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Effect of Atorvastatin Versus Rosuvastatin on Levels of Serum Lipids,
Inflammatory Markers and Adiponectin in Patients with Hypercholesterolemia
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Purpose. To compare the short-term effect of treatment with atorvastatin and rosuvastatin on levels of
serum lipids, inflammatory markers and adiponectin in patients with hypercholesterolemia.
Methods. Sixty-nine patients with hypercholesterolemia were randomly assigned to receive 10 mg/day of
atorvastatin or rosuvastatin for 12 weeks. Inflammatory biomarkers, including highsensitivity C-reactive
protein (hs-CRP), tumor necrosis factor (TNF)-alpha, matrix metalloproteinase-9 (MMP-9), and
endothelin (ET-1), plasminogen activator inhibitor type 1 (PAI-1) and plasma tissue plasminogen
activator (tPA), adiponectin, and lipid profiles were measured before and after statin therapy.
Results. Atorvastatin and rosuvastatin both lowered levels of hs-CRP, MMP-9, PAI-1, total cholesterol
(TC), and low-density lipoprotein cholesterol (LDL-C) from baseline values, with rosuvastatin lowering
TC and LDL-C to a greater extent than atorvastatin (P<0.05). Adiponectin level increase was 15%
higher than that at baseline with atorvastatin (P>0.05) but 67% higher with rosuvastatin (P<0.05).
Conclusions. Therapy with both statins not only significantly improved lipid profiles but also decreased
levels of vascular biomarkers hs-CRP, MMP-9, and PAI-1; however, only rosuvastatin increased serum
adiponectin levels significantly in patients with hypercholesterolemia, which could imply a beneficial
effect in coronary artery disease.
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INTRODUCTION

Dyslipidemia, a key risk factor for cardiovascular dis-
eases and one of the most serious threats to public health, can
be accompanied by low adiponectin level and vasomotor
dysfunction (1). Adiponectin plays an important role in
modulating glucose and lipid metabolism, vascular biology,
and energy homeostasis (2,3). In animal studies, recombinant
adiponectin improved insulin sensitivity, inhibited inflamma-
tory responses, and reversed diet-induced lipid abnormalities
(4). Statins, such as atorvastatin and puvastatin, can decrease
serum lipid levels and increase adiponectin levels in patients
with ischemic heart disease (5,6). They can also stabilize and
even retard the progression of atherosclerotic plaque (7),
thereby decreasing the incidence of cardiovascular events.

Rosuvastatin, a relatively new statin, has powerful lipid-
lowering effects. However, its effect on serum adiponectin
levels in hypercholesterolemic patients has not been recorded.

We aimed to compare the short-term effect of rosuvastatin and
atorvastatin on level of serum lipids, inflammatory markers
and adiponectin, as well as to explore their effect on vasomotor
function in patients with hypercholesterolemia.

MATERIALS AND METHODS

Study Population and Design

The study was approved by the Ethics Committee of
Shandong University Qilu Hospital. All participants gave
their written, informed consent.

A total of 69 consecutive outpatients (36 males) with
primary hypercholesterolemia [low-density lipoprotein cho-
lesterol (LDL-C) level 130 to 250 mg/dl (3.36–6.3 mmol/L)]
were recruited from the Cardiology Department of Qilu
Hospital between February 2005 and June 2007. Patients
were excluded if they had liver disease or transaminase levels
>1.5 times the upper normal limit at inclusion, creatine kinase
(CK) level>1.5 times the upper normal limit, atrioventricular
block and sinus bradycardia, acute or chronic renal failure,
electrolyte disturbances, acute cerebrovascular disease or
myocardial infarction within the preceding three months, or
evidence of alcohol abuse.

