A RAndomizeD Intervention for
CArdiovascular and Lifestyle Risk Factors
in Prostate Cancer Patients

RADICAL PC2

Darryl P. Leong, MBBS, MPH, M.Biostat, PhD
Population Health Research Institute

McMaster University and Hamilton Health Sciences
On behalf of the RADICAL PC2 Investigators

30 August 2026

ESC CONGRESS
2026 MUNICH



Background

* In US patients with non-metastatic prostate cancer,
cardiovascular disease accounts 23% of deaths (prostate
cancer accounted for 17% of deaths)

 Cardiovascular risk factor control suboptimal in majority of
patients with prostate cancer

* Diagnosis & treatment of prostate cancer may represent a
“teachable moment”

Weiner et al. Cancer 2021; 127(16): 2895
Sun, et al. JAMA Netw Open 2021; 4(2):e210070
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Objectives

1.To determine whether routine referral of patients with
prostate cancer to a cardiologist/internist - to implement a
systematic cardiovascular risk factor strategy - would
improve risk factor control and reduce adverse CV outcomes

compared with usual care

2.To identify easily recognizable clinical subgroups that might
benefit most from this intervention
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Methods

Pragmatic randomized, controlled clinical trial

Inclusion Criteria

At least one of:

* Prostate cancer diagnosed within 12 months

* First treated with androgen deprivation therapy within 6 months

* Plan to receive androgen deprivation therapy for the first time within next 1 month

Exclusion Criteria

Any of:

* Age <45 years

e Consulting cardiologist annually

* On statin with systolic blood pressure £130mmHg
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Intervention

Control group Intervention group

* Could be referred to cardiologist * Referred to cardiologist or internist
or internist by usual physicians if * Statin irrespective of cholesterol
clinically indicated levels & guideline recommendations

* Otherwise managed according to e Target systolic blood pressure
usual standard-of-care <130mmHg with blood pressure-

lowering medications as needed

* Diet and exercise guidance including
printed materials

e Support to quit smoking using
locally available resources
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Outcomes

1. First primary: hierarchical composite of cardiovascular
death, MlI, stroke, heart failure, suboptimal cholesterol
(>4mmol/L) and suboptimal blood pressure (SBP
>130mmHg) by win ratio

2. Second primary: time-to-cardiovascular death, Ml, stroke
and heart failure by competing risks analysis

3. Exploratory: each component of the first primary outcome
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Results

55 sites
8 countries
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4561 Patients assessed for eligibility

2060 Excluded

1267 Did not meet inclusion
criteria

793 Refused to participate

(2501 Randomized )

1243 Randomized to intervention
1237 Received intervention
as randomized
6 Patients from 1 site did
not receive intervention
as randomized owing to

1258 Randomized to control
1253 Received control as
randomized
5 Patients from 1 site did
not receive intervention
as randomized owing to

unreliable data unreliable data
|
4

3 Lost to follow-up
v v

1237 Included in analysis

1250 Included in analysis




Baseline Characteristics

Characteristic Control Group Intervention Group
N=1250 N=1237

MeanzSD age, years 6818 6818
Race/Ethnicity
Black 79 (6%) 97 (8%)
Latino 79 (6%) 64 (5%)
White 1034 (83%) 1028 (83%)
Other 53 (4%) 45 (4%)
Employed 456 (36%) 480 (39%)
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Baseline Characteristics

Characteristic Control Group Intervention Group
N=1250 N=1237

Prostate cancer characteristics

NCCN low risk 104 (8%) 82 (7%)
NCCN intermediate risk 455 (37%) 500 (41%)
NCCN high risk 504 (40%) 499 (40%)
Metastases 184 (15%) 153 (12%)
Prostate cancer treatment
Prostatectomy 326 (26%) 343 (28%)
Prostate radiotherapy 338 (27%) 349 (29%)
Observation 138 (11%) 111 (9%)
ADT
GnRH agonist 345 (28%) 332 (27%)
GnRH antagonist 54 (4%) 49 (4%)

Eou vunuress ®
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Baseline Cardiovascular Risk Factors

Characteristic Control Group Intervention Group
N=1250 N=1237

Tobacco
Never 571 (46%) 549 (44%)
Former 530 (42%) 565 (46%)
Current 146 (12%) 119 (10%)
Medical history
Coronary artery disease 56 (4%) 57 (5%)
Stroke 33 (3%) 25 (2%)
Peripheral arterial disease 17 (1%) 15 (1%)
Heart failure 16 (1%) 15 (1%)
Diabetes 172 (14%) 187 (15%)
Hypertension 501 (40%) 536 (43%)
ESC CONGRESS
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Adoption of Interventions — median f/u 5.8 years

