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CONFIDENCE - RISCHIO DI BIAS

Selection Bias

« Generazione della sequenza di randomizzazione.

al. Randomization was stratified according to
previous use of chemotherapy for metastatic dis-
ease (yes vs. no), hormone-receptor status (hor-
mone-receptor positive vs. triple negative), and
previous use of platinum-based therapy (yes vs.
no); this information was obtained locally at the
time of trial registration with the use of an interac-
tive voice or Web response system. All other clini-
cal data and disease characteristics were collected
at baseline with the use of a case-report form.

Robson M et al., NEJM 2017



» Mascheramento dell’lassegnazione.

Characteristic
Age—yr
Median
Range
Male sex — no. (38)
Race or ethnic group — no. (%)
White
Asian
Other
ECOG performance status — no. (%) 1
0
1
BRCA mutation type — no. (36)]
BRCA1
BRCAZ
BRCA1 and BRCAZ
Hormone-receptor status — no. (36)9
Hormone-receptor positive
Triple negative
Mew metastatic breast cancer — no. (36)
Previous chemotherapy for metastatic breast cancer — no. (%)
Previous platinum-based therapy for breast cancer — no. (96)
=2 Metastatic sites — no. (38)
Lecation of the metastasis — no. (%)
Bone only
Other]|

Measurable disease — no. (%)

Olaparib Group
{N=205)

44
22-76
5 (2.4)

134 (65.4)
66 (32.2)
5 (2.4)

148 (72.2)
57 (27.8)

117 (57.1)
4 (41.0)
4 (2.0)

103 (50.2)
102 (49.8)
26 (12.7)
146 (71.2)
60 (29.3)
159 (77.6)

16 (7.8)
129 (92.7)
167 (31.5)

Standard-Therapy Group
(N=97)

45
2463
2(21)

63 (64.9)
2% (23.9)
6 (6.2)

62 (63.9)
35 (36.1)

51 (52.6)
46 (47.4)
0

49 (50.5)
4% (49.5)
12 (12.4)
69 (71.1)
26 (26.8)
72 (74.2)

6 (6.2)
91 (93.8)
66 (68.0)
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CONFIDENCE - RISCHIO DI BIAS

Performance Bias

mm) |- Open-label trial > NO blinding

#  Without placebo control
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CONFIDENCE - RISCHIO DI BIAS

Detection Bias

The primary end point was progression-free sur-
vival, which was defined as the time from ran-
domization to objective radiologic disease pro-
cression (according to modified RECIST, version
1.1) or death from any cause. The primary analy-
sis was based on blinded independent central re-
view, which was performed by two main review-
ers, with adjudication by a third reviewer in cases
m which the two main reviewers disagreed. A

Computed tomography or magnetic resonance

imaging was performed every 6 weeks until week
24 and then every 12 weeks thereafter. Overall

Robson M et al., NEJM 2017



CONFIDENCE - RISCHIO DI BIAS

Attrition Bilas

344 Patients were enrolled

47 Were excluded
2 Declined to participate
38 Did not meet eligibility criteria
2 Had other reasons

302 Underwent randomization and
were induded in efficacy analyses

205 Were assignad to receive olaparib
205 Received treatment and were included
in the safety analyses

97 Were assigned to receive standard therapy
& Did not receive treatment owing

to patient decision

31 Received treatment and were included

in the safety analyses

41 Received capecitabine

34 Received eribulin
1& Received vinorelbine

169 Discontinued treatment
149 Had disease
progression
10 Had adverse event
7 Withdrew from the trial
3 Had clinical or
symptomatic disease
progression

r

B8 Discontinued treatment
68 Had dizease progression
& Had adverse event
9 Withdrew from the trial
5 Had other reasons
3 Had clinical or
symptomatic disease
progression
1 Was suspected to
have tuberculosis
1'Was reaching the limit
of drug toxicity

i

36 Patients were still receiving treatment
at data cutoff

3 Patients were still receiving treatment

at data cutoff

Robson M et al., NEJM 2017




CONFIDENCE - PRECISION

STATISTICAL ANALYSIS

We determined that a total of 230 progression-
free survival events would give the trial 90%
power (at a two-sided significance level of 5%)
to show a statistically significant difference in
progression-free survival between the olaparib
group and the standard-therapy group, with a
corresponding hazard ratio for disease progres-
sion or death of 0.635. Efficacy data were ana-