After a 2-week wash-out period, patients were randomly
assigned to receive rosuvastatin (10 mg) (35 patients, mean
age 59.2±9.3 years) or atorvastatin (10 mg) (34 patients,
mean age 57.7±11.1 years) once daily for 12 weeks. Patients
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were observed at 14-day intervals or more frequently during
the study. To monitor side effects, we measured levels of
serum asparate aminotransferase (AST), alanine aminotrans-
ferase (ALT), CK, blood urea nitrogen, and creatinine (Cr)
before and after therapy.

Laboratory Assays

Blood samples were obtained at 8:00 A.M. after an
overnight fast before and after treatment. Samples were
immediately coded so that investigators performing laborato-
ry assays were blinded to subject identity or study sequence.
Assays for AST, ALT, CK, Cr, triglycerides (TGs), total
cholesterol (TC), LDL-C, and high-density lipoprotein cho-
lesterol (HDL-C), apolipoprotein A (Apo A) and apolipo-
protein B (Apo B) involved use of a Hitachi 7107A automatic
biochemistry analyzer (Hitachi, Japan). Non-HDL-c was
calculated by TC minus HDL-c.

Serum Adiponectin Level and Inflammatory Markers

Enzyme-linked immunosorbent assay (ELISA) was used
to measure the following according to the manufacturer’s
instructions: total circulating serum adiponectin level (BPB
Biomedicals, America) measured in duplicate; endothelin 1
(ET-1) (R&D Systems Inc, America); total matrix metal-
loproteinase-9 (MMP-9) (active MMP-9 plus pro-MMP-9,
Quantikine MMP-9 kit); plasminogen activator inhibitor type
1 (PAI-1) antigen and plasma tissue plasminogen activator
(tPA) antigen (both Diagnostica Stago, France). Plasma level
of high-sensitivity C-reactive protein (hs-CRP) and tumor
necrosis factor (TNF)-alpha were measured by chemilumi-
nescent immunoassay (Both Immulite DPC, America). The
inter- and intra-assay coefficients of variation were <6%.

Endothelium-Dependent Vasodilatation of Brachial Artery

Before and after treatment, after a 10-min rest, patients
underwent imaging studies of the right brachial artery with
use of a Sonos 7500 ultrasound scanner (Philips; The
Netherlands) equipped with a 4–10-MHz linear-array trans-
ducer as described (8). Briefly, the artery proximal to the
antecubital fossa was imaged longitudinally, with the center of
the artery identified by the clearest visualization of the
anterior and posterior intimal layers. After baseline measure-
ments of the diameter in the brachial artery, a blood-pressure
cuff placed around the forearm was inflated with a pressure of
50 mmHg higher than systolic pressure (at least 240 mmHg)
for 5 min, then the cuff was deflated. The diameter was
measured again in 15–90 s after cuff deflation. All images
were coded and recorded on VHS videotape for subsequent
analysis; from tape images, brachial arterial diameters were
measured with use of ultrasonic calipers by two observers
who were blinded to the protocols of the study and treatment
groups. Measurements were taken from the anterior to the
posterior interface between the media and adventitia at end
diastole, coincident with the R wave, on a continuously
recorded electrocardiogram. Diameters at four cardiac cycles
for each scan were analyzed, and the measurements were
averaged. The response of the vessel diameter to reactive

hyperemia was expressed as percent change relative to that
just before cuff inflation.

Statistical Analysis

Data for continuous variables are expressed as mean ±
SEM; paired and unpaired Student’s t test was used for
comparisons between and within the two treatment groups,
respectively. Chi-square test was used for analysis of categor-
ical variables. For each treatment, data for four different
times were analyzed by one-way ANOVA. SPSS 10.0
(Chicago, IL) was used for all data analysis. A value of
P<0.05 was considered statistically significant.

RESULTS

Clinical data for all 69 patients were available for
analysis. No side effects related to the two agents were
observed. Baseline characteristics and anthropometric param-
eters are summarized in Table I.

