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ORIGINAL ARTICLE

Adjuvant Olaparib for Patients with
BRCAI1- or BRCA2-Mutated Breast Cancer

A.N.J. Tutt, J.E. Garber, B. Kaufman, G. Viale, D. Fumagalli, P. Rastogi,
R.D. Gelber, E. de Azambuja, A. Fielding, J. Balmana, S.M. Domchek,
K.A. Gelmon, S.J. Hollingsworth, L.A. Korde, B. Linderholm, H. Bandos,

E. Senkus, J.M. Suga, Z. Shao, AW. Pippas, Z. Nowecki, T. Huzarski, P.A. Ganz,
P.C. Lucas, N. Baker, S. Loibl, R. McConnell, M. Piccart, R. Schmutzler,
G.G. Steger, J.P. Costantino, A. Arahmani, N. Wolmark, E. McFadden,

V. Karantza, S.R. Lakhani, G. Yothers, C. Campbell, and C.E. Geyer, Jr.,
for the OlympiA Clinical Trial Steering Committee and Investigators*



OlympiA: Trial schema

» Local genetic testing or Neoadjuvant Group
on-study central screening « TNBC: non-pCR Olaparib

Myriad Genetics Inc. Sis
IR ) « Hormone receptor—positive: 300mg
+» hon-pCR and CPS+EG score = 3 ; twice daily : :

« Germline pathogenic or for 1 year P"I"‘a'y, E“; Point ; -
. . + |nvasive aisease-iree surviva
likely pathogemc BRCA1/2 2 6 cycles (IDFS) by STEEP system!
mutation Neoadjuvant =% Surgery=¥ +/- Radiotherapy A

Chemotherapy 1:1 Secondary End Points
' . -» Randomization =» + Distant disease-free survival'
r r— (\Y . :
( ?:}g?;e DEEPIUEROD NG TNBC: 2 pT2 or 2 pN1 ot « BRCA1/2 associated cancers
or ) * Hormone receptor—positive: 1 = Symptom / Health related QoL
> 24 positive lymph nodes o ] Placebo - Safety

« Stage II-lll Breast Cancer > 6 cycles twice daily -
or lack of PathCR to NACT ~ Surgery —> Adjuvant = +/- Radiotherapy | e Eyel

Chemotherapy i
Stratification Factors Concurrent Adjuvant Therapy
* Hormone receptor—positive vs. TNBC + Endocrine therapy
» Neoadjuvant vs. adjuvant « Bisphosphonates

+ Prior platinum-based chemotherapy (yes vs. no) + No 2nd Adjuvant Chemotherapy

Hormone receptor +ve defined as ER and/or PgR positive (IHC staining = 1%)
Triple Negative defined as ER and PgR negative (IHC staining < 1%)
'Hudis CA, J Clin Oncol 2007

Presented By: Andrew Tutt MB ChB PhD FMedSci #ASCO21 = Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO
The Institute of Cancer Research and Kings College London Permission required for reuse. ANNUAL MEETING



A Invasive Disease—free Survival
100+ 93.3

1 : 85.9 = < — N
e 3FERBIDOERHEEEBREFREIAS/I\UTEE
— T < & — © X
£ & setveengoup deencen 85.9%. JStMB¥77.1%EAS)\U T D%
i 5(Z K DIDFSOfFEt 2N B RR3FEIDFSDER
< gEat ENRHSNTZ (p<0.001 ;HR, 0.58;
% 6 12 18 24 30 3 0 | 99.50/0 CI, 0.41 0.82)
Months since Randomization
No. at Risk
Olaparib 921 820 737 607 477 361 276 183
Placebo 915 807 732 585 452 353 256 173

