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Mathod: BIO was troated with amlodipine (10 mgrkg/day) or nifedipino
(30 mg/kg/day) from 5 to 20 woek of age. and the aortic smoath muscle
contractile responses to phonylephrine (Pha), angiotensin Il (A 1) and high
K* were examinad,

Results: The aortic contractions induced by Pho, All and high K* in BIO
ware significantly enhanced compared with Fib (p « 0.001). Treatment with
amlodipine significantly suppressed the contractite rosponses to Phe, Alland
high K* in BIO (p < 0.05). In contrast, troatment with nifedipine was without
aftoct,

Conclusion: Thoso rosults intheate that chranic troatment with amlodipine
but not nifedipina improves the hyparcontractility of nartic smooth muscie in
BIO. Amlodipine may improve the prognosis of noniachomic sardiomyopnthy
by ita propartioa to bo ablo to modify the vaacular contractility in heart tailure.

1121.31| Adenoaine Inhibits Immadiate Cardiodeprassive
" Eftacts of Tumor Necrosls Factor-alpha In Adult
Cardlomyocytea

D.R. Wagnar, A, Combos, C. McTiornan, A.M. Faldman. University of
Pittsburgh, Pittsburgh, PA, USA

Background: Various atudies auggeat that tumor nacrosis tactor-alpha (TNF)
contributes to cardiac dyatunction. It haa recently beon recognized that TNF
haa a biphasic effeat. Dotayed negativa (notropy ocours after hrs. to days
and I8 nitrio oxide depondont, Immediate negative inotropy occurs after
30 min, and may be aphingoaine dopendent. We havo proviously shown
that adenoaine inhibita tipopolysaccharide (LPS)-madiated delayed cardiac
doproasion in necnatal myocytos, Tha aim of this atudy waa to dotormine
whether adencsaing supprofaes immediate TNF oftects.

Mothods: Wa studind tho effact of adenosine (1-10 M) on contracting
adult rat vantricular myocytes stimulated for 30 min, with TNF (200 u/mi),
sphingosing (10 ;M) or LPS (10 ;.g/ml), Myocyto contraction was measurod
with video edgo dotoction,

Rosults: In contralg, fractional shortening (FS) was 14.3 + 0.4%. After
oxposure to TNF, aphingosino and LPS, FS decroased by 36%, 31% and
3%, respectively (n = 28, p - 0.05). Co-treatment with adonosine (10 (M)
aignificantly (n = 28, p = 0.05) improved FS which toturmed 1) adenosine
baseline in tho TNF, sphingosine and LPS group. Baseline adenosine (10
M) FS was 129 + 0.5, 13% bolow contrals, prabably through activation
of the A, racoptor. Adonosina {1 ;M) complataly normalized TNF induced
offects, presumably because of loss activation of the A, recoptor.

Conclusion: Adenosine inhibits the immediate negative inctropic offect ot
TNF (n adult cardiomyocytes.

1121-32 | Energetic Ettects of Protein Kinase C Inhibition
During Calcium Induced Inotropy in the 1solated
Perfused Mouse Heart

G.A MacGowan, A.P. Koratsky. Pittsburgh NMR Center for Biomedical
Research, and University of Pittsburgh Medical Center, Pittsburgh, PA, USA

Background. Protein kinase C, a Ca™ dependent intracellular messenger,
offects the Ca™ sensitivity of the contractite apparatus. By modulating the
amount of Ca® handling required for a given developed pressure, this may
in tun effect O, consumption (MVO;) (energatic efficiency).

Mathods: In the isolated, Langendortt perfused mouse hear, we de-
termined the eMects of protein kinase C inhibition (PKC) by the specitic
inhibitor, cholerythrine, on developed pressure (DP, mmHg) and MVO,
(#moles/min/g.dry weight) during increases in inotropy produced by increas-
ing the concentration of perfusate Ca® . At a paced rate of 8 Hz, and with
a balloon situated in the lett ventricle, hearts were perfused for a 30 minute
control pariod (Ca®* 2.5 mM), and then received either Ca® 3.5 mM (N =
6). or PKCi (chelerythrine 10.0 ;M) + Ca®* 3.5 mM (N = 7) tor a further 30
minutes, All values mean + SD.

