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ABSTRACT 

The number needed to treat (NNT) is a simple measure of a treatment’s impact, increasingly reported in 
randomized trials and observational studies, but often incorrectly calculated in studies involving varying 
follow-up times. We discuss the NNT in these contexts and illustrate the concept using several published 
studies. While the computation of the NNT is founded on the cumulative incidence of the outcome, several 
published studies use simple proportions that do not account for varying follow-up times, or use incidence 
rates per person-time. We show how these approaches can lead to erroneous values of the NNT and 
misleading interpretations. For example, a trial of 3,845 very elderly hypertensives randomized to a 
diuretic or placebo reported a NNT of 94 treated for 2 years to prevent one stroke, though the correct 
approach results in a NNT of 63. Also, meta-analyses involving trials of differing lengths often report a 
single NNT, such as the meta-analysis of 22 trials of the anticholinergic tiotropium in chronic obstructive 
pulmonary disease that reported a NNT of 16 patients “over one year,” even if the trials varied in duration 
from 3 to 48 months, with the actual NNTs varying widely from15 to250. Finally, we describe the value of 
the NNT in assessing benefit–risk, such as low-dose aspirin use in secondary prevention of mortality 
assessed against the risk of gastrointestinal bleeding. As the “number needed to treat” becomes increasingly   



Number Needed to Treat 

 

 

 

Rambam Maimonides Medical Journal 2 July 2015  Volume 6  Issue 3  e0033 
 

used in the comparative effectiveness and safety of therapies, its accurate estimation and interpretation 
become crucial to avoid distorting clinical, economic, and public health decisions. 

KEY WORDS: Biostatistics, effect measures, epidemiologic methods, observational studies, randomized 
controlled trials, treatment impact 

 

INTRODUCTION 

The number needed to treat (NNT) is a simple and 
user-friendly measure of the impact of a treatment 
on a given disease outcome, introduced over 25 
years ago and now used extensively in randomized 
trials and observational studies.1,2 It quantifies the 
number of patients that need to be treated with the 
drug or intervention under study in order to prevent 
disease outcome in one patient. A published ex-
ample, using pooled data from a meta-analysis of six 
randomized controlled trials of secondary preven-
tion of cerebrovascular and cardiovascular throm-
botic events, reported that the number needed to 
treat with low-dose aspirin to prevent one death was 
67.3 This implies that for every 67 patients with 
stroke, TIA, myocardial infarction, or a history of 
angina, treatment with low-dose aspirin will prevent 
one death compared to no treatment for the same 67 
patients.  

The simplicity of this measure, both in terms of 
calculation and interpretation, has led to its increas-
ing use in clinical research and prominent presence 
in publications. However, its incorrect computation, 
despite or perhaps because of its simplicity, has led 
to inappropriate and misleading conclusions.2,4 For 
example, the above-reported number needed to 
treat of 67 patients with low-dose aspirin does not 
specify how long the treatment should last to 
prevent one death: 1 month, 1 year, 20 years?  

In this paper, we review the “number needed to 
treat” measure and present some examples of its 
misuse, generally related to the inappropriate con-
sideration of time. We also describe the proper cal-
culation techniques and its accurate interpretation.  

BASICS OF THE NNT MEASURE 

The NNT is based on the frequency of disease 
outcome measured as a cumulative incidence of the 
outcome per number of patients followed over a 
given time period. This will result in a proportion of 
patients with the outcome, which we mechanically 
tend to write as a percentage, such as 0.5/100, 

2/100, or 5/100, to make frequencies easily compa-
rable. Instead of using percentages to facilitate com-
parisons, we could alternatively express the propor-
tions by fixing the numerator at 1. In our example 
these become 1/200, 1/50 and 1/20, which when 
inverted to 200:1, 50:1, and 20:1 represent the num-
ber of patients that need to be observed to find one 
patient with the outcome. This reversed representa-
tion of the proportion forms the basis for the NNT. 

