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Table 4. Characteristics of study population by number of oral health disorder components: Community Periodontal Index of Treatment
Needs stage 4, presence of gingival bleeding, sex-specific lowest quartile of remaining tooth number, and Eichner index C

Characteristics 0 1 2 3 4 Pyrand
No. 703 527 241 151 21 NA
Age, years 644179 66.5+£7.8™ 69.7+6.7" 72.04£5.6* 69.7£7.0" <0.01
Men, % 40.0 416 48.6 58.3*" 38.1 <0.01
Body mass index, kg/m? 224+3.0 23.0%3.2* 22.9+3.5 23.2+3.6* 22.8+3.0 <0.01
Diabetes, % 7.0 12.3 125 19.9" 0 <0.01
Dyslipidemia, % 343 38.3 419 48.3" 52.4 <0.01
Hypertension, % 42.7 44.6 53.9* 66.2"" 61.9 <0.01
Antihypertensive 259 28.3 38.2" 44 .4** 23.8 <0.01
medication, %
Systolic blood pressure, 126120 128+19 132+20** 134+20*" 139+ 19 <0.01
mm Hg
Diastolic blood pressure, 77+ 11 78+ 11 79+ 11 80+ 11 83+12 <0.01
mm Hg
Heart rate, bpm 69+ 11 69+10 70+ 11 69+ 11 71+ 11 0.43
Triglycerides, mmol/L? 1.16+0.65 1.21+0.70 1.24+0.68 1.28+0.77 1.26+0.63 0.08
HDL cholesterol, mmol/L 1.68+0.43 1.58+0.40*" 1.54+0.38™" 1.45+0.41* 1.63+0.46 <0.01
Blood glucose level, mmol/L? 5.68+0.89 5.85+1.24 5.82+0.96 6.08+1.38™ 5.56+0.47 <0.01
Hemoglobin A1c, %? 5.41+£0.55 5.51+0.68 5.50+0.60 5.62+0.82** 5.25+0.67 <0.01
eGFR, ml/min/1.73m? 76.1£10.9 76.1£10.5 726+ 11.6™ 70.2+11.2* 73.9t7.8 <0.01
CPITN stage, %
Stage 0 45.8 33.8™ 29.5™ 7.3* 0™ <0.01
Stage 1 or 2 18.5 11.4™ 3.7 2.7 0 <0.01
Stage 3 35.7 40.2 21.6™ 9.9* 0~ <0.01
Stage 4 0 14.6** 45.2* 80.1™ 100** <0.01
Gingival bleeding +, % 0 62.1*" 71.4™ 43.1* 100™* <0.01
Remaining tooth number <18 0 23.3* 61.8** 100.0** 100** <0.01

in men, <21 in women, %

Eichner index, %

A 85.2 60.2** 30.7* I3 o™ <0.01
B 14.8 39.9* 47.7* 219 0 <0.01
C 0 0 21.6™ 76.8** 100™* <0.01

Maximum bite force, N 609+ 297 495+298** 404 +£290** 229+172™ 191+ 134™ <0.01

Smoking status 65.9/25.2/9.0 63.0/25.4/11.6 55.2/33.2/11.6 46.4**/37.8*/15.9 52.4/38.1/19.5 <0.01
(never/former/current), %

Daily alcohol intake, % 52.5 57.7 51.9 59.6 571 0.23

Daily fruit intake, % 54.3 51.6 56.9 53.6 38.1 0.40

Daily sugar-sweetened soft 6.3 7.8 9.5 8.6 28.6* <0.01
drink intake 23 cups/day, %

Physical activity 38.3 40.2 46.1 38.4 61.9 0.07
21 hour/day, %

Nocturnal sleep 6.5+£1.1 6.5£1.1 6.7+1.2 6.7+13 6.6+1.2 0.1

duration, hours

Values are mean = SD or frequency (%).

Abbreviations: CPITN, Community Periodontal Index of Treatment Needs; eGFR, estimated glomerular filtration rate; HDL, high-density
lipoprotein; NA, not applicable.

3Values were log-transformed for analysis.

*P < 0.05 and **P < 0.01 vs. subgroup with no component.
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Figure 2. Adjusted mean systolic blood pressure by number of oral
health disorders including Community Periodontal Index of Treatment
Needs (CPITN) stage 4, presence of gingival bleeding, sex-specific lowest
quartile of remaining tooth number, and Eichner index C in subjects not
taking antihypertensive medication (n = 1,148). Data are adjusted mean
+ SE.The Pvalue for trend was 0.03. Analyses were controlled for age, sex,
body mass index, diabetes, dyslipidemia, estimated glomerular filtration
rate, smoking status (3 categories), daily alcohol intake, daily fruit intake,
physical activity, daily sugar-sweetened soft drink intake, and nocturnal
sleep duration.

disorders; rather, significantly lower prevalences of cur-
rent smoking, daily sugar-sweetened soft drink intake, and
longer nocturnal sleep duration were found in hypertensive
subjects than in those without, suggesting that some hyper-
tensive subjects in this study had already instituted lifestyle
changes. Modification of lifestyle as a result of oral health
disorders has been speculated to be another possible cause
of development of hypertension;®!? however, our results may
support the existence of a direct association of oral health
disorders with hypertension.