Effect of Statins on Lipid Levels

The treatment groups did not differ in baseline levels
of TGs, TC, LDL-C, HDL-C or adiponectin (P>0.05)
(Table II). Both atorvastatin and rosuvastatin treatment
significantly decreased TC, LDL-C, and Apo B at 4weeks,
and the effects continued throughout 8 weeks of the
treatment. Treatment with rosuvastatin, but not atorvasta-
tin, decreased Non-HDL-C at 4 and 8 weeks significantly
(P<0.05) (Table III) (Table IV). After 12 weeks, treatment
with both atorvastatin and rosuvastatin significantly re-
duced serum levels of TC (by 29.3% and 35.2%, P<0.05
and P<0.01, respectively), LDL-C (36.1% and 47.5%
respectively, P<0.01), apolipoprotein B and Non-HDL-C
(both P<0.05) as compared with at baseline. Only rosu-
vastatin increased HDL-C level significantly from baseline
(P<0.05). The reduction in TC, LDL-C, and non-HDL-C
levels was greater with rosuvastatin than with atorvastatin
(P<0.05).

Serum Adiponectin Levels

Serum adiponectin levels were higher with both atorvastatin
and rosuvastatin treatment than at baseline [increase from 11.74±
7.82 to 13.55±8.91 μg/mL and 9.82±5.71 to 16.46±7.10 μg/mL
(P<0.05), respectively], the increase with rosuvastatin being
significantly higher than that with atorvastatin (67.6% vs.
15.4%; P<0.05) (Table II, Fig. 1).

Table I. Baseline Characteristics of Subjects Treated with Atorvas-
tatin and Rosuvastatin

Atorvastatin (n=34) Rosuvastatin (n=35)

Age, years 59.2±9.3 57.7±11.1
Sex, male/female 16/18 20/15
Body mass index, g/m2 25.7±1.9 26.1±1.6
Diabetes, no. 8 4
Hypertension, no. 16 12
Smoking, no. 11 9
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Effect of Statins on Levels of hs-CRP, TNF-α, MMP-9
and Markers of Fibrinolysis

Plasma level of hs-CRP was significantly lower with
atorvastatin and rosuvastatin treatment, by 24% and 40%
(P<0.05, P<0.01, respectively), than at baseline, the reduc-
tion greater with rosuvastatin than with atorvastatin (40% vs.
24%; P<0.05) (Fig. 2). Treatment with neither atorvastatin
nor rosuvastatin statin significantly changed plasma levels of
tPA, TNF- and ET-1, but with both PAI-1 level was
significantly lowered, by 23.1% and 33.6%, as was total
MMP-9 level, by 28% and 31% (P<0.05), respectively, than
that at baseline.

Effect of Statins on Vasomotor Function

With atorvastatin and rosuvastatin treatment, the percent
change of the brachial diameter with reactive hyperemia was
higher after 12-week treatment (8.79±0.48% vs. 15.75±2.02%
and 9.43%±0.54% vs. 18.76±1.62%, respectively, P<0.05).

DISCUSSION

Hypercholesterolemia clearly constitutes a major risk
factor for CAD, and lowering high levels of LDL-C is a key
target for reducing cardiovascular events. High levels of
LDL-C can increase lipid oxidation, the inflammatory
process, and migration of monocytes/macrophages and their
transformation into foam cells (9,10). Drug therapies such as
3-hydroxy-3-methylglutaryl coenzyme A (HMG-CoA) reduc-
tase inhibitors (statins) can substantially reduce LDL-C level
and CAD risk (11,12). Atorvastatin has more powerful anti-
inflammatory and lipid-lowering effects than simvastatin,
pravastatin, and lovastatin (13). However, rosuvastatin, a
relatively new HMG-CoA reductase inhibitor, has a number
of favorable characteristics, including low lipophilicity, high
hepatocyte selectivity, minimal metabolism, and a low pro-
pensity for cytochrome P450 drug interactions (14). The
present study comparing the two statins found both with
favorable effects on lipid modulation, but 10 mg rosuvastatin
in particular lowered serum TC and LDL-C levels to a
greater extent in patients with hypercholesterolemia.

