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Efficacy and Tolerability of Olmesartan, Telmisartan, and
Losartan in Patients of Stage | Hypertension: A Randomized,
Open-label Study
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Objectives: To compare the efficacy and tolerability of losartan, telmisartan, and olmesartan as antihypertensive agents and evaluate and compare
their effects on lipid profile and blood glucose. Materials and Methods: This was a randomized, open-label, parallel-group, comparative
study conducted in sixty patients of Stage I hypertension. The eligible patients were randomly allocated into three treatment groups: (1)
Tablet olmesartan (20 mg), (2) Tablet telmisartan (40 mg), and (3) Tablet losartan (50 mg). Blood pressure (BP) was assessed at an interval of
2 weeks for 3 months. Fasting blood glucose (FBG) and lipid profile were estimated at baseline and then at 12 weeks. Results: Olmesartan and
telmisartan were more efficacious than losartan in reducing diastolic BP (DBP). There was a statistically significant decrease in mean blood
glucose level (P <0.02) after 12 weeks of treatment in telmisartan group when compared to baseline. Serum total cholesterol, triglycerides, and
low-density lipoproteins decreased significantly after 12-week treatment with olmesartan and telmisartan. Conclusions: The most efficacious
drug in reducing BP is Olmesartan whereas telmisartan and losartan show equal efficacy. Telmisartan shows the most favorable effects on
FBG and lipid profile.
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once a day dosing."* Losartan was the first marketed ARB that
has shown relatively ineffective control of BP throughout the
day.’! Subsequently, in 1998, telmisartan was approved by
the Food and Drug Administration (FDA), and it offers the
advantage of a long plasma half-life of 24 h and improves
insulin sensitivity and lipid profiles.! Olmesartan medoxomil
was approved by FDA in April 2002. It is also shown to
improve BP and lipid levels similar to telmisartan.[”

INTRODUCTION

Hypertension increases the risk of cardiovascular diseases
such as coronary heart disease (CHD), congestive heart failure,
cerebrovascular events, renal failure, and peripheral arterial
disease.! The prevalence of hypertension in India is on the rise
with 25% of urban and 10% of rural population being affected
with it.”! The purpose of antihypertensive treatment is to reduce
morbidity and mortality associated with cardiovascular and

cerebrovascular events resulting from hypertension.!"! Various
classes of drugs are being used in the treatment of hypertension
such as diuretics, angiotensin-converting enzyme inhibitors,
angiotensin II receptor blockers (ARBs), calcium channel
blockers, and (-adrenergic blockers.’) ARBs are one of the
first-line drugs for the treatment of hypertension. ARBs are
being preferred because they are effective in reducing blood
pressure (BP) with good tolerability profile, and convenient
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Various studies have demonstrated the difference in
antihypertensive efficacies among ARBs.®! Although previous
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studies have compared the antihypertensive efficacy of ARBs
on the basis of cuff BP change, such comparisons have largely
been against a single member of this group. Hypertension and
dyslipidemia often coexist and are well-established risk factors
for cardiovascular diseases.”! Very few studies have directly
compared losartan, telmisartan, and olmesartan for efficacy,
safety, and effect on metabolic parameters such as lipid profile
and blood glucose. At the same time, data supporting the same
in Indian population are not substantial. There is paucity of
studies showing the effect of ARBs on lipid profile in Indian
population.

Therefore, the present study was planned in patients of Stage |
hypertension with the objectives to compare the efficacy and
tolerability of losartan, telmisartan, and olmesartan as
antihypertensive and to evaluate and compare the effects
of losartan, telmisartan, and olmesartan on lipid profile and
blood glucose.

MareriaLs AND METHODS

The present study was approved by the Institutional Ethics
Committee and carried out in accordance with Good Clinical
Practice guidelines and the ethical principles as mentioned
in the Declaration of Helsinki. This was a randomized,
open-label, parallel-group, comparative study conducted in
sixty patients of Stage I hypertension carried out from January
2013 to September 2014. Patients were recruited from the
medicine outpatient department (OPD) of a tertiary care
hospital. Newly diagnosed patients of Stage I hypertension
of either gender with age >18 years, willing to participate,
and ready to give written informed consent were included
in the study.

Patients suffering from diabetes, abnormal liver or kidney
function, or any other systemic illness and taking other
concomitant medication including antihypertensive medication
were excluded from the study. Pregnant and lactating women
were also excluded from the study.