Component Overall Baseline | Control Group Intervention Group
Closeout Closeout

Consulted cardiologist/ 21% 90%
internist

Median (IQR) number of - 3 (1-6) 4 (3-6)
cardiologist/internist visits

Statin 30% 40% 63%
BP-lowering medication 45% 49% 56%
Antiplatelet medication 16% 14% 19%
Anticoagulant 3% 7% 7%
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Win ratio at median 5.8 years

Among control-intervention pairs that are not tied at the end of follow-up:

Wins in intervention group

Win ratio = —
Wins in control group

Hierarchical Number of events Component-specific
component win ratio

Overall 1.60 (1.42-1.81) Intervention
Cardiovascular death 73 (2.9%) 0.75 Control
Myocardial infarction 55 (2.2%) 1.80 Intervention
Stroke 47 (1.9%) 1.07 Neutral
Heart failure 30 (1.2%) 0.57 Control
Cholesterol >4mmol/L 2.24 Intervention

SBP >130mmHg 0.99 Neutral



CV Death, MI, Stroke and Heart Failure
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ESC CONGRESS Intervention 1237 1154 1011 855 706 642 608 496 347 125
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Total cholesterol, mg/dL
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Systolic BP
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Cumulative incidence (%)

No. at Risk
Intervention
Control

20

15

CV Death, M, Stroke and Heart Failure

No Diabetes

— Intervention
-=- Control

sHR (95% Cl) 1.25 (0.88-1.78)

1048 981
1076 1016

1 2 3 4 5 6 7 8 9

Years of Follow-up

862 737 617 562 531 432 303 112
890 747 612 562 521 441 301 116

Cumulative incidence (%)

No. at Risk
Intervention
Control

20

15

Diabetes

| —— Intervention

+=-  Control

sHR (95% Cl) 0.53 (0.24-1.15)

187
172

1 2 3 4 5 6 7 8 9

Years of Follow-up

172 148 117 88 79 76 63 43 13
159 131 103 79 70 62 47 34 12



CV Death, M, Stroke and Heart Failure

BP <130/80mmHg
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Intervention
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P >130/80mmHg
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sHR (95% Cl) 0.86 (0.61-1.21)
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Conclusions

Routine referral of patients with prostate cancer to a cardiovascular
specialist:

1.Improves outcomes primarily through achieving better cholesterol control
2.Has not been shown to decrease CV death, MI, stroke and heart failure
3.May be of greater benefit in those with

* Hypertension, SBP 2130mmHg or DBP 280mmHg

* Diabetes

* Total cholesterol >4mmol/L
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ABSTRACT

BA RADICAL PC-2 for CArdiovascular and Lifestyle Risk Factors in Prostate
Cancer Patients) was a pragmatic randomized controlled trial that tested whether routine referral to a cardiologist or an
internist for cardiovascular (CV) risk-factor and lifestyle modification improves outcomes in patients with prostate
cancer of receiving androgen-dep therapy. The group had more favorable outcomes overall, driven

by improved cholesterol control, with no differences in rates of CV death, myocardial infarction (MI), stroke, or heart
failure (HF).

OBJECTIVES The authors aim to identify patient subgroups more likely to benefit from routine CV care referral.

METHODS Prespecified subgroup analyses were used to assess whether patients at higher CV risk derived greater
benefit from specialist referral, with treatment-effect heterogeneity assessed using interaction tests. The first primary
outcome was a hierarchical composite of CV death, MI, stroke, HF, suboptimal cholesterol, and systolic blood pressure
(SBP) control, evaluated using the win ratio. The second primary outcome was time to CV death, M, stroke, or HF.

RESULTS Among 2487 participants, treatment effect differed by baseline total cholesterol =4 mmol/L vs >4 mmol/L
(interaction P = 0.016), with respective win ratios of 121 (95% Cl: 0.89-1.64) and 1.75 (95% Cl: 1.51-2.03), and by
baseline BP status (SBP =130 mm Hg or diastolic BP =80 mm Hg vs BP <130/80 mm Hg; interaction P = 0.003), with
respective subdistribution HRs (sHRs) for CV death, MI, stroke, or HF of 0.86 (95% Cl: 0.61-1.21) and 4.85 (95% Cl:
1.65-14.26). The interaction for diabetes did not reach statistical significance (interaction P = 0.054) although the
intervention effect estimates suggested a potential difference by diabetes status, with sHRs of 0.53 (95% Cl: 0.24-1.15)
among participants with diabetes and 1.25 (95% Cl: 0.88-1.78) among participants without diabetes. The win ratio was
higher among participants with total cholesterol >4 mmol/L, and sHRs were numerically lower among those with
SBP =130 mm Hg o diastolic BP =80 mm Hg and diabetes.

CONCLUSIONS Uncontrolled modifiable CV risk factors may identify patients with prostate cancer who are more
likely to benefit from routine CV care referral. (JACC CardioOncol. 2026;m:m-m) © 2026 The Authors. Published by
Elsevier on behalf of the American College of Cardiology Foundation. This is an open access article under the CC BY
license (hiy tivecor 4.0)).
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