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BACKGROUND
The cardiovascular safety of testosterone-replacement therapy in middle-aged and 
older men with hypogonadism has not been determined.

METHODS
In a multicenter, randomized, double-blind, placebo-controlled, noninferiority trial, 
we enrolled 5246 men 45 to 80 years of age who had preexisting or a high risk of 
cardiovascular disease and who reported symptoms of hypogonadism and had two 
fasting testosterone levels of less than 300 ng per deciliter. Patients were randomly 
assigned to receive daily transdermal 1.62% testosterone gel (dose adjusted to main-
tain testosterone levels between 350 and 750 ng per deciliter) or placebo gel. The 
primary cardiovascular safety end point was the first occurrence of any component 
of a composite of death from cardiovascular causes, nonfatal myocardial infarc-
tion, or nonfatal stroke, assessed in a time-to-event analysis. A secondary cardio-
vascular end point was the first occurrence of any component of the composite of 
death from cardiovascular causes, nonfatal myocardial infarction, nonfatal stroke, 
or coronary revascularization, assessed in a time-to-event analysis. Noninferiority 
required an upper limit of less than 1.5 for the 95% confidence interval of the 
hazard ratio among patients receiving at least one dose of testosterone or placebo.

RESULTS
The mean (±SD) duration of treatment was 21.7±14.1 months, and the mean fol-
low-up was 33.0±12.1 months. A primary cardiovascular end-point event occurred 
in 182 patients (7.0%) in the testosterone group and in 190 patients (7.3%) in the 
placebo group (hazard ratio, 0.96; 95% confidence interval, 0.78 to 1.17; P<0.001 
for noninferiority). Similar findings were observed in sensitivity analyses in which 
data on events were censored at various times after discontinuation of testosterone 
or placebo. The incidence of secondary end-point events or of each of the events 
of the composite primary cardiovascular end point appeared to be similar in the 
two groups. A higher incidence of atrial fibrillation, of acute kidney injury, and of 
pulmonary embolism was observed in the testosterone group.

CONCLUSIONS
In men with hypogonadism and preexisting or a high risk of cardiovascular dis-
ease, testosterone-replacement therapy was noninferior to placebo with respect to 
the incidence of major adverse cardiac events. (Funded by AbbVie and others; 
TRAVERSE ClinicalTrials.gov number, NCT03518034.)
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The cardiovascular effects of tes-
tosterone-replacement therapy in middle-
aged and older men with hypogonadism 

have not been determined. Retrospective cohort 
studies involving men receiving testosterone-
replacement therapy have shown conflicting re-
sults, with some showing increased and others 
decreased cardiovascular risk.1-5 Small randomized 
trials similarly have not shown a consistent as-
sociation of testosterone treatment with cardio-
vascular risk, although none were designed to 
systematically assess cardiovascular outcomes and 
all were inadequately powered and had a short 
duration.6-10

In response to concerns and conflicting data 
regarding the cardiovascular safety of testoster-
one-replacement therapy, the Food and Drug Ad-
ministration (FDA) issued a guidance on March 
3, 2015, that required manufacturers of ap-
proved testosterone products to conduct clinical 
trials to determine whether testosterone-replace-
ment therapy is associated with an increased 
risk of cardiovascular events.11 The Testosterone 
Replacement Therapy for Assessment of Long-
term Vascular Events and Efficacy Response in 
Hypogonadal Men (TRAVERSE) trial was designed 
to determine the effects of testosterone-replace-
ment therapy on the incidence of major adverse 
cardiac events among middle-aged and older men 
with hypogonadism and either preexisting or a 
high risk of cardiovascular disease.

Me thods

Trial Design and Oversight

We conducted this phase 4, randomized, double-
blind, placebo-controlled, noninferiority, event-
driven trial at 316 clinical-trial sites in the 
United States (see the Supplementary Appendix, 
available with the full text of this article at 
NEJM.org). The trial design has been published 
previously.12 The trial was funded by a consortium 
of testosterone manufacturers led by AbbVie and 
was overseen by the Cleveland Clinic Coordinat-
ing Center for Clinical Research (C5Research) with 
support from a contract research organization 
(Labcorp Drug Development). The trial protocol, 
available at NEJM.org, was designed by the execu-
tive committee and sponsor. National and insti-
tutional regulatory and ethical authorities ap-
proved the protocol, and all the patients provided 
written informed consent. An independent data 

and safety monitoring committee reviewed un-
blinded safety data. The clinical database was 
maintained by Labcorp Drug Development and 
transferred to C5Research for independent sta-
tistical analyses.

