
Nelle pazienti con ca mammario HER2-neg 

ad alto rischio e portatrici di VP gBRCA1/2, 

che abbiano completato chemioterapia 

(neo)-adiuvante, è raccomandabile olaparib?

Alberto Zambelli
Humanitas University Research Hospital

Rozzano (Mi)



OlympiA Study Design

aCPS+EG score incorporates pretreatment clinical stage, oestrogen receptor status, nuclear grade and pathological stage after 
neoadjuvant chemotherapy. bTime from randomization to date of first treatment failure that is loco-regional or distant recurrence or 
new cancer or death from any cause for up to 10 years by STEEP system3

1. Tutt ANJ et al. N Engl J Med. 2021;384(25):2394−2405. 2. Tutt ANJ et al. N Engl J Med. 2021;384(25):2394−2405. (Supplement). 
3. Hudis CA. J Clin Oncol 2007;25:2127–32.

Randomization

1:1

N=1836

Eligibility

• Pathogenic germline BRCA1 or 

BRCA2 mutation

• High-risk Stage II-III breast cancer

• HER2-negative

(HR-positive or TNBC)

• Completed local treatment and 

≥ six cycles of neoadjuvant or 

adjuvant chemotherapy containing 

anthracyclines and/or taxanes

Olaparib 300 mg BID

(n=921)

Placebo

(n=915)

Twice daily 

Neoadjuvant group
• TNBC: non-pCR

• HR-positive: non-pCR and CPS+EG score ≥3a

Neoadjuvant

chemotherapy
Surgery +/- Radiotherapy

Stratification factors

• HR-positive vs. TNBC

• Neoadjuvant vs. adjuvant

• Prior platinum-based chemotherapy (yes vs. no)

1 years’ treatment

4 high-risk patient populations

Adjuvant group
• TNBC: ≥pT2 or ≥pN1

• HR-positive: ≥4 positive lymph nodes

Adjuvant

chemotherapy
Surgery +/- Radiotherapy

Primary endpoints

• IDFSb

Key secondary endpoints

• DDFS

• OS

• BRCA1/2 associated 

cancers

• Health related QoL

• Safety and tolerability



OlympiA: Pathological Characteristics

aCPS+EG score is a staging system for disease specific survival in patients with breast cancer treated with neoadjuvant chemotherapy incorporating pretreatment clinical stage, estrogen receptor status, nuclear 
grade and post-neoadjuvant chemotherapy patholocial stage. 
aReported as protocol deviations. bThese include 2 occult BC (placebo, n=2), 6 pTx (Olaparib, n=4; placebo, n=2) and 2 pNx (Olaparib, n=2).

Tutt ANJ et al. N Engl J Med. 2021;384(25):2394−2405. (Supplement).

CPS+EG scorea (Neoadjuvant only) Pathological AJCC stage (Adjuvant only)

n (%)

Olaparib

N=460

Placebo 

N=460

HR+/HER2-

CPS+EG score ≤ 2a 13 (2.8) 6 (1.3)

CPS+EG score of 3 or 4 88 (19.1) 85 (18.5)

CPS+EG score of 5 or 6 3 (0.7%) 1 (0.2)

Not recorded 0 (0) 0 (0)

Triple Negative Breast Cancer

CPS+EG score ≤ 2 151 (32.8) 144 (31.3)

CPS+EG score of 3 or 4 179 (38.8) 197 (42.8)

CPS+EG score of 5 or 6 19 (4.1) 14 (3.0)

Not recorded 7 (1.5) 13 (2.8)

n (%)

Olaparib

N=461

Placebo 

N=455

0 0 (0.0) 0 (0.0)

IAa 5 (1.1) 2 (0.4)

IB 15 (3.3) 11 (2.4)

IIA 264 (57.3) 250 (54.9)

IIB 70 (15.2) 11 (2.4)

IIIA 73 (15.8) 70 (15.4)

IIIB 0 (0.0) 2 (0.4)

IIIC 28 (6.1) 41 (9.0)

NAb 6 (1.3) 4 (0.9)



Tutt et al, NEJM 2021

Patients characteristics



Comment on study population



Tutt et al, NEJM, 2021

Invasive DFS
OS

Distant DFS

Results
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Tutt et  al, Annals of Oncology, 2022



Second overall survival interim analysis - OS IA 2 (ITT)

Time since randomisation (months)
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Difference: 3 Yr. OS rate

3.8% (95% Cl: 0.9%, 6.6%)

Difference: 4 Yr. OS rate

3.4% (95% Cl: -0.1%, 6.8%)

Stratified hazard ratio 0.68 (98.5% CI: 0.47, 0.97); P = 0.009 crossing the significance boundary of 0.015  

Tutt et al Annals of Oncology, March 2022



Subgroup Analysis for OS

Should we wait for a longer FU to confirm the benefit , at least for HR+ population ?



