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• Genetic counselling approach: Mainstreaming

• Current advances in BC risk assessement: Canrisk

• Treatment intention: iPARP

• New issues in a new social era 

• Other topics 

Are we (really) making any progress?

Yes, of course

Hereditary breast cancer
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Mainstreaming in GC

Brokkers K et al.Cancer 2022



• Quicker result

• Can guide treatment

• More certainty about other 

cancer risks

• Personalised management 

(surgery)

• Access to targeted resources 

sooner (iPARP)

Mainstreaming

Impact on patients

Positives Negatives

• Less information pre-test

• Getting result just after diagnosis

• Less time  to consider 

consequences of test

• Fear of other cancer risks

• Burden of telling family in early 

treatment



Mainstreaming in breast

• Fast track  units

• Design a structured pathway

• Multidisciplinary approach

• Who order the test: oncologist? 

Single vs panel?

• Clinical criteria: Clinical 

guidelines vs universal screening

• Maintain quality indicators

A story that is currently changing 
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Technology is here 

and it has come to 

stay



Current advances in BC risk assessement: Personalised approach

Poligenic risk and clinical utility 

From Gail to new improved tools





Why? Therapeutic evidence: 

OlympiA trial: phase III study of olaparib versus placebo as adjuvant 

treatment for high risk gBRCA-mutated, HER2-negative BC



Results: Secondary endpoint: OS

*Data from the pre-specified second interim analysis of OS (at ~330 IDFS events); cut-off date July 2021 (DCO2), data maturity 9%; †Non-proportional hazards; 98.5% CI is shown for the HR for OS because 

p<0.015 is required to indicate statistical significance for this endpoint

1. Tutt A, Garber J, Gelber R, et al. Pre-specified event driven analysis of Overall Survival in the OlympiA Phase III trial of adjuvant olaparib in germline BRCA1/2 mutation associated breast cancer. 

[Presentation]. Presented at ESMO Virtual Plenary; March 16-18, 2022 2. In House Data, AstraZeneca. Data on file SD-2020-ALL-0088 

540 6 12 18 24 30 36 42 48

0

20

40

60

100

80

O
v
e
ra

ll
 s

u
rv

iv
a
l
(%

)

Months since randomization

921 862 844 809 773 672 560 437 335 228

915 868 843 808 752 647 530 423 333 218

No. at risk

Olaparib

Placebo

98.0%

96.9%
92.8%

95.0% 92.8% 89.8%

89.1% 86.4%

Olaparib demonstrated a significant OS benefit with 90% of patients alive at 4-years in the 

olaparib arm

1-year

treatment cap

4-year OS rate

Olaparib

(n=921)

Placebo

(n=915)

89.8%

86.4%

Difference 3.4%

95% CI -0.1–6.8

HR 0.68†

98.5% CI 0.47–0.97

p=0.009

OS at DCO2

Olaparib (75 events)

Placebo (109 events)



Olaparib approval in early breast cancer 

EMA



Clinical problems with the OlympiA trial
Who to test?



• Loss of diagnoses when using restrictive clinical guidelines

• Most guidelines are based on personal/FH. FH has limitations

‒ Requires healthy individuals to be aware of their FH (three 
generations) 

‒ Small/adopted families or families dispersed

‒ De novo germline mutation

• New genomic sequencing techniques (testing more 
accessible): reducing the cost and time taken for results to 
become available

• Guidelines made for high penetrance genes

• Social factor

• Therapeutic evidence

Clinical guidelines

Guidelines are changing 

Ledermann J, N Engl J Med.2012. Moore K et al. N Engl J Med.2018. Robson M et al. NEnglJMed. 2017. Mateo J et al. NEnglJMed. 2015. Golan T et al. NEnglJMed.2019. Kamps R et al. Int 

J Mol Sci. 2017
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Should we test every single patient meeting OlympiA criteria irrespectiveless of personal or family history??



Requirement for increased of BRCA testing for patients with BC

• Low BRCA mutation testing rates across Europe

In the past, only patients with strong FH were recommended to urdergo testing 

Given recent approvals, BRCA mutation testing should be 

performed at diagnosis in a broader population



Clinical problems with the OlympiA trial

Adjuvant 

group

Neoadjuvant 

group



• TN: T2 and or N1

‒ Up front surgery??? Nearly ≈0%?