Subgroup

All patients

Olaparib  Standard Therapy Hazard Ratio (95% Cl)
no. of patients with events fotal no. (%)
163/205 (79.5)  71/97 (73.2) —— 0.58 (0.43—0.30)
1 1 1 1 1
0.125 0.250 0.500 1.000 2.000

Olaparib Better Standard

Therapy

Better
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* Analysis after 234 of 302 patients (77,5%) had events.

Effetto di dimensione
e in linea con il beneficio
minimo preordinato

N

Hazard ratio, 0.58 (95% CI, 0.43-0.80)
P<0.001

Progression-free Survival
100+

90
80+
70
60
50
40+ Olaparib (N=205)

30+

Progression-free Survival (%)

Standard therapy
204 (N=97)

104

o777 7T T T 7T T T T T T T T T T T T T T T T T T T T T
01 2 3 45 6 7 &8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30

Months since Randomization
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CONFIDENCE

Analisi di sottogruppo

Subgroup Olaparib  Standard Therapy Hazard Ratio (95% CI)
no. af patients with events fotal no. (36)
All patients 163205 (79.5) 7197 [73.3) —— 0.58 (0.43-0.80)

Previous chematherapy for metastatic |
breast cancer i

|

|

1

Progressive disease at the time
of randemization

Yes 115/146 (81.5) 51/69 [73.9) —— 0.65 (0.47-0.91)
Mo 44/59 (74.6) 20{28 [71.4) —-—i 0.56 (0.34-0.98)

Hormone-receptor status i
Hormone-receptor positive 82/103 (79.6) 31/49 (63.3) —.—i— 0.82 (0.55-1.26)
Triple negative 81/102 (79.4) 4048 [833) —_— ! 0.43 (0.25-0.63)

Previous platinum-based therapy for breast cancer |
Yes 50/60 (83.3) 2126 [80.8) —-—i— 0.67 (0.41-1.14)
Mo 113/145 (77.9) 3071 [70.4) —— | 060 (0.43-0.24)

Measurable disease E
Yes 139165 (84.2)  56/72 (77.3) —— . 0.58 (0.43-0.80)
No 24/40 (60.0) 15/25 (60.0) e ——— 0.57 (0.30-1.12)

]

1

Yes 127/159 (79.3) 5373 [72.6) —— 0.60 (0.43-0.83)
No I6/46 (783)  18/24 (75.0) _ 0.72 [0.41-1.30)
BRCA mutation type i
BRCAI 94114 (825) 4150 (32.0) — 0.54 (0.37-0.79)
BRCAZ 64/84 (76.2)  30/45 [66.7) e 0.68 (0.45-1.07)
Age H
<65 yr 154194 (79.4) 6733 [72.0) 0.66 (0.45-0.88)
=65 yr 911 [81.8) 4/4 (100.0) ! Mot calculated
Region E
Asia 4659 (78.0) 21728 [75.0) — 0.57 (0.34-0.97)
Europe 77/97 (79.4)  34/35 [75.6) —— 0.71 (0.43-1.08)
Morth America and South America 4049 (81.6)  16/24 (667) — ———t— ! 039 [0.22-0.73)
Race E
White 105/134 (813) 4763 [746) —— | 0.67 (0.48-0.95)
Other S4/71(761)  24/34 [70.6) —_— 0.51 (0.32-0.85)
O.IIES 0.?!50 0.5:00 l.EIIOD E.EIIOD
Olaparib Better Standard
Therapy
Better
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DIRECTNESS
QUESITO STRUTTURATO: il metodo PICO

