N
o

Allegheny

Health Network

A Randomized Double-Blind Phase lll Clinical Trial of Neoadjuvant Chemotherapy
with Atezolizumab or Placebo Followed by Adjuvant Atezolizumab or Placebo in
Patients with Stage Il and lll Triple Negative Breast Cancer

Allegheny General Hospital | Allegheny Valley Hospital | Canonsburg Hospital | Forbes Hospital | Jefferson Hospital | Saint Vincent Hospital | Westfield Hospital | West Penn Hospital



tf SAM ANTONIO
BREAST CAMCER

St“dy Rationale (? SYMPOSILING

£ @urnas AACR

= Triple-negative breast cancer (TNBC) is an aggressive subtype with high
tumor mutational burden and potential susceptibility to immune
checkpoint inhibitors.'2

= Atezolizumab, an anti-PD-L1 antibody, improved the pCR rate of early-stage
TNBC when added to neoadjuvant chemotherapy and significantly
improved PFS when added to chemotherapy in metastatic TNBC.3: 4

= Atezolizumab can be combined with standard chemotherapy with
manageable toxicities.>**

= NSABP B-59/GBG-96-GeparDouze was designed to determine if the
addition of atezolizumab to neoadjuvant chemotherapy would improve
outcomes in stages Il and 11l TNBC.

! Bianchini G, et al. Nat Rev Clin Oncel 2016:13, 674-690. * |gnatiadis M, et al. JCO 2012 30;1996-2004, * Mittendorf EA, et al, Loncet 2020:396:1090-1100.
A Schmid P, et al. NEJM 2018:379;2108-2121. *Schmid P, et al. Loncet 2020:21;44-59.
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Study Design (2 Ours AMCR

=]

Placebo®
il i Placebo***
+ Invasive Breast Cancer Diagnosed wP + ﬂarhﬁplatln -
by Core Neadle Blopsy qiwk g
-
3 = 4
Megative for ER, PgR, HER2Z on o] E
Central Tesfing by ASCO/CAP = 3
w =
Clinlcal Stage T1c if node-positive .
Atezolizumab® g
{eN1,eN2 or eN3), T2or T3 . 2
irrespective of nodal status Atezolizumab ***
wP + Carboplatin
gIwkt
STRATIFICATION FACTORS
To complate 1 year
Group (NSABF: GBG) 12 weeks > l 8-12 weeks T of therapy >
Clinical Size of Primary Tumar {1.1-3.0 sm: =3.0 cm) 9 PD-L1 =tatus was nol aveilable al randomization for 374 patients enrolbed prior 1o amendments in July 2019,
Clinical Macal 3tates Documantad by maging, FNE& ar . Atarolizumab {ateza) 1200 mg or placebs IV Day 1 evary 3 wks for 1 dosas,
Core Biopsy (nagative; positiva) 1 Paclitaxel B0 mg/m2 IV weekly x 12 doses [WP) + Carbaplatim AUC of & IV Day 1 every 1 wis for 4 cycles.
o Atezo 13200 mg or placebo IV Day 1 every 3 wks for 3 to 4 doses depending on AC/EC schadule used.
PD-L1 siatug by VENTANA SP142 azgay (peoilive =1% 1C i )
[proportion nfti:;mnraru occupied by ;DL-H [err—— 1t Doxarubicin (&) 60 mgim2 1Y + cyclophosphamide (€} 600 mgime IV Day 1 every 2 or 1 wks for 4 cycles.
celks]; negative; indaterminats; not avoilsble?) OR Epirubicin (E1 90 maim2 IV + eyclophosphamide (C) 500 mgim2 IV Day 1 every 2 or 3 wis Tor 4 cyeles,
iy Aiero 1200 mg or placebe IV Day 1 every 3 whks after surgery until 1 yr after the first dosa, Adiuvant
ACIEC Scheduls (g2wk; q3wk) capacitabine was allowed for non-pCR as of Fehruary 2020 and claparib as of December 2001,
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Primary efficacy endpoint
=  Event-free survival (EFS)

Secondary efficacy endpoints
=  Overall survival (0S)

= Pathologic complete response
(pCR) in the breast and lymph
nodes (ypTO0/Tis ypNO)

= [Distant disease-free survival (DDFS)
= Disease-free survival (DFS)

*  Toxicity

0:?.’0 Allegheny Health Network

Exploratory Endpoints

Modal status conversion rate
Recurrence-free interval (RFI)
Brain metastases-free survival

EFS and pCR in patients with pathogenic
variants in germline BRCAI, BRCAZ,
FPALBZ
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Statistical Considerations /7 Ui AMGR

= Study designed to detect HR of 0.7 for EFS between the atezolizumab
arm and the placebo arm with 252 EFS confirmed events and to
provide 80% power at overall 2-sided alpha level of 0.05.