The first author wrote the first draft of the 
manuscript, which was reviewed and approved by 
all the authors. The sponsor reviewed the manu-
script and provided suggested revisions, but the 
final decision regarding content was reserved for 
the academic authors, with no restrictions on the 
right to publish. The first and last authors vouch 
for the completeness and accuracy of the data and 
for the fidelity of the trial to the protocol and the 
statistical analysis plan.

Trial Population

Men with preexisting cardiovascular disease or 
an elevated cardiovascular risk were eligible if 
they were 45 to 80 years of age; reported one or 
more symptoms of hypogonadism, including de-
creased sexual desire or libido, decreased sponta-
neous erections, fatigue or decreased energy, low 
or depressed mood, loss of axillary or pubic body 
hair or decreased frequency of shaving, or hot 
flashes; and had two fasting serum testosterone 
levels of less than 300 ng per deciliter (10.4 nmol 
per liter) in blood samples obtained between 
5:00 a.m. and 11:00 a.m. and measured at a 
central laboratory with the use of liquid chroma-
tography–tandem mass spectrometry.

Cardiovascular disease was defined as clini-
cal or angiographic evidence of coronary artery 
disease, cerebrovascular disease, or peripheral 
arterial disease. Increased cardiovascular risk was 
defined as the presence of three or more of the 
following risk factors: hypertension, dyslipidemia, 
current smoking, stage 3 chronic kidney disease, 
diabetes, elevated high-sensitivity C-reactive pro-
tein level, age of 65 years or older, or an Agatston 
coronary calcium score that was above the 75th 
percentile for age and race.

Exclusion criteria included congenital or ac-
quired severe hypogonadism (testosterone level, 
<100 ng per deciliter [3.5 nmol per liter]), a history 
of prostate cancer or prostate nodules, an elevated 
screening prostate-specific antigen (PSA) level, 
thrombophilia, and uncontrolled heart failure. 
Patients could not be enrolled within 4 months 
after an acute coronary syndrome, stroke, or 
coronary or peripheral revascularization or with-
in 6 months after treatment with testosterone or 
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androgenic steroids. Detailed eligibility criteria are 
provided in the Supplementary Appendix.

Trial Intervention

Patients were randomly assigned in a 1:1 ratio to 
receive daily transdermal 1.62% testosterone gel 
or matching placebo gel provided in metered-dose 
pumps. Randomization was stratified according 
to the presence or absence of preexisting cardio-
vascular disease. To avoid unblinding, the pa-
tients and trial team remained unaware of the 
post-baseline testosterone levels measured at the 
central laboratory. Dose adjustments to main-
tain testosterone levels between 350 and 750 ng 
per deciliter (12.1 to 26.0 nmol per liter) or to 
respond to a hematocrit greater than 54% were 
managed centrally by an automated algorithm 
(additional details are provided in the Supple-
mentary Appendix). Patients who were randomly 
assigned to placebo underwent sham adjust-
ments to maintain blinding.

Testosterone or placebo was discontinued in 
patients with testosterone levels that exceeded 
750 ng per deciliter or with a hematocrit that 
exceeded 54% even after adjustment to the lowest 
dose, as well as in patients who had a new diag-
nosis of prostate cancer or were deemed to be at 
risk for suicide; otherwise, the assigned inter-
vention was to be continued for the duration of 
the trial. The investigators received specific 
guidelines regarding care or referral to a urologist 
for patients with an elevated PSA level.