- Pazienti con carcinoma mammario
O p U I atl O n metastatico, BRCA mutate e HER?2

negative, pretrattate con chemioterapia

0]

Olaparib

ntervention

Monochemioterapia (capecitabina,

om p al | SOnNn eribulina o vinorelbina)

PFS, time to second progression or

u tC omes - death, OS and ORR (beneficio)

- Safety and tolerability, global HRQoL
(danno)

ol o] —




DIRECTNESS - Population

« Stratificazione delle pazienti in
base a:

v precedente utilizzo di
chemioterapia nel setting
metastatico (Si vs no)

v’ stato recettoriale
(HR+vs TNBC)

v precedente utilizzo di sali del
platino (si vs no)

feeterogeneita

—>incremento del beneficio con

% miglior selezione delle pazienti3

Table $1. Prior treatment in the metastatic and/or adjuvant or necadjuvant setting

ODlaparib 300 mg bd
n (%) Standard therapy (N=97)
{W=205)

Endocrine therapy in HR+ patients’

Metastatic 86 (86.0) 28 (59.6)

Adjuvant/neoadjuvant 70(70.0) 35(74.5)

Lines of chemotherapy for metastases

0 line BE (33.2) 31(32.0)
1 line B0 (39.0) 42(433)
2 lines 57 (27.8) 24(247)

Platinum therapy for breast cancer

Metastatic 43(21.0) 14 (14.4)

Adjuvant/necadjuvant 15(7.3) T({7.2)

Robson M et al., NEJM 2017



DIRECTNESS — Comparison

« Uso di differenti trattamenti nel gruppo di controllo

Patients were randomly assigned, in a 2:1 ra-
tio, to receive olaparib tab lets (300 mg twice
daily) or standard therapy with one of the follow-
ing three prespecified chemotherapy regimens:
capecitabine administered orally at a dose of
2500 mg per square meter of body-surface area
daily (divided into two doses) for 14 days, re-
peated every 21 days; eribulin mesylate adminis-
tered intravenously at a dose of 1.4 mg per square
meter on day 1 and day 8, repeated every 21 days;
or vinorelbine administered intravenously at a dose
of 30 mg per square meter on day 1 and day &,
repeated every 21 days. The assigned treatment

Robson M et al., NEJM 2017



DIRECTNESS — Comparison

« Mancanza di un braccio con sali del platino

15t Line Therapy: Platinum Salts
TNT Trial: CRUK/07/012

ER-, PeR-/unknown & HER2- or known BRCA1/2
Metastatic or recurrent locally advanced

Exclusions include:

* Adjuvant taxane in €12 months
* Previous platinum treatment

* Non-anthracyclines for MBC

A Priori subgroup analyses:
= BRCA1/2 mutation
* Basal-like subgroups (PAM50 and IHC)
= Biomarkers of HRD
[ ]

!
Docetaxel (D)
n-376 100mg/m? g3w, 6 cycles
T

On progression, BRCA1/2= On progression,
crossover if appropriate 9%/12% crossover if appropriate
3

i
Docetaxel (D) N
100mg/m? q3w, 6 cycles % AU %

Tutt M et al., SABCS 2014




TNT Trial: CRUK/07/012

Germline BRCA 1/2 Percentage with OR at cycle 3 or 6 (95% Cl)
Mutation(n=43) o 10 20 30 40 50 60 70 80 90 100

Absolute difference (C- )

6/18
Docetaxel 34.7% (95% C1 6.3 to 63.1)
(33.3%) Exact p =0.03
No Germline BRCA
1/2
Mutation (n=273) Percentage with OR at cycle 3 or 6 (95% Cl)
20 40 60 80 100
Carboplatin Absolute difference (C- )
-8.5% (95% Cl -19.6 to 2.6)
Exact p=0.16
53/145
Docetaxel (36.6%) ¢