Results: Increasing [Ca® ] trom 2.5 to 3.5 mM increased DP from 54 + 9
t0 66 + 9, though this was significantly attenuated by the addition of PKCi to
Ca®* 3.5mM (50 + 51056 + 5. p < 0.05 vs Ca®* 3.5 mM). However, MVO,
was not effected by PKCi {Ca® 3.5 mM: 49 + 4 to 58 + 3 vs Ca®* 3.5 mM
+ PKCi: 51 £ 310 58 + 3, p = NS). Thus, the energetic efficiency associated
with Ca?* induced inotropy (ADP/A MVO;) was decreased by PKCi (0.9 +
0.4vs 1.5 £ 0.6, p - 0.05). In separate experiments, no effects of PKCi were
seen when increasing [ Ca?*] from 1.5 to 2.5 mM.

Conglusions: PKC mediates Ca2* induced inotropy and plays an important
file in deiermining energetic efficiency at higher iovols of perfusate [Ca®* | in
the isolated perfused mouse heart.
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1121-33 | Progressive Molecular and Physiotogic

Remotdialing in Murine Hearts After Myacardial
Infarction

F.R. Eberli, F. Sam, S. Ngoy, D.L.F. Chang, C.S. Apstoin, W.S, Colucei.
Boaton University, MA, USA

The molecular mechanisms that madiate myocardial remadeling and failure
ara not known. Our gont was 1o charactarize a chranic heart faiture modet
in CD-1 mice subjected to myocardial infarction (MI) by coronary ligation.
Myocardinl function was assessed by pressure-volume analysis in isotated
heans and ANF and SERCA-2 mRNAs ware moasured by northem blat 2
and 4 woeks atter ML (n = 12) ur sham oparation (n = 9), M| size was 40 +
A%, Post-MI hearts wero hypertrophied va. Shams (HW/BW = 6.5 + 0.2 va.
4.9 1 0.2 ma'g: p - 0.05). Past-Mi hoarts wam dilated at 2 weeks (figquro A)
and progressod Al 4 wooks. Post-MI heants showed docreased contraclile
function as assessed by LV daveloped prassure at any given preload (ligure
8). At2 wooks ANF mRNA was increased 5-fold in tho non-infarcted remote
myocardium anc 13-told in tha borderzono. SERCA-2 was unchanged in the
non-intarcted myogardium,
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Thus, in tho mouse a MI of moderate size resulls in progressive LV re-
modeling at 2 and 4 weeks with chamber dilation, compensatory hypertrophy,
reuxpression of a fotal gena (ANF), and both systotic and diastolic myocardial
dystunction  Ttis model will allow tho use of gens.ically-engineered mice to
shrty iho mochanism of myacardial remodeling.

1121-34 | Beneficial Etfect of Phosphodiesterase Inhibitor,

Milrinone on Left \entricular Relaxation in Heart
Fallure

T. Tanigawa, M. Kohno, M. Yano, T. Yamamoto, T. Risaoka, K. Ono.
M. Komshi, M. Matsuzaki. Yamaguchs University Ube, Japan

Backgrouna: Milnnone (Mil) has been shown to improve LV systolic tunction
by its positive inotropic action in hean failure (HF). However, it 1s unclear
whether Mil also exents positive lusitropy in HF. Here, we assessed the eftect
of Mit on LV contractility and relaxation in compatison with that of dobutamine
{Dab).

Methods: HF was produced by rapid RV pacing (250 bpm) over 4 weeks
in 5 dogs. Mil (2-20 ;1g/kg) or Dob (2-10 ug/kg/min) was stepwizely admin-
istered and LV pressure was measured by 8F Millar's catheter.

Aesults. As compared with normal aroup (N, 5 doas), LV end-diastolic
pressure was elevated in HF (6 vs 22 mmHg, p < 0.01). The LV peak + dP/dt
was decreased by 18% (P - 0.01), while time constant (r) of LV pressure
decay during inovolumic relaxation pened was increased by 36% (p < 0.01).
Either by Dob or Mil, the LV peak + dP/dt was less increased in HF than in
N, while r decreased to a similar extent as N by Dob and even more than
N by Mii. In HF, the r decreased to a greater extent (p < 0.05) by Mil (8%)
than by Dob (1%) when compared at a dose by which similar increase of
+dP/dt (5% vs 6%, respectively, ns) was obtained. Thapsigargin-sensitive
Ca®™-ATPase activity was measured in crude homogenate prepared trom LV.
The Ca® -ATPase activity decreased in HF compared with N {0.14 vs 0.07
wmol/min/mg, respectively, p ~ 0.01). Milincreased the Ca?* -ATPase activity
in a dose-dependent manner and % increase in Ca®*-ATPar ~ activity by Mil
was farger in HF than in N (Fig).
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