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Five- and 1{-year reks of ovanan cancer afier breast cancer

Anmual Actuanal S-vear Actuanal 10-year
n=k™ curmulative risk cumulative nsk
BRCAL 1.3% 4.5% 12.7%%
BRCAZ 0. 8% 5.3% 8%

* Caloulated owver 10 years,

Drcaths: breast and ovarian cancers

Stage | breast camcar (v = 201)
Stage I breast cancer (m = 24H)
Taotal deaths

Cause of death Taotal deaths
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Tabls 4. Synopsis of management strategies available to BRCAT and BERCAZ mutation carfisrs*
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MASTECTOMIA PROFILACTICA
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RACIONAL
* Reduccién R de CM 90- 95%estudios retrospectivos y prospectivos no controlados
 MPx permite el diagndstico de lesiones premalignas (x12) y canceres ocultos

CIFRAS

o 27%portadoras con CM (49% en USA-Canada y 15% en Europa): edad media joven
(39 anos vs 43), cirugia radical previa (40 vs 12%) y antec. de OOPX (33 vs 18%)

 18% portadoras sanas (29% en USA-Canada y 6% en Europa)
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MASTECTOMIA PROFILACTICA
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Autor/Publicacién Casos Seleccidén Resultado
Hartmann et al. 639 Hx familiar 14 aiios seg medio
New Engl J Med 1999 (214 ARy 425 7 MPx / 37 control

RM) Reduccién R 90%
Hartmann et al. 26 BRCA 1 Reducciéon R 89.5-100%
J Natl Cancer Inst 2001 BRCA 2
Meijers-Heijboer et al. 139 BRCA 1 3 afios seguimiento
N Engl J Med 2001 (66 vs 63) BRCA 2 0 MPx/ 8 control

p=0.003

Rebbeck et al. 483 BRCA 1 6.4 afos seg medio
J Clin Oncol 2004 (105 vs 378) BRCA 2 2 MPx /184 control

Reduccion R 95%
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IPOS DE INTERVENCION

Mastectomia subcutanea
Mastectomia total simple con conservacion de piel +/- reconstruccion

Diferencias entre técnicas quirurgicas y volumen de tejido mamario residual

Falta de datos de estudios comparativos
Pros/cons de la mastectomia subcutanea determinantes de la decision paciente,

oncologo y cirujano
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No eliminacion del Riesgo
No evita seguimiento
Procedimiento irreversible

Estrategia profilactica Morbilidad quirargica

mas efectiva . L,

Implicaciones psicoldgicas
implicaciones Impacto sexualidad
psicolégicas positivas P
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ESTUDIOS DE SATISFACCION

Clinica Mayo: 583 mujeres MPx en 30 afios de seguimiento (244 MS y 384 MS +/-
reconstruccion :98% implantes y 2% TRAM)

- 83% mujeres satisfechas
- Satisfaccion MS< MT mas reconstruccion por reoperaciones en MS

- Insatisfaccion relacionada con la reconstruccion, alteracion de apariencia y aumento
del estrés vital

Rotterdam: 114 mujeres MPx + reconst. (prétesis) a 3 afios

- 60% mujeres satisfechas

- Relacidn significativa entre insatisfaccion y falta de informacion, complicaciones,
falta de reconocimiento corporal y tipo de reconstruccion
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PROGRAMA DE FORMACION MULTIDISCUPLINAR EN CANCER DE MAMA

PREDICTORES MPx

i

Clin.Breast.Can 2007

sanas

Autor/Publicacion Poblacion | MPX Factores predictores decision MPx
Metcalfe 927 27% MRM previa
JCO 2008 Portadoras DAP previa
con CM Edad (jévenes)
Meijers-Heijboer 220 35% Edad <50
JCO 2003 Alto riesgo Portadoras mutacion
con CM
Meijers-Heijboer 75 51% Edad <55
Lancet 2000 Portadoras
sanas
Friebel 537 21% Paridad
Portadoras Antecedente CO
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J. Med. Genet. published online 15 Apr 2008;

