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Clinicians treating hypertension are faced with a myriad of medica-
tion choices, including calcium channel blockers (CCBs), angiotensin-
receptor blockers (ARBs), angiotensin-converting enzyme (ACE)
inhibitors, and diuretics. Recent evidence provides guidance on
the best initial therapeutic approaches in hypertension treatment.
However, it is difficult to adhere to these recommendations with the
pharmaceutical formulations currently on the market.

First, there is increasing acceptance of fixed-dose combination
(FDC) pills as first-line treatment for hypertension. FDCs include
two or three medications in one pill and confer several benefits,
including improved adherence, lower adverse effects, and supe-
rior blood pressure control compared to initial treatment with
monotherapy.! As a result of the strength of this evidence, the
most recent American College of Cardiology/American Heart
Association blood pressure guidelines endorse initiating two
agents when starting therapy in patients with BP >20/10 mm Hg
above their target.?

Many FDCs include an ACE inhibitor or an ARB. These agents,
which modify the renin-angiotensin-aldosterone system, are also
part of guideline-directed therapy for heart failure with reduced
ejection fraction, chronic kidney disease, and recent myocardial
infarction. There are several reasons that ARBs may be preferable
to ACE inhibitors as first-line agents. ARBs do not carry the risk of
angioedema and bradykinin-mediated cough, which are frequent
reasons for ACE inhibitor discontinuation. In addition, choosing
an ARB over an ACE inhibitor may reduce the risk of adverse out-
comes, such as stroke.?

The second medication included in ARB/ACE FDC pills has
often been a thiazide diuretic, perhaps because outdated guide-
lines, like JNC VI, recommended diuretics as first-line therapy.
However, thiazides have many undesired side effects such as
hypokalemia, hyponatremia, hypomagnesemia, hyperuricemia,
and hyperglycemia. As diuretics, they can also cause polyuria
and nocturia, increasing fall risk for older patients. Further, the
ACCOMPLISH trial found a reduction in cardiovascular events
with medications that combined an ACE inhibitor with a calcium
channel blocker instead of a thiazide diuretic.*

Given the above evidence and recommendations, a low-dose
combination of ARB-CCB is the most desirable first-line agent for

most patients with hypertension. Although ARB-CCB FDC pills
exist as generics, there are limited options and most starting
doses are too high to constitute initial therapy. Table 1 describes
the available combination of ARB-CCB pills compared to the
usual ARB and CCB starting doses. None of the available ARB-CCB
combination pills come in scored tablets, making it difficult to
split them to reduce the dose. While ARB-thiazides have similarly
high starting doses, ACE inhibitors are offered in lower-dose com-
binations with both CCBs and thiazide diuretics, making them
better suited for initiation therapy.

The concept of “pharmacoequity” describes health disparities
that are amplified by inequality in prescription drug availability.®
While the lack of low-dose ARB-CCB FDCs affects all patients,
these therapeutics are even less available for patients who are
publicly insured. In Medicaid formularies in five of the largest
states (California, Texas, Minnesota, New York, and Florida),
the only ARB-CCB combination covered is valsartan/amlodip-
ine. This FDC starts at an especially high dose of 160 mg/5 mg,
which is not appropriate for an initial antihypertensive. The
lack of Medicaid coverage of existing FDCs exacerbates ine-
qualities in hypertension control by race because Black/African
American patients are disproportionately enrolled in Medicaid®
and thus may not have easy access to ARB-CCB FDCs as first-line
treatment.

As clinicians working in a safety net health system, we see
firsthand the inequity that arises when evidence-based medica-
tions are not equally available for all patients. Our team is cur-
rently updating hypertension treatment protocols for our health
network, but the dearth of affordable FDC pills leaves us una-
ble to make recommendations that align with the most recent
evidence. Without the pharmacotherapies and payor coverage
to support modern guidelines, health systems’ treatment algo-
rithms will inevitably be out of date. Clinicians, faced with com-
plex recommendations that conflict with available medications,
are left to piece together their own treatment regimens, leading to
significant practice variation, suboptimal patient outcomes, and
inequity in hypertension control. The time has come for fixed-
dose antihypertensives to reflect the current evidence base for
hypertension treatment.
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Table 1. ARB/CCB fixed-dose combination products and typical doses
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Medication Dose range for ARB (mg) Dose range for CCB (mg) Lowest Available Dose for Combination Product
Valsartan/amlodipine 40-320 2.5-10 160 mg/5 mg

Telmisartan/amlodipine 20-80 2.5-10 40 mg/5 mg

Olmesartan/amlodipine 5-40 2.5-10 20 mg/5 mg
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