‒ Other approved treatments??? 
Metronomic cape for one year? 
(Wang Xi ASCO 2020)

• Luminal: >N2

‒ Not very “frequent” 

‒ Other approved agents? iCDK

Adjuvant group Neoadjuvant group

• TNBC and  no pCR

‒ TNBC > 15mm (multidisciplinay team) candidates 
to neoadjuvant

‒ pCR: almost 50% RCp. Platine salts commonly 
used (only 30% OlympiA) even more in gBRCAm*

‒ New agents: Pembro nearly 65% (olympiA 0%)

‒ Adjuvant pembro is used in the Keynote 522 trial 
(no data in the adjuvant scenario with PARPi +IO)

‒ Adjuvant cape? (CREATE-X)

• Luminal: no pCR + CPS + EG score ≥ 3

‒ Luminal tumors candidate for neoadjuvant 
therapy

‒ CPS EG scores is not currently used 

‒ iCDK could be also used
*Myers S. Poster 374. ASCO 2023



• Optimal control arm

• Platine salts 100%

• Improvement in pCR/EFS

Strengths Weak points

• DD anthracyclines

• No impact in OS

• No data on BRCAm status 80% not testing/missing

• No biomarker (PDL1) 

• AE (inmuno-e)

• No use of adjuvant cape if no pCR

• Mandatory pembro use even if pCR

• Adjuvant olapa not allowed

Keynote 522 



No pCR and gBRCAm: if we are thinking in iPARP + pembro?

• Biological rational to combine iPARP + IA

• Comparable AE profiles PARPi + IO vs monotherapy

• ETCTN10020: olaparib +/- atezolizumab in gBRCAm-associated HER- advanced BC has 

completed enrollment and results are pending (NCT02849496)

Maio M et al Cancer Res 2021

Domcheck SM Lancet Oncol 2020



• TN: Improvement EFS and OS

• Front a clinical practice point of view

‒ Easy to use

‒ Manejable  EA

‒ Available, cheap

‒ DPYD disponibility

• Combination chemo (Cape) plus 

pembro seems feasible

CREATE-X 

Strengths Weak points
• Study population: No TN (32%; N 286)

• No results according to mutation status

• Benefit of adjuvant cape may be restricted 

to certain molecular subtypes (basal)

• Do not seem feasible to combine with olapa

• Metastatic scenario (OlimpiAD) cape is 

inferior to olaparib

• Metastatic scenario (Keynote 355) cape plus 

pembro was not an option

Masuda N et al. N Engl J Med 2017;376:2147-59

Lluch A et al. J Clin Oncol. 

Cancer Genome Atlas Network. Nature. 2012



• Only ¼ patients in the OlympiA trial were treated with platine salts 

• All patients in the KN522 were treated with platinum 

• Little is known about the efficacy of PARPi in gBRCAm patients with poor 

response to platinum

• Available data suggesting potential cross-resistance mechanisms 

• OlympiAD /EMBRACA not allow enrollment of platinum-refractory patients 

• In the BrighNess trial the pCR did not differ according to BRCA status 

• All patients receiving neoadjuvant chemo in the OlympiA trail had residual 

disease including those treated with platinum (≈26%)

‒ The absence of pCR might be interpreted as a suboptimal response to platinum

‒ In the subgroup analysis the benefit of olaparib was maintained in platinum pre-
treated patients. 

‒ Still an area of research

Olaparib after platinum chemo

Platine salts



• N1 patients could benefit from iCDK 

adjuvant (Even N0 in NATALEE)

• Difference in IDFS, still not OS data

• Factors increasing rate of 

discontinuation therapy have been 

described for iCDK in the monarch-e trial

‒ Postmenopausal

‒ > 65 years

‒ 1-3 nodes +

‒ < morbilities  

Adjuvant iCKD: MONARCH-E and NATALEE

Strengths Weak points
• No results according to mutation status

• No OS

• Do not seem feasible to combine 

• Some data in the metastatic scenario suggesting 

gBRCA less responses to iCDK 

• iPARP activity in MBC gBRCA mutation carriers

• Sequential used?

If you have to choose between iCDK or iPARP in the adjuvant….

Tolaney JCO 2022 / Tung JCO 2020 /Slamon ASCO 2023 Fuentes Antras F. Poster 298. ASCO 2023



• No data to recommend adjuvant olaparib for stage I patients. 

• Stage I TNBC: 5-year iDFS >90% (Meta-A ASCO 2023). Overtreatment?

• Trend toward better outcomes for gBRCA1m-associated TNBC

• Could olaparib replace adjuvant chemotherapy?

Other problems with the eligible population. Any other patient to treat?

What about less than T2N0 TN BC?

What about ER low  (ER between 1-10%)

• Recognized as a distinct reporting category by the 2020 ASCO/CAP 

• Often basal-like and poorly differentiated

• Retrospective studies showed similar risk of recurrence/mortality than  TNBC

• Many ER+ in gBRCAm carriers are ER-low, especially among gBRCA1m carriers.

• In the OlympiA study, patients with ER-low BC were included (number ???) in the 

ER+ group and were eligible according to those criteria )Outcomes???)

