FOREWORD

It has now almost been 30 years since nifedipine was first applied in a clinical
setting. Its long-term safety can be recognized through 30 years of use. And
during this time, various actions have been reviewed and its evidences have
been established.

The first part of this Specia Issue will discuss how nifedipine, synthesized by
Bayer Germany, came to be clinically applied. Nifedipine was developed
mainly by Japanese investigators. Dr. Hashimoto was asked by Bayer Germany
in 1968 to study BAY a 1040 (nifedipine) and his interest was in the smallness
of its minimal content. He confirmed its exceptionally potent coronary
vasodilating effect and recommended Bayer Germany to conduct a clinical
trial. A clinical trial was also conducted by Japanese investigators. Dr. Kimura
reported that the efficacy of nifedipine in patients with angina pectoris,
including variant angina, was similar to beta-adrenoceptor antagonists and
nitrates. Dr. Murakami focused his attention on the antihypertensive effect of
nifedipine, which had been developed as a therapeutic agent for angina
pectoris, and his work paved the way for treatment of refractory hypertension.
In this way, Japanese investigators made huge contributions to the devel opment
of nifedipine. The first international symposium on nifedipine was held in Japan.

Following this, the Special Issue introduces the large-scale clinical trials
conducted overseas to evaluate long-acting nifedipine. These are very
significant as they provide an answer, by prospective study, to the Ca?* channel
antagonist controversy that occurred in the 1990s. The ACTION (A Coronary
Disease Tria Investigating Outcome with Nifedipine GITS) study was the first
to prove the improvement in the prognosis of patients with angina pectoris after
treatment with a Ca?* channel antagonist. The STONE (Shanghai Trial of
Nifedipine in the Elderly) study, intended for Chinese patients who were close
to Japanese, proved that antihypertensive treatment with nifedipine was useful
in preventing cerebrovascular/cardiovascular events, particularly stroke. The
INSIGHT (International Nifedipine GITS study: Intervention as a Goal in
Hypertension Treatment) study proved the effect of improving prognosis in
high-risk hypertensive patients and suggested that it was possible to prevent the
new-onset cardiovascular risk factors. It also showed that treatment of patients
with coronary artery disease with nifedipine improved coronary endothelial
function and could possibly prevent the development of arteriosclerosis.

Focus then moves to the large-scal e prospective trials for long-acting nifedipine
preparation conducted in Japan. In the NICE-Combi (Nifedipine and
Candesartan Combination) study, satisfactory antihypertensive effect was seen
by add-on treatment with nifedipine in patients with whom blood pressure was
inadequately controlled with an angiotensinll receptor antagonist. In the J-
MIND (Japan Multicenter Investigation of Antihypertensive Treatment for
Nephropathy in Diabetics) study, which was intended to treat hypertensive
patients with type 2 diabetes mellitus, nifedipine was similar to ACE inhibitors
in preventing progression of nephropathy. Furthermore, in the IMIC-B (Japan
Multicenter Investigation for Cardiovascular Diseases-B) study, intended to
treat hypertensive patients with coronary artery disease, it was proved that the
cardiac event rate with nifedipine was similar to that seen with ACE inhibitors,
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and strict antihypertensive action was necessary to improve prognosis.

The final discussion introduces additional direct pleiotropic effects of
nifedipine, other than the antihypertensive and antianginal effects. /n vitro and
in vivo studies have shown that nifedipine has an anti-inflammatory effect
mediated by inhibition of nuclear factor (NF)- « B activation and thisis thought
to prevent progression of arteriosclerosis. The inhibitory effect of nifedipine on
NF- « B may possibly prevent expansion of aortic aneurysms. It has also been
shown that nifedipine may delay the aging of blood vessels by controlling the
cell cycle of the vascular cells. These pleiotropic effects could be considered to
be favourable in patients requiring antihypertensive or antianginal therapy.

Thus nifedipine has become broadly applied in a clinical setting as an
antianginal and antihypertensive agent. In these 30 years, many studies have
reported brain, heart, renal, and vascular protection with nifedipine and those
datawill be discussed in this Special Issue.
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