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Bottom Line:
Strengths of this protocol include a
more evidence-based approach and a
move away from specific cholesterol tar-
gets, a practice never supported by clin-
ical trial evidence. Concerns include
extensive industry connections among
half of the guideline panel, a calculator
that does not reliably predict risk, a low
10-year risk cut-off (7.5 per cent) for
treatment with a statin, and a failure to
clearly communicate the absolute risks
and harms of treatment, especially for
those at low risk. 

Although most would not argue with
giving a statin to someone with known
heart disease, diabetes or very elevated
LDL cholesterol, rigorously following this
guideline would give statins to many low-
risk adults who would experience only a
small potential net benefit (67 would
have to take a statin for 10 years to pre-
vent a single cardiovascular event, and
hundreds would have to take a statin to
prevent a single cardiovascular death).
(LOE = 1a-)
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Synopsis:
The National Cholesterol Education
Program Adult Treatment Protocol 3 was
last updated in 2003. Work began on
‘ATP 4’ in 2008, and after five years of
underfunded effort the National
Institutes of Health decided to punt the

guideline to the American College of
Cardiology and the American Heart
Association. 

The chair of the panel had extensive
industry ties but severed those when he
took over leadership of the panel. A co-
chair and six other members (of a total
16) continued to accept industry money
while serving on the panel, although they
state that they did not vote when a con-
flict of interest may have occurred.
These persistent ties to industry are one
source of controversy for these new
guidelines. 

To their credit, this panel used a
more evidence-based approach when
crafting their guideline: they developed
a series of key questions, commissioned
systematic reviews of clinical trials to
answer those questions, and rated the
strength of evidence from A to I. 

Most of the panelists, however, were
subspecialists, there was no draft rec-
ommendation or opportunity for public
comment, the full systematic review and
evidence summary has not been pub-
lished, and as noted above the panel
had extensive conflicts of interest. 

The core of the recommendations is
as follows. First, the task force divided
statins into moderate intensity (enough
medication to lower LDL cholesterol by
between 30 and 50 per cent) and high
intensity (reducing LDL cholesterol by
more than 50 per cent). Gone are targets
for cholesterol: the focus is now on iden-
tifying persons at increased risk and giv-
ing them an appropriate-intensity statin. 

Anyone 75 years or younger with
known atherosclerotic cardiovascular
disease (ASCVD; history of MI, ischaemic
stroke, coronary artery disease or
peripheral artery disease) and anyone
with an LDL cholesterol level of greater
than 190mg per dL (4.9mmol per litre)
should receive a high-intensity statin. 

Anyone who is older than 75 years
and has known ASCVD and any patients

with diabetes should receive a moder-
ate-intensity statin. 

A (controversial new) risk calculator
is provided to determine the 10-year risk
of having an ASCVD event. It is recom-
mended for use in patients with dia-
betes and by everyone else who does
not fall into one of the previous risk
groups. 

If the patient with diabetes has a 10-
year risk of at least 7.5 per cent, they
should instead be given a high-intensity
statin. If any patient without diabetes
has a 10-year risk of an ASCVD event
greater than 7.5 per cent, they should
receive a moderate-intensity or high-
intensity statin. 

The risk calculator is controversial
because it appears to consistently over-
estimate the risk of ASCVD events, lead-
ing to considerable overprescribing.
Another problem is the selection of a rel-
atively low 7.5 per cent risk cut-off com-
pared with the 20 per cent cut-off used
by some other national guidelines. 

Since statins are associated with an
approximately 20 per cent reduction in
the likelihood of a cardiovascular event
(Lancet 2008 Jan 12;371(9607):
117–25. doi: 10.1016/S0140-6736
(08)60104-X), a patient with a 20 per
cent baseline risk has that reduced to
16 per cent with a statin. This 4 per cent
absolute risk reduction corresponds to
a number needed to treat of 25 persons
taking a statin for 10 years to prevent
one event. 

On the other hand, with a 7.5 per
cent baseline risk, taking a statin
reduces it to 6 per cent, for a 1.5 per cent
absolute risk reduction. This corresponds
to an NNT of 67 persons taking a statin
for 10 years to prevent one event. 

The risk calculator would also place
all men over age 70 years of age on a
statin, and any African-American man
over age 65 years, despite normal cho-
lesterol and normal blood pressure.
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