Our analysis has several limitations. First, the design of
this study does not allow us to clarify the underlying mecha-
nism. Indeed, reverse causality whereby hypertension leads
to oral health disorders cannot be excluded. Another recent
study showed a negative association between periodontal
disease and incident hypertension.*? Second, several impor-
tant inflammatory and metabolic markers, such as C reac-
tive protein and insulin, were not measured in our study.
Unmeasured variables, such as salt intake and sleep disor-
ders, may affect the observed results. Nonetheless, the use of
4 oral health markers that refer to different manifestations
of oral disease and cover both the presence and the extent of
disease indicates that the results are not coincidental, hence
limiting any bias resulting from using only 1 oral health dis-
order variable.

In conclusion, there is an additive relationship between
oral health disorders and increased odds of hypertension
and raised SBP in the Japanese urban population. Our
results also suggest that moderately or severely impaired oral
health—that is, several concomitant oral health disorders—
is associated with risk of hypertension. Our findings empha-
size that poor oral health might have a direct relationship
with hypertension, and this might have important implica-
tions for public health. The next crucial step is to investi-
gate whether oral health disorders are causally linked to

718 American Journal of Hypertension 27(5) May 2014

hypertension in a longitudinal setting. If so, dental therapy
might be used in clinical practice to reduce the development
of hypertension.
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Abstract

Objective: Intensive as compared to mild statin therapy has been proven to be superior in improving cardiovascular
outcome, whereas the effects of intensive statin therapy on inflammation and lipoprotein biomarkers are not well defined.

Methods: This study assigned essential hypertensive patients with dyslipidemia to 6 months administration of mild (1 mg/
day, n=34) or intensive pitavastatin therapy (4 mg/day, n=29), and various lipid and inflammation biomarkers were
measured at baseline, and 3 and 6 months after the start of treatment.

Results: Both pitavastatin doses were well tolerated, and there were no serious treatment-related adverse events. After 6
months, significant improvements in total cholesterol, triglycerides, low-density lipoprotein (LDL-) cholesterol, LDL/high-
density lipoprotein cholesterol (LDL/HDL), apolipoproteins B, C-Il, and E, apolipoprotein-B/apolipoprotein-A-l (Apo B/Apo A-
1), and malondialdehyde (MDA-) LDL were observed in both groups. Compared with the mild pitavastatin group, the
intensive pitavastatin therapy showed significantly greater decreases in C reactive protein (F=3.76, p<0.05), total
cholesterol (F = 10.65), LDL-cholesterol (F =23.37), LDL/HDL (F = 12.34), apolipoproteins B (F=19.07) and E (F =6.49), Apo B/
Apo A-l (F=13.26), and MDA-LDL (F=5.76) (p<0.01, respectively).

Conclusion: Intensive pitavastatin therapy may have a more favorable effect not only in decreasing LDL-cholesterol but also
in pleiotropic benefits in terms of improvement of apolipoproteins, inflammation, or oxidation.
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been proven to be superior in improving cardiovascular outcome
in clinical trials [12], whereas the relative benefits of such an
intensive approach on inflammation, apolipoproteins, and oxi-
dized lipoproteins have not been clarified.

Accordingly, to validate the benefit of intensive lipid-lowering
therapy with statins, the present study compared the effects of two
different dosages of pitavastatin on inflammation and lipid profile
parameters including apolipoproteins and oxidized lipoproteins in
hypertensive patients with dyslipidemia.

Introduction

Hypertension and dyslipidemia, characterized by elevated
triglycerides and low density lipoprotein (LDL-) cholesterol with
low high density lipoprotein (HDL-) cholesterol, frequently co-
exist in the same individual [1,2,3]. Simultaneous treatment of two
or more risk factors should provide additive benefits in preventing
atherosclerotic vascular events, as the results of previous studies
have shown that LDL-cholesterol lowering provides a substantial
benefit in cardiovascular event reduction even in the presence of
good blood pressure control [4,5]. Pitavastatin is an HMG-CoA

o X Methods
reductase inhibitor (statin) that has robust LDL-cholesterol-

lowering efficacy at lower doses, and was shown to be noninferior
to other statins in terms of improvement of lipid profile [6,7]. In
addition to its effects on the lipid profile, pitavastatin has a number
of pleiotropic benefits that reduce residual cardiovascular risk
[8,9], and its beneficial effect in the regression of coronary
atherosclerosis in patients with acute coronary syndrome has been
reported [10,11]. Intensive as compared to mild statin therapy has

