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Risk-reducing surgery in BRCA 1/2 mutation carries: a point of 

view

Francesca De Felice and Claudia Marchetti
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DUH�DW���WR����IROG�LQFUHDVHG�ULVN�IRU�IXWXUH�GHYHORSPHQW�RI�
RYDULDQ�FDQFHU��2&��DQG�EUHDVW�FDQFHU��%&��>�@��,Q�JHQHUDO��
%5&$���PXWDWLRQ�FDUULHUV�KDYH�DQ�HOHYDWHG�OLIHWLPH�ULVN�
RI�%&�����������DQG�D�VOLJKWO\�ORZHU�DVVRFLDWHG�OLIHWLPH�
ULVN�RI�2&�����������ZKHUHDV�LQ�%5&$���PXWDWLRQ�LW�LV�
UHSRUWHG�DQ�2&�LQFLGHQFH�RI���������DQG�D�VLPLODU�%&�
ULVN�DV�%5&$���>�@��

:H� ZRXOG� OLNH� WR� SURYLGH� D� UHOLDEOH� HYDOXDWLRQ�
RI� WKH� HIIHFW� RI� ULVN�UHGXFLQJ� VXUJHU\�� ERWK� VDOSLQJR�
RRSKRUHFWRP\��5562��DQG�ELODWHUDO�PDVWHFWRP\��%550���
WR�UHGXFH�ORQJ�WHUP�RQVHW�RI�RYDULDQ�FDQFHU�2&�DQG�RU�%&�
LQ�%5&$�������PXWDWLRQ�FDUULHUV��&RQVLGHULQJ�WKH�UHFHQW�
WZR�PHWD�DQDO\VLV�>���@��D�VWURQJ�HI¿FDF\�RI�5562�DQG�
%005�VWUDWHJLHV�LQ�2&�DQG�%&�ULVN�UHGXFWLRQ�KDV�EHHQ�
UHVSHFWLYHO\� FRQ¿UPHG� ����� DQG� ������ $GGLQJ� QHZ�
GDWD�GLG�QRW�FKDQJH�WKH�PDJQLWXGH�RI�WKH�NQRZQ�LPSDFW�
RI�5562�RQ�2&�ULVN� UHGXFWLRQ� >�@��DV�ZHOO�DV�%005�
RQ�%&� >�@��ZKHUHDV� LW�ZDV�GHPRQVWUDWHG� WKH�EHQH¿W�RI�
%005�DOVR�IRU�WKRVH�SDWLHQWV�ZKR�UHFHLYHG�ERWK�VXUJLFDO�
SURFHGXUHV��&RQVHTXHQWO\�WKHVH�UHVXOWV�VKRXOG�EH�XVHIXO�
WR�GHWHUPLQH�VWDQGDUG�ULVN�UHGXFWLRQ�PDQDJHPHQW�LQ�WKLV�
VHWWLQJ�RI�SDWLHQWV��DV�ZHOO�DV�JHQHUDWLQJ�QHZ�K\SRWKHVHV�
WR�EH�SURSRVHG�LQ�FOLQLFDO�SUDFWLFH��

7KUHH�VHSDUDWH�TXHVWLRQV�FDQ�EH�UDLVHG�WR�DGGUHVV�
WKH�YDULHW\�RI�DSSURDFK��¿UVWO\�� WKH�FKRLFH�RI�ERWK�ULVN�
UHGXFLQJ�VXUJLHV�LQ�SDWLHQWV�ZLWK�%5&$�������PXWDWLRQ��
VHFRQGO\� WKH� RSWLPDO� WLPLQJ� LQ� SHUIRUPLQJ� VXUJLFDO�
VWUDWHJLHV�DQG�ODVWO\�WKH�FRVW�HIIHFWLYHQHVV�RI�SURSK\ODFWLF�
VXUJHU\��

5HJDUGLQJ� WKH� ¿UVW� TXHVWLRQ�� EHFDXVH� RI� 5562�
GHFUHDVHV�WKH�ULVN�RI�2&�E\�����DQG�DOVR�UHGXFHV�WKH�ULVN�
RI�%&�XS�WR������QRZDGD\V��LW�LV�UHFRPPHQGHG�E\�WKH�
DJH�RI����\HDUV�DIWHU�WKH�FRPSOHWLRQ�RI�FKLOGEHDULQJ�>�@��
%XW�WKH�UHVLGXDO�%&�ULVN�LQ�SRVW�5562�ZRPHQ�UHPDLQV�
VWLOO�KLJKHU��XS�WR������WKDQ�WKDW� LQ�JHQHUDO�SRSXODWLRQ�
>�@��7KLV�UHVLGXDO�ULVN��LQ�DGGLWLRQ�WR�WKH�DEVROXWH�KLJKHU�
OLIHWLPH� ULVN� RI�%&� WKDQ�2&� �������� YHUVXV� ��������
DQG�WKH�HYLGHQFH�WKDW�%550�QHDUO\�HOLPLQDWHV�WKH�ULVN�
RI�%&��VKRXOG�EH�FRQVLGHUHG�VXI¿FLHQW�WR�MXVWLI\�%550��
,Q�DGGLWLRQ��ZH�KDYH�QR�UDQGRPL]HG�GDWD�WKDW�FRPSDUHG�
VXUYLYDO�EHQH¿W�EHWZHHQ�%550�DQG�VFUHHQLQJ�UHJLPHQV��
,PSRUWDQWO\��WKHUH�ZDV�D�0RQWH�&DUOR�VLPXODWLRQ�PRGHO�
VXJJHVWLQJ�SURSK\ODFWLF�VXUJHULHV�DV�FDQFHU�ULVN�UHGXFLQJ�
RSWLRQV�>�@��%UHDVW�VFUHHQLQJ�SOXV�5562�DSSHDUHG�WR�\LHOG�
ORZHU�VXUYLYDO�SUREDELOLW\� ����DQG����LQ�%5&$��DQG�

%5&$���UHVSHFWLYHO\��ZLWK�DQ�LQFUHDVH�LQ�LQFLGHQFH������
DQG�����LQ�%5&$��DQG�%5&$���UHVSHFWLYHO\��

7KH�TXHVWLRQ�RI�WKH�RSWLPDO�WLPLQJ�RI�%550�DQG�
5562�LV�VWLOO�FRQWURYHUVLDO�

:RPHQ�ZLWK�%5&$�����PXWDWLRQV�DUH�PRUH�OLNHO\�
WR�GHYHORS�%&�DW�D�\RXQJHU�DJH� WKDQ�2&�>�@��7KH�EHVW�
VROXWLRQ�WR�PD[LPL]H�VXUYLYDO�DQG�PLQLPL]H�FDQFHU�ULVN�
VKRXOG�EH�WR�SHUIRUP�ERWK�ULVN�UHGXFWLRQ�VXUJHULHV�DW����
\HDUV�ROG�>�@��2WKHUZLVH�WKH�LPSRUWDQW�SRVVLEOH�ORQJ�WHUP�
VHTXHODH�UHODWHG�WR�KRUPRQDO�UHSODFHPHQW�WUHDWPHQW��+57��
UHLQIRUFH� WKH� HYLGHQFH�EDVHG� JXLGHOLQHV� WR� SHUIRUPHG�
5562�E\�WKH�DJH�RI����\HDUV��RU�DW�OHDVW�RQFH�FKLOGEHDULQJ�
LV�FRPSOHWH��,Q�FRQWUDVW��%550�VKRXOG�EH�SHUIRUPHG�DW�
DJH����\HDUV��GXH�WR�LWV�FDSDELOLW\�WR�QHDUO\�HOLPLQDWH�WKH�
ULVN�RI�%&��7KH� IDFW� WKDW� WKHUH� LV� DQ�H[FHVV�RI� HVWKHWLF�
SODVWLF�EUHDVW�VXUJHU\�VWURQJO\�VXJJHVWV�WKDW�WKLV�VXUJHU\�LV�
VDIH��ZLWKRXW�GHOHWHULRXV�HIIHFW�RQ�OLIH��

)LQDOO\� WKH� FRVW�HIIHFWLYH� FRQVLGHUDWLRQ�� &OLQLFDO�
SUDFWLFH�JXLGHOLQHV�DUH�XVXDOO\�EDVHG�RQ�FRVW�HIIHFWLYHQHVV��
$V�D�UHVXOW��%550�SOXV�5562�DSSURDFK�PD\EH�LQKHUHQW�
WR�WKH�PD[LPL]DWLRQ�RI�VXUYLYDO�SUREDELOLW\�LV�GLI¿FXOW�WR�
UHFRQFLOH� ZLWK� WKH� QHFHVVLW\� WR� GHPRQVWUDWH� D� GHFLVLYH�
HFRQRPLF�DGYDQWDJH�RYHU�WKH�VFUHHQLQJ�DQG�VXUYHLOODQFH�
SURJUDP��,W�LV�WUXH�WKDW�D�VLJQL¿FDQW�QXPEHU�RI�%5&$���
����PXWDWLRQ�FDUULHUV�ZLOO�QHYHU�GHYHORS�FDQFHU��%XW��RQ�
WKH�RWKHU�KDQG��WKH�SUREDELOLW\�WKDW�%5&$�������PXWDWLRQ�
FDUULHUV�ZKR� FKRRVH� UHJXODU� LQWHQVLYH� VXUYHLOODQFH�ZLOO�
GHYHORS� D� %&� UHTXLULQJ� PXOWLGLVFLSOLQDU\� WUHDWPHQW�
DSSURDFK�� DV� ZHOO� DV� SURSK\ODFWLF� FRQWURODWHUDO�
PDVWHFWRP\��VKRXOG�EH�HYDOXDWHG�>�@��

3UREDEO\�WKH�UHOHYDQW�TXHVWLRQ�LV�ZKHWKHU�%550�
FDQ�UHGXFH�DQ[LHW\�LQ�WKLV�VHWWLQJ�RI�SDWLHQWV��3V\FKRORJLFDO�
VWUHVV� DQG�ZRPHQ� VRFLDO� EDFNJURXQG�� LQFOXGLQJ� IDPLO\�
FDQFHU�KLVWRU\�DQG�SHUVRQDO�OLIH�H[SHULHQFH��FRXOG�KDYH�
D� VXEVWDQWLDO� LQÀXHQFH� RQ� SDWLHQW� FKRLFH�� 3UHFLVLRQ� LQ�
UHSRUWLQJ�ULVN�EHQH¿W�LVVXHV�PD\�FRQWULEXWH�WR�IDFLOLWDWH�
SDWLHQW¶V�GHFLVLRQ�SUHIHUHQFH�

,Q� FRQFOXVLRQ�� WKH� PDQDJHPHQW� LQ� %5&$� �� �� ��
PXWDWLRQ� FDUULHUV� VKRXOG� EH� FRQVLGHUHG� SDUDPRXQW� DQG�
SUHYHQWLRQ�VWUDWHJLHV�ZLOO�EH�D�G\QDPLF�DUHD�RI�UHVHDUFK�
SURJUDPV��7KH�GHFLVLRQ�DERXW�SURSK\ODFWLF�LQWHUYHQWLRQV�
UHPDLQV� KLJKO\� SHUVRQDO�� GULYHQ� E\� ZRPHQ� SULRULWLHV��
+RZHYHU� WKH� ZHLJKW� RI� WKH� HYLGHQFH� VXJJHVWV� WKDW� WKH�
SHUIRUPDQFH�RI�ERWK�ULVN�UHGXFWLRQ�VXUJHULHV�FRXOG�EH�D�
YDOLG�RSWLRQ�WR�GLVFXVV�ZLWK�IXOO�NQRZOHGJH�RI�WKH�IDFWV�
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