The NNT relates to the effectiveness of a treat-
ment, usually based on a randomized or observa-
tional trial comparing two treatment alternatives, 
measured by the treatment difference in the 
proportion of patients with the adverse disease 
outcome over a fixed follow-up time-period. This 
difference will represent the proportion of patients 
for whom the adverse outcome was prevented due to 
treatment. Inverting this difference will produce the 
number of patients that need to be treated to 
prevent one patient with the outcome.1 

For example, consider a trial of the effectiveness 
of adding a new inhaler to the usual maintenance 
treatment of chronic obstructive pulmonary disease 
(COPD) compared with placebo, where 15% of 
patients on placebo had a fatal exacerbation com-
pared with 10% with the new inhaler during the 1-
year follow-up. Thus 15%–10%=5% represents a 
prevented mortality of 5/100, that is five patients 
are prevented from a fatal exacerbation for every 
100 patients who added the new inhaler over 1 year 
instead of adding placebo. The NNT is then simply 
1/(15%–10%)=100/5=20. This inversion suggests 
that rather than using the 5/100 measure of 
prevented mortality, the NNT value of 20 will 
provide the more vivid interpretation of one patient 
avoiding the fatal outcome for every 20 patients 
treated for 1 year. 

A reality of most randomized trials or observa-
tional studies is that the follow-up is not equal for all 
patients but varies, so that the calculation of the 
proportion with the outcome by the end of the 
follow-up will require consideration of this variation 
in follow-up times. In this case, the Kaplan–Meier 
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approach must be used to estimate the correct 
proportions with the outcome over time; it accounts 
for varying follow-up times and provides a curve for 
the cumulative incidence over time.5 The NNT is 
then computed by inverting the difference in the 
cumulative incidence of the outcome between the 
two groups, at the desired time of follow-up.6 This 
NNT will represent the number of patients that need 
to be treated to prevent one patient with the 
outcome over the given desired time period. This 
approach has been properly used in several recent 
trials.7–12 

EXAMPLES OF PROBLEMATIC NNTS 

The long-acting anticholinergic tiotropium and the 
fluticasone-salmeterol combination are two popular 
treatments in COPD. A meta-analysis of 22 tiotropi-
um randomized trials involving over 23,000 COPD 
patients reported, in comparison with placebo, a 
NNT of “16 patients over one year with tiotropium to 
prevent one exacerbation.”13 On the other hand, the 
TORCH randomized trial of 6,000 COPD patients 
reported a NNT of “4 patients over one year with the 
fluticasone-salmeterol combination in comparison 
with placebo to prevent one exacerbation.”14 This 
enormous difference in the NNT is puzzling in view 
of the practically comparable effectiveness of these 
two treatments in preventing exacerbations.15 

A randomized trial of the effect of adding 
zoledronic acid to endocrine therapy in premeno-
pausal women with endocrine-responsive early 
breast cancer involved 1,803 patients who were 
followed for up to 84 months.16 The follow-up 
varied, with a median of 48 months. The authors 
reported that “the number needed to treat with 
zoledronic acid to prevent disease progression in 1 
patient was 31 at a median follow-up of 47.8 
months.” The NNT was based on the simple pro-
portion of patients whose disease progressed despite 
the fact that follow-up varied extensively between 
patients. 

A randomized trial of treatment for herpes 
simplex virus HSV type 2 (HSV-2) was conducted 
where 1,484 subjects were randomly assigned to the 
nucleoside analogue valacyclovir (n=743) or placebo 
(n=741) for 240 days.17 The authors stated that “one 
would expect to treat 38 persons with recurrent 
genital herpes for a year to prevent one case of HSV-
2 infection.” Here again, the NNT was based on 
simple proportions despite the fact that follow-up 
varied between patients. Moreover, the trial fol-

lowed patients up for a maximum of 240 days. How 
valid is it then to extrapolate the NNT from the 240-
day study period to 1 year? Can we safely assume 
that the drug effect extends equally beyond 240 
days?  

A trial of 3,845 very elderly hypertensives who 
were randomized to a diuretic or placebo was 
conducted, with mean follow-up of 2.1 years varying 
from 0 to 6.5. The outcome was stroke, and the NNT 
was computed as “1 stroke being prevented because 
94 patients were treated for 2 years.”18 Can the NNT 
be applied to the mean follow-up time when this 
time varies so widely from 0 to 6.5? What about 
treatment for different periods of time such as 1, 5, 
or 6 years? 

ILLUSTRATION: HYPOTHETICAL 

RANDOMIZED TRIAL DATA 

To illustrate the analytic issues related to the NNT, 
data from a hypothetical trial were generated, 
involving patients with a (imaginary) serious form of 
iron overload syndrome (IOS), which results in liver 
failure in almost 50% of patients within a year of 
diagnosis. A total of 3,000 patients were studied in 
this hypothetical three-arm trial, with 1,000 
randomized to a treatment called Fedom, 1,000 ran-
domized to another treatment called Feclad, both 
compared with 1,000 patients given placebo, and all 
patients followed for 1 year or until liver failure.  