* Planned interim analysis (1A) was performed in July 2023 when 196
EFS events had been confirmed.

= Due to consistently low monthly event rates in 2024, the study SAP
was modified to allow definitive analysis to proceed when at least
242 EFS events were confirmed.

= At data base lock on 10/30/2024, 243 EFS events were confirmed.
Controlling the overall type | error at 0.05, the 2-sided superiority
boundary for this primary analysis is 0.04444.

= If primary EFS analysis reached a significant result, formal IA for OS
would be performed.
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/ ﬁu THaie  AAEH

FPI1-29 DEC 2017

Randomly Assigned
N=1550

LPI-28 MAY 2021

wP + Carboplatin + Atezolizumab

followed by AC or EC + Atezolizumab
n=773

wP + Carboplatin + Placebo
followed by AC or EC + Placebo
n=T7TT
T not treated with any
study treatment

Discontinued from study: 166

| Death T3
T received at least 1 dose of T ] 37
atezolizumab® ) n
Withdrawal of consent 50
764 in Safety Population
“Analyzed as receiving
atezalizumab for Safety Analysis 611 PItiEI‘It! ﬂﬂgﬂil‘lg
**Analyzed as receiving placebo fnl[nw.“p.

for Safety Analysis

This mee st atian is the inbellectual necaerty ot the authar,. Conbact ., Goser

of:.’p Allegheny Health Network

Discontinued from study: 136
Death 70
Lowt te follaw-up 26
Withdrawal of consent 4an

637 patients ongoing

follow-up

11 nat treated with any
study treabmant

1 did not receive atezolizumab**

768 in Safety Population

tor permiEssian bo rensint andior distrikite.
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Patient Characteristics (1/3) e
Chema/Placebo Chemao/Atezolizumab Tatal
Age ! |
Median 49.0 49.0 49.0
Range 3,77 22,79 12,79
race S
American Indian or Alaskan native 2 (0.3%) 2 (0.3%) 4(0,3%)
Asian 13 (1.7%) 18 [2.3%%) 31 (2.0%)
Black or African American 40 (5.1%) 42 (5.4%) 82 (5.3%)
Mative Hawaiian or Other Pacific Islander 0{0%) 1 (0.1%) 1 (0.1%)
White 702 (90.3%) 692 (89.5%) 1294 (89.9%)
Other/Multiple/Unknown/Missing 20 (2.5%) 18 (2.3%) 38 (2.4%)
comicy .
Hispanic or Latina 54 (6.9%) 41 (5.3%) 95 [6.1%)
Mot Hispanic or Latino G693 (89.2%) 695 (89.9%) 1388 [B9.5%)
UnknownMissing 20 (32.9%) 37 (4.8%) 67 (4.3%)
sex ! |
Female 776 (99.9%) 773 (100%) 1549 (99.9%)
Male 1(0.1%) 0 {040) 1(0.1%)
This prescatatian is the intellechaal property of the authar, Contact O, Gower at Chares.Gegen@insabpoosg for permission e repeint and for distribine,
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Characteristics by Stratification Factors (2/3)‘7 S

e

Chemo/Placebo Chemo/Atezolizumab
n=Tr7 n=7T3

Group I
GEG 490 (63.1%) 488 (63.1%)
NSABP 287 (36.9%) 285 (36.9%)
Nodal status I
Negative 459 (59,1%) 452 [58.5%)
Positive 318 (40.9%) 321 (41.5%)
Clinicl Size of the Primary Tumor I
1.1-3.0cm 457 (58.8%) 453 (58.6%)
=3cm 320 (41.2%) 320 (41.4%)
Hegative/Indeterminate/Not Available 496 (63.8%) 493 (63.8%)
Positive 281 (36.2%) 280 (36.2%)
AC/EC schedule S
Every 2 weeks (g2w) 435 (63.7%) 489 (63.3%)
Every 3 weeks (g3w) 282 (36.3%) 284 (36.7%)

This prescatation is the intellectual preperty of the authar, Croatact D, Gewer at Chares, Gogen@naabpooog bor permission b repant and for distribute.