End Points

The primary safety end point was the first oc-
currence of any component of major adverse 
cardiac events, a composite of death from cardio-
vascular causes, nonfatal myocardial infarction, 
or nonfatal stroke in a time-to-event analysis. A 
secondary cardiovascular end point was the first 
occurrence of any component of the composite 
of death from cardiovascular causes, nonfatal 
myocardial infarction, nonfatal stroke, or coro-
nary revascularization in a time-to-event analy-
sis. Tertiary end points included death from any 
cause, hospitalization or an urgent visit for heart 
failure, peripheral arterial revascularization, and 
venous thromboembolic events. An independent 
clinical-events committee whose members were 
unaware of the trial-group assignments adjudi-
cated all cardiovascular end points. Definitions 
of the end points are provided in the Supplemen-

tary Appendix. Effects of testosterone therapy on 
noncardiovascular outcomes in this trial are not 
reported in this article (see Table S1 in the Sup-
plementary Appendix).

Statistical Analysis

In this noninferiority trial, we used a Cox pro-
portional-hazards regression model to estimate 
the hazard ratio and its two-sided 95% confidence 
interval for a primary end-point event with tes-
tosterone as compared with placebo, with ad-
justment for preexisting cardiovascular disease. 
The trial was designed to conclude after 256 pri-
mary composite end-point events had occurred. 
This number of events would provide 90% power 
to detect an upper limit of less than 1.5 for the 
95% confidence interval of the hazard ratio 
(one-sided alpha level, 2.5%). Because the statis-
tical analysis plan did not include a provision for 
correcting for multiplicity for tests of secondary 
or other end points, results are reported as point 
estimates and 95% confidence intervals. The 
widths of the confidence intervals have not been 
adjusted for multiplicity, so the intervals should 
not be used to infer definitive treatment effects 
for secondary end points.

The full-analysis population consisted of all 
the patients who had undergone randomization, 
and the safety population consisted of all the 
patients who had undergone randomization and 
had received at least one dose of testosterone or 
placebo. The primary analysis involved the safe-
ty population and was repeated in a supportive 
analysis involving the full-analysis population. 
The principal sensitivity analysis included major 
adverse cardiac events that occurred during the 
period from randomization to 365 days after the 
last dose, with censoring of data on events that 
occurred more than 365 days after the last dose. 
Additional sensitivity and supportive analyses 
based on different event censoring times and a 
restricted mean survival time at 3 years are de-
scribed in the Supplementary Appendix.

Under the assumption of an annual event rate 
for the primary end point of 1.5% in the placebo 
group, with an accrual period of 3.5 years and 
an annualized loss to follow-up rate of 2%, the 
sample size was estimated to be approximately 
5400 patients to observe the required 256 events. 
However, to achieve similar power for the prin-
cipal sensitivity analysis, the required sample size 
was estimated to be approximately 6000 patients, 
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Table 1. Baseline Characteristics of Patients in the Full-Analysis Population.*

Characteristic
Testosterone Group 

(N = 2601)
Placebo Group 

(N = 2603)

Mean age — yr 63.3±7.9 63.3±7.9

Age ≥65 yr — no. (%) 1241 (47.7) 1211 (46.5)

Race or ethnic group — no. (%)†

White 2070 (79.6) 2084 (80.1)

Black 445 (17.1) 432 (16.6)

Other 86 (3.3) 87 (3.3)

Hispanic or Latinx 409 (15.7) 439 (16.9)

Body-mass index‡ 35.0±5.7 34.8±6.0

Median testosterone level (IQR) — ng/deciliter 227 (189–258) 227 (188–258)

Cardiovascular risk category — no. (%)

Preexisting cardiovascular disease 1410 (54.2) 1437 (55.2)

Increased cardiovascular risk 1191 (45.8) 1166 (44.8)

History of coronary artery disease — no. (%) 1158 (44.5) 1160 (44.6)

History of cerebrovascular disease — no. (%) 304 (11.7) 318 (12.2)

History of peripheral arterial disease — no. (%) 158 (6.1) 153 (5.9)

Cardiovascular risk factors — no. (%)

Diabetes, type 1 or type 2 1788 (68.7) 1844 (70.8)

Hypertension 2423 (93.2) 2402 (92.3)

Dyslipidemia 2344 (90.1) 2332 (89.6)

Current smoker 527 (20.3) 534 (20.5)

High-sensitivity C-reactive protein level ≥2 mg/dl 1607 (61.8) 1589 (61.0)

Stage 3 chronic kidney disease 418 (16.1) 393 (15.1)

Elevated coronary calcium score 29 (1.1) 28 (1.1)