Change in sitting cuff diastolic BP (DBP) from baseline to
12 weeks was taken as primary endpoint. Secondary endpoints
were change in sitting cuff systolic BP (SBP), change in fasting
blood glucose (FBG) FBG level (FBGL), and serum lipids
from baseline to 12 weeks.

Tolerability profile of the drugs was also studied.
Study procedure

Patients attending medicine OPD were screened by the
physician. For confirmation of diagnosis of hypertension,
at least 3 sets of readings were taken on three consecutive
days.!' Patients of Stage I hypertension as diagnosed by
the physician (SBP 140-159 mmHg and DBP 90-99 mmHg
according to JNC-7 classification)!''! and those who met
the inclusion criteria were briefed about the study. Patient
information sheet was given to all prospective participants, and
written informed consent in vernacular language was obtained
from patients willing to participate. Subject confidentiality was

maintained throughout the study. A detail medical history was
obtained and physical examination performed. Liver function
tests (LFTs), kidney function tests (KFTs), FBG, and lipid
profile were estimated to check the eligibility of the patients
to participate in the study and recorded in the case report
form (CRF).

The eligible patients were randomly allocated into the
following three treatment groups using computer-generated
table of random numbers:

e Group I: Tablet olmesartan (20 mg once a day)

*  Group 2: Tablet telmisartan (40 mg once a day)

*  Group 3: Tablet losartan (50 mg once a day).

All the patients were given the respective tablets for 2 weeks and
were asked to come for follow-up after 2 weeks. Subsequently,
BP was assessed at the interval of 2 weeks for a period of
3 months. Adverse event, if any, was recorded in the CRF.
The patient was asked to bring the empty packets of tablets
during follow-up visits to check the adherence. Ninety percent
consumption was considered to be adequate adherence. After
completion of 3 months, LFT, KFT, FBG, and lipid profile were
repeated.

Calculation of sample size

Sample size was calculated for 5% o and 80% power. A
difference of 6 mmHg in diastolic blood pressure, assuming
a standard deviation of 8 was considered for calculation.
The calculated sample size was 16 in each group. The study
sample size was rounded to sixty (20 patients in each group)
considering the rate of dropouts and noncompliance.

Statistical methods

The reduction in BP within each group was analyzed at 2
weeks, 4 weeks, 8 weeks and at 12 weeks using the repeated
measures analysis of variance (ANOVA) followed by Tukey’s
post hoc test. For analysis of FBG and lipid profile before
and after treatment in each group, the paired ‘t’ test was
used. The intergroup analysis was done using the one-way
ANOVA followed by Tukey’s post hoc test. Baseline data
were analyzed using the one-way ANOVA (parametric
data), Kruskal-Wallis (non-parametric data) and Chi- square
(nominal data) tests.

ResuLts

A total of 87 patients were screened for participation in the
study. Of these, sixty patients satisfied the inclusion criteria
and were randomized into three groups of twenty each to
receive either olmesartan or telmisartan or losartan. Out
of sixty patients of newly diagnosed Stage I hypertension,
57 patients completed the study as per protocol with regular
follow-up [Figure 1]. Three patients were lost to follow-up;
one in telmisartan group, two in losartan group.

Baseline demographics
Baseline demographic and clinical characteristics of patients
receiving olmesartan, telmisartan, and losartan were compared
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Table 1: Baseline demographic data and clinical characteristics of hypertensive patients in different groups

Characteristics Olmesartan (n=20) Telmisartan (n=19) Losartan (n=18) P
Age (years) 46.2 (8.66) 48.26 (9.88) 49.94 (9.84) 0.58
Gender®

Men 13 12 12

Women 7 7 6
DBP 95.05 (2.20) 94.53 (2.65) 93.44 (2.45) 0.14
SBP 147.38 (5.80) 148.8 (6.02) 149.9 (3.48) 0.48
FBGL 87.85 (12.74) 92.80 (11.84) 89.50 (11.82) 0.91
TC 160.6 (6.38) 165.9 (7.58) 158.6 (7.39) 0.07
TG 124.9 (7.62) 120.7 (8.72) 120.8 (7.27) 0.49
VLDL 23.67 (2.63) 24.20 (3.13) 24.39 (2.83) 0.72
HDL 47.70 (5.36) 45.84 (5.17) 47.78 (5.45) 0.46
LDL 87.54 (5.99) 94.62 (8.17) 87.30 (7.91) 0.14