While the trial was intended to follow all patients 
for 1 year, 60% were censored before that time. 
Thus, the mean follow-up was 7 months, during 
which there were 324 liver failures in the placebo 
group, compared with 230 and 238 in the Fedom 
and Feclad groups, respectively. Figure 1 displays 
the results from this trial by presenting the 
cumulative incidence curves (the reverse of the 
Kaplan–Meier curves) of liver failure for the three 
treatment groups over the 1-year follow-up. We now 
apply to the data from this trial the different 
techniques used by the studies with problematic 
results to calculate the incidence of the outcome and 
the corresponding NNT.  

NNT: Using the Simple Proportion? 

Several trials have used the simple proportion of 
patients with the outcome to compute the NNT. 
Only if all patients are followed for the full study 
period does the simple proportion equal the 
cumulative incidence of the outcome at 1 year as 
computed by the Kaplan–Meier approach. However, 
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when the follow-up times vary, as is generally the 
case with most trials, the simple proportion is not a 
valid estimate of the cumulative incidence and can 
thus lead to erroneous and misleading values of the 
NNT.  

Table 1 shows the NNT calculations from the 
hypothetical trial in iron overload syndrome. First, 
using the cumulative incidence of liver failure after 1 
year of treatment, estimated from the Kaplan–Meier 
curves (Figure 1), it shows that the number needed 
to treat for 1 year with Fedom is six to prevent one 
liver failure over that time, while for Feclad the 

corresponding number needed to be treat is 77 over 
1 year. In contrast, using the simple proportion of 
patients with liver failure, which does not account 
for the varying follow-up times, leads to values of 
the number needed to treat for 1 year of 11 with 
Fedom and 12 with Feclad to prevent one liver 
failure over that time. The differences with the NNT 
properly based on the Kaplan–Meier approach are 
significant.  

Note that the importance of the Kaplan–Meier 
approach is not as crucial in studies where the 
follow-up is short and mostly complete, in which 

 

Figure 1. Cumulative Incidence of Liver Failure for the Hypothetical Data. 

Cumulative incidence of liver failure as estimated by the Kaplan–Meier approach for the three treatment groups of 

the hypothetical three-arm 1-year trial of 3,000 patients with the (imaginary) iron overload syndrome. 

Table 1. Comparison Between NNT Computed from the Simple Proportion of Liver Failure with That from More 

Proper Cumulative Incidence Based on the Kaplan–Meier Approach for the Hypothetical Three-arm 1-Year Trial 

of 3,000 Patients with the (Imaginary) Iron Overload Syndrome. 

Treatment 
Number of 
Patients 

Number with 
Liver Failure 

Using Kaplan–Meier Approach Using Simple Proportion 

1-Year 
Cumulative 
Incidence 

Number 
Needed to 

Treat 

1-Year 
Cumulative 
Incidence 

Number 
Needed to 

Treat 

Placebo 1000 324 0.454  0.324  

Fedom 1000 230 0.286 6 0.230 11 

Feclad 1000 238 0.441 77 0.238 12 
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case the simple proportions and Kaplan–Meier 
cumulative incidence are practically equal.19,20 
However, as the follow-up times become more vari-
able, the simple proportion can result in distorted 
values of the NNT.16,17,21,22 

In the trial of nucleoside analogues against 
herpes simplex virus type 2 (HSV-2), the NNT cal-
culation of 38 persons with recurrent genital herpes 
treated with valacyclovir for 1 year to prevent one 
case of HSV-2 infection was also based on the 
simple proportion of patients with HSV-2 infec-
tion.17 It was calculated as 1/[(27/741)–(14/743)]=57 
from the 240-day data, which was then extrapolated 
to a year by multiplying by 240/365 to arrive at the 
“NNT” of 38 for 1 year. Instead, the Kaplan–Meier 
values of cumulative incidence of HSV-2 infection at 
day 240 are 4.3% versus 2.1%, giving a NNT of 45 
for 240 days of treatment. In the trial of zoledronic 
acid in premenopausal women with endocrine-
responsive early breast cancer, the authors used the 
simple proportion of patients whose disease 
progressed to compute the NNT plainly as 
1/[(83/904)–(54/899)]=31.16 This is despite the fact 
that the Kaplan–Meier curves were estimated and 
provided and that follow-up varied extensively 
between patients. 