PLOS ONE | www.plosone.org

Study Subjects

This retrospective study enrolled 63 essential hypertensive
patients with dyslipidemia with LDL-cholesterol level higher than
the National Cholesterol Education Program Adult Treatment
Panel III recommendations (<100 mg/dl for moderately high/
high-risk subjects without atherosclerotic vascular disease, <
70 mg/dl for high-risk subjects with atherosclerotic vascular
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disease) [13]. Exclusion criteria included age <20 years, treatment
for dyslipidemia within the preceding 3 months, current treatment
with progesterone or other hormone therapy within the previous 3
months, familial hypercholesterolemia, acute coronary syndrome,
congestive heart failure (New York Heart Association class II or
greater), liver dysfunction, chronic kidney disease requiring regular
hemodialysis, endocrine disease, secondary hypertension, and
administration of agents affecting lipid metabolism.

The study protocol was approved by the Institutional Review
Board of the National Cerebral and Cardiovascular Center (M25-
81). All of the subjects enrolled in this study were Japanese, and all
gave written informed consent to participate in this study.

Baseline Clinical Characteristics

Hypertension was defined as systolic blood pressure (BP) =
140 mm Hg or diastolic BP=90 mm Hg on repeated measure-
ments, or receiving antihypertensive treatment. Diabetes mellitus
was defined according to the American Diabetes Association
criteria [14]. Smoking status was determined by interview, and
defined as current, past or never smoker. Previous cardiovascular
disease was defined as a history of myocardial infarction,
congestive heart failure, or stroke.

Study Design and Laboratory Measurements

Patients were assigned to two treatment groups with mild
pitavastatin therapy (1 mg/day) or intensive pitavastatin therapy
(4 mg/day), and were asked to maintain their habitual diet and
lifestyle throughout the study. No patient had a change in
medication throughout the study period. After fasting overnight,
BP was measured with an appropriate arm cuff and a mercury
column sphygmomanometer on the left arm after a resting period
of at least 10 min in a sitting position. After BP measurement,
venous blood and urine sampling from all subjects was performed.
Height and body weight were measured, and body mass index was
calculated. Data collection was performed at baseline, and at 3
and 6 months after the start of pitavastatin treatment.

Fasting plasma glucose, hemoglobin Alc, serum total choles-
terol, triglycerides, apolipoproteins A-I, A-II, B, C-II, C-III, and E,
and lipoprotein(a) [Lp(a)] were determined by standard methods,
and HDL- and LDL-cholesterol were measured by homogeneous
methods (Sekisui Medical Co., Tokyo, Japan). Malondialdehyde
(MDA)-LDL was measured by an enzyme-linked immunosorbent
assay method (Sekisui Medical Co.) with mouse monoclonal
antibody ML25 against MDA residues [15]. The ratios of LDL/
HDL and Apo B/Apo A-I were determined by dividing LDL-
cholesterol data by HDL-cholesterol, and by dividing apolipopro-
tein B by apolipoprotein A-I, respectively. The following
parameters were also measured: aspartate aminotransferase,
alanine aminotransferase, creatine kinase, high-sensitive C-reac-
tive protein, and creatinine. Estimated glomerular filtration rate
(eGFR) was calculated using the Japanese coeflicient-modified
Chronic Kidney Disease Epidemiology Collaboration equation in
milliliters per minute per 1.73 meters squared [16,17]. Urinary
albumin excretion was evaluated in each patient by measuring the
albumin-to-creatinine ratio (ACR) in first morning samples. Urine
albumin concentration was measured by an immunoturbidimetric
method. Urine collection was repeated if the patient was
menstruating, because this makes albumin measurement unreli-
able.

The primary outcome was the serial changes from baseline to 3
and 6 months in clinical variables including lipid parameters and
biomarkers of inflammation and oxidative stress, and comparisons
of serial changes in variables between pitavastatin groups were
performed. The secondary outcome was the percentage of patients
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attaining target lipid levels, defined as LDIL-cholesterol <100 mg/
dl and LDL-cholesterol <70 mg/dl.

Statistical Analyses

Data are presented as mean * standard deviation (SD) for
continuous variables, and as actual number for categorical
variables unless otherwise specified. First, the significance of any
differences between the two groups was evaluated using %2 test for
dichotomous variables, and unpaired #test for continuous
variables, as appropriate. Because of the right skew of C reactive
protein and ACR distributions, levels of these variables were log-
transformed to examine the significance of any difference between
groups. Second, the significance of differences in parameters
before and after administration was evaluated using paired t-test.
Third, to determine the significance of the difference in the serial
changes in variables by statin administration between groups,
repeated measured ANOVA was used. The correlation between
baseline variables and their changes by statin administration was
assessed by linear regression analysis, and the significance of the
difference between two correlation coefficients was assessed using
Fisher r-to-z transformation. Finally, comparison of the proportion
of subjects achieving the target LDL-cholesterol level between
groups was performed by %7 test. All p values were two-sided, and
those <0.05 were considered statistically significant. All calcula-
tions were performed using a standard statistical package (JMP
8.0; SAS Institute, Gary, NC).