Table II. Serum Lipids and Adiponectin Levels at Baseline and after 12-Week Therapy with Atorvastatin and Rosuvastatin

Atorvastatin Rosuvastatin

Baseline After therapy %Change (%) Baseline After therapy % Change (%)

TC (mg/dL) 221.89±41.58 156.11±45.74* 29.3 231.34±34.40 150.07±63.88**,*** 35.2***
TG (mg/dL) 171.19±100.23 139.26±74.51 18.6 165.87±83.38 131.28±79.83 20.5
HDL-C (mg/dL) 39.69±18.14 42.34±22.30 6.6 45.36±20.79 49.52 ± 12.47* 9.1
LDL-C (mg/dL) 143.26±23.06 91.48±21.92** 36.1 157.25±28.35 82.40±33.64**,*** 47.5***
Non-HDL-C 178.42±31.00 119.45±35.15* 33.2 185.98±38.18 103.19±43.85*,*** 43.1***
ApoB (mg/dl) 188±114 131±69* 29.4 193±125 119±74* 37.2
ApoA-1 (mg/dl) 119±22 125±32 5.04 117±28 127±32 8.1
APN (μg/ml) 11.74±7.82 13.55±8.91 15.4 9.82±5.71 16.46±7.10*,*** 67.6***
hs-CRP (mg/dl) 0.33±0.04 0.25±0.03* 24 0.35±0.05 0.21±0.04**,*** 40***
TNF-α (pg/ml) 3.45±0.42 3.17±0.44 8.8 3.21±0.52 3.19±0.36 3.1
MMP-9 (ng/ml) 39.15±6.1 28.13±4.14* 28 38.34±5.22 26.41±4.75* 31
ET1 (pg/ml) 0.79±0.06 0.73±0.07 7.5 0.76±0.05 0.71±0.08 6.5
PAI-1 (ng/ml) 27.26±5.11 20.59±3.42* 23.1 25.91±5.16 17.23±3.47* 33.6
tPA (ng/ml) 7.91±0.76 7.25±0.63 8.9 7.68±0.66 6.89±0.54 10.5

Data expressed as means ± S.D
TC total cholesterol, LDL-C low-density lipoprotein cholesterol, HDL-C high-density lipoprotein cholesterol, Apo A apolipoprotein A, Apo B
apolipoprotein B, APN adiponectin, ET-1 endothelin 1, MMP-9 matrix metalloproteinase-9, PAI-1 plasminogen activator inhibitor type 1, tPA
plasma tissue plasminogen activator, hs-CRP high-sensitivity C-reactive protein, TNF tumor necrosis factor
*P<0.05, **P<0.01, baseline vs after therapy; ***P<0.05, rosuvastatin vs atorvastatin treatment

Table III. Serum Lipids Levels in Different Stage During Atorvastatin Treatment

Baseline 4 weeks after therapy 8 weeks after therapy 12 weeks after therapy

TC (mg/dL) 221.89±41.58 178.42±30.40* 164.05±23.06* 156.11±45.74*
TG (mg/dL) 171.19±100.23 157.00±54.99 143.69±66.53 139.26±74.51
HDL-C(mg/dL) 39.69±18.14 40.45±20.41 41.20±19.28 42.34±22.30
LDL-C (mg/dL) 143.26±23.06 100.17±18.14** 95.26±24.57* 91.48±21.92**
Non-HDL-C 178.42±31.00 130.79±36.67 122.094±39.69 119.45±35.15*
Apo B (mg/dl) 188±114 157±107* 136±94* 131±69*
ApoA-1(mg/dl) 119±22 123±24 124±27 125±32

Data expressed as means ± S.D
TC total cholesterol, TG triglyceride, LDL-C low-density lipoprotein cholesterol, HDL-C high-density lipoprotein cholesterol, Apo A
apolipoprotein A, Apo B apolipoprotein B
*P<0.05, **P<0.01, baseline vs after therapy
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Our results from study of Chinese patients are similar to
those of a previous study showing 6-week rosuvastatin
treatment producing significantly greater LDL cholesterol
reduction than atorvastatin in a Western population (15), and
the safety was similar for both groups. We also showed that
10 mg rosuvastatin results in greater and earlier reduction in
non-HDL cholesterol level than 10 mg atorvastatin, which is
of clinical importance because this measure is recommended
as a secondary goal for patients with high TG levels.

