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Background


In 15% to 30% of patients from families at high risk of breast cancer
(BC), BC is caused by a germline mutation in the BRCA1/2 gene



BC patients carrier of a BRCA1/2 deleterious mutation have
increased risk of a new BC or of an ovarian cancer



BRCA1/2 testing is generally first performed in the patient affected
with BC in the family, because higher probability to find the
deleterious mutation



BRCA1/2 testing result types




1° Positive BRCA1/2 – carrier of deleterious mutation
2° Negative uninformative (NU) (≈ 80%)
3° Positive uninformative – unclassified variant (UV) (≈13%)
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Genetic counseling


Initial consultation







Information provided on genetics, cancer risks
Information on their probability of genetic predisposition to
cancer: “moderate”, “high”, “very high”
No information potential uninformative result

Disclosure consultation





If positive BRCA -> cancer risks, management alternatives
If NU -> no mutation found, still at risk, possible unknown genetic
predisposition
If UV -> mutation does not explain cancer history, can be
reclassified as deleterious with future genetics development
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 Disclosure

of BRCA1/2 test result does not
seem to affect distress directly (Vos, 2010;
2012)
 Perceived cancer risk is an important
predictor of distress in the high family
cancer risk
 Few data on the uninformative results
impact
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Research questions
Is the BRCA1/2 test result type affecting
general or specific distress?







Positive BRCA1/2 vs NU
UV vs NU

Is perceived probability of carrying a
genetic predisposition to cancer
moderating this effect?
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METHODS


273 BC women consecutively recruited after
cancer genetic consultation at three cancer
genetic services in the Paris region in France



89% respondents at T1
66% respondents at T2
• [mean (SD) t2-t1 = 11 (3) months]



Non respondents at T1


Undergoing treatment vs remission (p=.006)
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Data collected


Socio-demographics



Geneticist computed estimates of genetic predisposition
to cancer (0-100%)



SELF-ASSESSMENT QUESTIONNAIRES
OUTCOMES
 Hospital Anxiety and Depression scale (HADS) 14-item
• T1/T2 anxiety α = .83 - .85
• T1/T2 depression α = .74 - .70


Impact of event scale (IES) 15-item
• T1/T2 intrusion α = .88 - .89
• T1/T2 avoidance α = .85 - .84



Perceived personal control (PPC) 9-item
• T1/T2 total score α = .83 - .85
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PREDICTORS


Risk perceptions 2-item
• Absolute lifetime risk (0-100%)
• Comparative risk (much lower…similar…much higher than
population same age women)
Correlations between risk perception items (0.41 to 0.53)
-> one standardized summed risk perception item for each
perceptions (BC, OC, genetic predisposition)



Difference between women perceived probability
of genetic predisposition and objective estimates
= standardized residuals of objective estimates regressed on
perceived probability of genetic predisposition to cancer
dependent variable
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STATISTICAL ANALYSES
 Hierarchical

analyses



multiple regression

Block 1 - Covariates
Block 2 – BRCA1/2 test result :
• Positive BRCA1/2 vs NU
• UV vs NU



Block 3 - Interactions
• BRCA1/2 test result X discrepancy between
objective estimates and perceived probability of
genetic predisposition to cancer
9

SAMPLE DESCRIPTION Respondents at T2
133 (74)

Positive
BRCA1/2
20 (11)

27 (15)

< 40
40-59

25
60

30
55

30
59

60 >

16

15
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Superior or above

65

70

70

Married/partnered
Having children
Professionally active
Remission

81
78
52
59

90
65
60
40

67
70
67
42

%

NU

UV

Age

Education level
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PSYCHOLOGICAL OUTCOMES
(N=180) (%)


Perception of genetic predisposition to cancer (absolute figure)





Higher than objective estimate (> 25%)
Lower than objective estimate (< 25%)

24%
24%

AT T2









HADS-Anxiety > 10
HADS-Depression > 10

31%
2%

IES-Intrusion > 20
IES-Avoidance > 21

11%
18%

Psychological support received
Wish for psychological support

14%
32%
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MULTIVARIATE RESULTS
 No

effect of BRCA1/2 test result alone

 Effect

of BRCA1/2 test result x
perception of probability of genetic
predisposition to cancer


on anxiety, depression and intrusion
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MULTIVARIATE RESULTS
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 Covariate







effects

initial distress scores (βs=.41 -.50; p<.001)
being under-treatment on anxiety (β=.17;
p<.05)
ovarian cancer perceived risk on anxiety
(β=.16; p<.05) and perceived control, (β=-.17;
p<.05)
time since initial consultation on avoidance
(β=.21; p<.01)
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CONCLUSIONS


BRCA1/2 test result had an effect when taking
into account the difference between perceived
probability of genetic predisposition and
objective estimate


on anxiety, depression and intrusion in breast cancer
women



UV -> puzzling result, misinterpretation of UV as
harmful



Positive BRCA1/2 -> perceptions difficult to
change (denial/minimisation)
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Clinical implications






Explore women’s expectations of genetic
predisposition to cancer and interpretations of test
result
Hint at potential uninformative result at initial
consultation

Study limit





BC patients only, however increasingly tested
population (if indicated)
Cross-cultural difference in genetic counseling?
Small number of patients for positive BRCA1/2 and
UV result
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Thank you for your attention!
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