B Distant Disease—free Survival
100 943

0.0 87.5
FRIDERBBRAETEEAS) (U TH
80+ e 83.9 i Placetul) (152 events) 3 = d) 1= Prg Ak ¥’ ‘( j} \
__ 701 : j ?—
33. 60 Between-group difference in 87 50/0 \ j l / | \g¥80 40/0 & BH,“\ﬁ%E ?
g 504 iylr dus:an;dlsease—tfree survival, \‘ _
. ercentage points
Sy (5% 01, 30-11.1) HFE@L%D /]\ént (P<0001 / HR, 057,
304 Stratified hazard ratio for distant 0
di death, 0.57
et 99.5% CI, 0.39-0.83)
il P<0.001
c T T T T T T T
] 6 12 18 24 30 36 42
Months since Randomization
No. at Risk
Olaparib 921 823 744 612 479 364 279 187
Placebo 915 817 742 594 461 359 263 179

C Overall Survival

lz:w Olapabrib (59ddeaths) Eﬁg t L/ t (j:j- 5/ \o IJ j\g¥9 20/0 \ j 5 tﬂ_{g¥
20 883 Placebo (86 deaths)
5 88.3% & 12 D EEE(FFRHBN D I
i i by (P=0.02 ; HR0.68; 99% CI, 0.44 -1.05)
. zg: S:r(aétxsédcl[;ag;rgjii;t)xo for death, 0.68 /E\Eﬁ Faﬁ (Ove ra I | Su rViva I )/\O)I%;g %EEEILJ\
Ig— T T T T T T T P=(°-0; o j%“—(iébfd\égﬁ/ \/\HFEﬁb\M\gt%ibnt
' IMonths :ince Rand:mization 3 2
No. at Risk
Olaparib 921 856 801 659 531 400 310 205

Placebo 915 365 801 659 516 397 292 199
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Original Investigation rree EMESMO BREAST CANCER
December 7, 2023

2660 - Safety of Assisted Reproductive Techniques in

Preg nancy After Breast Ca ncer in You ng Young BRCA Carriers with a Pregnancy after Breast
. Cancer: Results from an International Cohort Study
BRCA carrlers AMatan | ambortin enMa bMasrtha amadoan A Qankic o Qak I inm
An International Hospital-Based Cohort  fxieir 2 s i i
Study abelle Demeesters. Hatem A. Azim Jr. A Partridoe Blondeaux

Matteo Lambertini, MD'*2; Eva Blondeaux, MD>; Elisa Agostinetto, MD*: et al May 16. 2024 . Cl @matteolambe
» Author Affiliations | Article Information ' . ¢ D
BEM:=_ & @ 4 B ADn

JAMA. 2024;331(1):49-59. doi:10.1001/jama.2023.25463

ESMO daily news 20244&D

No difference in risk recurrence or pregnancy outcomes was reported between
young women with BRCA1 or BRCA2 mutations conceiving naturally and those
using fertility treatments

For young women with a history of breast cancer harbouring BRCA mutations,
undergoing assisted reproductive techniques (ART) did not appear to negatively
influence maternal prognosis or pregnancy outcomes in a first analysis of a global study,
as presented at the ESMO Breast Cancer 2024 (Berlin, 15-17 May) (Abstract 2660).
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Talazoparib in Patients with Advanced Breast Cancer

and a Germline BRCA Mutation

Authors: Jennifer K. Litton, M.D., Hope S. Rugo, M.D., Johannes Ettl, M.D., Sara A. Hurvitz, M.D., Anthony Gongalves,
M.D., Ph.D., Kyung-Hun Lee, M.D., Ph.D., Louis Fehrenbacher, M.D., +10 , and Joanne L. Blum, M.D., Ph.D. Author
Info & Affiliations
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Copyright © 2018
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. Progression-free Survival

FILAR

HIREREFHIRIHR : 0.54
(95%CI : 0.41-0.71)