HDLs have long been considered as an important
endogenous factor that protects against atherosclerosis and
are thus an attractive therapeutic target. The most well-
established mechanism by which HDLs protect against
atherosclerosis is by promoting cholesterol efflux from
macrophages and transporting the cholesterol to the liver, a
process termed reverse cholesterol transport (16). In addition,
HDLs have various other properties that could contribute to
their antiatherogenic properties. Previous study proved that a
high level of HDL cholesterol is inversely related to plaque
growth (17). In our study, rosuvastatin treatment produced
significant increase in HDL cholesterol level, and hence might
be valuable in decreasing the atherosclerotic risk.

In addition to lipid lowering, statins have a wide range of
biologic effects, such as anti-inflammatory and anti-throm-
botic effects (18–21). They can stabilize and even lead to the
regression of atherosclerotic plaque, which cannot be

achieved with other lipid-modulating agents (22,23). Our
results also showed statin therapy still reducing the plasma
levels of the inflammatory markers hs-CRP, PAI-1 and MMP-
9 in hypercholesterolemic patients, but the level of hs-CRP
was reduced particularly with rosuvastatin, presenting an impor-
tant implication for the treatment of coronary artery disease.

Endothelial dysfunction is characterized by an imbalance
between vasodilating and vasoconstricting substances, with an
impairment of vasodilators such as nitric oxide (NO) and
prostacyclin (PGI2) and a predominance of vasoconstrictors
such as endothelin-1 (ET-1) and angiotensin II (Ang II) (24).
In patients with established atherosclerosis, disturbed vaso-
motion associated with endothelial dysfunction may contrib-
ute to transient myocardial ischemia and angina pectoris. It is
also associated with changes in plaque composition and biology,
which may influence plaque stability (25). In a large population
of young adults (The Cardiovascular Risk in Young Finns
Study), a strong inverse relationship has been shown between
endothelial-dependent flow-mediated dilatation (FMD) and
structural arterial disease (by carotid intima media thickness)
after multivariable adjustment for traditional risk factors (26).
Thus, endothelial dysfunction is a process fundamental to
atherosclerotic lesion initiation, progression, and destabilization.

Previous studies already proved that some statins can
improve endothelial function (27,28). However, controversy
persists regarding whether rosuvastatin can lead to the

Table IV. Serum Lipids Levels in Different Stage During Rosuvastatin Treatment

Baseline 4 weeks after therapy 8 weeks after therapy 12 weeks after therapy

TC (mg/dL) 231.34±34.40 163.30±29.48* 153.09±42.34* 150.07±63.88**
TG(mg/dL) 165.87±83.38 149.02±86.93 139.26±74.51 131.28±79.83
HDL-C(mg/dL) 45.36±20.79 47.63±23.06 48.38±17.01 49.52±12.47*
LDL-C(mg/dL) 157.25±28.35 100.55±25.33* 88.45±31.37* 82.40±33.64**
Non-HDL-C 185.98±38.18 113.78±15.50* 103.57±14.36* 103.19±43.85*
ApoB (mg/dl) 193±125 153±116* 127±112* 119±74*
ApoA-1(mg/dl) 117±28 119±30 124±34 127±32

Data expressed as means ± S.D.
TC total cholesterol, TG triglyceride, LDL-C low-density lipoprotein cholesterol, HDL-C high-density lipoprotein cholesterol, Apo A
apolipoprotein A, Apo B apolipoprotein B
*P<0.05, **P<0.01, baseline vs after therapy

Fig. 1. Effect of atorvastatin and rosuvastatin therapy on serum
adiponectin levels. Twelve weeks of rosuvastatin treatment signifi-
cantly increased adiponectin levels. No significant difference was
found with atorvastatin therapy. The increase of adiponectin levels
with rosuvastatin was significantly higher than that with atorvastatin.

