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ABSTRACT
The coexistence of diabetes and hypertension worsens clinical outcomes with respect to both microvascular and macrovascular disease.  Diabetes management should therefore be comprised of a multifaceted approach that targets optimal blood pressure and lipid management in addition to glycemic control. The pathophysiology of hypertension in diabetes involves maladaptive changes and complex interactions between the autonomic nervous system, mechanical forces, renin-angiotensin-aldosterone system as well as individual and environmental factors.  Multiple high-quality randomized controlled trials have shown reduced morbidity with reduction of elevated blood pressure in people with diabetes.  A general blood pressure goal of less than 140/80 mmHg appears to be reasonable for most people with diabetes.  Attention should be given to individual risk factors and co-morbidities with a more aggressive goal of less than 130/80 mmHg in patients with higher risk of cardiovascular disease if this goal can be achieved without undue side effects.  Appropriate selection of therapy and consideration of each medication’s side-effect profile is paramount. Some drug classes can counteract the adverse effects of other medications and thus combinations should be chosen after due deliberation. Angiotensin converting enzyme inhibitors and angiotensin receptor blockers remain the preferred agents, while combined use of these agents is not recommended due to poor renal outcomes. With the availability of newer antihyperglycemic agents, consideration should be given to their antihypertensive effects when added for additional glycemic control.  
INTRODUCTION
Statistics from Centers for Disease Control and Prevention (CDC) and National Health and Nutritional Examination Survey (NHANES) database show that incidence of Type 2 diabetes mellitus (T2DM) has risen steeply in the last few decades. It is estimated that diabetes affects 30.3 million people in the United States, and 73.6% of individuals aged 18 years or more with diabetes, have hypertension. Individuals with T2DM often have metabolic derangements termed the metabolic syndrome. (1) This metabolic syndrome is a clustering of cardiovascular risk factors like T2DM, hypertension, dyslipidemia, central obesity, and chronic kidney disease. The coexistence of hypertension and diabetes increases the risk for cardiovascular disease (CVD), cerebrovascular accident (CVA), retinopathy and nephropathy. (2) Increasing prevalence of obesity, associated diabetes, hypertension and resulting health care costs are a serious public health concern.
As expected, microvascular as well as macrovascular complications of T2DM have paralleled the increased prevalence of diabetes. Diabetes mellitus (DM) continues to be the leading cause of blindness, end stage renal disease (ESRD), non-traumatic lower limb amputations as well as the seventh leading cause of death in the United States in 2015. (1) While optimal glycemic control remains paramount particularly in prevention of microvascular complications (retinopathy, nephropathy, and neuropathy), accompanying metabolic derangements such as hypertension and dyslipidemia play a pivotal role in the initiation and progression of macrovascular disease (ischemic heart disease, stroke, and peripheral vascular disease). (3) The appropriate management of DM, therefore, should comprise a multifaceted approach that targets optimal blood pressure and lipid management in addition to glycemic control. (4) Here we will discuss the management of hypertension in patients with diabetes.
PATHOPHYSIOLOGY OF HYPERTENSION IN DIABETES 
Hypertension and diabetes coexist and the pathogenesis of hypertension involves maladaptive changes and complex interactions between autonomic nervous system, mechanical forces, renin-angiotensin-aldosterone system (RAAS) as well as individual and environmental factors. The factors listed below are involved in the pathogenesis of hypertension and have been targeted for therapeutic interventions. (2,5)
Sedentary Lifestyle, Excessive Caloric Intake and Insulin Resistance
A sedentary lifestyle and excessive calorie intake can lead to increased adiposity which is associated with increased risk of developing insulin resistance. Insulin resistance is associated with an increase in vascular adhesion molecule expression, oxidative stress, inflammation, and decreased vascular nitric oxide levels, which in turn promote vascular stiffness resulting in persistent hypertension. (6)
Increased Intra-Vascular Volume
Intra vascular volume is determined by total body sodium content. Sodium is the major extracellular cation in human beings, and it has osmotic activity which helps determine effective arterial blood volume. A mismatch between sodium intake and sodium loss can lead to a positive sodium balance. This results in increased sodium concentration in the intravascular compartment. Increased sodium concentration in the intravascular compartment leads to influx of water along the osmotic gradient, thus leading to increased intravascular volume. The resultant increased venous return to the heart results in increased cardiac output in accordance with the Frank Starling Law, and this eventually leads to elevated arterial pressure. (7)
Increased blood pressure increases glomerular filtration and promotes urinary salt excretion. This increased salt excretion in a state of elevated blood pressure has been termed pressure natriuresis. Pressure natriuresis helps restore total body sodium content.  Chronic kidney disease (CKD)/end stage renal disease (ESRD) is another disease entity in which volume overload contributes to hypertension. Hypertension in CKD is often difficult to control, unless normal or near normal volume status is restored, which can often be achieved with use of diuretics or dialysis. (7,8)
Premature Vascular Aging
Changes in vessel lumen and elasticity affect the ease with which blood can flow through blood vessels. Minimal reduction in the lumen of the blood vessel is associated with an exponential increase in the resistance to blood flow. In patients with hypertension, structural and functional changes can reduce lumen of small arteries and arterioles. Vascular remodeling, low grade inflammation, vascular fibrosis and atherosclerosis result in decreased pliability of the blood vessels, thus increasing peripheral vascular resistance, which eventually leads to hypertension. In patients with diabetes, accelerated atherosclerosis leads to premature vascular aging, characterized by enhanced vascular smooth muscle contraction, rigidity and resistance. These maladaptive vascular changes subsequently contribute to the development of hypertension. (7,9)
Autonomic Nervous System Dysregulation
The autonomic nervous system is an important determinant of blood pressure levels. Both sympathetic and parasympathetic activity helps in regulation of blood pressure.  Increased sympathetic activity leads to increased heart rate, force of contraction of ventricles, peripheral vascular resistance, and fluid retention. These physiological and pathological changes promote blood pressure elevation. Decreased parasympathetic outflow also results in increased heart rate, thus contributing to pathogenesis of hypertension. Central obesity, insulin resistance, sleep apnea and resistant hypertension are often accompanied by increased sympathetic nervous system activity. Further, activation of the sympathetic nervous system promotes insulin resistance and risk of T2DM. Reduction in central sympathetic outflow, which can be achieved by renal denervation, is associated with improved insulin sensitivity, better glycemic control and reductions in blood pressure. (2,7)
