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Bone mets; seed & soil 



Bisphosphonates  



Bisphosphonates  



Evidence  



 

 Trails started before 2008 

 Randomised 

 Any type of BT  vs. Control of 
no BT 

 Women  

 Information was sought for 
individual patients through 
2012-14 

 

Evidence  







BT 
 

 The EBCTCG meta-analysis provides high quality evidence for 

the use of adjuvant BT with: 

 

 Absolute survival benefit of 3.3% at 10 years  

 Reduced recurrence ( RR 0.86, 2p = 0.002) 

 Reduced distant recurrence ( RR 0.82, 2p = 0.003) 

 Reduced bone recurrence ( RR 0.72, 2p=0.002) 

 Reduced bone fractures (RR 0.85, 2p=0.02) 

 



BT 

 

 Benefits were only confirmed in post-menopusal women, but this 

includes those who have induce menopause by ovarian 

suppression or ovarian radiation ablation 

 The benefits are regardless of tumour type, receptor status or 

nodal status  

 It was not possible to assess if the type of bisphosphonate and 

method of administration (IV vs. PO) used has an influence on 

the outcome – except pamidronate  

 There is no evidence for the use in male breast cancer at 
present  

 



Small but significant benefits  











Considerations with BT 

 

 

 Ca2+ 

 Vit D  

 Bone Health – (in general, on AI) 

 Dental Health  

 ?DEXA  



Side Effects 

  

 

 Dyspepsia / GI Ulceration  

 Muscle aches & pains  

 Low Ca  

 Atypical fracture  

 OsteoNecrosis of the Jaw (ONJ) 



Contraindications  

 

 

 Allergy  

 Delayed Gastric emptying/ UGI stricture  

 Low Calcium  

 On going dental surgery / jaw sepsis  

 



Vit D 

 



MRONJ - Medication related 

osteonecrosis of the jaw 

 Pathology — reduced 
osteoclastic bone turnover 
and blood supply can leads to  
bone death, bony dehiscence 
and mucosal breakdown 
overlying bone 

 Can be spontaneous 
increased by  

 Poor dentures  

 Tooth extractions  

 Dental infections 



Incidence (no-one really 

knows) 

 1.5%-28% ?? 

 Incidence of MRONJ in individuals with 
cancer exposed to IV zoledronic acid 
was between 0.3 and 5% (Coleman 
2011; Lopez-Olivo 2012; Mauri 2009; 
Morgan 2010). 

Oral bisphosphonates to treat 
osteoporosis, 0.1 to 0.7 cases per 10,000 
patient years of exposure (Chamizo 
Carmona 2013; Grbic 2010) 

Concurrent use of steroids increases risk 



 Intractable and difficult to 

treat 

Importance  



Risk stratifying 

Scottish Dental 

Clinical 

Effectiveness 

Program  



Prevention  

 Ideally start medication after dental 
screening and any remedial 
treatment  

Dentist needs to be aware of risk and 
modify treatment accordingly   
particularly risk reducing extraction 
protocols or referral to OMFS   

 Regular dental check ups good oral 
hygiene  

MHRA guidance is that prescriber 
makes patient aware of above 

Consider referral pathway or network 
as per KCH and Welsh health boards 
as many barriers to access timely 
dental care in current NHS ? 



“The risk of MRONJ should be 

discussed with patients but it is 

important that they are not 

discouraged from taking anti-

resorptive or anti-angiogenic 

drugs or from undergoing dental 

treatment. “ 

Ref: SDCEP Oral Health Management of Patients at Risk of Medication-

related Osteonecrosis of the Jaw  



Atypical fractures 

  

Risk of Atypical Femoral Fracture during and 

after Bisphosphonate Use 
N Engl J Med 2014; 371:974-976September 4, 2014DOI: 

10.1056/NEJMc1403799 

 Rare  (55 in 100,000 pts) 

 Sweedish case control suggests only likely with longer term use (>3 yrs) 

 Over all fracture risk reduced  



Guidance on BT in early 

breast caner 

 

 UK-CA’17 & ASCO’17 both advocate BT for post-men women 

(inc. OS) 

 Both suggest it should be discussed with the pt. along with 

other adjuvant treatments 

 Low/lowest risk pts. should be advised risks out weight the 

benefits  

 No clear guidance in either documents on where to set the 

‘low risk’ bar 

 

 

 



Local guidance 

  

 Vit/Ca screening peri-op 

 MDT discussion  

 Dental Review - ? Develop ‘advance  

warning to dentists ‘ leaflet  

 Issues:  

 when to use oral vs. IV ? 

 Who is ‘too low risk’ to be offered it? 

 Who to continue DEXA scanning? 

 Do all pts need Adcal Supps. If VItD normal 

 



 

Diagnosis of Breast Cancer in post-menopausal patient consider: 

Clinician / BCN to advise the patient to have U&Es/EGFR + Ca2+ & 
25(OH)-Vit D3 levels taken before surgery

(Request card to be provided in OPC as Vit-D3 levels take at least a week to process)

Investigation Result Action

U&Es/EGFR

Ca2+

2-(OH)-Vit D/ Vit D3 
Levels

If EGFR < 50ml/min

< 2.15

>2.50

<70nmols/l

70-100 nmols/l 

>100nmols/l

Discuss Vit D3 / BT dosing with 
pharmacist

BT contraindicated , refer to 
endocrinology 

Check PTH, consider exclusion 
of bone mets +/- referral to 
endocrinology 

Low –needs loading (see 
below)

Ideal for bone health with 
breast cancer on AI or BT 

Excessive Vit D3 – stop any 
supplements

For low Vit D levels Surgeons may prescribe on TTO post-op or ask GP to 
prescribe oral vitamin D replacement:

Vitamin D loading for BT in early breast cancer

Colecalciferol (e.g. StexerolD3)
25,000IU orally ONE daily for
12 days

(Hospital prescription)

Then maintenance dose:
Colecalciferol (e.g. (e.g. StexerolD3) 25,000 
IU ONE orally once a Month for 6  months

(GP to prescribe)



 



 



Governance  

 

 Assess who’s getting it post-guidance 

 

 Chemo unit to address IV BT complications  

 

 Breast  M&M for oral BT complications  

 

 Rheumatology to audit atypical fractures in due course  



The bottom line … it’s progress 

for breast cancer patients ! 