Values are expressed as mean (SD); One-way ANOVA test. *Chi-square test - comparing olmesartan with telmisartan, telmisartan with losartan, and
losartan with olmesartan was used to compare between different groups. BP measured in mmHg and lipid profile in mg/dl. FBGL=Fasting blood glucose
level, TC=Total cholesterol, TG=Triglycerides, VLDL=Very low- density lipoprotein, HDL=High- density lipoprotein, LDL=Low- density lipoprotein,
DBP=Diastolic blood pressure, SBP=Systolic blood pressure, SD=Standard deviation, BP=Blood pressure

Table 2: Effect of olmesartan, telmisartan, and losartan on diastolic and systolic blood pressure in hypertensive patients

Drug Parameters Baseline 2 weeks 4 weeks 8 weeks 12 weeks
Olmesartan (7=20) DBP 95.05 (2.15) 85.90 (3.31)* 84.86 (4.07)* 83.71 (6.07)* 81.24 (5.30)*
SBP 148.3 (6.07) 136.5 (6.22)* 135.7 (6.27)* 133.2 (7.49)* 131.0 (8.50)*
Telmisartan (n=19) DBP 94.53 (2.65) 87.37 (3.59)* 86.32 (5.38)* 85.16 (4.72)* 82.53 (5.99)*
SBP 148.8 (6.02) 140.4 (6.88)* 140.4 (7.54)* 138.6 (8.22)* 137.1 (8.28)*
Losartan (n=18) DBP 93.44 (2.45) 88.78 (4.60)* 87.33 (5.05)* 87.67 (2.84)%* 86.11 (5.15)%*
SBP 149.9 (3.84) 143.00 (5.54)* 142.00 (5.41)* 141.4 (5.81)%* 138.7 (5.61)%*

Values are expressed as mean (SD), repeated measures ANOVA was used followed by Tukey’s post hoc test for comparison, *P<0.001, **P<0.0001 when
compared with baseline value, BP measured in mmHg. DBP=Diastolic blood pressure, SBP=Systolic blood pressure, SD=Standard deviation, BP=Blood pressure

Screened n = 87

27 patients did not
meet inclusion criteria

| Randomized |
T
v v
Olmesartan Telmisartan n = 20 Losartan n = 20
n=20

A 4 A4
| Lost to follow-up 2 |

| Lost to follow-up 1 |

A 4

A 4 A

| Completed n =19 | | Completed n =18 |

Completed n =20

Figure 1: Study flowchart

and found to be comparable with respect to the demographic
and clinical parameters [Table 1].

The reduction in cuff DBP after treatment with olmesartan,
telmisartan, and losartan was apparent within 2 weeks. The
reduction in diastolic BP and systolic BP were found to be
statistically significant at 2, 4, 8, and 12 weeks of therapy in all the
three groups when compared with the baseline readings [Table 2].
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Figure 2: Comparison of reduction in diastolic and systolic blood pressure
in treatment groups after 12 weeks. # P < 0.0001 when compared with
losartan group; $ P < 0.0001 when compared with telmisartan group;
® P < 0.001 when compared with losartan group; ¥ P < 0.01 when
compared with losartan group

Efficacy of olmesartan, telmisartan, and losartan in reducing
SBP and DBP were assessed by comparing the effects of these
drugs after 12 weeks of treatment, taking into consideration

the change from baseline values of this parameter, and it was
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observed that there was significant difference in reduction of
SBP between olmesartan and telmisartan group (P < 0.0001)
and between olmesartan and losartan group (P < 0.0001).
However, there was no significant difference in reduction of
SBP between telmisartan and losartan group.

Similarly, statistically significant difference was observed
in reduction of DBP between olmesartan and losartan
group (P < 0.001) and between telmisartan and losartan
group (P <0.01). However, there was no significant difference
between olmesartan and telmisartan groups [Figure 2].

There was statistically significant decrease in mean blood
glucose level (P < 0.02) after 12 weeks of treatment only
in telmisartan group which was not seen in olmesartan
and losartan when compared to baseline. However,
it was observed that serum total cholesterol (TC),
triglycerides (TGs), and low-density lipoproteins (LDL)
decreased significantly, and there was no effect on
very low-density lipoprotein (VLDL) and high-density
lipoproteins (HDL) after 12 weeks treatment with
olmesartan and telmisartan.

There was no statistically significant difference in serum TC,
TGs, LDL, VLDL, and HDL after 12-weeks treatment with
losartan.

