
The Royal Marsden

Anti-resorptive therapy to reduce SRE risk 
in men with bone-metastatic CRPC: Only 
for very select men with CRPC and bone 
metastases 

Chris Parker

1



The Royal Marsden

Disclosures

AAA, Bayer, Janssen



The Royal Marsden

Saad et al. JNCI (2002) Vol 94: 1458-1468

Anti-resorptive therapy to reduce SRE risk in men with 
bone-metastatic CRPC: evidence base in 2002

Time to first SRE
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Saad et al. JNCI (2002) Vol 94: 1458-1468

Anti-resorptive therapy to reduce SRE risk in men with 
bone-metastatic CRPC: evidence base in 2002

39% reduction in fracture risk
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Saad et al. JNCI (2002) Vol 94: 1458-1468

Anti-resorptive therapy to reduce SRE risk in men with 
bone-metastatic CRPC: evidence base in 2002

• Median duration of treatment only 9m

• Skeletal survey q3m detected asymptomatic fractures

• Lower dose better than higher dose

• No overall survival benefit

• No quality of life benefit
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Himelstein et al
JAMA (2017) 317: 48-58
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What has changed in the last 20 years?

• Overall survival
• Median OS increased from 15m to 32m

• Risk of SRE
• Median time to SRE increased from 12m to 31m

• Type of SRE 

• Bone health management
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Bamias et al. JCO (2005) 23:8580-87 
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What has changed in the last 20 years?

• Overall survival
• Median OS increased from 15m to 32m

• Risk of SRE
• Median time to SRE increased from 11m to 31m

• Type of SRE 

• Bone health management
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SREs are not as common as they used to be
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Median 11 months Median 31 months
(26% on bone health agent)

(84% with bone mets)

Saad et al. (2002) PREVAIL(2015)
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SREs are not as common as they used to be
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Median 11 months Median 26 months
(42% on bone health agent)

Saad et al. (2002) ERA-223 (2019)
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What has changed in the last 20 years?

• Overall survival
• Median OS increased from 15m to 32m

• Risk of SRE
• Median time to SRE increased from 12m to 31m

• Type of SRE 

• Bone health management
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Saad et al. JNCI (2002) 94:1458-1468; Loriot et al Lancet Oncol (2015) 16(5) 509-21

0

5

10

15

20

25

PREVAIL
Saad et al.

SREs are not what they used to be

Fractures RT SCC



The Royal Marsden

What has changed in the last 20 years?

• Overall survival
• Median OS increased from 15m to 32m

• Risk of SRE
• Median time to SRE increased from 12m to 31m

• Type of SRE 

• Bone health management



The Royal Marsden

What has changed? - Bone health management

• Men with prostate cancer are now on ADT for longer

• New drugs for prostate cancer both reduce SRE risk and 
have adverse effect on bone health

• So, bone health is increasingly important, and 
“skeletal related events” are less important
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NICE guidance on bone health (2017)

• Oral bisphosphonates are recommended as options …. 
if the 10-year probability of osteoporotic fragility 
fracture is at least 1%

• 10yr probability of major osteoporotic fracture for a 
60yr old man with no risk factors: 3.8% (FRAX) 
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UK Prostate Clinical Excellence Group guidance (2019)

• Lifestyle measures for men on ADT
• weight bearing exercise, stop smoking, <= 2 units 

alcohol daily, adequate Ca intake and Vit D status

• Men starting ADT for over 1 year should be 
considered for oral bisphosphonates
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Overall, treatment with alendronate was associated with a 48 percent 
reduction in the proportion of women with new vertebral fractures

(3.2 percent,vs. 6.2 percent in the placebo group; P=0.03)

48% reduction in fracture risk
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A systematic review and economic evaluation of 
bisphosphonates for the prevention of fragility fractures
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Health Technology Assessment  VOLUME 20 ISSUE 78 OCTOBER 2016

Effect on vertebral fractures
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Barrett-Lee et al. Lancet Oncol (2014) 15: 114-22

Cumulative incidence of SREs

zoledronate 4mg q3-4weeks
vs

ibandronate 50mg daily
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Anti-resorptive therapy to reduce SRE risk in 
men with bone-metastatic CRPC

2002 2020
Median duration of treatment only 9m

Skeletal survey q3m detected 
asymptomatic fractures

Lower dose better than higher dose

No overall survival benefit

No quality of life benefit
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Anti-resorptive therapy to reduce SRE risk in 
men with bone-metastatic CRPC

2002 2020
Median duration of treatment only 9m Toxicity increased by prolonged use

Skeletal survey q3m detected 
asymptomatic fractures

Less potential for benefit because of 
lower fracture risk

Lower dose better than higher dose No proven benefit over standard 
bone health management

No overall survival benefit No overall survival benefit

No quality of life benefit No quality of life benefit
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