NNT: Using the Incidence Rate? 

Another measure that has been used to quantify the 
incidence of the outcome in calculating the NNT has 
been the incidence rate as a way to account for 
varying follow-up times. The incidence rate is 
computed as the number of patients with the 
outcome divided by the total amount of person-time 
generated by the follow-up of the study patients. 
Using this, some authors have computed the NNT as 
the inverse of the difference between the incidence 

rates for the two groups under study. However, here 
again, this can lead to incorrect values of the NNT. 

Table 2 displays the NNT calculations from the 
hypothetical trial using the incidence rate compared 
with the proper cumulative incidence estimates. 
Using the incidence rate of liver failure per patient 
per year leads to values of the number needed to 
treat for 1 year of six with Fedom, and five with 
Feclad, to prevent one liver failure over that time. 
Here, the contrast is particularly striking for Feclad, 
where the NNT was 77 at 1 year using the proper 
Kaplan–Meier approach.  

Several studies have improperly used the inci-
dence rate approach in computing the NNT.18,23–28 
An example is from a trial of 1,801 frail elderly 
adults randomized to a hip protector or to a control 
group to assess the risk of hip fracture, with varying 
follow-up times (mean 1.1 years).23 The incidence 
rate of hip fracture in the hip protector group was 
21.3 per 1,000 person-years compared with 46.0 in 
the control group. The resulting reported “number 
needed to treat for one year to prevent one hip 
fracture was 41 persons” was based on these inci-
dence rates rather than the cumulative incidence at 1 
year. The paper in fact provided the Kaplan–Meier 
curves for the cumulative incidence of hip fracture, 
which indicate a 1-year cumulative incidence of 
5.0% for the hip-protector group and 2.1% for the 
control group, corresponding to a NNT of 35 
patients needing to be treated for 1 year to prevent 
one hip fracture, rather than the reported 41.  

Similarly, in the Collaborative Atorvastatin 
Diabetes Study (CARDS), the authors used 
incidence rates to report that “27 patients would 
need to be treated for 4 years to prevent one (major 
cardiovascular) event.”27 However, the Kaplan–

Table 2. Comparison between NNT Computed from the Incidence Rate of Liver Failure Per Patient-Year with 

That from More Proper Cumulative Incidence Based on the Kaplan–Meier Approach for the Hypothetical Three-

arm 1-Year Trial of 3,000 Patients with the (Imaginary) Iron Overload Syndrome. 

Treatment 
Number 

of 
Patients 

Number of 
Patient-

years 

Number 
with Liver 

Failure 

Using Kaplan–Meier 
Approach 

Using Simple Rate Per 
Patient-year 

1-Year 
Cumulative 
Incidence 

Number 
Needed to 

Treat 

Incidence Rate 
Per Patient  

Per Year 

Number 
Needed 
to Treat 

Placebo 1000 549.8 324 0.454  0.589  

Fedom 1000 576.2 230 0.286 6 0.399 6 

Feclad 1000 615.7 238 0.441 77 0.387 5 
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Meier curves for the cumulative incidence of a major 
cardiovascular event result in a NNT value closer to 
20 patients at 4 years.27  

Lastly, the previously mentioned trial of 3,845 
very elderly hypertensives randomized to a diuretic 
or placebo also used incidence rates to compute the 
NNT of 94 treated for 2 years to prevent one 
stroke.18 The Kaplan–Meier curves for the cumula-
tive incidence of stroke indicate a 2-year cumulative 
incidence of stroke of 2.2% for diuretic treatment 
and 3.8% for placebo, corresponding to a NNT of 63 
patients needing to be treated for 2 years to prevent 
one stroke, rather than the miscalculated 94 
patients. 

NNT: Using Meta-analyses 

The meta-analysis of the 22 trials of the anticholin-
ergic tiotropium that involved over 23,000 COPD 
patients reported a NNT of 16 patients “over one 
year” with tiotropium to prevent one exacerbation.13 
These trials involved different study durations, 
varying from 3 to 48 months. However, the calcu-
lation of the NNT involved all 22 trials, using the 
proportion of patients with an exacerbation over the 
pooled data, irrespective of the study duration. 
Indeed, 37.7% of the tiotropium patients had an 
exacerbation, compared with 44.2% on placebo, 
proportions based on a mix of short-term (3 
months) and long-term (48 months) trials. Never-
theless, the reported NNT of 16 referred to the time 
period of treatment as “one year.”  