0.0.0 Allegheny Health Network

Total
N = 1850

978 [62.1%)
572 [36.9%)

911 [58.8%)
639 [41.2%)

910 [58.7%)
640 [41.3%)

989 (63.8%)
561 [36.2%)

984 [63.5%)
566 (36.5%)

caring people

CARING)YOU

| s



SAMN ANTOMID
BREAST CAMCER

Patient and Tumor Characteristics (3/3) ( 2 R

e

Chemn!PIac:ebu Chemnf&tezullzumab Tutﬂ

Histological Tumor Type

Invasive Ductalfinvasive Carcinema of No Special Type [N5T) ?HI‘JE.Z%I 729 :94‘3%] 1469 [94.8%)

Invasive Lobular Carcinoma or Mixed Lobular Carcinoma 10(1.3%) 9(1.2%) 19(1.2%)

Other 27 (3.5%) 35 (4.5%) 62 (4.0%)
Grace  aa——

1 9 (1.2%0) 7 {0.9%) 16 (1.0%)

2 135 (17.4%) 140 [18.1%) 275 (17.7%)

-] 631 (81.2%) 626 (51.0%) 1257 (81.1%)

UnknownMizsing 2 [0.3%) o (0%) 2 |D.1%)
Sromol s coegory on sosainespecmen 6 [ I

<30% 480 [61.E%) 480 (62.1%) 960 (61.9%)

=30% 295 (38.0%) 288 (37.3%) 583 (37.6%)
Germiine Pathogenic variant status I S

BRCAI Pathogenic Variant 62 (8.0%) &7 (8.7%) 129 (8.3%)

BRCAZ Pathogenic Variant 16 (2.1%6) 22 (2.8%) 38 (2.5%)

PALE-2 Pathogenic Variant 4 (0.5%) o{1.2%) 13 (10.B%)

wild Type for BRCAL, BRCAZ and PALBE-2 425 (54.7%) 394 (51.0%) 819 (52.8%)

Missing BRCA Germline Testing Status 275 (35.4%) 294 | 38%) 569 (36.79%)

This pirescnt atian is the inkellectual property of the authar, Conbact D, Gower at Chares. Gogendmsabpoeng for peemssion be reprint and for distribute,
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Drug Delivery by Treatment Arm ( 2 S,i’jffs'ﬂﬂq

20 7 . Placebo
. Atezolizumab
ﬂ 15 1
g Complete delivery of chemo defined
(=] as administration of the following:
'E * +  Weekly Paclitaxel = 10 doses
T 10 + Carboplatin 4 doses
.E * AC/EC 4 doses
é Complete delivery of planned
5 4 chemotherapy by arm:
e —— — +  Placebo arm 632/7T77 (81.3%)
t L] i T +  Atezolizumab arm 606/773 (T8.4%)
] b I | o A D,09%
L |
o ] ]
Paclitaxel Carboplatin AC/EC Placebo Atezo

Thie pressaratian g the innel sl gropemy of The amtor Coimtact ir, G ar T for peem sl on o reprier A oe disrihene,
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Event-free Survival (} i
|.|T'Hml— =
1.004 4-year EF5 .
1‘:5.2% Median follow-up 46.9 months
® 0.75- 4-year EFS |
.=- 81.9% l Chemo/Placebo Chema/Atezolizumakb
C i A= TTT h = TIE
=
. ' # of events 133 110
b | 3-yearEFs 83.8% 87.7%
“ ' (85%Cl) [B1.0%:; B6.3%) [85.1%; 89.9%%)
Ew) I
—a— | 4-yearEFS 81.9% 85.2%
g = s Chemo/Placebo i (95%CI) (78.9%, 84.6%) (82.4%, 87.7%)
wl =
mthe Chemo/Atezolizumab : HR = 0.8 (95% Cl = 0.62, 1.03)
Log rank p = 0.08
0.00 - : & P
0 6 12 18 24 30 36 42 48 54 60 66 72
o at Risk Time in Months
—— TIT 743 707 GTS 645 624 571 425 281 173 90 30 B
— 773 749 719 GED 666 645 610 450 2949 196 94 35 15
This prosenbaticn is the intellechaal araperty of Ehe authos, Contact D, Goyer &t Chanos o i neal 1 tor prarnission to reprint andor distringte

| —
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Types of First EFS Events il

o e et

Chem u.l'Placaba Chemuf.ﬁtezallzu mab

Necadjuvant Progression

Ipsilateral Breast Tumor Recurrence 20 {2.5%] 15 {1.9%]