Previous testosterone use — no. (%) 5 (0.2) 10 (0.4)

Medication — no. (%)

Lipid-lowering therapy 2185 (84.0) 2180 (83.7)

Aspirin 1571 (60.4) 1550 (59.5)

Phosphodiesterase-5 inhibitor 170 (6.5) 189 (7.3)

Prostate-specific antigen level — ng/ml 0.91±0.65 0.94±0.68

Hematocrit — % 42±4 42±4

Lipid levels — mg/dl

HDL cholesterol 41.9±11.2 41.7±10.9

LDL cholesterol 80.2±34.0 79.3±33.9

Median triglycerides (IQR) 154.6 (108.1–227.6) 157.7 (112.5–226.7)

*	�Plus–minus values are means ±SD. The full-analysis population consisted of all patients who had undergone random-
ization. To convert the values for high-density lipoprotein (HDL) cholesterol and low-density lipoprotein (LDL) choles-
terol to millimoles per liter, multiply by 0.02586. To convert the values for triglycerides to millimoles per liter, multiply 
by 0.01129. To convert the values for serum total testosterone to nanomoles per liter, divide by 28.84. IQR denotes 
interquartile range.

†	�Race and ethnic group were reported by the patients.
‡	�The body-mass index is the weight in kilograms divided by the square of the height in meters.
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on the assumption of a testosterone or placebo 
discontinuation rate of 20% in the first year and 
10% in each subsequent year. To reach the in-
tended event rate for the primary end point, the 
protocol allowed the executive committee and 
sponsor to limit enrollment in the cohort with 
cardiovascular risk factors if that cohort exceeded 
70% of the total enrollment or if the pooled pri-
mary event rate fell below projections. All statis-
tical analyses were performed with the use of 
SAS software, version 9.4.

R esult s

Patients

The first patient was enrolled on May 23, 2018. 
A total of 5246 patients underwent randomiza-
tion, and 20 patients were excluded from the full-
analysis population owing to duplicate enroll-
ment involving a total of 42 patient identification 
numbers (Fig. S1). Of the 5204 patients in the 
full-analysis population, 2601 were assigned to 
receive testosterone and 2603 were assigned to 
receive placebo. The safety population included 
5198 patients who had received at least one dose 
of testosterone or placebo (2596 patients in the 
testosterone group and 2602 in the placebo group).

In April 2019, blinded data from the first 
2669 patients showed a pooled primary event rate 
below the projected rate of 1.5% per year. There-
fore, on May 31, 2019, the executive committee 
and sponsor discontinued enrollment of patients 
who qualified on the basis of cardiovascular risk 
factors and thereafter enrolled only those with 
preexisting cardiovascular disease. Subsequent-
ly, on the basis of blinded assessments of pooled 
accrual rates of major adverse cardiac events, 
enrollment was terminated on February 1, 2022, 
and end-of-trial visits began after May 31, 2022. 
At the completion of follow-up, 372 adjudicated 
primary end-point events had occurred, and 306 
primary end-point events qualified for the prin-
cipal sensitivity analysis.

Baseline characteristics are summarized in 
Table  1. The trial included 2847 patients with 
preexisting cardiovascular disease and 2357 pa-
tients at elevated cardiovascular risk. The baseline 
median serum testosterone level was 227 ng per 
deciliter; interquartile range, 188 to 258 (7.8 nmol 
per liter; interquartile range, 6.5 to 8.9) in the 
combined trial groups. The demographic charac-

teristics were representative of the population of 
middle-aged and older men with hypogonadism 
and a high risk of cardiovascular events (Table S2).

The mean (±SD) durations of treatment and 
follow-up, respectively, were 21.8±14.2 and 33.1± 
12.0 months in the testosterone group and 
21.6±14.0 and 32.9±12.1 months in the placebo 
group. A total of 61.4% of the patients in the 
testosterone group discontinued testosterone, 
and 61.7% of the patients in the placebo group 

Figure 1. Median Serum Testosterone Levels and Changes in Serum  
Testosterone Levels over Time.