To evaluate the NNT for 1 year of treatment, the 
meta-analysis could have restricted its analysis 
exclusively to the 1-year trials. Indeed, for the six 1-
year studies, the proportion of patients with a COPD 
exacerbation is 37.4% of patients on tiotropium 
compared with 44.2% on placebo, leading to a NNT 
over 1 year of 15, which coincidentally is practically 
equal to the reported NNT of 16 based on all 22 
trials of variable duration. Note, however, that NNT 
is 72 for the 3-month trials and 250 for the 48-
month trials.15 

Lastly, it is important to note that even for the 1-
year trials, the follow-up times likely varied between 
patients, so that the simple proportions used can be 
inaccurate to compute the NNT, as shown in Table 1. 
Thus, in this case, one should seek Kaplan–Meier 
estimates that account for variable follow-up times. 
Moreover, one could also use data from the longer-
term trials, the 4-year trial for instance, identifying 
the 1-year cumulative incidence values from the 

Kaplan–Meier estimates that span the 4 years of the 
study.  

NNT in Benefit–Risk Evaluation 

The NNT can also be useful in evaluating the 
balance between a risk and benefit of a drug. Indeed, 
the number of patients that need to be treated to 
prevent an outcome of the disease can be compared 
to the number needed to treat to induce a patient 
having a harmful side-effect. For example, the NNT 
was useful in weighting the benefit of inhaled 
corticosteroids in preventing COPD exacerbations 
against their risk of inducing pneumonia.29,30 It was 
a particularly important question since pneumonias 
are much less frequent than COPD exacerbations, so 
that one is tempted to assess benefit versus risk 
simply on the basis of the frequency of these 
outcomes, rather than the drug effects.29 The NNT 
approach revealed, however, using the net effect of 
inhaled corticosteroids, that the risk of inducing 
pneumonia may outweigh the benefit of preventing 
exacerbations, particularly over the longer term, 
even if pneumonia is much less frequent.29,31 Of 
course, such use of the NNT in a benefit–risk assess-
ment must also make sure that outcomes of similar 
importance are being compared, such as avoiding 
the comparison between mild COPD exacerbations 
that are easily treated in the outpatient setting 
versus pneumonias that require extended hospital-
ization and possibly intensive care.  

Another example is the previously mentioned 
meta-analysis of low-dose aspirin use, where 
prevention of mortality was assessed against causing 
gastrointestinal bleeding.3 Using the pooled data 
from six trials, the number needed to treat with low-
dose aspirin to prevent one death from any cause 
was 67, while 100 needed to be treated to induce one 
non-fatal gastrointestinal tract bleeding. Here again, 
however, this meta-analysis included trials of vary-
ing durations, which can introduce bias in the NNT 
when not properly accounted for, particularly if the 
risks or benefits vary with duration of aspirin use. 
Moreover, the NNT values do not refer to a specific 
duration of treatment with aspirin.  

In contrast, an analysis pooling data from four 
trials to assess the benefit–risk of rivaroxaban ver-
sus enoxaparin for the prevention of venous throm-
boembolism (VTE) after total hip or knee arthro-
plasty properly used the Kaplan–Meier curves to 
compute the NNTs.32 These were measured at 
specific time points, namely 70 days after total hip 
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surgery and 47 days after knee arthroplasty, for the 
benefit outcome of VTE or death, versus the risk 
outcome of bleeding.  

CONCLUSION 

The number needed to treat is a simple and appeal-
ing measure of the impact of a treatment that has 
been, since its publication over 25 years ago, 
increasingly used in the reporting of study results. It 
provides the number of patients that need to be 
treated to prevent the disease outcome in one 
patient, over a given time period. However, despite 
and perhaps because of its simplicity, the NNT is 
often miscalculated. Generally, the incorrect compu-
tations arise from the inappropriate consideration of 
time.  

Indeed, trials generally result in varying follow-
up times so that the calculation of the NNT 
inherently requires that the cumulative incidence of 
the outcome be used in its computation. We note, 
however, that many studies either use simple 
proportions or incidence rate per patient-time, 
rather than Kaplan–Meier curves, thus not properly 
accounting for varying follow-up times. In our 
hypothetical trial with varying follow-up times, we 
noted that using the incorrect simple proportion 
changed the NNT of a treatment from 77 to 12, or 
from 6 to 11. As well, using the incorrect incidence 
rate changed the NNT of a treatment from 77 to 5.  