100- No. of Patients ~ No. of Events (%)  Median (95% Cl)
90+ mo
3 80 Talazoparib 287 186 (65) 8.6 (7.2-9.3)
= - Standard Therapy 144 83 (58) 5.6 (4.2-6.7)
'§ g 60 Hazard ratio for progression or death, 0.54 (95% Cl, 0.41-0.71)
2 P<0.001
I R
]
25
z £ 304
5™
;.,; 10- P Talazoparib
Standard therapy
0 T T T T T T T T T T T T 1
0 3 ] 9 12 15 18 21 24 27 30 33 36 39 42
Months
No. at Risk (events/cumulative events)
Talazoparib 287 (0/0) 229 (50/50) 148 (53/103) 91 (34/137) 55 (17/154) 42 (9/163) 29 (9/172) 23 (2/174) 16 (5/179) 12 (4/183) 5 (2/185) 3 (0/185) 1 (0/185) 0 (1/186) 0 (0/186)
Standard therapy 144 (0/0) 68 (41/41) 34 (20/61) 22 (8/69) 9 (7/76) B (0/76) 4 (3/79) 2(2/8) 2(0/81) 1(1/82) ©0(L/83) 0 (0/83) 0(0/83) 0(0/83) 0 (0/33)
B Progression-free Survival, According to Subgroup
Hazard Ratio for Disease Progression or Death
Subgroup No. of Patients (%) (95% CI)
All patients 431 (100) 0.54 (0.41-0.71)
BRCA mutation type, according to central testing
BRCA1 183 (42.5) 0.59 (0.39-0.90)
BRCA2 225 (52.2) 0.47 (0.32-0.70)
Hormone-receptor status according to most recent biopsy
Triple-negative breast cancer 190 (44.1) 0.60 (0.41-0.87)
Hormone-receptor positive 241 (55.9) 0.47 (0.32-0.71)
History of CNS metastasis
Yes 63 (14.6) 0.32 (0.15-0.68)
No 368 (85.4) 0.58 (0.43-0.78)
Visceral disease assessed by investigator
Yes 303 (70.3) 0.51 (0.37-0.70)
No 128 (29.7) 0.59 (0.34-1.02)
Previous platinum treatment
Yes 76 (17.6) 0.76 (0.40-1.45)
No 355 (82.4) 0.52 (0.39-0.71)
Previous regimens of cytotoxic chemotherapy for advanced breast cancer
0 165 (38.3) 0.57 {0.34-0.95)
1 161 (37.4) 0.51 (0.33-0.30)
=2 105 (24.4) 0.56 (0.34-0.95)
0.;)0 U,IZS O.ISD 0,‘75 1.00 LIZS l.IEU ]‘IJ"S E,bﬂ

Talazoparib Better

Standard Therapy Better
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Table S3. Adverse Events

Talazoparib Group Standard-Therapy Group
(N=286) (N=126)
Any Grade 1 Grade 2 Grade 3 Grade 4 Any Grade 1 Grade 2 Grade 3 Grade 4
Event Event Event Event Event Event Event Event Event Event

