP(mmHg) 94±2 91±2 NS
HR (bpm) 86±3 7S±3

lSRAD RI\: 120±3
SBP (mmHg) I 29±3
DBP (mmHg) 83±2 75±3
HR (mmHg) 86±3 73±3

Mean±SEM, *p<.05 vs awake, tp<.05 vs Pre-Rx
During ISRAD Rx the fractiQn having a nocturnal fall

~10% rose from 0% tQ 68% (p<.O I). Analysis of ABPM
records demQnstrated a transient rise in HR and fall in BP
after the nocturnal ISRAD dQse, suggesting a pharmacQIQgic
effect on BP. These data demonstrate restQratiQn of
nocturnal BP fall during Rx with a shQIt-acting CCB, which
was not observed in previous studies with extended release
nifedipine. Our results indicate that post-Tx nocturnal BP
patterns can be altered favorably, potentially aVQiding the
adverse target effects of nocturnal HTN.
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