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SIDE EFFECTS OF ADT



Side Effects
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CARDIOVASCULAR DISEASE AND ADT



The Issue

e Men with Prostate Cancer have a reasonable
cancer prognosis

* Short and long term consequences of therapy
are important because they may affect men
more than the cancer



—I Prostate cancer and cardiovascular disease
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WHAT DOES THE EVIDENCE SHOW?



Observational Evidence

* Journal of Clinical Oncology, Keating et al. 2006
— Observational study SEER database, n=73196

— GnRH agonists associated with increased diabetes, myocardial
infarction and sudden cardiac death

— Orchiectomy (6% of population) associated with diabetes but
not cardiovascular events
 World Journal of Urology, Davey et al. 2020
— Observational study UK GP database, n=9081

— GnRH antagonists lower risk cardiac events compared to GnRH
agonist.

— Those receiving Degarelix switched more often (33.7%) than
those initiating agonist (6.7-18.6%)

— However — n= 101/ 9081 on Degarelix



Meta-analysis of observational data
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Quantifying Observational Evidence for Risk of Fatal and Nonfatal
Cardiovascular Disease Following Androgen Deprivation Therapy
for Prostate Cancer: A Meta-analysis
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Meta-analysis of observational data

8 publications included — largely registry data >300,000 patients

Increased risk of any non fatal CVD
compared to men not treated with

ADT
GNRH agonists 38%
Orchiectomy 44%
Anti-androgen 21%

GnRH agonists association with non fatal = 57%
GnRH agonists association with fatal Ml/stroke — 51%

European Urology 2015



Meta-analysis of randomised clinical trials

Review

December 7, 2011

Association of Androgen Deprivation Therapy With
Cardiovascular Death in Patients With Prostate
Cancer

A Meta-analysis of Randomized Trials

Paul L. Nguyen, MD; Youjin Je, M5; Fabio A. B. Schutz, MD; et al

JAMA 2011



Meta-analysis of randomised clinical trials

8 randomised trials, >4000 men
 Men with unfavourable risk prostate cancer
 ADT was not associated with fatal CVD

* ADT was associated with lower PCSM
 ADT was associated with lower all cause mortality

JAMA 2011



Meta-analysis of randomised clinical trials
Gonadotrophin Agonists v Antagonists

ALK European Urology w0y
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European Urology 2014



Meta-analysis of randomised clinical trials
Gonadotrophin Agonists v Antagonists

6 randomised (Ferring) trials, >2000 men

 Men were excluded if they had a abnormal QT / risk
factors for heart failure

 Men were subcategorised to 3-7months of treatment
versus 12 months of treatment

* Death from cardiac event or death from any cause

GnRH antagonists associated with a lower CVD event rate
in men with pre-existing CVD comorbidities compared to
GNRH agonists (absolute reduction 8.2%)

European Urology 2014



Oral Relugolix (LHRH antagonist) for
Advanced Pca (HERO trial)

Event Relugolix (N=622) Leuprolide (N=308)
Any Grade Grade 3 or 4 Any Grade Grade 3 or 4
Any adverse event — no. (%) 578 (92.9) 112 (18.0) 288 (93.5) 63 (20.5)
Serious adverse event — no. (%) 76 (12.2) 61 (9.8) 47 (15.3) 35 (11.4)
Wno, (%) 7 (L.1) — 9(29) |
MACE — no. (%) 18 (2.9) 8 (1.3) 19 (6.2) 4 (1.3)
Without a history of MACE — no./total no. (%) 15/538 (2.8) — 11/263 (4.2) —
WACE— no./total no. (%) 3/84 (3.6) — 8/45 (17.8) ——

Adverse events that occurred in >10% of patrermts
in either group — no. (%)