Resuits

Baseline Characteristics and Changes in Lipid Parameters

Baseline clinical characteristics and biochemical parameters of
the study subjects are shown in Tables 1 and 2. Of the 63
participants, 34 were assigned to mild pitavastatin therapy (1 mg/
day) and 29 to intensive therapy (4 mg/day). There were no
significant differences in baseline characteristics except for lipid
parameters between groups. Baseline total cholesterol, LDL-
cholesterol (p<<0.01, respectively), and apolipoprotein B (p<<0.05)
were significantly higher in the pitavastatin 4 mg/day group than
in the pitavastatin 1 mg/day group (Table 2). Both pitavastatin
doses were well tolerated without adverse effects, and none of the
serious adverse events was considered to be related to pitavastatin.

Serial changes in biochemical parameters after pitavastatin
treatment are shown in Table 2. Both doses significantly
decreased diastolic BP, total cholesterol, triglycerides, LDL-
cholesterol, LDL/HDL, apolipoproteins B, C-II, and E, Apo B/
Apo A-1, and MDA-LDL, and significantly increased apolipopro-
tein A-I. At 6 months after the start of treatment, systolic BP, C
reactive protein, apolipoprotein C-III, and eGFR were signifi-
cantly decreased in the pitavastatin 4 mg/day group. When
compared with pitavastatin 1 mg/day, pitavastatin 4 mg/day
showed significantly greater decreases in C reactive protein, total
cholesterol, LDL-~cholesterol, LDL/HDL, apolipoproteins B and
E, Apo B/Apo A-I, and MDA-LDL over the first 3 and 6 months.
Serial changes in other variables were not significantly different
between the two groups. The correlations between baseline LDL-
cholesterol, Apo B/Apo A-I, and MDA-LDL, and their changes
after 6 months of pitavastatin treatments are shown in Figure 1.
When compared with pitavastatin 1 mg/day, pitavastatin 4 mg/
day showed a significantly higher correlation coefficient for Apo
B/Apo A-I (p<0.01), but not for LDL-cholesterol (p =0.30) and
MDA-LDL (p=0.15).

We next repeated our analysis in the 29 patients with previous
cardiovascular disease. Even in this subgroup, at 6 months after
the start of treatment, both doses significantly decreased LDL-
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cholesterol (pitavastatin 1 mg/day, 12528 to 101%25 versus
4 mg/day, 152*41 to 83+22 mg/dL), Apo B/Apo A-I (pitavas-
tatin 1 mg/day, 0.74%0.17 to 0.56%0.18 versus 4 mg/day,
0.81+0.25 to 0.45%0.09), and MDA-LDL (pitavastatin 1 mg/
day, 160£52 to 12035 versus 4 mg/day, 172+63 to 85+19 U/
L) (p<<0.01, respectively). When compared with pitavastatin
1 mg/day, pitavastatin 4 mg/day showed significantly greater
decreases in LDL-cholesterol (F=11.27, p<0.01), Apo B/Apo A-I
(F=4.63, p=0.01), and MDA-LDL (F = 3.21, p =0.046) over the
first 3 and 6 months.

LDL-cholesterol Attainment

At baseline, the proportion of patients achieving LDL-choles-
terol <100 mg/dL was not significantly different between the
groups (pitavastatin 1 mg/day, 8.8% versus 4 mg/day, 3.5%), and
none of the patients achieved LDL-cholesterol <70 mg/dL. At
the end of 6 months of pitavastatin treatment, the proportion of
patients achieving LDL-cholesterol <100 mg/dL was significantly
higher with pitavastatin 4 mg/day than with 1 mg/day (69.0%
versus 44.4%, p<<0.05). The proportion of patients achieving
LDL-cholesterol <70 mg/dL was also significantly higher with
pitavastatin 4 mg/day than with 1 mg/day (20.7% versus 2.9%,
p<0.05).