Fig. 2. Plasma hs-CRP levels before and after atorvastatin and
rosuvastatin therapy. Note that both atorvastatin and rosuvastatin
treatment significantly decreased hs-CRP levels than at baseline, but
rosuvastatin produced greater reduction than that atorvastatin.
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restoration of endothelial function in different circumstances
(29,30). In our study, rosuvastatin treatment produced higher
percent change of the brachial diameter with reactive hyperemia
(9.43% vs 18.76%). Since alteration in endothelial function
precedes the development of morphological atherosclerotic
changes and can also contribute to lesion development and
later clinical complications (31), so the restoration of endothelial
function most likely can postpone the atherosclerotic disease
process in patients with hypercholesterolemia.

Long-term prospective studies have shown lower serum
adiponectin level associated with an increased chronic heart
disease risk profile, as well as insulin resistance and risk of
type 2 diabetes (32). The adipocytokine adiponectin is highly
specific for adipose tissue. It improves insulin resistance,
regulates lipid metabolism such as stimulating fatty-acid
oxidation and has anti-inflammatory properties (33–36),
considered independent risk factors for cardiovascular
disease (37). In the vascular endothelium, adiponectin
decreases monocyte adhesion to endothelium, suppresses
macrophage-to-foam cell transformation, and inhibits vascu-
lar smooth muscle cell proliferation and migration (3). It can
also stimulate production of nitric oxide from vascular
endothelial cells (38). Adiponectin can influence thrombus
formation and platelet aggregation in mouse models, and
adiponectin deficiency leads to enhanced thrombus formation
and platelet aggregation (39). Therefore, adiponectin may
influence myocardial infarction through thrombotic processes
as well as atherosclerotic processes (40).

Several studies reported the effects of different statins on
adiponectin levels. Simvastatin was reported failed to affect
adiponectin levels or improve insulin sensitivity in subjects
with the metabolic syndrome and in healthy men (41,42),
while pravastatin exhibits beneficial effects on glucose
metabolism especially in the postprandial state associated
with increasing plasma adiponectin levels in CAD patients
with IGT (43). Atorvastatin has direct effects on the
differentiation, apoptosis and endocrine function of adipo-
cytes and can inhibit insulin-induced glucose uptake in
differentiated white adipocytes as well as elevate serum
adiponectin levels in CAD patients (5,44). It can even
decrease PAI-1, suggesting that it may have an antithrom-
botic effect (45). Treatment with rosiglitazone, then atorvas-
tatin not only improved lipid profiles but also further
increased adiponectin level by 124% in patients with type 2
diabetes mellitus (46). In our study, serum adiponectin level
was higher with rosuvastatin, which suggests that rosuvastatin
has a more favorable effect on regulating adiponectin in
patients with hypercholesterolemia.

The exact mechanisms by which rosuvastatin affects
adiponectin levels is unknown and further studies are needed
to explore the underlying mechanisms.

LIMITATIONS

One issue should be kept in mind when reviewing the
results of the study. That is, in this study we only observed the
short-term effect of both statins based on a fix dose of 10 mg,
while 10 mg of rosuvastatin is a relatively high starting dose in
Asian patients. Further studies are needed to investigate the
long-term effects of a titrate-to-goal regimen of atorvastatin
and rosuvastatin on these biomarkers and clinical outcomes.

CONCLUSIONS

The present study demonstrate that 12-week treatment
with 10 mg rosuvastatin led to more favorable effects than
10 mg atorvastatin on modulating lipid and adiponectin levels
in subjects with hypercholesterolemia, which suggests prom-
ise in clinical practice.
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