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The CLEOPATRA trial established trastuzumab/pertuzumab with docetaxel (THP) as SOC for 1¢ line HER2+ MEBC, with a
6-month improvement in median PFS and a remarkable improvement in median OS to 56.1 months with the addition of
pertuzumab.!

An important component of activity of HER2-directed monoclonal antibodies is mediated through the adaptive immuns
system initially by antibody-dependent cell-mediated eytotoxicity (ADCC).?

In a preclinical study, an anti-PD-1 monoclonal antibody significantly improved the activity of an anti-HER-2 antibody.?
Treatment with trastuzumab increases NK cell activity and response correlates with the intensity of ADCC 4

In the MeoSphere trial, increased PD-L1 expression was associated with reduced pathologic complete response,
suggesting PD-L1 inhibition might improve activity.’

ER004 was designed to determine if addition of the PD-L1 inhibitor atezolizumab to standard THP could improve
outcomes with an aceeptable safety profile.
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udy was designed to enroll 600 patients and activated on March 12, 2019,

= . = In late April of 2022, imbalance in
e e Paclitaxel® or Docetaxel® pr g
e T Pr——— p———r deaths on treatment was identified.

Trastuzumab' + Pertuzumab'"

lo prior therepy for metestatic disssss 8 mgfleg IV 220 e »  Accrual was placed on hold on April
Central confirmation of HER2 and central
testing of ER/PgR and PO-L1 for Placebo™"" 29, 2022,
stratification Flagehn IV
11 . .
R e O = Accrual was permanently discontinued
on May 20, 2022; Patients were
Treated brain metastases allowed . d
red i Paclitaxel' or Docetaxel’ .
80 mgdm2 IV 75 mgfmE I unblinded.
STRATIFICATION FACTO Trastuzumab'™ + Pertuzumab*
LLLF i - L +  Details were reported at SABCS 2022.
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Prior neoadjuvant or adjuvant therapy with
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PD-L1 status |posilive; negative or indetenminats| o Paclitaxsl B0 mg/m2 IV Days 1. 8, 15, 27, 29, and 36 q 6 wha . .

| T Dosstaxel 75 maim2 IV Days 1 smd 22 6 whs survival (PFS) and overall survival (OS]
Disaase sites [visceral without beain metastasis; == Perfugumal B40 mg IV (sl dose| 320 mg IV |subseguent
non-v¥iscaral only without brain metastasis; brain doasa), Daye 1 and 27 evary 6 wha, thmu gh Apr“ Euzd'
metastasis) 113 Traetuzumab B mg/hyg IV (firet doss), § mg/lg IV

[saibisniminnt dosna). Daya 1 and 72 awery B wha, . . "
Choeles of taxane (paclitaxel: docetaxel) “**  Atesolizumab 1200 mg or placeba IV, Day Z2 of Cycle 1, Median follow-up for PFS is 31.9
R Doy 1 A o ey months and for OS5 is 35.9 months.
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180 randomized

932 assigned to Placebo 97 assigned to Atezolizumab

1 with no follow-up date
+ due to consent
withdrawal

932 included in analysis 96 included in analysis

2 never started
treatmont

1 with no AE record

L

L

96 treated
95 analyzed for toxicity O

91 treated
91 analyzed for toxicity
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Placebo Atezolizumab Placebo Atezolizumab
(n=23) (n=97) (n=03) {n=97)

ze, n (%) Fstrogen Receplor, n (%)
<40 years 17 [18.3%) 18 (18.6%) Megative 31 (33.3%) 34 (35.1%)
40-50 years 20 (21.5%) 24 (24.7%) Positive 62 (66.7%) B3 (64.9%)
50-60 years 79 (31.2%) 75 (25.8%) Disease Site, n (%)
. i A i | with i
6O+ years 27 (29.0%) 30 (30.9%) ny visceral without brain —_— S
metastasis
ender, n (%]
Brain metastasis 2 (2.2%) 5 (5.2%)
Female 90 (96.8%) 95 (99,0%) Noa vi o
lon visceral only without 16 (17.2%) 18 {18.6%)
Male 3(3.2%) 1 (1.0%) brain metastasis
ace, n (%) Prior Trastuzurnab, n (%)
White 76 (B1.7%) 70 (72.2%) Mo 75 (80.6%) 79 (81.4%)
Black & (B.6%) 11 (11.3%) Yes 18 (19.4%} 18 [18.6%)
Others G [9.7%) 16 [16.5%) PD-L1 Status, n (%)
Indeterminate 10 (10.8%) 11(11.3%)
MNegative 71{76.3%) 71(73.2%)
Positive 12 [12.9%) 15 [15.5%) (2
[ pay | o B
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Interpretation by DMC

05/20/2020

10/25/2020

Hepatic failure due to rapid disease

progression

Diarrhea complicated by non-neutropenic
sepsis

Unrelated to treatment

Probably related to treatment

08/24/2021

Respiratory failure due to pneumonia
complicating admission for adrenal
insufficiency

Related to treatment

08/27/2021

Sudden death NOS following discharge after
2 hospitalization for immune colitis

Related to treatment

02/26/2022

Non-neutropenic sepsis

Related to treatment

04/22/2022

Heart failure due to progressive mitral valve
disease

Mot directly related to treatment though
possibly aggravated by treatment
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rogression-free Survival 8 - Lo ooy
Median follow-up 31.9 mos Placebo (n=93) Atezolizumab [n=97)
1.004 Mo, of events 54 a4
Death 2 7
Brain metastasis 17 18
— Other progressions 35 19
' Median PFS (in months)[95% €] 22.2 [13.5 - 30.0] 38.1[18.6-]
HR=0.73 [95% C1=0.49, 1.049)
Log rank p=0.12
D.Eﬂ" - . T -
0.251
e Pacebo
b ArE2OlZUTED
0.001

0 g 12 18 24 30 3B 43 48 £4
Time in Months
Mumber at risk

Placeba 93 79 37 47 36 19 11 e 2 1 (2
-:nlizumab 96 82 85 53 42 28 21 18 8 5 Dec 10013, 2004 f')'!}?imi"t"\'{'u'
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0.25- Mo. of deaths 17 14
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0,00
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Time in Months
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Due to an imbalance of deaths on atezolizumab, and persistently slow accrual, BR004 was
closed early to accrual in April 2022, Atezolizumab/placebo was stopped, patients were
unblinded, therapy continued per investigator discretion, and protocol was amended to
provide follow-up through April 2024.

The incidence of Grade 3 and 4 events were not meaningfully different between the 2 arms
and the delivery of THP was not impaired by the administration of atezolizumab.

With a median follow-up of 31.9 months for PFS superiority of atezolizumab relative to
placebo could not be claimed with the small sample size.

= Stratified log-rank test p-value=0.12

* HR=0.73 (95% CI=0.49 -1.09)

0S5 was immature and underpowered, but there were fewer deaths in the atezolizumab arm.

Although results of BR0O04 do not support adding atezolizumab tp THP. However, the findings
support a potential role for checkpoint inhibitors in patients with HER2+ MBC perhaps in

combination with ADCs. O
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