Shown are median serum testosterone levels (Panel A) and changes from base-
line in serum testosterone levels over time since randomization (Panel B). 
Blood samples were collected 24 hours (±2 hours) after the patient received 
a dose of testosterone or placebo, preferably in the morning. Vertical bars 
represent interquartile ranges. To convert serum total testosterone levels 
to nanomoles per liter, divide by 28.84.
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discontinued placebo (Fig. S2); patients received 
the assigned regimen for 67.5% and 67.3% of the 
potential treatment time in the testosterone and 
placebo groups, respectively. A total of 1082 pa-
tients (20.8%) withdrew from the trial before 

end-of-trial visits began, and an additional 947 
patients (18.2%) did not attend their end-of-trial 
visit after that date. Withdrawal rates were simi-
lar in the two trial groups, and outcome data 
were available for 82.7% of the possible follow-
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up time (observed person-time divided by total 
person-time, on the assumption of no withdraw-
als)13 in the testosterone group and 81.7% of the 
possible follow-up time in the placebo group.

Trial End Points

The mean (±SD) daily dose of testosterone was 
65±22 mg. Serum testosterone levels that were 
measured approximately 24 hours after the pa-
tient had received a dose of testosterone or pla-
cebo over the course of the trial are shown in 
Figure 1 and Table S3. At 12 months, the median 
increase from baseline in serum testosterone lev-
els was 148 ng per deciliter; interquartile range, 
34 to 312 (5.1 nmol per liter; interquartile range, 
1.2 to 10.8) in the testosterone group, as com-
pared with a median increase of 14 ng per deci-
liter; interquartile range, −21 to 56 (0.5 nmol per 
liter; interquartile range, −0.7 to 1.9) in the pla-
cebo group. Estradiol levels are summarized in 
Table S4.

A primary safety end-point event (the first ad-

judicated major adverse cardiac event) occurred in 
182 patients (7.0%) in the testosterone group 
and in 190 patients (7.3%) in the placebo group 
(hazard ratio, 0.96; 95% confidence interval [CI], 
0.78 to 1.17; P<0.001 for noninferiority) (Fig. 2A 
and Table 2). In the principal sensitivity analysis 
(with censoring of data on events that occurred 
>365 days after the last dose), a primary safety 
end-point event occurred in 154 patients (5.9%) 
in the testosterone group and in 152 patients 
(5.8%) in the placebo group (hazard ratio, 1.02; 
95% CI, 0.81 to 1.27; P<0.001 for noninferiority) 
(Fig. 2B). Similar findings were observed in sen-
sitivity analyses in which data on events were 
censored more than 30 days after the last dose 
or after interruption of testosterone or placebo, 
in the confirmatory analysis involving the full-
analysis population, and among prespecified 
subgroups; analysis of the restricted mean sur-
vival time at 3 years met the criteria for nonin-
feriority (Figs. S3 and S4 and Table S5).

No apparent clinically meaningful differenc-
es in the incidence of secondary cardiovascular 
end-point events were observed between the trial 
groups (Table 2 and Fig. 2C through 2F). A higher 
incidence of pulmonary embolism, a component 
of the adjudicated tertiary end point of venous 
thromboembolic events (Table 2), occurred in the 
testosterone group than in the placebo group 
(0.9% vs. 0.5%).

Adverse Events

Prostate cancer occurred in 12 patients (0.5%) in 
the testosterone group and in 11 patients (0.4%) 
in the placebo group (P = 0.87); these cases were 
adjudicated as high-grade prostate cancer (Glea-
son score, 4+3 or higher, indicating an interme-
diate or higher risk of progression) in 5 patients 
and 3 patients, respectively (P = 0.51). The increase 
in PSA levels from baseline was greater in pa-
tients in the testosterone group than in those in 
the placebo group (0.20±0.61 ng per milliliter vs. 
0.08±0.90 ng per milliliter, respectively; P<0.001). 
The change in mean systolic blood pressure from 
baseline through 6 months was 0.3 mm Hg 
(95% CI, −0.3 to 0.9) in the testosterone group 
and −1.5 mm Hg (95% CI, −2.0 to −0.9) in the 
placebo group (P<0.001) (Table S6). Investiga-
tor-reported adverse events are summarized in 
Table 3. Nonfatal arrhythmias warranting inter-
vention occurred in 134 patients (5.2%) in the 
testosterone group and in 87 patients (3.3%) in 
the placebo group (P = 0.001); atrial fibrillation 

Figure 2 (facing page). Time-to-Event Analysis for the 
Primary and Secondary Cardiovascular Safety End Points.