Number of patients (percent)
Hematologic event*

Patients with 21 194 (67.8) 8(2.8) 29 (10.1) 140(49.0) 17(59) 63(50.0) 5(4.0) 10(7.9) 29 (23.00 19(15.1)
hematologic adverse event,
No. (%)
Anemia 151 (52.8) 10 (3.5) 29 (10.1) 110 (38.5) 2(0.7) 23(18.3) 8(6.3) 9(7.1) 5 (4.0 1(0.8)
Neutropenia 99 (34.8) 5(1.7) 34 (11.9) 51(17.8) 9(3.1) 54 (42.9) 2(1.6) 8 (6.3) 25(19.8) 19(15.1)
Thrombocytopenia 77 (26.9) 14 (4.9) 21 (7.3) 32 (11.2) 10 (3.9) 9 (7.1) 3(2.4) 4(3.2) 2(1.8) 0
Leukopenia 49 (17.1) 6(2.1) 24 (8.4) 18 (6.3) 1(0.3) 17(13.5) 1(0.8) 5(4.0) 8 (6.3) 3(2.4)
Lymphopenia 21 (1.3) 4(1.4) 8 (2.8) 9(3.1) 0 4 (3.2) 1(0.8) 2(1.6) 0] 1(0.8)
Febrile neutropenia 1(0.3) 0 0 0 1(0.3) 1(0.8) 0 0 0 1(0.8)
Nonhematologic eventt
Patients with 21
nonhematologic adverse 282 (98.6) NR NR Grade 3-4 123 97.6 NR NR Grade 3-4
event, No. (%) 91 (31.8) 48 (38.1)
Fatigue 144 (50.3) 84 (29.4) 55(19.2) 5(1.7) 0 54 (42.9) 33 (26.2) 17 (13.5) 4 (3.2) 0
Nausea 139 (48.68) 97(33.9) 41(14.3) 11(0.3) 0 59 (46.8) 34 (27.0) 23(18.3) 2(1.8) 0
Headache 93 (32.5) 66 (23.1) 22 (1.7) 5(1.7) 0 28 (22.2) 20 (15.9) 7 (5.6) 1(0.8) 0
Alopecia 72(25.2) 65 (22.7) 7(2.4) NA NA 35(27.8) 25 (19.8) 10 (7.9) NA NA
\Vomiting 71(24.8) 45 (15.7) 19 (6.6) 7(2.4) 0 29 (23.0) 14 (11.1) 13 (10.3) 2(1.8) 0
Diarrhea 63 (22.0) 50(17.5) 11(3.8) 2(0.7) 0 33(26.2) 14 (11.7) 12 (9.5) 7 (5.6) 0
Constipation 63 (22.0) 44 (15.4) 18 (6.3) 11(0.3) 0 27 (21.4) 16 (12.7) 11 (8.7) 0 0
Decreased appetite 61(21.3) 44 (15.4) 16 (5.6) 1(0.3) 0 28 (22.2) 19 (15.1) 8 (6.3) 1(0.8) 0
Back pain 60 (21.0) 36 (12.6) 17 (5.9) 7(2.4) 0 20 (15.9) 12 (9.5) 6 (4.8) 2 (1.8) 0
Dyspnea 50 (17.5) 28 (9.8) 15 (5.2) 7(2.4) 0 19 (15.1) 12 (9.5) 4 (3.2) 3(2.4) 0
Palmar-plantar 4(1.4) 3(1.0) 0 11(0.3) 0 28 (22.2) 12 (9.5) 13 (10.3) 3(2.4) 0
erythrodysesthesia
syndrome
Pleural effusion 6(2.1) 0 1(0.3) 5(1.7) 0 11 (8.7) 1(0.8) 5(4.0) 5 (4.0) 0

NA denotes not applicable; NR denotes not reported. * The thrombocytopenia category includes thrombocytopenia and decreased platelet count. The neutropenia category includes
neutropenia, decreased neutrophil count, and neutropenic sepsis. The anemia category includes anemia and decreased hemoglobin level. No cases of acute myeloid leukemia or the
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WS Somprehensive BRCA-Pathogenic/Likely Pathogenic Variant - Table of Contens

.y Discussion
Network® Positive Management
BRCA PATHOGENIC/LIKELY PATHOGENIC VARIANT-POSITIVE MANAGEMENT
Site Screening/Surveillance Procedure and Interval
General  Education regarding signs and symptoms of cancer(s), especially those associated with BRCA P/LP variants.
+ Breast awareness®? starting at age 18 years.
* Clinical breast exam, every 6-12 months,P starting at age 25 years.
« Breast screening®d
» Age 25-29 years, annual breast MRI® screening with and without contrast’ (or mammogram, only if MRI is unavailable) or
individualized based on family history if a breast cancer diagnosis before age 30 is present.
» Age 30-75 years, annual mammogram and breast MRI® screening with and without contrast.
Breast » Age >75 years, management should be considered on an individual basis.
cancer » For individuals with a BRCA P/LP variant who are treated for breast cancer and have not had a bilateral mastectomy, screening with
(female) annual mammogram and breast MRI should continue as described above.

