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Cohort

2733 women breast
cancer diagnosed <40

338 (12%) BRCA
mutations

Of 558 TNT:

— 123 were B1(22%)
— 13 (2%) were B2

— 76% were BRCA neg

20% overall were TNT
No mention of FH

Only 14% had service BRCA
testing

3095 patients recruited to POSH

74 patients excluded
72 no invasive breast cancer
1 non-mutation carrier aged 41-50
1 diagnosed outside the study period

h 4

3021 eligible patients

288 patients excluded from this analysis
160 no genotyping data available

2 missing primary tumour data

74 M1 stage disease
10 TP53 mutation carriers
42 aged 41-50 years

h 4

2733 patients in the analysis population

338 BRCA-positive

558 patients with triple-negative breast cancer

subgroup
136 BRCA-positive




Survival

 Median follow up 8.2y

* Contralateral tumours in
151 (6%
— 18% B1
— 12% B2
— 4% B-neg

 There was NO difference in
overall survival between B+

and B-, even when B1 and
B2 compared separately
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(number censored)

BRCA negative 2395(125) 2217 (217) 180!

BRCApositive  338(13) 313 (38)
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Time to event (years)
5(141) 1160 (78) 452 (30) 48 (3) 0(0)
5(18) 163 (5) 71(9) 10(1) 2(0)
Number of events HR (95% C1) p value

(number of patients)*

BRCA negative (Ref) 594 (2395)
UVA BRCA positive HH 84(338)
MVA BRCA positive H 84(338)
Age at diagnosis [ 678 (2733)
BMI <25 (Ref) 313 (1427)
s25-30 @ 197 (714)
=30 o 152 (491)
Grade 1 (Ref) 11(156)
Grade 2 —e— 200(904)
Grade 3 —e— 450(1598)
Maximum invasive tumour size (cm) . 638 (2577)
HER2 negative (Ref) 442 (1763)
HER2 positive » 193 (649)
NO stage (Ref) 189 (1304)
N1 stage i 479 (1388)
Oestrogen receptor (Ref) 248 (908)
Oestrogen receptor positive (2 years) H@H 428 (1811)
Oestrogen receptor positive (5 years) (@1 428 (1811)
Oestrogen receptor positive (10 years) [ 428 (1811)
White ethnicity (Ref) 610 (2494)
Black ethnicity X B 38(103)
Asian ethnicity [ 20(80)
Other ethnicity — e 3(21)
No use of taxanes (Ref) 455 (1780)
Use of taxane ® 190 (659)
0’02 0 5'0

Reduced risk

Increased risk

1.00 (Ref)

099 (078-124)  0.90
096 (076-1:22) 076
0.98(0:96-1:00)  0.067
1.00 (Ref)

1.22(1:02-146)  0.027
135(111-164)  0.0030
1.00 (Ref)

2:54(138-467)  0.0028
333(1:82-612)  0.00010
111(1-08-115)  <0.0001

(
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1.00 (Ref)
1.07(0-90-128)  0-46
1.00 (Ref)
2:26 (1-89-2.70)  <0-0001
1.00 (Ref)

0:35(0-27-0-46)  <0.0001
122(0:96-1.55) 010
1.95 (1:42-2:67) <0-0001
1.00 (Ref)

149 (1:07-207)  0.017
1.09 (0:70-1:70) 071
0-82(0:26-2:56) 073
1.00 (Ref)

102 (0-86-1-22) 079



Comments

e Some differences in short-term survival with
B1/2, and TNT, but none overall

* Bilateral risk-reducing mastectomy is not a necessary part of
treating a unilateral breast cancer but unilateral mastectomy might
enable breast radiotherapy to be omitted.

* Inthe POSH cohort, immediate bilateral mastectomy was not
associated with improved survival, although the reported use of
risk-reducing surgery was low; (32 BSO 107 RRM)

* One theory that could explain the slight survival advantage for
BRCA mutation carriers not undergoing immediate bilateral
mastectomy is that a major surgical intervention might compromise
host immunity at a time when this is particularly important for
eradicating micrometastases.



* risk-reducing surgery, particularly for BRCA1 gene carriers is an
appropriate management; in our analysis, the rising hazard for
death in BRCA carriers over time women was negated by
removing from the analysis all patients who developed a second
new primary breast or ovarian cancer during the follow-up period.

 With modern MRI-based breast screening, we conclude that patients who
choose to delay additional surgery for 1 or 2 years until they are
psychologically and physically recovered from their cancer treatment can

be reassured that this choice is unlikely to lead to any substantial survival
disadvantage.
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