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Clinical observation
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Pre-menopausal women have
a much lower mortality from
atherosclerotic cardiovascular
disease than men. However,
during their postmenopausal
years, cardiovascular disease
In women gradually
approaches that of men.
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Female sex hormones may have a
cardiovascular protective effect In

pre-menopausal women.
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Supporting evidence

Estrogen replacement reduces
the incidence of cardiovascular
diseases In the postmenopausal
women.

‘ Stampfer MJ et al., N Engl J Med. 1991 325(11):756-62. ‘
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Progesterone receptors in arterial
smooth muscle cells

The presence of progesterone receptor in the medial
layer of the aorta (Ingegno et al., 1988) suggests that they
are expressed by human aortic smooth muscle cells. To
confirm that such progesterone receptor-positive cells
are indeed smooth muscle cells, we double-stained
human and rat tissue for progesterone receptor and
smooth muscle cell-specific a-actin.
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Figure 1. Androgen receptor activation reduces the migration activity in HUVECs.
The cell migration was examined using wound healing assay at 9 h after R1881
treatment. R1181 (0.05-5.0 nM) concentration-dependently reduced HUVECs
migration. Top panel: representative photographs of wound healing migration assay.
Bottom panel: quantified results expressed by fold of control. Values represent the
means *+ s.e.mean. (n = 3). *p<0.05 different from DMSO-treated group. HUVECsS,
human umbilical venous endothelial cells.
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Cardiovascular disease, the principal cause of death in the developed
world, affects men far more frequently than premenopausal women of
the same age. Because the incidence of cardiovascular disease in
postmenopausal women gradually approaches that in age-matched men
(1), estrogen or progestins appear to have a protective effect iIn
premenopausal women. A large, 10-year prospective study supports a
cardioprotective effect for estrogens by showing that postmenopausal
estrogen replacement therapy reduces both the incidence of coronary
heart disease and mortality from cardiovascular disease (2). As for
progestins, however, there has been little information about a
cardioprotecdive effect until the recent report by Grodstein et al. (3),
showing that the risk of coronary heart disease is significantly lower in
women who take estrogens and progestings together rather than
estrogens alone. ....... Again, however, there has been little evidence of
an independent effect of progestins in animal studies, other than an
acute effect on vascular tone (4, 5).
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We show in this study that progesterone, the nature hormone, has
a direct and specific inhibitory effect on the proliferation of
subcultured arterial smooth muscle cells.... Arterial smooth
muscle cells contain abundant progesterone receptor that may
mediate this inhibitory effect, and inhibition occurs at a range of
progesterone concentrations (5-500 nM) that overlaps the
physiologic range of plasma progesterone concentrations in
premenpausal women. We also show that levels of cyclin A and E
MRNA decline in the presence of progesterone in rat aortic cell
smooth muscle cells, which suggests that progesterone interrupts
the cell cycle at the G,/S transition.
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Interestingly, our data suggest that the SOC
channel is involved in the Ca?" increase
triggered by GPR40 activation in neonatal
cardiomyocytes. However, Shapiro et al.
reported that the SOC channel Is not
involved in the Ca?* increase triggered by
GPRA40 In INS-1E cells (Shapiro et al., 2005).
(different results need to be discussed)
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Studies of Takata et al. (11) who used an antibody
against amino acids 564-575 of rabbit SGLTI
Indicated that SGLTI is expressed in S1, S2, and
S3 segments. The antibody, however, was raised
against a peptide corresponding to a region of
SGLTI (residues 564-575) which 1s conserved
among SGLT1-related sequences, suggesting that
It might have reacted with other transproters of
the SGLT1-family.
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Although animal studies of magnolol-
mediated anti-tumoral action are still
ongoing, the findings from the present
In vitro and In vivo studies In magnolol
anti-cancer effect suggest the potential
applications of magnolol In the
treatment of human cancer.
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Citation vs. Quotation

Pre-menopausal women have a much lower mortality
from atherosclerotic cardiovascular disease than men.

“Pre-menopausal women have a much lower mortality
from atherosclerotic cardiovascular disease than men.”
(Leeetal,...)

The mortality from atherosclerotic cardiovascular
disease In pre-menopausal women is much lower than
men. (Leeetal,...)
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