Renin Angiotensin Aldosterone System (RAAS)
RAAS plays an important role in the pathogenesis of hypertension via effects of angiotensin II and aldosterone. Angiotensin II is a potent vasoconstrictor and has a direct effect on the vascular smooth muscle. Angiotensin II also stimulates production of aldosterone, which promotes sodium and water retention. Understanding the physiology of RAAS is very important as it is the target for ACE inhibitors and ARBs, which are cornerstones of blood pressure management in individuals with diabetes. (7)
Renin is a proteolytic enzyme found in the juxtaglomerular cells in the kidney. Renin cleaves angiotensinogen to angiotensin I. ACE acts on angiotensin I and transforms it to angiotensin II. Production and release of renin is tightly regulated by many interdependent factors such as renal perfusion pressure, sodium chloride concentration in distal tubule of nephron, and stimulation of renin secreting cells by sympathetic nervous system. (7)
Decreased renal perfusion pressure in a state of dehydration or decreased intravascular volume, promotes release of renin. The release of renin results in a cascade of steps, culminating in increased production of angiotensin II. Increased angiotensin II results in vasoconstriction and also stimulates secretion of aldosterone and thus restores intravascular volume by increasing sodium and water retention. (7)
Obesity and insulin resistance are associated with the inappropriate activation of RAAS and the sympathetic nervous system. Increased adiposity has also been associated with high levels of plasma aldosterone suggesting that obesity is a condition characterized by activated RAAS. Angiotensin II and aldosterone have been shown to inhibit insulin metabolic signaling in classical insulin sensitive tissues and this likely plays a role in reduced endothelial-mediated vascular relaxation and the development of hypertension. Angiotensin II and aldosterone may also promote insulin resistance through non-genomic mechanisms like activation of serine kinases and increased serine phosphorylation of critical insulin signaling molecule, insulin receptor substrate protein 1, causing impaired phosphatidylinositol 3-kinase engagement and protein kinase B stimulation, diminished insulin metabolic signaling and nitric oxide mediated vascular relaxation. (10,11)
Role of Innate and Adaptive Immunity
There is emerging evidence that innate immunity and acquired immunity are involved in angiotensin II and aldosterone-induced hypertension and vascular disease. (6)
BLOOD PRESSURE TARGETS IN PATIENTS WITH DIABETES     
The importance of blood pressure control in prevention of diabetes-related morbidity cannot be overemphasized. This holds true for macrovascular as well as microvascular complications and is supported by a mounting body of evidence. The United Kingdom Prospective Diabetes Study (UKPDS), showed 44, 32 and 34 percent reductions in risks for stroke, diabetes related deaths and retinopathy respectively with blood pressure reduction (target blood pressure <150/85 mmHg). A linear relationship between systolic blood pressure reduction and adverse outcomes was seen in readings as low as 120 mmHg. (12,13)
The Hypertension On Target (HOT) trial showed a reduction in cardiovascular outcomes with a reduction in diastolic blood pressure. Interestingly, however, this benefit was seen only in the population with diabetes, suggesting the need for establishing a different and perhaps more aggressive blood pressure target in this population subgroup. (14)
The Action in Diabetes and Vascular Disease: Preterax and Diamicron MR Controlled Evaluation (ADVANCE) trial was the first trial to look specifically at blood pressure control in subjects with diabetes. The results were impressive, showing significant reduction in microvascular events, cardiovascular deaths and all-cause mortality with aggressive reduction in both systolic and diastolic blood pressure (mean achieved blood pressure of 134/74 mmHg versus 140/76 mmHg). (15)
Major medical societies including the American Diabetes Association (ADA) previously recommended a target blood pressure of less than 130/80 mmHg for patients with diabetes, and until recently, the evidence behind this recommendation was rather weak and based on small observational studies. This holds particularly true for the systolic goal of <130 mmHg. The first trial to seek justification for this recommendation was the Normotensive Appropriate Blood Pressure Control in Diabetes (ABCD) trial. Although no specific blood pressure target was pursued, the mean attained blood pressure of 128/75 mmHg in the intensive treatment group, was under the systolic target of 130 mmHg. Over a follow up of five years, no significant difference was seen in creatinine clearance (primary outcome) or cardiovascular events when compared to the placebo group (mean blood pressure 137/81). The intensive treatment group did enjoy significant reductions in progression of retinopathy, albuminuria and absolute risk of stroke. (16,17)
The notion of a systolic blood pressure goal of less than 130 mmHg, however, was challenged by the ACCORD blood pressure trial. This large randomized control trial compared a systolic target of <120 mmHg (intensive therapy) to a systolic target of <140 mmHg (standard therapy). With more than 4500 patients and a mean follow up of 4.7 years, no significant difference was seen between the two groups in terms of combined cardiovascular outcomes (heart attack, stroke, and cardiovascular death). Similar to the results of the ABCD trial, a 40 percent reduction was seen in the stroke risk. This, however, came at an expense of increased incidence of undesirable and somewhat serious side effects such as hypotension, syncope, hyperkalemia and worsening kidney function. In light of this data, particularly the results of the ACCORD blood pressure trial, the ADA revised its recommendations in early 2013 to reflect the current goal blood pressure of less than 140/80 mmHg in diabetic patients while emphasizing the need for individualized targets and therapies. (18)
The most recent large-scale randomized control trial that examined a lower systolic blood pressure goal was the Systolic Blood Pressure Intervention Trial (SPRINT).  This trial compared the benefit of treatment to a systolic blood pressure target of less than 120 mm Hg (intensive-treatment group) with the treatment to a target of less than 140 mm Hg (standard-treatment group).  At 1 year, the intensive-treatment group had a mean systolic blood pressure of 121.4 mm Hg versus the standard-treatment group with a mean systolic blood pressure of 136.2 mm Hg.  The results showed significantly lower rates of fatal and nonfatal cardiovascular events and death from any cause in the intensive-treatment group.  Serious adverse events that were classified as possibly or definitely related to the intervention were statically more frequent in the intensive-treatment group with a hazard ratio of 1.88 (P<0.001). This study included 9361 participants with a median follow up of 3.26 years; however patients with diabetes were excluded.  The SPRINT trial therefore supports a lower goal but its application to the diabetes population is problematic due to the study design. (19)

