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A case of a BRCA2-mutated ER+/HER2-
breast cancer during pregnancy




CATERINA, 32 y/o, ECOG PS 0

® Mother to a 10 month-old boy
® Family history of ovarian (grandmother) and colon cancer (uncle)
® Comorbidities: ulcerative recto-colitis, not specifically treated (inactive)

® July 2012: self-detected left breast mass during breast-feeding; concomitant
diagnosis of 3" week pregnancy

® Clinical examination and breast US: 3 cm nodule of the left breast, and at least
2 suspicious left axillary lymph nodes. Clinical stage: cT2 cN1

® Tru-cut needle biopsy: infiltrating ductal carcinoma (IDC), G3, ER 90% PR 90%
Ki67 35%, HER2 2+, non-amplified by FISH

® Labs: within normal limits; negative tumor markers (CEA= 4; CA15.3=18)

® Staging: no evidence of distant metastasis
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Surgery

® 26 July 2012: Left mastectomy, axillary lymph node dissection, concomitant
reconstruction with implant

® Pathology: 3 cm IDC, G3, no vascular invasion, RO;
Lymph node macrometastases: 20/23

® Stage and disease subtype: pT2 pN3a (20/23) ER 95% PR 95% Ki67 35%
HER2 2+, non-amplified by FISH
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Which Adjuvant treatment?

IDC G3 pT2 pN3a(20/23)
ER95% PR 95% Ki67 35% HER2 2+ FISH non-amplified
Ongoing pregnancy (1t trimester)
Pre-menopausal state

TREATMENT OPTIONS:

® Chemotherapy
— CT should be administered after the first trimester of gestation (14-16 weeks)
— Anthracycline-based regimens (FAC/FEC, AC/EC)

® Endocrine therapy: contraindicated during pregnancy
— Aromatase inhibitors + LHRH agonist
— Tamoxifen +/- LHRH agonist:
* Syears
« 10 years (extended TAM)
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Surgery = Adjuvant treatment
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Metastatic disease

® April 2015: patient presented with cough and dyspnea

® Lab tests and tumor markers: increased value of CA 15.3 (143); no laboratory
alterations.

® CT scan total body showed multiple lung metastases, pleural effusion, 3 liver
lesions (DM max 3 cm), multiple bone osteoblastic metastasis.

® Bone scan showed increased uptake in spine, pelvis and left femur.

- STOP TAMOXIFEN, CONTINUE TRIPTORELIN
- FIRST LINE TREATMENT
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Which first line treatment?

Almost 3 years DFI
Disease progression while on adjuvant ET (2 years)
Symptomatic patient
Pre-menopausal state
BRCA2-mutated

TREATMENT OPTIONS:

® Chemotherapy:

— Seguential single agents vs combination CT
— Platinum-based CT

® Endocrine Therapy

® Chemotherapy = Maintenance Endocrine Therapy
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Metastatic treatment

CA15.3=143 ()
scan total body: lung, live
bone (osteoblastic)
metastases
Bone scan: increased uptake
in spine, pelvis, left femur
Symptom: dyspnea
Lab: normal

Maintenance ET:
MONALEESA-7 trial
TAM or NSAI + goserelin + ribociclib
VS
TAM or NSAI + goserelin + placebo

STOP TAM
Continue TRIPTORELIN
1° line CTx: CARBO-GEM x 7

cycl
l |

Almost
3 years DFI

Best response: SD after 9 cycles
Well tolerated without toxicities
Oct Treatment is still ongoing

onadj ET Best response: PR after 4 cycles
progression CTx suspended because of
(2 years) Apr myelotoxicity

Sep
2015 2015 2015
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MONALEESA-7 TRIAL

,
-
=

Tamoxifen or NSAI
(letrozole or anastrozole)

+ goserelin + ribociclib’

Premenopausal
women with HR+
HER2- aBC

No prior hormonal

therapy for
advanced disease*

Tamoxifen or NSAI
(letrozole or anastrozole)
+ goserelin + placebo!

Screening assessments
Randomization 1:1

N=660

”
e
-~

Stratification factors:

Fresance of liver and'or lung metastases
Prior chemotherapy for advanced disease
Endocrine combination partner (tamoxifen and goserelin versus NSAI [letrozole or anastrozole] and goserelin)
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