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18 19After also considering side effects, Wald and Law proposed 
their Polypill formulation: a statin, the three blood pressure 
drugs at half dose, and low-dose aspirin. Such a pill, they cal-
culated, may cause side effects in 8% to 15% of people—not a 
trivial risk, and mostly a result of aspirin. Certain people, such 
as those with asthma or those who are intolerant of aspirin, 
might experience more severe problems. Still, adding together 
the risk reductions each component part could be expected 
to produce, they projected that the Polypill could enable one-
third of the population to live an average 11 to 12 years longer.

Although it’s far from certain that would really happen, a 
few observational studies have looked at the long-term ben-
efits of combining some of the components proposed for 
the Polypill, and the results seem to support Wald and Law’s 
claims. In a German study, patients who had a heart attack and 
later took four different medications—aspirin, a beta-blocker, 
an ACE inhibitor and a statin—were significantly more likely 

to survive one year than those who took zero, one or two med-
icines. Similarly, a British study found that a combination of 
statins, aspirin and beta-blockers reduced mortality more than 
any drug given by itself or with one other medication.

These are trials of secondary prevention, in people who are 
already sick, rather than the primary prevention that Wald and 
Law would like to see, and the trials are also observational stud-
ies, rather than the more rigorous randomized, controlled trials. 
Still, the Polypill’s components have compiled years of effective 
treatment when used singly, and these studies add weight to the 
idea that a combination might produce even better results. 

everal secondary prevention trials of the Polypill may 
soon begin validating the idea. In Australia and New 
Zealand, more than 1,000 people with cardiovascular 

disease will either be given a Polypill (in these trials, it consists 
of two blood pressure drugs, a statin and aspirin) or continue to 
be treated as usual by their doctors. One aim is to gauge whether 
they are more likely to stick to the drug regimen when the drugs 
are all in one pill. Another goal, cited in a report by a working 
group at the U.S. Centers for Disease Control and Prevention 
convened in early 2005 to discuss the Polypill, is whether the 
combination of drugs will prove to be additive (1+1=2), subaddi-
tive (1+1>1 but <2), antagonistic (1+1<1) or synergistic (1+1>2). 
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Trials in Australia and New Zealand will test two Polypill types and six dosage combinations. 

Here’s a breakdown of one formulation.

Name

Simvastatin

Lisinopril

Hydrochlorothiazide

Aspirin

Polypill

Dosage

10, 20 or 

40mg

5 or 10mg

12.5mg

75mg

Varies

Function

Lowers cholesterol by inhibiting the 

enzyme HMG-CoA reductase

Blocks angiotensin in the kidneys, 

promoting excretion of salt and water

Diuretic that blocks kidneys from 

absorbing sodium

Prevents platelets from forming clots

May lower cardiovascular risks: 

may reduce blood pressure, reduce 

cholesterol and inhibit platelet function

Benefit

May reduce heart disease 

risk by at least 25%  

Together, may reduce 

heart attack risk by 

15%–20%, stroke risk by 

40%–50%

 

Reduces ischemic heart 

disease events by 32% 

and strokes by 16%

May prevent more than 

50% of heart attacks  

and strokes 

Side effects

Rare instances of rhabdomyolysis 

and liver failure

Among other effects, adverse 

levels of potassium and other 

substances in the blood

 

Poses the most serious risks, 

mostly because of hemorrhage

Fewer than 5% of trial subjects 

likely to drop out because of side 

effects