Some have proposed that the ACCORD trial was underpowered to show a significant difference for the primary endpoint.  A recently pooled analysis merged the data from the SPRINT and ACCORD trials and looked at the same primary endpoint that was used in SPRINT.  The primary endpoint differed from the ACCORD trial in that it included unstable angina and acute decompensated heart failure events in addition to myocardial infarction, stroke and cardiovascular death.  The analysis showed a significant favorable effect for the intensive treatment group in both patients with or without diabetes.  This suggests that there may not be a differential effect of intensive blood pressure lowering in patients with DM2 or a higher 10-year risk of cardiovascular disease. (20)
To conclude, multiple high-quality randomized controlled trials have shown reduced morbidity with reduction of elevated blood pressure in people with diabetes. Patients with T2DM appear to be particularly susceptible to the deleterious effects of hypertension in initiation and progression of vascular disease as seen in the HOT trial. While a general blood pressure goal of less than 140/80 mmHg appears reasonable for most people with T2DM, attention should be given to individual risk factors and co-morbidities. A lower blood pressure target, for instance, might be more appropriate for a young person who would likely benefit from the reduction in stroke risk and reduced progression of retinopathy without experiencing unwanted side effects of hypotension, syncope and hyperkalemia, seen more commonly in the older population with multiple co-morbidities.
TREATMENT OF HYPERTENSION
Treatment of hypertension in patients with diabetes is challenging as resistant hypertension is encountered more frequently in patients with diabetes. An effective treatment regimen will address all facets of the individual patient’s metabolic derangements. (4) This chapter will focus chiefly on the treatment of hypertension in association with T2DM.
We will examine treatment strategies for hypertension in patients with T2DM by drug class, critically reviewing advantages and disadvantages of each. The importance of accurately measuring blood pressure and using proper techniques needs to be emphasized, especially considering the lifelong implications for the patient. Once a diagnosis of elevated blood pressure has been established in a patient with diabetes, aggressive treatment should follow.
Lifestyle Modification