Discussion

The present study compared the effects of two different dosages
of pitavastatin on a variety of established and emerging lipid
profile parameters. Although significant improvements in diastolic
BP, total cholesterol, triglycerides, LDL-cholesterol, LDL/HDL,
apolipoproteins A-I, B, C-II, and E, Apo B/Apo A-I, and MDA-
LDL were observed in both groups, compared to mild pitavastatin
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Table 1. Baseline characteristics of study participants.
Pitavastatin
1 mg/day, n=34 4 mg/day, n=29 p value

Age, years 68.5+9.9 65.7+12.0 0.32
Male/Female, n 15/19 14/15 0.74
Previous cardiovascular disease, n 18 1 0.23

Myocardial infarction 9 7 0.64

Congestive heart failure 0 2 0.07

Stroke 9 4 0.21
Current smoking, n 3 3 0.84
Diabetes, n 15 " 0.62
Body mass index, kg/m? 248+34 243+32 0.57
Systolic blood pressure, mmHg 130+14 131=12 0.78
Diastolic blood pressure, mmHg 78*10 7411 0.12
Heart rate, bpm 73%12 71x12 047
Antihypertensive medication

Calcium channel blocker, n 26 19 0.34

ACEI or ARB, n 32 23 0.07

Beta blocker, n 7 9 034

Alpha blocker, n 3 1 037

Diuretic, n 1 10 0.86
Values are mean = SD for continuous variables.
ACEl, angiotensin-converting enzyme inhibitor; ARB, angiotensin Il receptor blocker; bpm, beats per minute.
doi:10.1371/journal.pone.0089057.t001

therapy, intensive pitavastatin therapy showed a greater reduction
in total cholesterol, LDL-cholesterol, C reactive protein, LDL/
HDL, apolipoproteins B and E, Apo B/Apo A-I, and MDA-LDL.
Our results were partially in accordance with previous findings
that pitavastatin treatment resulted in an improved lipid profile in
terms of providing improvement from baseline in total cholesterol,
triglycerides, and LDL-cholesterol, and the lipid-modifying effects
in this study were also roughly in agreement with previous findings
[7,9]. Pitavastatin has high affinity to the hydrophobic regions of
HMG-CoA reductase [7], and inhibits HMG-CoA reductase [18]
as well as cholesterol synthesis in cultured hepatic cells in a dose-
dependent fashion [19]. The therapeutic efficacy of pitavastatin
has been evaluated in patients with primary hypercholesterolemia,
mixed dyslipidemia [20], the elderly [7], and type 2 diabetes [21].
This study extended these favorable lipid-modifying effects of
pitavastatin to hypertensive patients with dyslipidemia, and
showed dose-dependent improvement in the lipid profile.
Consistent with prior findings, this study showed that pitavas-
tatin treatment was associated with significant improvement in
apolipoprotein parameters: apolipoproteins A-I, B [20], C-II, and
E, and Apo B/Apo A-I. Apo B/Apo A-I has been shown in large
prospective studies to be an indicator of cardiovascular risk.
Decreased secretion of apolipoprotein B from hepatoma cells has
been reported in the presence of pitavastatin [22], and pitavastatin
was more potent than simvastatin or atorvastatin in inducing
apolipoprotein A-I secretion [23]. Apolipoprotein A-I is the major
protein of HDL-cholesterol, and apolipoprotein B is the major
apolipoprotein of the atherogenic lipoprotein families very low
density lipoprotein lipoprotein (VLDL), intermediate-density
lipoprotein (IDL), and LDL-cholesterol. The concentration of
apolipoprotein B is a good estimate of the number of these
particles in plasma, and measurement of apolipoprotein B
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represents the total burden of particles considered most athero-
genic [24,25]. Apolipoprotein B has been found to be a better
predictor of cardiovascular risk than is LDL-cholesterol in several
epidemiological studies and in post hoc analyses of clinical trials
[26,27], particularly the on-treatment LDL-cholesterol level
[27,28], suggesting a more effective way to assess residual
cardiovascular risk and to determine the need for medication
adjustment in patients receiving LDL-lowering therapy.

In this study, intensive pitavastatin therapy also showed more
favorable effects in reducing the inflammatory or oxidative
response, assessed by C reactive protein and MDA-LDL levels
[29], which may play a pivotal role in all stages of atherosclerosis.
Therefore, our results suggest that, compared with mild pitavas-
tatin therapy, intensive pitavastatin therapy has more beneficial
pleiotropic effects in terms of improvement in apolipoproteins,
inflammation, or oxidation.