Interaction: randomised treatment & BRCA 1/2 status: p = 0.01

TNT Trial: CRUK/07/012

100 H
== Carboplatin + BRCA1/2 mutated
90 1
80 - «==Carboplatin + BRCA1/2 not mutated
g 70 - \ Median PFS:
_g ™ n C + BRCA 1/2 mutated: 6.8 months (95% Cl = 4.4 to 8.1)
§ 60 1 N C+ BRCA1/2 not mutated: 3.1 months (95% Cl = 2.4 t0 4.2)
-
5 50 1
a
]
s 40 1
®
2 30 1
£
20 A - -
e f/zs
10 1 -
123/128
0 T T T T N
0 6 9 12 15 18

Months from randomisation

Tutt M et al., SABCS 2014



DIRECTNESS - Outcomes di beneficio

* Incremento in PFS e TTP.

 Nessun vantaggio in OS -> possibile influenza dei trattamenti

successivi ed endpoint NON pre-pianificato.

« La proporzione di risposte obiettive e stata del 59.9% nel gruppo
olaparib e 28.8% nel gruppo sottoposto a terapia standard

(RADDOPPIATA).

Robson M et al., NEJM 2017



DIRECTNESS - Outcomes di danno

Global Health Status/Quality of Life
* Global health status/QoL score increased in the
olaparib group (mean change 3.9 [+1.2]) and
decreased in the chemotherapy TPC group
(-3.6 [x2.2])
- Difference 7.5; 95% Cl 2.48-12.44, P =.0035

Anemia

Meutropenia

Decreased white blood cells
Fatigue

Leukopania

Decreased platelet count

-
o o oEm
4 3 3 8 |

T

LoLLd

From Baseline (2500

L4 L

Sjusned Mean Crange

OHaparib 300 mg bid (n = 2095)
—— Chemotherapy TPG (n = 87)

q il il EN ]

Wumiser £l et sk Time, Weaks
Ciazank: X3 T bid A #a A 7 [
CrviTadteapy TRE L2 -] ] n o

Dyspnea
Headache

Hand-foot syndromee

Increased aspartate aminotransferase

¥ Olaparib 300 ma bid (N = 205)
B Chemaotherapy TPC (N = 81)

50

o 25 B0
Adverse Events, %

Either Arm

Figure 6. Grade =3 Adverse Events in 22% of Patients in

Abbreviation: TPC, treatment of physician's choice

* Grade =3 adverse events was 36.6% in the olaparib
arm and 50.5% in the standard therapy group

« Scarse conoscenze sugli effetti collaterali a lungo termine (segnalati casi

di leucemie secondarie al

trattamento nelle pazienti

carcinoma ovarico), ma corto follow-up.

trattate con

Robson M et al., NEJM 2017




RELEVANCE

- HR for PFS = 0.58 (95% CI 0.43 to 0.80)

* mMPFES: 7 mesi nel gruppo olaparib vs 4.2 mesi nel gruppo
sottoposto a terapia standard - PFS raddoppiata 2>A = 2.8 mesi

—> clinicamente rilevante in considerazione delle scarse opzioni

terapeutiche disponibili in questo setting di pazienti.

Robson M et al., NEJM 2017
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TRIAL OVERSIGHT

This trial was performed in accordance with the
Declaration of Helsinki, Good Clinical Practice
guidelines, and the AstraZeneca policy on bioeth-
ics. The trial was designed in collaboration be-
tween the principal investigator and AstraZeneca.
AstraZeneca was responsible for overseeing the
collection, analysis, and interpretation of the data.
An external independent data and safety moni-
toring committee performed two interim reviews
of the safety data. The manuscript was written
with medical-writing support, which was funded
by AstraZeneca, with critical review and input
from the authors. The authors had access to the
data and made the decision to submit the manu-
script for publication. The authors vouch for the
accuracy and completeness of the data and analy-
ses and for the fidelity of the trial to the protocol.
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