Panel A shows the cumulative incidence of the primary 
cardiovascular composite safety end point, which was 
defined as death from cardiovascular causes, nonfatal 
myocardial infarction, or nonfatal stroke. Panel B 
shows the cumulative incidence of the primary cardio-
vascular composite safety end point in the primary 
sensitivity analysis population in which data on end-
point events that occurred more than 365 days after 
discontinuation of testosterone or placebo were cen-
sored. Panel C shows the cumulative incidence of the 
secondary cardiovascular composite safety end point 
of death from cardiovascular causes, nonfatal myocar-
dial infarction, nonfatal stroke, or coronary revascular-
ization; Panel D, the cumulative incidence of death due 
to cardiovascular causes; Panel E, the cumulative inci-
dence of nonfatal myocardial infarction; and Panel F, 
the cumulative incidence of nonfatal stroke. The defini-
tions of all end points are provided in the Supplemen-
tary Appendix. In each case, the cumulative incidence 
was estimated with the Kaplan–Meier method, and the 
hazard ratio was calculated with the Cox proportional-
hazards regression model with adjustment for pre
existing cardiovascular disease (yes or no) as a covariate. 
Because the statistical analysis plan did not include a 
provision for correcting for multiplicity when conduct-
ing tests for secondary or other end points, results are 
reported as point estimates and 95% confidence inter-
vals. The widths of the confidence intervals have not 
been adjusted for multiplicity, so the intervals should 
not be used to infer definitive treatment effects for 
secondary end points. The insets show the same data 
on an enlarged y axis.
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occurred in 91 patients (3.5%) and 63 patients 
(2.4%), respectively (P = 0.02), and acute kidney 
injury occurred in 60 patients (2.3%) and 40 pa-
tients (1.5%), respectively (P = 0.04).

Discussion

We conducted this randomized, placebo-controlled 
trial to address uncertainty as to whether testos-
terone-replacement therapy in middle-aged and 
older men with hypogonadism increases the risk 

of cardiovascular events. We included men with 
established cardiovascular disease or multiple 
cardiac risk factors who would be most vulner-
able to an increased risk of adverse cardiovascu-
lar outcomes. Among 5198 patients who received 
testosterone or placebo for a mean duration of 
22 months, testosterone-replacement therapy was 
noninferior to placebo with respect to the inci-
dence of major adverse cardiac events. The haz-
ard ratio for a primary end-point event was 0.96 
(95% CI, 0.78 to 1.17), a noninferiority finding 

Table 2. Adjudicated Cardiovascular End Points in the Safety Population.*

End Point
Testosterone Group 

(N = 2596)
Placebo Group 

(N = 2602)
Hazard Ratio 

(95% CI)†

number of patients (percent)

Primary cardiovascular composite end point: major 
adverse cardiac events‡

182 (7.0) 190 (7.3) 0.96 (0.78–1.17)

Secondary cardiovascular composite end point§ 269 (10.4) 264 (10.1) 1.02 (0.86–1.21)

Components of primary and secondary composite 
end points

Death from cardiovascular causes 87 (3.4) 103 (4.0) 0.84 (0.63–1.12)

Nonfatal myocardial infarction 68 (2.6) 62 (2.4) 1.10 (0.78–1.56)

Nonfatal stroke 36 (1.4) 38 (1.5) 0.94 (0.60–1.49)

Coronary revascularization 144 (5.5) 121 (4.6) 1.20 (0.95–1.53)

Tertiary end points

Death from any cause 144 (5.5) 148 (5.7) 0.98 (0.78–1.23)

Hospitalization or urgent visit for heart failure 55 (2.1) 50 (1.9) 1.11 (0.76–1.62)

Peripheral arterial revascularization 30 (1.2) 33 (1.3) 0.92 (0.56–1.51)

Venous thromboembolic events¶ 44 (1.7) 30 (1.2) 1.46 (0.92–2.32)

Components of venous thromboembolic events‖

Pulmonary embolism 24 (0.9) 12 (0.5) —

Deep venous thrombosis 16 (0.6) 13 (0.5) —

Other peripheral venous thrombosis 11 (0.4) 12 (0.5) —

*	�The safety population consisted of all patients who had undergone randomization and received at least one dose of 
testosterone or placebo.