In this study, no severe treatment-related adverse events were
observed. With regard to the tolerability of pitavastatin, a two year
prospective study of over 20,000 patients treated with pitavastatin

PLOS ONE | www.plosone.org

Table 2. Lipid, apolipoproteins, and biochemical parameters at baseline and after 3 and 6 months of pitavastatin therapy.
Pitavastatin 1 mg/day Pitavastatin 4 mg/day
Baseli 3 month 6 h Baseli 3 month 6 month F Pt
Body weight, kg 63.0£12.1 0.1%16 0.4%2.7 63.1£12.1 0.1+13 0.7%£3.0 0.18 0.96
Systolic blood pressure, mmHg 130+14 06x124 -1.0x13.7 131£12 —37+237 —-60%153* 079 0.46
Diastolic blood pressure, mmHg 78=10 —3.5£8.7* —4.2x11.2* 7411 —03£76 —3.7x6.8" 133 0.27
Heart rate, bpm 7312 —-2.3%109 —0.7£120 7112 —13%106 —24+99 0.46 0.63
Aspartate aminotransferase, U/L 239+78 29+42" 3.2x6.17 26.1x7.8 2772 =1.1£134 1.91 0.15
Alanine aminotransferase, 1U/L 21.7x15.1 3.50=5.4" 44+10.8* 26.7+15.4 39x107 —-0.8x125 276 0.07
Creatine kinase, 1U/L 10051 17+39* 27+96 114259 37+237 153 0.85 0.43
eGFR, mi/min/1.73 m? 698x174 —1.8x4.8* =16%£53 728%=173 =2.9+=50% —1.8%4.5% 0.45 0.64
ACR, mg/g creatinine, median (IQR) 135 —0.2 0.7 7.3 —1.2 —17 0.26 0.77
(5.8, 44.0) (—6.9, 3.6) (—7.8,7.0) (4.6, 61.9) (—14.2, 33) (—48.7, 3.6)
Hemoglobin Alc, % 6.0£0.6 0204 02%03 6.1%1.1 0.0£05 0204 0.41 0.67
C reactive protein, mg/dL, median (IQR)  0.09 -0.01 0.02 0.09 —0.04 -0.03 3.76 <0.05
(0.04, 0.14) (—0.05,0.04)  (—0.03,0.10)  (0.07, 0.31) (—0.09, 0.00)* (—0.12, 0.00)*
Total cholesterol, mg/dL 225+6 -42x34" —-46x31" 252+7 —69+43" —82+37" 10.65 <0.01
Triglycerides, mg/dL 147+54 —11+48 —23+43" 138+45 —11£59 —26+33" 0.04 0.96
HDL-cholesterol, mg/dL 53%12 1.9+6.8 27+87 57+17 50%183 29+87 0.79 0.46
LDL-cholesterol, mg/dL 143+31 —39+29" —38+28" 169+34 —72+26" —80=30" 2337 <0.01
LDL/HDL 2.83x0.383 —-0.87+0.60" —087+061" 323%1.08 —151+088" —161+084" 1234 <0.01
Apolipoprotein A-l, mg/dL 140x18 52%11.6* 7.2+153* 14533 12.3+26.1* 8.6+15.9" 1.48 0.23
Apolipoprotein A-li, mg/dL 30x5 1.04x2.56* 0.97x3.13 307 1.57%4.95 1.04x3.81 0.21 0.81
Apolipoprotein B, mg/dL 110=18 —276=156" —293+157"  122+22 —452+167" —518+189" 19.07 <0.01
Apo B/Apo A-l 0.80+0.16 -023+0.12" -024+0.12" 088%0.25 —-037x0.19" -041x020" 1326 <0.01
Apolipoprtein C-ll, mg/dL 5.48+1.54 —054x1.13"  —071x131"  567+1.62 -1.08=x1311  —141x117" 299 0.054
Apolipoprotein C-lll, mg/dL 10.8£29 —0.03+296  —0.65+236 11.0%35 -021+299 —100x178" 017 0.85
Apolipoprotein E, mg/dL 4.14%0.77 —-0.50+0.67" —064+066" 435079 —0.90=055"  —1.14x057" 6.49 <0.01
Lp (a), mg/dL 2063%1693 —095+494 —007+673 29.9+2918  039%9.71 1.04£7.94 029 0.75
MDA-LDL, U/L 161.3+50.0 —35.4+493"  —358+500" 180.7+503 —633+486" —721+457" 576 <0.01
Values are mean=SD or median (IQR). IQR is 25th to 75th percentile.
ACR, albumin-to-creatinine ratio; bpm, beats per minute; eGFR, estimated glomerular filtration rate; HDL-cholesterol, high-density lipoprotein cholesterol; IQR,
interquartile range; LDL-cholesterol, low-density lipoprotein cholesterol; Lp (a), lipoprotein(a); MDA-LDL, malondialdehyde-LDL.
*p<0.05 and 'p<<0.01 versus baseline.
*p values of repeated measures ANOVA.
doi:10.1371/journal.pone.0089057.t002

revealed no unexpected negative side effects of treatment [30].
Although all statins, to a greater or lesser degree, have the
potential to cause adverse events if administered in sufficiently
high doses, or in combination with other medications that alter
their pharmacokinetics, pitavastatin is minimally metabolized by
cytochrome P450 (CYP) isoenzymes [8] and has a low possibility
of interaction with those drugs metabolized by, inhibiting or
inducing CYP enzymes, thereby having a low propensity for drug-
drug interactions. This low propensity for drug-drug interaction is
important especially for patients requiring polypharmacy because
combination therapy with statins and other agents is likely to
become increasingly common, both to achieve lipid targets and to
treat comorbid conditions.