Other cancers?

Tutt et al, NEJM, 2021



0

Baseline 6 12 18

Time since randomization (months)

Health-Related Quality of Life Results

Global Health Quality (GHQ) score ranges from 0 to 100, higher score indicates better QOL.Adjusted least-square mean responses and 95% CI for time points other than baseline are obtained from mixed model for repeated measures analysis of the
GHQ score. The model includes treatment, time and treatment by time interaction, corresponding baseline score, and the baseline score by time interaction.

Reproduced with permission from Tutt ANJ et al. N Engl J Med. 2021;384(25):2394−2405.

Tutt ANJ et al. N Engl J Med. 2021;384(25):2394−2405.
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Masuda et al. NEJM 2017

Olaparib in the context (TNBC neoadj)

OS CREATE-X TNBC

94.4%

92.5%

56.8%

67.4%

EFS KN 522 TNBC EFS

Schmid et al. ESMO Virtual Plenary. July 15, 2021.

EFS MonarchE

Johnston et al SABCS 2022

https://www.annalsofoncology.org/article/S0923-7534(21)02063-9/fulltext


ICI post neoadj administration ?
In case of pCR vs RD

84.5%

76.8%

Keynote-522

Mdn 39.1mo

Loibl et al. ASCO 2021; Schmid ett al ESMO 2021.

GeparNuevo

Mdn 43.7mo

On going NeoTRIP



A data-free zone
Olaparib or Capecitabine ?

Sibylle Loibl, MD, PhD

PARP inhibitors in gBRCAmutationcarriers

Robson NEJM 2018; Litton NEJM 2018

OlympiaD EMBRACA

gBRCA testing is standard

What about somatic testingas in 

ovariancancer?

45% of patients in OlympiAD received Capecitabine
in the control arm



1L- or 2L Pembrowith Paclitaxel or Capecitabine in mTNBC

Week 12 ORR: 43% with pembro/capecitabine 

Co-administration was safe

Co-administration of adjuvant pembro/capecitabine may be

reasonable in selected high-risk patients with residual TNBC after NAC
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Capecitabine (median: 146 days)
Paclitaxel (median: 83 days)

Page et al. ASCO 2019. Abstr 1015.

ICI and CT (Cape/Paclitaxel) ?



ICI + PARPi?
MEDIOLA: Phase II basket trial of olaparib and durvalumab

Domchek Lancet Oncol 2020

Toxicity

34 patients were enrolled

11 (32%) patients had =>G3 

- Anaemia (12%), 

- neutropenia (9%)

- pancreatitis (6%)

Three (9%) pts discontinued due to Aes

Four (12%) pts had a total of 6 SAE. 

There were no treatment-related deaths.



NAC + pembrolizumab
in high risk early TNBC

Surgery

pCR No pCR

SOC adjuvant 
pembro

Future enrollment in planned
trials of adjuvant 

pembro vs. not

Pathogenic or likely pathogenic variant 
in BRCA1/2

Yes No

Olaparib 
Pembro

Capecitabine
Pembro

Consider sequential Olaparib with radiation
1McArthur et al. SABCS 2022. PD3-01

In eTNBC



Cost/effectivness

18



Accesso al test 
(AIOM 2023)



A practice changing trial with some open 
questions

 Q1 Olaparib vs Capecitabine (in non pCR TNBC): CreateX; Geicam; EA 1131 (Cape benefit non-
basal phenotype)

 Q2 Olaparib vs Pembrolizumab: no OS benefit (yet) for Pembro: role of pembro post-operative (?); 
combo (Mediola)

 Q3 Olaparib vs Abemaciclib: no OS benefit (yet) for Abema; role of Abema in mBRCA (?); no 
combo (tox); possible sequencing (>12m post diagnosis)

 Q4 Should all women with BC now be tested for BRCA1/2 ? According to OLYMPIA criteria

 Q5 Could Olaparib replace Platinum in pre/post-op in NAC ? Trial is ongoing