†	�The analysis plan did not include a provision for correcting for multiplicity when conducting tests for secondary or oth-
er end points, so results are reported as point estimates and 95% confidence intervals. The widths of the confidence 
intervals have not been adjusted for multiplicity, so the intervals should not be used to infer definitive treatment effects 
for secondary end points.

‡	�The composite end point of major adverse cardiac events in the primary analysis was the first occurrence of death from 
cardiovascular causes, nonfatal myocardial infarction, or nonfatal stroke. P<0.001 for the noninferiority of testosterone 
to placebo with regard to this end point.

§	� The secondary composite cardiovascular end point was the first occurrence of the components of the primary end 
point (major adverse cardiac events) plus coronary revascularization procedures (percutaneous coronary intervention 
or coronary-artery bypass graft surgery).

¶	�Venous thromboembolic events include pulmonary embolism, deep venous thrombosis, and other peripheral venous 
thrombosis. Other peripheral venous thrombosis must have been confirmed by imaging and included thrombosis 
in the calf, portal, subclavian, or mesenteric veins. Superficial thrombophlebitis alone was not considered a venous 
thromboembolic event.

‖	�There was no prespecified plan to calculate hazard ratios for the individual components of venous thromboembolic 
events.
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that was confirmed in sensitivity analyses with 
adjustment for the influence of interruptions or 
discontinuations of testosterone or placebo.

The FDA initiated a review of the cardiovas-
cular safety of testosterone products in 2010 
after a small placebo-controlled trial was prema-
turely discontinued because of an increased inci-
dence of cardiovascular events among patients 
who received testosterone therapy.14 However, 
subsequent meta-analyses showed variable results 
and most, including a recent patient-level meta-
analysis,15 did not confirm these findings. Car-
diac events in those trials were not uniformly 
adjudicated, definitions were broad and incon-
sistent, and the trials were not adequately pow-
ered for cardiovascular outcomes. Retrospective 
observational studies, which were limited by po-
tential confounding and selection bias, also showed 
conflicting findings,1-5 although one analysis from 
a large health care database suggested that an age 

of 65 years or older or preexisting cardiovascular 
disease might be important modifiers of in-
creased risk with testosterone-replacement ther-
apy.2 Nearly half the patients enrolled in the 
current trial were 65 years of age or older, and 
more than half had preexisting cardiovascular 
disease. The 372 adjudicated primary end-point 
events that occurred in this trial were greater in 
number than those in all previous randomized 
trials of testosterone combined.

The incidence of pulmonary embolism was 
higher with testosterone than with placebo. Al-
though most reported cases of thrombosis as-
sociated with testosterone therapy have been in 
men with underlying thrombophilia,16 a meta-
analysis of randomized trials did not show an 
association between venous thromboembolic 
events and testosterone use in wider populations.15 
Our findings support current guidelines that 
testosterone should be used with caution in men 

Table 3. Investigator-Reported Adverse Events.*

Event
Testosterone Group 

(N = 2596)
Placebo Group 

(N = 2602) P Value†

number of patients (percent)