Another issue is the tendency of some studies to 
extrapolate the NNT time horizon beyond the study 
time-period. For example, the trial evaluating a hip 
protector to prevent hip fractures was a 2-year 
study.23 However, the incidence rate of hip fracture 
per year was first converted to a rate per 5-year 
period and used to compute a 5-year NNT, i.e. “the 
number needed to treat for five years to prevent one 
hip fracture was 8 persons.” Such extrapolation of 
data from a 2-year study to a 5-year horizon can be 
problematic as the treatment effect can easily 
change over time. Indeed, 8 patients being treated 
for 5 years is not necessarily the same as 40 patients 
treated for 1 year or 20 patients treated for 2 years, 
which is precisely what such extrapolation implies. 
Our hypothetical trial data shows clearly in the 
figure that treatment effects compared to placebo at 
6 months are vastly different than those at 1 year.  

These miscalculations and misinterpretations of 
the NNT are, alas, still very current, even after 25 
years of existence.4,33 A survey of papers published 
in 2009 in four major medical journals found no 

problem with the calculation of the NNT when the 
studies involved simple designs with fixed follow-up 
times, where the simple proportion equals the 
cumulative incidence.34 However, in the studies 
involving varying follow-up times, 60% did not 
compute the NNT correctly.34 

Some issues were not discussed in this paper, 
such as the role of random error in the calculation of 
the NNT. It is of course important to attach a P 
value or a confidence interval to the NNT, so that 
the role of chance and the size of the study are 
reflected in the calculation. Computing the NNT for 
a non-significant treatment effect will result in an 
apparent anomaly in the confidence interval—it will 
include negative values for the NNT, which will 
reflect a range of NNT values where the study treat-
ment is inferior to the comparison treatment.35 
Including confidence intervals becomes useful when 
the NNT is used to compare different studies with 
different power or study size, such as meta-analyses 
and single trials. In addition, it is useful to note that 
variations of the concept of the NNT have been 
proposed. Examples include the number needed to 
harm (NNH) when dealing with an adverse rather 
than beneficial effect of treatment, the number 
remaining to be treated, and the number needed to 
screen.36,37 

In all, as the “number needed to treat” becomes 
increasingly used to evaluate treatments, proper 
calculations are crucial to avoid distorting health 
care economic calculations and public health 
evaluations. The appropriate use of the cumulative 
incidence function over time will avoid important 
biases and provide accurate estimates of this 
appealing measure of treatment impact. 

REFERENCES 

1. Laupacis A, Sackett DL, Roberts RS. An assessment 

of clinically useful measures of the consequences of 

treatment. N Engl J Med 1988;318:1728–33. Full 

Text 

2. McAlister FA. The "number needed to treat" turns 
20—and continues to be used and misused. CMAJ 

2008;179:549–53. Full Text 

3. Weisman SM, Graham DY. Evaluation of the benefits 

and risks of low-dose aspirin in the secondary pre-

vention of cardiovascular and cerebrovascular events. 
Arch Intern Med 2002;162:2197–202. Full Text 

4. Suissa S. Calculation of number needed to treat. N 
Engl J Med 2009;361:424–5. Full Text 

http://dx.doi.org/10.1056/NEJM198806303182605
http://dx.doi.org/10.1056/NEJM198806303182605
http://dx.doi.org/10.1503/cmaj.080484
http://dx.doi.org/10.1001/archinte.162.19.2197
http://dx.doi.org/10.1056/NEJMc0903274


 

Number Needed to Treat 
 

 

Rambam Maimonides Medical Journal 8 July 2015  Volume 6  Issue 3  e0033 
 

5. Collett D. Modelling Survival Data in Medical 

Research. London: Chapman & Hall; 1994. Full Text 

6. Altman DG, Andersen PK. Calculating the number 

needed to treat for trials where the outcome is time to 
an event. Br Med J 1999;319:1492–5. Full Text 

7. Wiebe S, Blume WT, Girvin JP, Eliasziw M. A 

randomized, controlled trial of surgery for temporal-
lobe epilepsy. N Engl J Med 2001;345:311–18. Full 

Text 

8. Kalliomaki M, Salminen S, Arvilommi H, Kero P, 

Koskinen P, Isolauri E. Probiotics in primary 

prevention of atopic disease: a randomised placebo-
controlled trial. Lancet 2001;357:1076–9. Full Text 