Tolerability

Overall, all the three study drugs were well tolerated. No
serious adverse events related to treatment were reported. The
percentage of patients experiencing adverse events considered
to be related to treatment was 5% in the olmesartan and 5.2%
in telmisartan group [Table 3].

Discussion

The principal finding of our study indicates that in
patients with Stage I hypertension, treatment with
olmesartan, telmisartan, and losartan provided significant
antihypertensive effect at 2, 4, 8, and 12 weeks. This is
consistent with the findings from previous studies.l!%!¥
In our study, there was significant difference in reduction
of cuff DBP, between olmesartan and losartan group
and between telmisartan and losartan group. It indicates
that olmesartan and telmisartan is more efficacious than
losartan in reducing cuff DBP. These observations are in
line with the findings of previous studies.!'*! Nakayama
et al. showed that olmesartan, at oral dose of 20—40 mg
once daily, was effective, safe, and more efficacious than
losartan for hypertension (50-100 mg once daily).['?!
The characteristic effect of telmisartan in decreasing the
diastolic BP may be related to its long half-life.l') The
greater efficacy of olmesartan in reducing trough cuff DBP
may be related to its relatively long half-life of 12—18 h.
5161 The half-life of losartan is 2 h and that of its active
metabolite (EXP3174) is 4-5 h. Since a longer half-life is
associated with a longer duration of action, this difference
in pharmacokinetics may partially explain the differences

Table 3: Adverse events in treatment groups

Adverse Olmesartan Telmisartan Losartan

events (n=20) (n=19) (n=18)
Headache 1 - -
Dizziness - 1 -
Total, n (%) 15 1(52) 0

Table 4: Comparison of changes in blood glucose and
lipid profile from baseline to 12 weeks in treatment
groups

Parameters Olmesartan Telmisartan Losartan

FBGL 2.45 (0.43) 3.73 (0.88) —1.11 (0.03)
TC 12.75 (2.12) 8.89 (2.65) 0.83 (0.07)
TG 5.55 (0.46) 8.94 (1.01)° —0.05 (0.01)
VLDL -0.02 (0.01) 0.18 (0.02) 0.12 (0.03)
HDL 0.60 (0.07) —0.94 (0.02) 0.05 (0.02)
LDL 8.15 (1.86)° 14.65 (1.88)" 0.21 (0.06)

Values are expressed in mg/dl as mean (SD); One-way ANOVA with
Tukey’s post hoc test, “P<0.01 when compared with losartan group,
°P<0.05 when compared with losartan group, °P<0.001 when compared
with losartan group, “P<0.05 when compared with olmesartan group,
$P<0.05 when compared with losartan group, ¥P<0.0001 when compared
with losartan group. FBGL=Fasting blood glucose level, TC=Total
cholesterol, TG=Triglycerides, VLDL=Very low- density lipoprotein,
HDL=High- density lipoprotein, LDL=Low- density lipoprotein,
SD=Standard deviation