Any adverse event 1187 (45.7) 1164 (44.7) 0.47

Serious adverse event 721 (27.8) 697 (26.8) 0.42

Adverse event leading to discontinuation of testosterone 
or placebo

244 (9.4) 226 (8.7) 0.37

Prespecified adverse events of special interest 196 (7.6) 167 (6.4) 0.11

Hospitalization for unstable angina 44 (1.7) 60 (2.3) 0.12

Nonfatal arrhythmia warranting intervention 134 (5.2) 87 (3.3) 0.001

Cardiovascular disease causing syncope 27 (1.0) 32 (1.2) 0.52

Transient ischemic attack 15 (0.6) 17 (0.7) 0.73

Other adverse events

Diabetes mellitus 189 (7.3) 213 (8.2) 0.22

Coronavirus disease 2019 121 (4.7) 117 (4.5) 0.78

Atrial fibrillation 91 (3.5) 63 (2.4) 0.02

Pneumonia 64 (2.5) 56 (2.2) 0.45

Acute kidney injury 60 (2.3) 40 (1.5) 0.04

Benign prostatic hyperplasia 45 (1.7) 46 (1.8) 0.92

Acute respiratory failure 52 (2.0) 37 (1.4) 0.11

Urinary retention 50 (1.9) 34 (1.3) 0.08

Cellulitis 35 (1.3) 46 (1.8) 0.22

Congestive cardiac failure 34 (1.3) 41 (1.6) 0.42

*	�The safety population consisted of all patients who had undergone randomization and received at least one dose of 
testosterone or placebo. Events are classified according to preferred terms in the Medical Dictionary for Regulatory 
Activities, version 25.0.

†	�P values were calculated with the use of a chi-square test.
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who have had previous thromboembolic events.17 
There were more cases of nonfatal arrhythmias 
warranting intervention, atrial fibrillation, and 
acute kidney injury among patients who received 
testosterone than among those who received 
placebo; these adverse events were not expected. 
A cohort study suggested that normalization of 
low testosterone levels by testosterone-replace-
ment therapy was associated with a decrease in 
the incidence of atrial fibrillation.18 In the cur-
rent trial, the small increase in blood pressure 
observed in the testosterone group was similar 
to that reported previously with other testoster-
one formulations.19

Our trial design specified that noninferiority 
testing for cardiovascular safety be performed in 
the population of all patients who had under-
gone randomization and who had received at 
least one dose of testosterone or placebo. This 
modified intention-to-treat analysis preserves the 
integrity of randomization but may attenuate 
differences between trial groups and bias to-
ward noninferiority when patients are not adher-
ent to or discontinue their assigned testosterone 
or placebo. We therefore planned three on-treat-
ment sensitivity analyses and specified that the 
trial would not conclude until accrual of at least 
256 primary end-point events that met the crite-
ria for the principal sensitivity analysis. By con-
sidering only those end-point events that oc-
curred while patients were receiving testosterone 
or placebo or within a time frame of physiologic 
effect after discontinuation of testosterone or 
placebo, on-treatment analyses can strengthen 
safety signals by providing more specific account-
ing of outcomes related to testosterone therapy. 
These sensitivity analyses provided support for 
the noninferiority conclusions.

The incidence of adherence and of retention 
was lower in this trial than in most cardiovascu-
lar outcome studies. Similar levels of adherence 
and retention have been reported in other trials 
of testosterone20,21 as well as other therapies for 
symptomatic conditions such as menopause,22,23 

obesity,24,25 and chronic pain.26 These findings 
reflect the challenge of retaining patients who 
have persistent symptoms and choose to switch 
medications or discontinue trial participation. 
The consistency of the results derived from the 
intention-to-treat and on-treatment sensitivity 
analyses suggests that the noninferiority conclu-
sions were unlikely to have been influenced by 
nonadherence. The effect of nonretention, how-
ever, is more difficult to quantify, and the pos-
sibility of bias due to informative censoring 
cannot be ruled out despite a similar incidence 
of nonretention in the two trial groups. It is 
somewhat reassuring that of the patients who 
discontinued trial participation, nearly half did 
so after end-of-trial visits began, and outcome 
data were available for more than 80% of the 
potential person-time follow-up.

Controlled trials have shown that the use of 
testosterone in older men improves sexual func-
tion,27-29 increases volumetric and areal bone min-
eral density,30 corrects unexplained anemia,31,32 
and moderately reduces depressive symptoms.33 
However, because testosterone deficiency is not 
a life-threatening condition, uncertainty about 
cardiovascular outcomes has weighed on treat-
ment decisions by clinicians and patients.17 Our 
findings regarding the cardiovascular safety of 
testosterone may facilitate a more informed con-
sideration of the potential benefits and risks of 
testosterone therapy among middle-aged and 
older men with hypogonadism.

Among men with hypogonadism and estab-
lished cardiovascular disease or multiple risk fac-
tors for incident cardiac events, testosterone-
replacement therapy was noninferior to placebo 
with respect to the occurrence of major adverse 
cardiac events during a mean 22-month follow-up, 
and the overall incidence of adverse events was low.
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