9. Meunier PJ, Roux C, Seeman E, et al. The effects of 

strontium ranelate on the risk of vertebral fracture 
in women with postmenopausal osteoporosis. N 

Engl J Med 2004;350:459–68. Full Text 

10. Serruys PW, Morice MC, Kappetein AP, et al. 

Percutaneous coronary intervention versus coronary-
artery bypass grafting for severe coronary artery 

disease. N Engl J Med 2009;360:961–72. Full Text 

11. Glynn RJ, Danielson E, Fonseca FA, et al. A random-
ized trial of rosuvastatin in the prevention of venous 

thromboembolism. N Engl J Med 2009;360:1851–61. 

Full Text 

12. Zinman B, Harris SB, Neuman J, et al. Low-dose 

combination therapy with rosiglitazone and metfor-

min to prevent type 2 diabetes mellitus (CANOE 
trial): a double-blind randomised controlled study. 

Lancet 2010;376:103–11. Full Text 

13. Karner C, Chong J, Poole P. Tiotropium versus 
placebo for chronic obstructive pulmonary disease. 

Cochrane Database Syst Rev 2014;7:CD009285. Full 

Text 

14. Calverley PM, Anderson JA, Celli B, et al. Salmeterol 

and fluticasone propionate and survival in chronic 

obstructive pulmonary disease. N Engl J Med 
2007;356:775–89. Full Text 

15. Suissa S. Number needed to treat: enigmatic results 

for exacerbations in COPD. Eur Respir J 2015;45: 
875–8. Full Text 

16. Gnant M, Mlineritsch B, Schippinger W, et al. Endo-

crine therapy plus zoledronic acid in premenopausal 
breast cancer. N Engl J Med 2009;360:679–91. Full 

Text 

17. Corey L, Wald A, Patel R, et al. Once-daily vala-
cyclovir to reduce the risk of transmission of genital 

herpes. N Engl J Med 2004;350:11–20. Full Text 

18. Beckett NS, Peters R, Fletcher AE, et al. Treatment of 
hypertension in patients 80 years of age or older. N 

Engl J Med 2008;358:1887–98. Full Text 

19. Bucaneve G, Micozzi A, Menichetti F, et al. Levoflox-

acin to prevent bacterial infection in patients with 
cancer and neutropenia. N Engl J Med 2005;353: 

977–87. Full Text 

20. Hill N, Moor G, Cameron MM, et al. Single blind, 
randomised, comparative study of the Bug Buster kit 

and over the counter pediculicide treatments against 

head lice in the United Kingdom. BMJ 2005;331: 
384–7. Full Text 

21. Tu JV, Bowen J, Chiu M, et al. Effectiveness and 
safety of drug-eluting stents in Ontario. N Engl J Med 

2007;357:1393–402. Full Text 

22. Comi G, Martinelli V, Rodegher M, et al. Effect of 
glatiramer acetate on conversion to clinically definite 

multiple sclerosis in patients with clinically isolated 

syndrome (PreCISe study): a randomised, double-
blind, placebo-controlled trial. Lancet 2009;374: 

1503–11. Full Text 

23. Kannus P, Parkkari J, Niemi S, et al. Prevention of 

hip fracture in elderly people with use of a hip 

protector. N Engl J Med 2000;343:1506–13. Full 
Text 

24. Hurlen M, Abdelnoor M, Smith P, Erikssen J, 

Arnesen H. Warfarin, aspirin, or both after myo-
cardial infarction. N Engl J Med 2002;347:969–74. 

Full Text 

25. Hulley S, Furberg C, Barrett-Connor E, et al. 

Noncardiovascular disease outcomes during 6.8 years 

of hormone therapy: Heart and Estrogen/progestin 
Replacement Study follow-up (HERS II). JAMA 

2002;288:58–66. Full Text 

26. Graham DJ, Staffa JA, Shatin D, et al. Incidence of 
hospitalized rhabdomyolysis in patients treated with 

lipid-lowering drugs. JAMA 2004;292:2585–90. Full 

Text 

27. Colhoun HM, Betteridge DJ, Durrington PN, et al. 

Primary prevention of cardiovascular disease with 
atorvastatin in type 2 diabetes in the Collaborative 