in efficacy among these three ARBs. The long half-life of
drug such as olmesartan may minimize the effect of missed
or delayed dosing of medication.l'? MacMahon et al.
reported that a reduction in DBP of 5 mmHg is associated
with reductions of at least 21% in the incidence of CHD
and at least 34% in the incidence of stroke.l'” Significant
differences in DBP reduction among these three ARBs
noted in our study may be of clinical value. However, there
was no significant difference in the reduction of cuff DBP
between olmesartan and telmisartan group suggesting that
both the drugs are equally efficacious in reducing DBP.
Arao et al. found no difference between olmesartan and
telmisartan group with respect to the antihypertensive
effect on the BP.I'8) Olmesartan shows high selectivity and
strong binding to AT 1 receptors while telmisartan has been
reported to have a longer residence time on AT1 receptors
that contributes to a more sustained antihypertensive
effect.[’ In our study, there was significant difference
in reduction of SBP between olmesartan and telmisartan
group and between olmesartan and losartan group. Our
findings are consistent with findings from previous studies.
2% In our study, telmisartan significantly reduced the
FBGLs at 12 weeks which was not seen with olmesartan
and losartan [Table 4]. Previous studies have also shown
that telmisartan (40 mg) once daily results in a significant
improvement in glucose metabolism in insulin-resistant
subjects with improvement in beta-cell function.[®
Blockade of angiotensin II receptor can promote adipocyte
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differentiation and this may contribute to the antidiabetic
effect.?'! Several clinical trials have demonstrated that
ARBs prevent the new-onset diabetes more effectively
than other classes of antihypertensive drugs.''y However,
among ARBs, only telmisartan has blood glucose-lowering
effect, indicating that telmisartan has pleiotropic effect
on glucose metabolism independent of the angiotensin
IT receptor antagonist effect.’”) Recently, telmisartan has
been shown to function as a partial agonist of peroxisome
proliferator-activated receptor-gamma (PPAR-y) while
other ARBs did not have effect on PPAR-y activity.[¥) Many
studies have shown that PPAR-y plays an important role in
regulation of carbohydrate and lipid metabolism and that
activation of PPAR-y can improve insulin sensitivity.l*!
Results of our study indicated that telmisartan significantly
reduced serum TGs and LDL cholesterol when compared
with losartan. Telmisartan significantly reduced LDL
cholesterol when compared with olmesartan. Observations
of our study also showed that olmesartan significantly
decreased serum TG, TC, and LDL cholesterol when
compared with losartan. However, the reduction of serum
TG is not significant in telmisartan group when compared
with olmesartan group. Telmisartan activates PPAR-y, which
regulates lipid metabolism. Other mechanisms contributing
to the lipid-lowering action of telmisartan could be high
lipophilicity and structural differences of telmisartan as
compared with other ARBs.**! Akyiirek et al. performed a
study to determine the metabolic effects of olmesartan in
newly diagnosed hypertensive patients. It was reported that
TG, TC, FBG, and LDL levels were significantly reduced at
the end of 3 months’ treatment with olmesartan. However,
olmesartan did not produce any significant increases in
serum PPAR-y transcription-factor concentration.*!

The results of our study show that olmesartan is the most
efficacious in reducing BP in Stage I hypertensive patients.
Telmisartan has favorable effects on lipid profile. Hence,
telmisartan can be the preferred ARB in such patients.
However, long-term studies are needed to confirm this effect. In
addition, telmisartan lowers blood glucose levels and whether
this blood glucose-lowering effect of telmisartan proves to
be beneficial in diabetic patients with hypertension needs to
be evaluated. The three ARBs have good tolerability profile.

CoNCLUSIONS

Olmesartan and telmisartan are equally efficacious in reducing
DBP whereas losartan is least efficacious. Olmesartan, when
compared to telmisartan and losartan is more efficacious in
reducing SBP whereas telmisartan and losartan are equally
efficacious. Telmisartan shows the most favorable effects on
FBG and lipid profile.

Financial support and sponsorship
Nil.

Conflicts of interest
There are no conflicts of interest.

REFERENCES

1. Kotchen TA. Hypertensive vascular disease. In: Fauci AS, Braunwald E,
Kasper DL, Hauser SL, Longo DL, Jameson JL, et al., editors. Harrison’s
Principles of Internal Medicine. 18" ed. New York: McGraw Hill; 2012.
p. 2042-59.

2. AnchalaR, Kannuri NK, Pant H, Khan H, Franco OH, Di Angelantonio E,
et al. Hypertension in India: A systematic review and meta-analysis
of prevalence, awareness, and control of hypertension. J Hypertens
2014;32:1170-7.

3. Tripathi KD. Essentials of Medical Pharmacology. 7" ed. New Delhi:
Jaypee Brothers Medical Publishers (P) Ltd.; 2013. p. 558-9.

4. Taylor AA, Siragy H, Nesbitt S. Angiotensin receptor blockers:
Pharmacology, efficacy, and safety. J Clin Hypertens (Greenwich)
2011;13:677-86.

5. Oparil S, Williams D, Chrysant SG, Marbury TC, Neutel J.
Comparative efficacy of olmesartan, losartan, valsartan, and irbesartan
in the control of essential hypertension. J Clin Hypertens (Greenwich)
2001;3:283-91, 318.

6. Benson SC, Pershadsingh HA, Ho CI, Chittiboyina A, Desai P,
Pravenec M, et al. Identification of telmisartan as a unique angiotensin
II receptor antagonist with selective PPARgamma-modulating activity.
Hypertension 2004;43:993-1002.

7. de Luis DA, Conde R, Gonzalez-Sagrado M, Aller R, Izaola O,
Duenas A, et al. Effects of telmisartan vs. olmesartan on metabolic
parameters, insulin resistance and adipocytokines in hypertensive obese
patients. Nutr Hosp 2010;25:275-9.

8. Asmar R. Targeting effective blood pressure control with angiotensin
receptor blockers. Int J Clin Pract 2006;60:315-20.