Hot flash 338 (54.3) 4 (0.6) 159 (51.6) 0
Fatigue 134 (21.5) 2 (0.3) 57 (18.5) 0
Constipation 76 (12.2) 0 30 (9.7) 0
Diarrhea 76 (12.2) 0 21 (6 8) 0
Arthralgia 75 (12.1) 2 (0.3) & (9.1) 0
Hypertension 49 (7.9) 10 (1.6) 36 (11.7) 2 (0.6)




Challenges in interpreting the literature

* Heterogenous populations
* Real life v trial enrolled patients

* Different primary end points in RCTs



My Opinion
Firstly do no harm + counsel patients
Ensure that ADT is used appropriately

In men with increased cardiovascular risk at initiation
of ADT: responsibility to consider the risks

Clear evidence that ADT increases fat mass and
decreases insulin sensitivity. Encourage men to adopt
healthier lifestyle



Guidelines

* EAU 2021 acknowledges cardiac morbidity
but makes no recommendations

e NICE — no real comment

 AUA and AHA and ACS - high risk patients
merit close follow up (Hypertension,
Hyperlipidaemia, Diabetes, Smoking)



Bone Health



Bone Health and ADT

The prevalence of osteoporosis was high in

hormone-naive patients with prostate cancer (35.4%), and
increased with duration of ADT:*

e 42 9% after 2 years of ADT
e 59 5% after 6 years of ADT
¢ 30.6% after 10 or more years of ADT

ADT increased the incidence of fractures in elderly men with
both non-metastatic and metastatic prostate cancer



PCa patients are at increased risk of osteoporosis and
frailty fractures due to ADT
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Bone Health and ARTA’s

* The benefits of androgen receptor targeted agents include
preventing or delaying skeletal-related events’*®

¢ But small increases in risk of non-pathological fractures
have been shown’1#
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Improving Bone Mineral Density

In patients with non-metastatic prostate cancer:

* Denosumab was associated with improvement in BMD and
a reduction in osteoporotic fractures™

* Zoledronic acid increased BMD during ADT*

* Calcium/vitamin D supplementation is associated with
increased BMD=

Consider assessing fracture risk in people with
prostate cancer who are having ADT, in line
with the NICE guideline on

osteoporosis: assessing the risk of fragility
fracture



Lifestyle Factors and Bone Health

Osteoporosis in Men: An Endocrine Society Clinical Practice Guideline®™

» “We suggest that men at risk of osteaporosis participate in weight-bearing activities for 30-40 min per session, three to four
sessions per week”

* “We suggest that men at risk of osteoporosis who consume three or more units of alcohol per day reduce their alcohol intake”
+ “We recommend that men at risk of osteoporosis who smoke cease smoking”
Regular sports activities can reduce the risk of fractures in older men®



What is Vigorous Activity?

* Physical activity score: MET (metabolic equivalent)-
hours per week

¢ 1 MET-hour is the metabolic equivalent to sitting at
rest for 1 hr

* Validated compendium of physical activities

* >6 METs is vigorous: running >5mph, cycling,

shovelling, playing football, carrying a heavy load,
playing tennis (singles, not doubles)



Brisk Walking Reduces Risk of Cancer
Progression

CaPSURE study: 1455 men with localized

prostate cancer

» Walking briskly (=3 mph) for >3hr/week reduced the
risk of prostate cancer progression compared with
walking <3 mph for <3hr/week



Vigorous Activity Reduces Mortality in
Cancer Survivors

¢ Walking 290 mins at a normal to a very brisk pace
reduced the risk of all-cause mortality compared with
<90 mins at an easy pace

* Vigorous activity =23 hr/week reduced prostate cancer
death compared with <1 hr/week vigorous activity



Key recommendations

Be active

at least

moderate intensity = vigorous intensity
per week O 0, per week
increased breathing 2, breathing fast

able to talk & difficulty talking
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Carry heavy
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®
Bowls
) Tai Chi

® For older adults, to reduce the
chance of frailty and falls

Improve balance

Dance 2 days a week

Yoga x

GOV.UK. UK Chief Medical Officers’ Physical Activity Guidelines. September 2019.



