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incorporating single-pill combinations 
as a core medication.5 These actions 
can be especially effective and 
resource-efficient in low-income and 
middle-income countries, where the 
burden of hypertension is rising and 
control rates are very low.
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Fixed-dose combination  
antihypertensive
medications

On July 9, 2019, WHO added fixed-
dose combination antihypertensive 
medications to the WHO Essential 
Medicines List. Treatment with fixed-
dose combination medicines, also 
known as single-pill combinations, 
is the emerging best practice for 
safe, effective, rapid, and convenient 
hypertension control. But for these 
essential medicines to improve 
care and save lives, countries and 
health systems must ensure that 
everyone who needs treatment for 
hypertension can access them.

Of the approximately 1·4 billion 
people with hypertension worldwide, 
only about one in seven has their 
blood pressure successfully treated 
and adequately controlled.1 For 
most patients, successful treatment 
requires two or more medications. 
Effective, safe medications of all 
major classes are available in generic 
form. Combining two medicines in 
a single pill can be cost-neutral and 
has important benefits for patients 
and for health systems, including 
improved patient adherence to 
daily medication regimens, which 
may improve clinical outcomes;2 
improved blood pressure control 
rates and shortened time to blood 
pressure control;3 and more efficient 
hypertension management for health 
systems by simplifying drug supply 
and procurement logistics.

Some clinicians are concerned about 
initiating two or more drugs simul
taneously, but the safety of single-pill 
combinations has been established in 
multiple clinical trials. In an analysis of 
more than 30 initial dual versus initial 
monotherapy trials, withdrawals due 
to adverse events were uncommon 
with two-drug combinations of a low-
to-standard dose, with no significant 
difference in adverse events compared 
with those associated with standard-
dose monotherapy.3

As organisations with a shared 
goal of improving hypertension con
trol worldwide, the American Heart 
Association, European Society of 
Hypertension, International Society of 
Hypertension, Lancet Commission on 
Hypertension Group, Latin American 
Society of Hypertension, Resolve to 
Save Lives, World Heart Federation, 
World Hypertension League, and World 
Stroke Organization commend WHO 
for making single-pill combination 
antihypertensive medications more 
widely available by including them 
in the WHO Essential Medicines 
List. This inclusion aligns with the 
recommendations for single-pill 
combinations in multiple national and 
international hypertension treatment 
guidelines (table).

Countries must now implement 
policies that put single-pill combi
nations in the hands of the patients 
who need them. Countries should 
follow WHO’s lead and include 
affordable single-pill combinations 
in their own essential medicines 
lists, procure and promote sufficient 
supplies of quality assured low-cost 
single-pill combinations, and create 
and implement simple, practical, 
hypertension treatment protocols 
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When to use two blood pressure lowering drugs

Not controlled on 
monotherapy

Yes Yes Yes Yes Yes Yes Yes

Initial treatment for all 
individuals

No Yes* No No No Yes No

Initial treatment for selected 
individuals, eg, those who 
are >20/10 mm Hg from 
goal† or at high 
cardiovascular risk

Yes Yes Yes Yes Yes Yes* Yes

When to use single-pill combinations

Recommended to substitute 
for separate pills to improve 
adherence

Yes Yes Yes Yes NR Yes NR

ACC=American College of Cardiology. AHA=American Heart Association. ESC=European Society of Cardiology. 
ESH=European Society of Hypertension. LASH=Latin American Society of Hypertension. NR=not reported. 
*Consider monotherapy in patients with low-risk grade 1 hypertension (systolic blood pressure <150 mmHg), 
or patients who are frail or aged >80 years. †Some referred to this as stage II hypertension or marked increased 
blood pressure. Adapted from Salam et al.4

Table: Selected hypertension guidelines’ recommendations for dual combination and fixed-dose 
combinations
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