9. Johnson ML, Pietz K, Battleman DS, Beyth RJ. Prevalence of comorbid
hypertension and dyslipidemia and associated cardiovascular disease.
Am J Manag Care 2004;10:926-32.

10. The Association of Physicians of India. Indian Hypertension Guidelines—
II; 2013. Available from: http://www.apiindia.org/hsi_guideline
ii.html. [Last accessed on 2016 Nov 23].

11. Chobanian AV, Bakris GL, Black HR, Cushman WC, Green LA,
Izzo JL Jr., et al. Seventh report of the Joint National Committee on
Prevention, Detection, Evaluation, and Treatment of High Blood
Pressure. Hypertension 2003;42:1206-52.

12. Akat PB, Bapat TR, Murthy MB, Karande VB, Burute SR. Comparison
of the efficacy and tolerability of telmisartan and enalapril in patients
of mild to moderate essential hypertension. Indian J Pharmacol
2010;42:153-6.

13. Kumbla DK, Kumar S, Reddy YV, Trailokya A, Naik M. WIN OVER
study: Efficacy and safety of olmesartan in Indian hypertensive patients:
Results of an open label, non-comparative, multi-centric, post marketing
observational study. Indian Heart J 2014;66:340-4.

14. Samra SS, Dongre N, Ballary C, Desai A. Comparison of the efficacy,
safety and tolerability of telmisartan with losartan in Indian patients
with mild to moderate hypertension: A pilot study. J Indian Med Assoc
2003;101:327-8.

15. Nakayama S, Watada H, Mita T, Ikeda F, Shimizu T, Uchino H, et al.
Comparison of effects of olmesartan and telmisartan on blood pressure
and metabolic parameters in Japanese early-stage type-2 diabetics with
hypertension. Hypertens Res 2008;31:7-13.

16. Schwocho LR, Masonson HN. Pharmacokinetics of CS-866, a new
angiotensin II receptor blocker, in healthy subjects. J Clin Pharmacol
2001;41:515-27.

17. MacMahon S, Peto R, Cutler J, Collins R, Sorlie P, Neaton J, et al.
Blood pressure, stroke, and coronary heart disease. Part 1, prolonged
differences in blood pressure: Prospective observational studies
corrected for the regression dilution bias. Lancet 1990;335:765-74.

18. Arao T, Okada Y, Mori H, Nishida K, Tanaka Y. Antihypertensive and
metabolic effects of high-dose olmesartan and telmisartan in type 2
diabetes patients with hypertension. Endocr J 2013;60:563-70.

19. Burnier M, Brunner HR. Angiotensin II receptor antagonists. Lancet
2000;355:637-45.

20. WangL, Zhao JW, Liu B, Shi D, Zou Z, Shi XY. Antihypertensive effects
of olmesartan compared with other angiotensin receptor blockers: A
meta-analysis. Am J Cardiovasc Drugs 2012;12:335-44.

Journal of Pharmacology and Pharmacotherapeutics | Volume 8 | Issue 3 | July-September 2017 -




21.
22.

23.

.Journal of Pharmacology and Pharmacotherapeutics | Volume 8 | Issue 3 | July-September 2017

Kalikar, et al.: Efficacy of olmesartan, telmisartan, and losartan in Stage I hypertension

Sharma AM, Janke J, Gorzelniak K, Engeli S, Luft FC. Angiotensin
blockade prevents type 2 diabetes by formation of fat cells. Hypertension
2002;40:609-11.

Goebel M, Clemenz M, Unger T. Effective treatment of hypertension by
AT(1) receptor antagonism: The past and future of telmisartan. Expert
Rev Cardiovasc Ther 2006;4:615-29.

Berger JP, Petro AE, Macnaul KL, Kelly LJ, Zhang BB, Richards K,
et al. Distinct properties and advantages of a novel peroxisome
proliferator-activated protein [gamma] selective modulator. Mol

24.

25.

Endocrinol 2003;17:662-76.

Miura S, Karnik SS, Saku K. Review: Angiotensin II type 1 receptor
blockers: Class effects versus molecular effects. J Renin Angiotensin
Aldosterone Syst 2011;12:1-7.
Akyiirek O, Akbal E, Giines
proliferator-activated receptor gamma concentrations
diagnosed hypertension patients and the metabolic effects of olmesartan.
Arch Med Res 2014;45:138-42.

F, Akytrek N. Peroxisome
in  newly