Screening for Familial Ovarian Cancer: Poor survival
of BRCA1/2 related cancers

Gareth R Evans, Katja N Gaarenstroom, Diane stirling, Andrew Shenton, lovise
Maehle, Ann Darum, Michael Steel, Fiona Lalloo, Jaran Apold, Mary Porteous, Hans
F.A Vasen, Chnsti van Asperen and Pal Moller
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5/10 year survival 5/10 year survival
1-Prevalence 0.62/0.32 1. Carriers 0.59/0.36
2-Incidence/interval 0.64/0.45 0. Non-carmriers 0.84/0.84
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DOBLE ANEXECTOMIA PROFILACTICA

J Matl Cancer Inst 2009;
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Effect Size

Reduccion riesgo CM

RR (85%CI)

0.56 (0.29 1o 1.08)
0.46 (0.32 10 0.65)

0.53 (0.29 10 0.95)

0.49 1037 fo 0.65)

Table 4. Hazard Ratio for the Developrment of BRCA-Associated Breast Cancer After RRZO

Mo, of Breast
Mo, of Breast Mo, of Waomen Cancsrs
Mo, of Mo, of Wornen Me=an FLU Cancsrs Elezting M=an FU Curing Hazard

M utation Patients Elacting RRZD imonths) After RRSO Surveillanos irmizrths) Surveillance QE% C| P

BRCAT ard =p) A0z 364 12 204 332 b= 0,28 to 0.5 ulel=
BRCAZ

BRCAT ho{=.= 120 2632 1E 178 24.0 19 0.20 o 1.22 e
BRCAZ 224 11z 365 4 116 28 2] 0.08 to 0,592 N3E

J Clin Oncol 26:1331-1337. @ 2008
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DOBLE ANEXECTOMIA PROFILACTICA

Riesgo cancer trompas en BRCA1 x120 poblacion general

Cohorte prospectiva de 1828 portadoras de 32 centros:
- mediana seguimiento 3,5 afos
- 32 tumores incidentes (29 ovario, 2 trompa y 1 prim periton)

- 11 tumores ocultos:

n
Uterus k |h‘
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2-2 mrn

Table 2. Description of Cancers Diagnosed at Prophylactic Oophorectomy
Case Age at Prophylactic Surgical Previous Vital Status and Age
Ma. Mutation CQophorectomy, v Site: Stage Breast Cancer at Follow-up, ¥
1 BRCAT 49 Ovary e Yes Alive at 50
2 BRCAT 43 Cvary []lwg Yes Alve at 46
3 BRCAT 51 Ovary MA es Alive at 56
4 BRCAT a8 Ovary ne as Alve at 39
5 BRCAZ 68 Tubal 1A Yes Alive at 69
6 BRCAT 45 Maligrart cytology MA, Mo Alive at 46
7 BRCAT 40 Cvary 1A Yes Dead of disease at 44
a8 BRCAZ &1 Tubal A Mo Alive at 57
o BRCAT 49 Tukal e Mo Alive at 51
10 BRCAT 45 Ovary A Yes Alive at 46
11 BRCAT 45 Ovary MA es Alive at 47 | .
| JAMA, 2006;296:185-192
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DOBLE ANEXECTOMIA PROFI LACT I CA

Table V Incidence of PPC after PO

i i ) i Study Patients (n) Patients with PPC (n)
* Riesgo primario peritoneal del ~obbeck ot 2 - S
0 ~ . : epbeck et a o
2% de 1 a 30 afos post cirugia KaufF ot al2® e 1(0.5%)
Struewing et al'® L4 2 (4.5%)
Piver et al®’ 324 6 (1.8%)
Tobacman et al® 28 3 (10.7%)
TotaL 846 14 (1.7%)

Table VI  Incidence of occult ovarian cancer at PO

Patients with

» Tasa de cancer ovario oculto occult ovarian

del 2.5% (3-4%) segun estudios Study Patients (n) carcinoma (n)
Rebbeck et al®® 259 6 (2.3%)
Kauff et al®® 98 3 (3.1%)
Leeper et al*’ 30 5 (16.7%)
Colgan et al*” 60 5 (8.3%)
Lu et al* 50 2 (4.0%)
ToraL 497 21 (4.2%)
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JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Effect of Short-Term Hormone Replacement Therapy on
Breast Cancer Risk Reduction After Bilateral
Prophylactic Oophorectomy in BRCAI and BRCAZ2
Mutation Carriers: The PROSE Study Group