» Discuss option of RRM
0 Counseling should include a discussion regarding degree of protection, reconstruction options, and risks. In addition, the family
history and residual breast cancer risk with age and life expectancy should be considered during counseling.
— Address psychosocial and quality-of-life aspects of undergoing RRM.
» Consider risk reduction agents as options for breast cancer, including discussion of risks and benefits (see Discussion for details).
(NCCN Guidelines for Breast Cancer Risk Reduction).

Breast . Brgaa?st self-exam training and education Star'ting at age 35 years.

cancer . Cllnlc_al breast exam, every 12 months_, starting at age 35 years. . . o . _

(male) » Consider annual mammogram, especially for those with BRCAZ2 P/LP variants in whom the lifetime risk of breast cancer is up to 7%,
starting at age 50 or 10 years before the earliest known male breast cancer in the family (whichever comes first).9
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@ agn iscussion
Network Positive Management
BRCA PATHOGENIC/LIKELY PATHOGENIC VARIANT-POSITIVE MANAGEMENT
Site
« Counseling includes a discussion of reproductive options, extent of cancer risk balanced with cancer worry; degree of protection for breast, ovarian
and uterine cancer; management of menopausal symptoms; hormone replacement therapy (HRT); and related medical or surgical history.
« Considerations for salpingectomy with delayed oophorectomy, BSO, or non-surgical risk reduction strategies can apply to moderate-penetrance
genes as well, with attention to age-related cancer risk of the known PV and family history.
Reproductive « If desired, refer to fertility specialists for discussion of age-related fertility considerations, options for in vitro fertilization, egg-
considerations and embryo-cryopreservation, and consideration of preimplantation genetic testing, gestational carrier, and adoption.
in « If eggs/embryos are cryopreserved, pregnancy may be achieved with uterus in place W|th or without fallopian tubes or ovaries.
premenopausal + Individuals with P/LP BRCA1 variant may have earlier menopause and oocyte aging.'
women
« Consultation with gynecologic oncologist or gynecologist with expertise/experience in genetic susceptibility to gynecologic
cancer recommended.
Non-suraical » Consideration of combination estrogen/progestin (E/P) contraception (such as oral contraceptive pills [OCP]) for ovulation
risk redLgcti on suppression. Overall, studies in P/LP variant carriers support significant risk reduction benefits for ovarian cancer.®4° See
Discussion for risk/benefits of OCP.
Ovarian/ » Levonorgestrel intrauterine device (LNG-IUD) has been shown to reduce risk for ovarian cancer in the average-risk
Fallopian population.®”
Tube/

- = Based on age-related risks of ovarian/fallopian tube cancer:

Peritoneal/ » BRCA1: Recommend RRSO between 35 and 40 years.

Uterine » BRCAZ: Because ovarian cancer onset in patients with BRCAZ2 P/LP variants is an average of 8-10 years later than in
Cancers patients with BRCA1 P/LP variants,2 it is reasonable to delay RRSO for management of ovarian cancer risk until age 40-45
years in patients with BRCAZ2 P/LP variants unless age at diagnosis in the family warrants earlier age for consideration of

prophylactic surgery.
« CA-125 and pelvic ultrasound are recommended for preoperative planning.
Surgical risk « See Risk-Reducing Salpingo-Oophorectomy (RRSQO) Protocol in NCCN Guidelines for Ovarian Cancer - Principles of Surgery.
reduction Appropriate surgical and pathologic expertise is strongly recommended. SEE-FIM (Sectioning and Extensively Examining the
with bilateral Fimbriated End) protocol for pathologic assessment and pelvic washings should be performed.
salpingo- « If serous tubal intraepithelial carcinoma (STIC lesion) is found, further consultation with a gynecologist oncologist is
oophorectomy recommended.