There are several limitations of this study. This study was not
randomized and not blinded; however, the outcome was objective
and was assessed in a blinded manner. A cross-over trial may be
more appropriate to prove our hypothesis. In this study, the two
treatment groups were not well matched in terms of baseline
plasma lipid levels including LDL-cholesterol, and the study was of
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Figure 1. Correlation between baseline LDL-cholesterol (a),
Apo A-I/Apo B (b), and MDA-LDL (c), and their changes after 6
months of pitavastatin treatment. Open circles indicate patients
with pitavastatin 1 mg/day; open squares indicate patients with
pitavastatin 4 mg/day.

doi:10.1371/journal.pone.0089057.g001

modest size and conducted for a relatively short time. Most trials
that have investigated the favorable effects of intensive statin
therapy were performed in high-risk patients with a substantially
high cholesterol level or with evidence of existing cardiovascular
disease. Further studies are needed to validate whether intensive
statin therapy also leads to a greater reduction in cardiovascular
events even in patients with essential hypertension.

In conclusion, intensive pitavastatin therapy was more effective
than mild therapy in improving atherogenic risk factor profiles,
indicating that it not only has stronger LDL-cholesterol-lowering
effects but also has stronger pleiotropic effects in improvement of
apolipoproteins, inflammation, or oxidation than does mild
therapy. The similar safety profile suggests that pitavastatin
4 mg/day may be preferable in high-risk patients in whom the
target has not been achieved with other statin therapy, and in
those requiring polypharmacy, such as patients with hypertension.

Author Contributions

Conceived and designed the experiments: TY YI TH YK. Performed the
experiments: YI HK SH HK YK. Analyzed the data: YI TH YK.
Conrriburted reagents/materials/analysis tools: TY SJ YO HK YK. Wrote
the paper: TY YT §J.

References

L. Zancheui A (1994) Hyperlipidemia in the hypertensive patient. Am J Med 96:
35-8S.

2. Kannel WB (2000) Risk stratification in hypertension: new insights from the
Framingham Swudy. Am J Hypertens 13: 38-10S.

3. Selby JV, Peng T, Karter AJ, Alexander M, Sidney S, et al. (2004) High rates of
co-occurrence of hypertension, elevated low-density lipoprotein cholesterol, and
diabetes mellitus in a large managed care population. Am J Manag Care 10:
163-170.

4. Sever PS, Dahlof B, Poulter NR, Wedel H, Beevers G, et al. (2003) Prevention of
coronary and stroke events with atorvastatin in hypertensive patients who have
average or lower-than-average cholesterol concentrations, in the Anglo-
Scandinavian Cardiac Outcomes Trial-Lipid Lowering Arm (ASCOT-LLA):
a multicentre randomised controlled trial. Lancet 361: 1149-1158.

5. Ridker PM, Danielson E, Fonseca FA, Genest ], Gotto AM Jr, et al. (2008)
Rosuvastatin to prevent vascular events in men and women with elevated C-
reactive protein. N Engl J Med 359: 2195-2207.

6. Chapman M]J (2011) Pitavastatin: novel effects on lipid parameters. Atheroscler
Suppl 12: 277-284.

7. Duggan ST (2012) Pitavastatin: a review of its use in the management of
hypercholesterolaemia or mixed dyslipidaemia. Drugs 72: 565-584.

8. Saito Y (2011) Pitavastatin: an overview. Atheroscler Suppl 12: 271-276.

9. Davignon J (2012) Pleiowropic effects of pitavastatin. Br J Clin Pharmacol 73:
518-535.

10. Hiro T, Kimura T, Morimoto T, Miyauchi K, Nakagawa Y, et al. (2009) Effect
of intensive statin therapy on regression of coronary atherosclerosis in patients
with acute coronary syndrome: a multicenter randomized wial evaluated by
volumetric intravascular ultrasound using pitavastatin versus atorvastatin
(JAPAN-ACS [Japan assessment of pitavastatin and atorvastatin in acute
coronary syndrome] study). J Am Coll Cardiol 54: 293-302.

11. Hayashi T, Yokote K, Saito Y, Iguchi A (2007) Pitavastatin: efficacy and safety
in intensive lipid lowering. Expert Opin Pharmacother 8: 2315-2327.

12. Cannon CP, Steinberg BA, Murphy SA, Mega JL, Braunwald E (2006) Meta-
analysis of cardiovascular outcomes trials comparing intensive versus moderate
statin therapy. J Am Coll Cardiol 48: 438—445.