Methods
We identified a prospective cohort of 462 women with disease-associated germlins

BRCATZ mutations at 12 medical centers 1o evaluate breast cancer risk after BPO with and
without HET. We determined the incidence of breast cancer in 1585 women who had
undergons BPO and in 207 wiomen who had not undergons BPO on whorm we had complets
information on HET use. Postoperative follow-up was 3.6 years.

Resulis
Consistent with previous reports, BPO was significantly associatad with breast cancer risk

reduction overall thazard ratio [HR] = 0.40; 95%CI, 0.18 1o 0.92). Using mutation carrisrs without
BFO or HRT as the referant group, HRT of any typs after BFO did not significantly alter the
reduction in breast cancer risk associated with BPO (HR = Q.37 96% Cl, 0.14 1o 0.28),

Table 3. Erzast Cancer Risk Reduction After EPO Stratified by Postaurgical HRT Uss

Tatal Sample EPC Befars Age B0
Wariable Fla. HHA aew CIF Ma. HHA Qe CIF
Mz surgsry Mz HET 28E 1.0 — 28E 1.0 —
BF Mo HET g2 0.28 0.0 to 1653 B 0.53 01410 262
BFO Any HRT a3 0.37 0.14 to 098 B 0.30 0.11 to 0.8E
BFZ E2 anly BO 0.44 012t 16l BO 0.44 012t 1Bl

BFO FROG = E2 ad 043 0.07 to 2 68 ad 043 0.07 to 2.68
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Hormone Therapy and the Risk of Breast Cancer in
ERCA1T Mutation Carriers

Andraa Eisen, Jan Lubinsk, Jacak Gronwald, Pal Mollar, Henry T, Lynch, Jan Eljn, Shammaing Eim-Sing,
Sus=an L. Mauhausan, Lucy Gilbart, Parviz Ghadinan, Sirancush Manowukian, Gad Raennart, Eitan Friedman,
Claudine lsaacs, Eliot Bosan, Barry Rosan, Mary Daly, Fing Sun, Staven A Marod, and the Heraditary
Eraast Cancer Clinical Stuchy Growup

J Matl Cancer Inst 2008;100:1361-1367

Rasults In this group of BRCAT mutation carriers, the adjusted OR for breast cancer associated with ever use of
HT compared with never uss was 0.52 (95% Cl = 0.35 to 0.96; P = .03\ In analyses by type of HT, an inverse
association with breast cancer risk was observed with uss of estrogen only (OR = 0.51, 95% Cl = 0.27 to
0.98; P=.04); the association with use of estrogen plus progestarona was not statistically significant (OR =
066, 95% Cl = 0.34 t0 1.27; P = .21).

Conclusion Among postmenopausal women with 2 BRCAT mutation, HT use was not associated with increasad rizk
of breast cancar; indeed, in this population, it was associated with a decreasad rizk.

CONSIDERACIONES:

- Seguimiento limitado del efecto del THS sobre el R CM en
portadoras

- Desconocido el efecto del THS en portadoras con antecedente CM
RH negativo
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PROGRAMA DE FORMACION MULTIDISCUPLINAR EN CANCER DE MAMA

PREDICTORES DAP

i

Clin.Breast.Can 2007
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Autor/Publicacion Poblacion | DAP Factores predictores decision DPx

Metcalfe 927 27% MRM previa

JCO 2008 Portadoras DAP previa
con CM Edad (jévenes)

Meijers-Heijboer 220 49% Edad <50

JCO 2003 Alto riesgo Portadoras mutacion
con CM

Meijers-Heijboer 75 60% Paridad

Lancet 2000 Portadoras Edad 40-54
sanas

Friebel 537 55% Edad >40
Portadoras Paridad