Lifestyle modification is a very important aspect of treatment of diabetes and hypertension. It is generally agreed that life style modification has modest antihypertensive effect resulting in an effective blood pressure reduction of 5-10 mmHg. Changes to life style which appear to have health benefits include:

· Reducing salt intake to less than 1.5 g/day

· Increasing consumption of fruits and vegetables (8-10 servings per day)

· Increasing consumption of low- fat dairy products (2-3 servings per day)

· Increasing activity levels/ engaging in regular aerobic physical activity (e.g. brisk walking 30 min/day)

· Losing excess weight

· Avoiding excessive alcohol consumption (less than 2 drinks (30 ml ethanol)/day for men and less than 1 drink/day for women)

· Lifestyle modification may be used as sole treatment modality in patients with blood pressure <140/80, but ideally should be combined with pharmacotherapy in patients with systolic blood pressure (SBP) ≥ 140 and or diastolic blood pressure (DBP) ≥ 80

ACE Inhibitors

ACE inhibitors inhibit the ACE enzyme and thus prevent conversion of angiotensin 1 to angiotensin II. This along with other mechanisms leads to decreased peripheral resistance and the antihypertensive effect. ACE inhibitors selectively dilate the efferent renal arterioles, thus decreasing the intraglomerular pressure. This hemodynamic effect is reno-protective in patients with diabetic kidney disease. At onset of ACE inhibitor therapy, an acute rise in serum creatinine may occur. An elevation of serum creatinine up to 30% above baseline is not considered a contraindication to continued therapy but does underscore the need for careful monitoring. ACE inhibitors are prescribed almost reflexively as initial antihypertensive treatment in patients with concomitant diabetes and hypertension. (21) ACE inhibitors have proven efficacy in preventing or decreasing end-organ damage in individuals with diabetes and hypertension. (22,23,24)
ACE inhibitors have a favorable side effect profile and are well-tolerated in general. Use of ACE inhibitors is not associated with alterations in lipid profile, glucose levels, and uric acid levels, changes which often accompany the use of other antihypertensive agents. Dry cough is a frequent side effect and reason for discontinuation of therapy. In patients with long standing diabetes, diabetic nephropathy, autonomic dysfunction (hyporeninemic hypoaldosteronism/ type 4 renal tubular acidosis) and hyperkalemia may occur. ACE inhibitor use is also associated with angioedema, a severe hypersensitivity reaction seen more commonly in the African American population. Further, ACE inhibitors have teratogenic potential by interfering with fetal kidney development and caution must be exercised while using ACE inhibitors in females of child bearing age. (21)
Due to the potential benefits and favorable risk benefit profile, ACE inhibitors have been the benchmark by which newer classes of antihypertensive agents are judged, especially in patients with diabetes and diabetic kidney disease.
Angiotensin Receptor Blockers (ARBs)
ARBs exert similar salutary effects as ACE inhibitors, by displacing angiotensin II from its receptor. The main advantage of ARBs over other antihypertensive agents is their excellent side effect profile. ONTARGET compared the ARB telmisartan to the ACE inhibitor ramipril and the combined use of these drugs. This trial established general non-inferiority of telmisartan compared to ramipril with regards to blood pressure control as judged by outcomes such as cardiovascular deaths, myocardial infarction, stroke, and hospitalization for heart failure. Additionally, the telmisartan group had substantially lower occurrence of cough and angioedema. Data from ONTARGET trial clearly showed that both telmisartan and ramipril offered equivalent renal protection, but the combined use of the two drugs led to inferior renal outcomes. (25) As with ACE inhibitors, hyperkalemia remains a potential adverse reaction. The risk of hyperkalemia can be attenuated if ARBs are combined with other medications like thiazide or loop diuretics which increase potassium loss. This class of drugs has a very favorable side effect profile and is tolerated well by most patients. ARBs may cost more than ACE inhibitors, though the availability of generic losartan has addressed this concern. Regardless, ARBs are frequently prescribed for treatment of hypertension, and for prevention of renal complications in patients with diabetes, especially those who develop a cough with ACE inhibitors. (21)
Diuretics
Diuretics transiently decrease blood pressure by increasing renal sodium excretion and consequently decreasing plasma volume. Over time, the changes in volume status revert back to normal, but the antihypertensive efficacy persists due to a decrease in peripheral vascular resistance. Thiazide (HCTZ) and related sulfonamide compounds (Chlorthalidone) are effective for blood pressure management in patients with mild to moderate hypertension and eGFR >50. In patients with eGFR <30, loop diuretics, or a combination of loop diuretics and thiazides is more efficacious. (21)
Data from the Swedish Trial in Old Patients with Hypertension-2 (STOP Hypertension-2) trial demonstrated that diuretics were as efficacious as ACE inhibitors or calcium channel blockers (CCBs) in lowering blood pressure and reducing cardiovascular mortality in patients with diabetes. (26)