Regional Recurrence 13 (1.7%) 9 (1.29%)

Distant Recurrence
Distant Recurrence Involving CNS
Distant Recurrence Not Involving CHNS

Contralateral Invasive Breast Cancer 3 (0.4%) 5 (0.6%)

e Crese O mama

Death as First EFS Event 8 (1.0%) 6 (0.8%)
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EFS Subgroup Analysis ¢ 2;,'2’1':?5'”,“’:“@

Subgroup N evantsipatients HR {85% Cl}) P P for interaction
Group 0.457 '
GBG 146/978 0.868 (0.627,1.202) 0.395 ——
NSABP a7IsT2 0.714 (0.478, 1.067) 0.100 —_—
Clinical Nodal Status 0.039 i
MNagative 1087901 1.066 (0.732, 1.552) 0.739 S —
Positive 1347849 0.623 (0.441, 0.879) 0.007 — -
ACIEC Schedula 0.401 :
Every 2 waeks 1691996 0.872 (0,638, 1.191) 0.389 om
Evary 3 weeks 84/554 0.694 (0.450, 1.069) 0.097 e
Clinical Size of Primary Tumor 0,098
= 3.0 em 128647 0.653 (0,459, 0.929) 0.018 —_—
1.1-3.0 cm 115/903 1,003 (0,696, 1.446) 0.086 ——
PD-L1 status 0.2 !
Megativelindeterminate/not aveilable 160/853 0.831 (0,609, 1.135) 0.244 —l—-—
Positive 230697 0.752 (0.4B87, 1.160) 0.198 ——
TIL Category 0.086 5
=30% 180/960 0.925 (0.680, 1.2359) 0.560 —l-—
>=30% 83/583 0.551 (0.330, 0.920) 0.023 —_—
Cwarall 2431550 0.805 (0.626, 1.037) 0.093 | == | |
e 0.256 0.5 1 2 4
Atezolizumab Better Placebo Better
This perescntative i the intellechual praperty of the authos. Conbact T, Goyer &t O G T i T peormissice to repeind andor distrinte
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pPCR by Arm and EFS by pCR Status f};,i’f:f""i’j“m_

100
d-year EFS

1.0:0 4 93%
. Wm—_

4-year EF5,
60
40
a7.0%
20
= d= = Chemo/Placeba, Non-pCR

Fal 1%
Chemo/Placebo Chemo/Atezo — 4 — ChemofAtezo, Hon-pCR

0.75 hh f— i d-year EFS
"’-'-‘i‘::q_ﬁL 70%
-yeareFs (3390 1) Ghemofplacebo
|
- - 0.25 91% 93%
n=TIT n=773 pCR

I

4-year EFS ! 2 T

e Chietiie/Placebs, pCR o

I

I

asp] —F— Chemo/Atezo, pCR |
1

1

pCR in Breast and Lymph
Nodes (ypT0(Tis ypN O] {%)

Event-free Survival

=

% pCR * (95% CI) i 63.3% (87.8%, 93.4%) {90.3%, 95%)
(53.5%, 60.5%) (59.9%, 66.T%) R 68.9% 70.5%

Difference in % pCR 6.3 [1.4%, 11,1%) MNon-pCR (63.29%, 74%) e

s (Puy = 0.0091) © 0004 "Capecitabine received by 49.7% of pts on placebo arm and 48.5% of pls on atezo arm.