Atorvastatin Diabetes Study (CARDS): multicentre 

randomised placebo-controlled trial. Lancet 2004; 
364:685–96. Full Text 

28. Forman JP, Stampfer MJ, Curhan GC. Diet and 

lifestyle risk factors associated with incident hyper-
tension in women. JAMA 2009;302:401–11. Full Text 

29. Suissa S. Number needed to treat in COPD: exacer-
bations versus pneumonias. Thorax 2013;68: 540–3. 

Full Text 

30. Suissa S. Author's response to letter on number 
needed to treat in COPD: exacerbations versus 

pneumonias. Thorax 2013;68:882–3. Full Text 

31. Cates C. Inhaled corticosteroids in COPD: quantifying 

risks and benefits. Thorax 2013;68:499–500. Full 

Text 

http://dx.doi.org/10.1007/978-1-4899-3115-3
http://dx.doi.org/10.1136/bmj.319.7223.1492
http://dx.doi.org/10.1056/NEJM200108023450501
http://dx.doi.org/10.1056/NEJM200108023450501
http://dx.doi.org/10.1016/S0140-6736(00)04259-8
http://dx.doi.org/10.1056/NEJMoa022436
http://dx.doi.org/10.1056/NEJMoa0804626
http://dx.doi.org/10.1056/NEJMoa0900241
http://dx.doi.org/10.1016/S0140-6736(10)60746-5
http://dx.doi.org/10.1002/14651858.cd009285.pub3
http://dx.doi.org/10.1002/14651858.cd009285.pub3
http://dx.doi.org/10.1056/NEJMoa063070
http://dx.doi.org/10.1183/09031936.00216514
http://dx.doi.org/10.1056/NEJMoa0806285
http://dx.doi.org/10.1056/NEJMoa0806285
http://dx.doi.org/10.1056/NEJMoa035144
http://dx.doi.org/10.1056/NEJMoa0801369
http://dx.doi.org/10.1056/NEJMoa044097
http://dx.doi.org/10.1136/bmj.38537.468623.E0
http://dx.doi.org/10.1056/NEJMoa071076
http://dx.doi.org/10.1016/S0140-6736(09)61259-9
http://dx.doi.org/10.1056/NEJM200011233432101
http://dx.doi.org/10.1056/NEJM200011233432101
http://dx.doi.org/10.1056/NEJMoa020496
http://dx.doi.org/10.1001/jama.288.1.58
http://dx.doi.org/10.1001/jama.292.21.2585
http://dx.doi.org/10.1001/jama.292.21.2585
http://dx.doi.org/10.1016/S0140-6736(04)16895-5
http://dx.doi.org/10.1001/jama.2009.1060
http://dx.doi.org/10.1136/thoraxjnl-2012-202709
http://dx.doi.org/10.1136/thoraxjnl-2013-203461
http://dx.doi.org/10.1136/thoraxjnl-2012-202959
http://dx.doi.org/10.1136/thoraxjnl-2012-202959


 

Number Needed to Treat 
 

 

Rambam Maimonides Medical Journal 9 July 2015  Volume 6  Issue 3  e0033 
 

32. Levitan B, Yuan Z, Turpie AG, et al. Benefit-risk 

assessment of rivaroxaban versus enoxaparin for the 
prevention of venous thromboembolism after total 

hip or knee arthroplasty. Vasc Health Risk Manag 

2014;10:157–67. Full Text 

33. Stang A, Poole C, Bender R. Common problems 

related to the use of number needed to treat. J Clin 
Epidemiol 2010;63:820–5. Full Text 

34. Suissa D, Brassard P, Smiechowski B, Suissa S. 

Number needed to treat is incorrect without proper 

time-related considerations. J Clin Epidemiol 2012; 

65:42–6. Full Text 

35. Altman DG. Confidence intervals for the number 

needed to treat. BMJ 1998;317:1309–12. Full Text 

36. Massel D, Cruickshank MK. The number remaining 

at risk: an adjunct to the number needed to treat. Can 

J Cardiol 2002;18:254–8. 

37. Richardson A. Screening and the number needed to 

treat. J Med Screen 2001;8:125–7. Full Text 

http://dx.doi.org/10.2147/VHRM.S54714
http://dx.doi.org/10.1016/j.jclinepi.2009.08.006
http://dx.doi.org/10.1016/j.jclinepi.2011.04.009
http://dx.doi.org/10.1136/bmj.317.7168.1309
http://dx.doi.org/10.1136/jms.8.3.125