Use of diuretics is associated with metabolic derangements like hypokalemia, hyperglycemia, and hyperuricemia. Once again, the risk of hypokalemia associated with diuretic use can be reduced by combining a diuretic with medications, like an ACE inhibitor, ARB, potassium-sparing diuretic, or aldosterone antagonist. (27) In patients with DM and concomitant hypertension, there is less nocturnal blood pressure dipping, compared to patients without diabetes. Chlorthalidone, with its longer duration of action and higher potency might be a better choice to treat hypertension in this subgroup of patients. (28)
Calcium Channel Blockers (CCBs)
CCBs have been sub classified as Dihydropyridines (DHPs) (amlodipine, felodipine, isradipine, nicardipine, nifedipine) and non-DHPs (NDHPs) (verapamil, diltiazem). DHPs exert an antihypertensive effect by causing peripheral vasodilatation, without significantly affecting cardiac conduction and contractility. NDHPs also have a modest antihypertensive effect, but they affect cardiac automaticity and conduction, and hence are primarily used for management of arrhythmias. (21)
The Avoiding Cardiovascular Events through Combination Therapy in Patients Living with Systolic Hypertension (ACCOMPLISH) trial was designed to compare benazepril plus amlodipine to benazepril plus hydrochlorothiazide in subjects with hypertension and a high risk of cardiovascular events. Subjects treated with CCB/ACE combination had fewer cardiovascular events when compared to subjects treated with ACE/Diuretic combination. (29) These results are not in line with those of ALLHAT trial which indicated that ACEI, CCBs or alpha-blockers were not superior to thiazide diuretics for blood pressure control, or for improvement of cardiovascular or renal outcomes. (30) Regardless, the available evidence positions calcium channel blockers in line with ACE/ARBs and thiazides for treatment of hypertension in patients at high risk for cardiovascular events. Calcium channel blockers are tolerated well by most patients. Common side effects include headache, peripheral edema, and flushing. (31)
Adrenergic Receptor Antagonists
The adrenergic receptor antagonists have been sub-classified into three categories: the beta-blockers, the alpha-blockers, and the combined alpha and beta-blockers. Alpha-beta blockers like Carvedilol and labetalol result in greater reduction in blood pressure as compared to pure beta blockers. (21)
Beta-blockers have gained popularity due to mortality benefits in patients with heart failure and in patients who have sustained a myocardial infarction. Despite lack of robust evidence, beta- blockers have been used for primary prevention of myocardial infarction as well. Use of beta-blockers can be associated with worsening of bronchospasm, peripheral arterial disease, sexual function, and diabetes control. Of particular concern is the decreased perception of hypoglycemia symptoms in patients with diabetes. (32)
Nebivolol is a highly selective beta-1-blocker. In addition to its beta antagonistic properties, it has nitric oxide dependent vasodilatory properties as well. Whether this unique trait would translate into improved clinical outcomes remains uncertain at this point. (33)
Aldosterone Antagonists
Aldosterone antagonists (spironolactone and eplerenone) are frequently used in conjunction with thiazides and loop diuretics for their potassium sparing, as well as blood pressure lowering effects. Aldosterone antagonists decrease mortality in patients with heart failure and are effective in patients with resistant hypertension. Hyperkalemia is a common side effect and monitoring for hyperkalemia is of particular importance, as aldosterone antagonists are often added to an ACE inhibitor or an ARB. Gynecomastia and menstrual irregularities are other potential adverse effects seen with spironolactone. Eplerenone is a more selective aldosterone antagonist and it seldom causes anti-androgenic effects. Cost, however, remains a limiting factor at this time. (11)
Renin Inhibitor
Aliskiren, a direct renin inhibitor, is one of the newer antihypertensive agents in the market. It is an effective antihypertensive agent and provides end-organ protection, but its exact place in the hypertension treatment algorithm remains uncertain. Aliskiren improves left ventricular hypertrophy, and when used in combination with ARB, it provides additional end-organ protection. Its side effect profile is similar to ARBs and monitoring of potassium levels is recommended. (21)
DIABETES MEDICATIONS WITH ANTIHYPERTENSIVE EFFECTS
There are several medications that are used for glycemic control in diabetes that have modest antihypertensive effects.  Medication side effects are often taken into consideration when deciding on pharmacotherapy; however it is just as important to take into consideration the beneficial effects on comorbid conditions.  Thiazolidinediones, dipeptidyl diphosphatase (DPP-4) inhibitors, glucagon-like peptide 1 (GLP-1) receptor agonists and sodium glucose cotransporter 2 (SGLT 2) inhibitors are classes of medications which have been associated with a decrease in blood pressure.  Of these medication classes, GLP-1 receptor agonists seem to have the largest effect on blood pressure, however data is mainly from small scale studies and further research will provide more detail on blood pressure lowering effects.  Exenatide, a GLP -1 receptor agonist has been shown to decrease SBP by approximately 6 mm Hg when baseline SBP was less than 130 mm Hg and decrease by 11.4 mm Hg when baseline SBP was greater than 130 mm Hg.  The other classes of medications have shown decreases in SBP of less than 5 mm Hg. (34)
RECENT GUIDELINES