Fusco N et al. Histol Histopathol. 2021;36(12):1235-1245 // Schrodi S et al. Ann Oncol. 2021;32(11):1410- 1424. 

Benefield HC J Natl Cancer Inst. 2020;112(7):728-736 // Sanford RA et al. Cancer. 2015;121(19):3422-3427// Tung NM  et al. J Clin Oncol. 2020



Other problems with the eligible population

Expanding Eligibility to PALB2 Carriers

Sigle vs large panels?

Gruber JJ, Nat Cancer. 

Isaac D et al.JCO Precis. Oncol. 2018

Tung NM  et al. J Clin Oncol. 2020

TBCRC 056 preoperative niraparib and dostarlimab (anti PD-1) por BRCA1/2 or PALB2 deficient BC). 

Currently enrolling. NCT04584255





N: 15104

CARRIERS study

Conservative surgery

Premenopausal patients,  CMC 

(inci 10y):

• 33% BRCA1

• 27% BRCA2

• 13% CHEK2

• 35% PALB2 (RH-)

Postmenopausal patients

• 12% BRCA1

• 9% BRCA1

• 4% CHEK2



Managing cancer Risk in Transgender patients with inherit cancer predisposition

• 1,6% en EEUU (5,1% < 30y)

• Significant barriers to healthcare

• Concepts

‒ Gender identity

‒ Gender expression

‒ Sex assigned as birth

‒ Gender (Social construct)

Case based panel discussion

NSGC Pedigree Standardization TASL Force update sept 2022



• Mainstreaming vs fast track models in genetic counselling

‒ Efforts should be made to be adapted for new models

‒ Training the educating the multidisciplinary team

• Available clinical tools that better inform the risk of cancer 

(in 5-10y or lifetime) incorporating not only high/moderate 

risk genes but also PRS

• Olaparib should be used in gBRCAm high risk BC during 1 year 

‒ Clinical guidelines should incorporate every high risk BC patients 
suitable for olaparib treatment 

‒ Universal screening is under the scope 

• News in the near horizon. Be update 

• Challenges and possible solutions

Conclusions



Type of Challenge Possible Solutions

Referral Developed standardized tools for assessing eligibility for testing

Multidisciplinary team education

Indication Focus on those at risk rather than coffee for everyone

Uptake Culture-sensitive genetic counselling

Streamline the process within oncology clinic visit

Public policy to protect against genetic discrimination

Awareness campaigns

Interpretation Focus on those at risk

Development and improvement of tools such as RNA sequencing and in silico analysis

Promote collaboration across the world to facilitate sharing information from 

different populations

Genetic Counselling Support expanding programs to train more genetic counsellors

Multidisciplinary team education

Utilization of telemedicine and artificial intelligence

Financial challenge 

to access

Collaboration between researchers and pharma

Research to support cost efficacy in cancer care (prevention treatment)

Support from insurers and govermments

ASCO Ed Book 2023




	Diapositiva 1
	Diapositiva 2: Disclosure information
	Diapositiva 3: Hereditary breast cancer
	Diapositiva 4: Genetic counselling approach 
	Diapositiva 5: Genetic counselling approach 
	Diapositiva 6: Genetic counselling approach 
	Diapositiva 7: Mainstreaming
	Diapositiva 8: Mainstreaming in breast
	Diapositiva 9: Mainstreaming in breast
	Diapositiva 10: Current advances in BC risk assessement: Personalised approach
	Diapositiva 11
	Diapositiva 12: Why? Therapeutic evidence:  OlympiA trial: phase III study of olaparib versus placebo as adjuvant treatment for high risk gBRCA-mutated, HER2-negative BC  
	Diapositiva 13: Results: Secondary endpoint: OS
	Diapositiva 14: Olaparib approval in early breast cancer 
	Diapositiva 15
	Diapositiva 16: Clinical guidelines
	Diapositiva 17: Clinical guidelines
	Diapositiva 18: Requirement for increased of BRCA testing for patients with BC
	Diapositiva 19
	Diapositiva 20: Adjuvant group
	Diapositiva 21: Keynote 522  
	Diapositiva 22: No pCR and gBRCAm: if we are thinking in iPARP + pembro?
	Diapositiva 23: CREATE-X  
	Diapositiva 24: Olaparib after platinum chemo
	Diapositiva 25: Adjuvant iCKD: MONARCH-E and NATALEE 
	Diapositiva 26: Other problems with the eligible population. Any other patient to treat?
	Diapositiva 27: Other problems with the eligible population
	Diapositiva 28
	Diapositiva 29
	Diapositiva 30: Managing cancer Risk in Transgender patients with inherit cancer predisposition
	Diapositiva 31: Conclusions
	Diapositiva 32
	Diapositiva 33