13. (2002) Third Report of the Natonal Cholesterol Education Program (NCEP)
Expert Panel on Detection, Evaluaton, and Treatment of High Blood
Cholesterol in Adults (Adult Treatment Panel III) final report. Circulation
106: 3143-3421.

14. (2006) Diagnosis and classification of diabetes mellitus. Diabetes Care 29 Suppl
1: $43-48.

15. Kotani K, Maekawa M, Kanno T, Kondo A, Toda N, et al. (1994) Distribution
of immunoreactive malondialdehyde-modified low-density lipoprotein in human
serum, Biochim Biophys Acta 1215: 121-125.

February 2014 | Volume 9 | Issue 2 | 89057



20.

21

22.

. Levey AS, Stevens LA, Schmid CH, Zhang YL, Castro AF 3rd, et al. (2009) A

new equation to estimate glomerular filiration rate. Ann Intern Med 150: 604—
612.

. Horio M, Imai E, Yasuda Y, Wartanabe T, Matsuo S (2010) Modification of the

CKD epidemiology collaboration (CKD-EPI) equation for Japanese: accuracy
and use for population estimates. Am J Kidney Dis 56: 32-38.

. Aoki T, Nishimura H, Nakagawa S, Kojima J, Suzuki H, et al. (1997)

Pharmacological profile of a novel synthetic inhibitor of 3-hydroxy-3-
methylglutaryl-coenzyme A reductase. Arzneimirtelforschung 47: 904-909.

. Morikawa S, Umetani M, Nakagawa S, Yamazaki H, Suganami H, et al. (2000)

Relative induction of mRNA for HMG CoA reductase and LDL receptor by five
different HMG-CoA reductase inhibitors in cultured human cells. J Atheroscler
Thromb 7: 138-144.

Ose L, Budinski D, Hounslow N, Arneson V (2010) Long-term treatment with
pitavastatin is effective and well wlerated by patients with primary hypercho-
lesterolemia or combined dyslipidemia. Atherosclerosis 210: 202-208.
Gumprecht J, Gosho M, Budinski D, Hounslow N (2011) Comparative long-
term efficacy and tolerability of pitavastatin 4 mg and atorvastatin 20-40 mg in
patients with type 2 diabetes mellitus and combined (mixed) dyslipidaemia.
Diabetes Obes Metab 13: 1047--1055.

Ooyen C, Zecca A, Bersino AM, Catapano AL (1999) NK-104, a potent 3-
hydroxy-3-methylglutaryl coenzyme A reductase inhibitor, decreases apolipo-
protein B-100 secretion from Hep G2 cells. Atherosclerosis 145: 87-95.

PLOS ONE | www.plosone.org

27.

29.

30.

Pitavastatin in Hypertension and Dyslipidemia

. Macjima T, Yamazaki H, Aoki T, Tamaki T, Sato F, et al. (2004) Effect of

pitavastatin on apolipoprotein A-I production in HepG2 cell. Biochem Biophys
Res Commun 324: 835-839.

. Sacks FM (2006) The apolipoprotein story. Atheroscler Suppl 7: 23-27.
. Sniderman AD, Furberg CD, Keech A, Roeters van Lennep JE, Frohlich J, et al.

(2003) Apolipoproteins versus lipids as indices of coronary risk and as targets for
statin treatment. Lancer 361: 777-780.

. Lamarche B, Moorjani S, Lupien PJ, Cantin B, Bernard PM, et al. (1996)

Apolipoprotein A-I and B levels and the risk of ischemic heart disease during a
five-year follow-up of men in the Quebec cardiovascular study. Circulation 94:
273-278.

Walldius G, Jungner I, Holme I, Aasweit AH, Kolar W, et al. (2001) High
apolipoprotein B, low apolipoprotein A-I, and improvement in the prediction of
fatal myocardial infarction (AMORIS study): a prospective study. Lancer 358:
2026-2033.

. Gouo AM Jr, Whimey E, Stein EA, Shapiro DR, Clearfield M, et al. (2000)

Relation between baseline and on-treatment lipid parameters and first acute
major coronary events in the Air Force/Texas Coronary Atherosclerosis
Prevention Study (AFCAPS/TexCAPS). Circulaton 101: 477-484.

Yoshida H, Shoda T, Yanai H, Tkewaki K, Kurata H, et al. (2013) Effects of
pitavastatin and atorvastatin on lipoprotein oxidation biomarkers in patients
with dyslipidemia. Atherosclerosis 226: 161-164.

Yokote K, Shimano H, Urashima M, Teramoto T (2011) Efficacy and safety of
pitavastatin in Japanese patients with hypercholesterolemia: LIVES study and
subanalysis. Expert Rev Cardiovasc Ther 9: 555-562.

February 2014 | Volume 9 | Issue 2 | e89057