The American College of Cardiology/American Heart Association Task Force released the 2017 high blood pressure clinical practice guidelines, which redefined hypertension.  This new definition eliminates pre-hypertension and defines hypertension as a blood pressure greater than 130/80 mmHg.  This would lead to an increase in the incidence and prevalence of hypertension in the diabetic population. The guidelines recommend that pharmacologic therapy be initiated in patients with diabetes who have a blood pressure of greater than 130/80 mmHg as it is assumed that they have an increased risk of cardiovascular disease.  In the general population it is recommended that the 10 -year atherosclerotic cardiovascular disease risk be calculated.  Patients with a risk of greater than ten percent should be started on pharmacotherapy when the blood pressure is greater than 130/80 mmHg and those with a less than ten percent risk should be treated with lifestyle modification alone. The acceptability and applicability of these new guidelines is yet to be seen. (35)
SUMMARY
Adequate treatment of hypertension in patients with diabetes is complicated by considerations of end-organ damage, adverse reactions, and socioeconomic implications. Appropriate selection of therapy and consideration of each medication’s side-effect profile is paramount. Some drug classes can counteract the adverse effects of other medications and thus combinations should be chosen after due deliberation. ACE inhibitors and ARBs continue to enjoy a special place in management of hypertension in patients with diabetes and remain the preferred agents in this population subgroup. Combined use of these agents, however, is not recommended due to poor renal outcomes.
Data is emerging regarding blood pressure targets in patients with diabetes. Thus far, the evidence points towards more liberal blood pressure control with target BP 140/80mm/Hg, though individualized approach based on disease specific risk factors should be adopted and consideration should be given to tighter blood pressure control.
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