« In addition, in premenopausal individuals, oophorectomy likely reduces the risk of developing breast cancer but the magnitude
is uncertain and may be gene-specific.

- Address bone health, cardiovascular health, psychosocial health, neurologic health, sexual health, and generalized quality-of-
life aspects of undeBgomg RRSO. Consider preoperative menopause management consultation if patient is still premenopausal
at time of RRSO.?

* HRT is generally not contraindicated and thus should be discussed with premenopausal patients who do not have a personal
history of breast cancer.11:12
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Discussion

Network® Positive Management
BRCA PATHOGENIC/LIKELY PATHOGENIC VARIANT-POSITIVE MANAGEMENT
Site Screening/Surveillance Procedure and Interval
E:r?:éfaﬁc « For pancreatic cancer screening recommendations, see PANC-A.

« Starting at age 40 years: (Guidelines for Prostate Cancer Early Detection)
Prostate cancer » Recommend prostate cancer screening for BRCA2 carriers.
» Consider prostate cancer screening for BRCA1 carriers.

* No specific screening guidelines exist for melanoma, but general melanoma risk management is appropriate, such as annual
full-body skin examination and minimizing ultraviolet (UV) exposure.

Melanoma

Risk to relatives * Principles of Cancer Risk Assessment and Counseling (EVAL-A)

E;t?éﬁg”dwe * Principles of Cancer Risk Assessment and Counseling (EVAL-A)
Consider pancreatic cancer screening (preferably in the setting of a longitudinal study) for the following:
« Individuals with P/LP germline * Beginning at age 30-35 years (or 10 years younger than the earliest exocrine pancreatic cancer
variants in STK11 diagnosis in the family, whichever is earlier).
 Individuals with P/LP germline * Beginning at age 40 years (or 10 years younger than the earliest exocrine pancreatic cancer
variants in CDKN2A diagnosis in the family, whichever is earlier).
¢ Individuals with P/LP germline * Beginning at age 50 years (or 10 years younger than the earliest exocrine pancreatic cancer
variants in ATM or BRCA2 diagnosis in the family, whichever is earlier).
* Individuals with P/LP germline * GENE-A
variants in one of the other » Beginning at age 50 years (or 10 years younger than the earliest exocrine pancreatic cancer
pancreatic cancer susceptibility diagnosis in the family, whichever is earlier) for individuals with exocrine pancreatic cancer in 21
genes (BRCA1, MLH1, MSH2, MSHS, first- or second-degree relatives from the same side of (or presumed to be from the same side of)
EPCAM, PALB2, TP53) the family as the identified P/LP germline variant.2
i | » The Panel does not currently recommend pancreatic cancer screening for carriers of P/LP
variants in genes other than ATM, BRCA2, STK11, and CDKN2A in the absence of a close family
history of exocrine pancreatic cancer.




sAREE CIEHBOCICEAD SIRE. Z2HRdb
KONV DZETROTVNET
htiE TREZZ T H B HH < 12 LN

® BRCARMY/NU 77> MRIFE. VUS/INU 77> MEREBEANDEBIGHD> U D
® BRCAJRIY/\U 7> MR¥EFED U X DRl
(FUED KOIPEIEFRAEE (MMRIR2E. RKREIEA(IBEZE)
® BRCAREY/\U 7> MRIFBAEANDY — X152 X
® ZXEIEVIREN S S HDEEMEN AU R DZ501NSD (BRCAREY/INL 7>
NOMIBRLUIDN D T2 1R E) N

Wl
B = o

l ‘




	スライド 1
	スライド 2
	スライド 3
	スライド 4
	スライド 5
	スライド 6
	スライド 7
	スライド 8
	スライド 9
	スライド 10
	スライド 11
	スライド 12
	スライド 13
	スライド 14
	スライド 15
	スライド 16
	スライド 17
	スライド 18
	スライド 19
	スライド 20