2 Those with missing pER status are considersd as non responders, i

2-sided CHIH test adjusted by siratification factors collapse of PD-LY statws. T T T T T T T T T T T T T
2 & 11 15 24 0 36 a2 44 54 &0 L] Ti

Tire in Monlhs

This prescntation i M imtellectual araperty of b aubhos, Contact De, Geger &t Chanies G fnsa 1 e porenissioe to pepeind andfor distrinuge
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BREAST CANCER
Overall Survival ( 2 S
e a u a LIT Feak M’C'R
1.00 4-year 05
M
4-year 05 :
0,751 8%
— I
g .
'E I Median follow-up Chemo/Placebo Chemo/Atezolizumab
= 0.5 4 1 £8.8 months n=TTT n=773
i !
— i # of events EE] 70
m 1
-
U 0.25 I i 89.5% 90.2%:
S wde ChemojPlacebo ;R ] [B6.5%6, 51.55%) (87.7%, 92.3%)
b Chermo/Atezalizumakb !
i HR = 0.86 [35% €1 = 0.62, 1.13)
0,00 4 .
L
0 § 12 18 24 30 35 42 48 54 &0 66 72
No. at Risk Time in Months -

m— 7T 751 T2 711 692 679 624 462 306 194 101 31 B
773 752 T33O0 TO6 690 646 468 310 204 99 a6 15

Thic revomabativen i the indellorhial armneete o Fhe sitheer Cant st Pee Sounr ob Chades O Fnea 1 e reseaic gl tooreewied andfae dictrinnin

caring people

%0,
@ Allegheny Health Network CARINGYOU ‘ 15



{ SAN ANTONID
BREAST CAMCER
( SYMPOSILM

Safety Overview TEAEs s oA

e

Chemo/Placebo Chemo/fAtezolizumab Total
Parameter n =Ta& n =768 N = 1532

Grades 3 and 4 TEAEs 561 (73.4%) 578 (75.3%) 1139 (74.3%)

s.rinu' TEAES __ S0t rsz.m}

TEAEs Leading to Therapy Discontinuation

Paclitaxel BT (11.4%) 93 (12.1%) 180 [11.7%)
Carboplatin 56 (7.3%) 65 (B.5%) 121 (7.9%)
AC[EC 27 (2.5%) 40 (5.2%) 67 (4.4%)

Atezolizumab/Placebo 81 (10.6%%) 163 (21.2%) 244 (15.9%)

*Cause of deaths : sudden death, pneumaonitis, and unknown
**Cause deaths: non-neutropenic sepsis and severe hyponatiremia
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TEAEs by Highest Grade in at Least 5% of Patients

100
80 ChemoPlacebo Grade 1
B Chemo/Placebo Grade 2
&0
B Chemo/Placebo Grade 3
—
F 70 W Chema/Placebo Grade 4
2
c 60
@
= ChemojAtezo Grade 1
(1] 50
L] sl B Chemo/Atezo Grade 2
¥ a0
@ B Chemo/fAtezo Grade 3
= 5]
a3 s m W Chama/Ateza Grade 4
<
20
m
- I: [ L : i
u | LERLy pnplocEvolak..
T E P E E §F : i £ FOfOfPSOfofPoEE OGef i %O 2oijoBO
ey = & ) - 2
g-fgt‘.:ii«:étgﬁ;zjg.eégfgggii,.;g
& 3 = E'E.tgE...!g:-:-EE:.-E-EE_EE'EEEEu
= i 5 @@ & a 5 n £ = = £ a: £ OO = B
E g H] n x F ki by ¥ & -4 i 5 w
= B 2 -
*Parisheral sensory neuncpathy Lo i 3 = E £ a :E:
= Zmrasophagea rellu discase ‘_E éu' o E é
B i m Ttk L5 e | nned b 3 e ermy o The srthar ©rariart Tir, Fesgsr 3ty v T L B i e g 3

—
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Immune Related Adverse Events ( ,7 e AAGR

Fa L

35
E 10 Chemo/Placebo Grade 1
,E ® Chemo/Placebo Grade 2
u.r B Chemo/Placebo Grade 3
= 15
[ mChemo/Placebo Grade 4
#
E 20
- Chemo/itezo Grade 1
0
g e Chemojitezo Grade 2
z B Chemo/Ateza Grade 2
L1+]
g . B Chemo/Atezo Grade 4
g
=1 L]
E
s i E 3 1 3 &8 ¢ 4 4 4 481 £ 1. i £
P s s i, F % % f E % 2y i: < 31§ g1 %
s § B 32 & i 35 P O B E§ G e F 38 1 1}
E Y B = A z 2 )
g £ 3t i | SRS g & 3 df 3 iz 8% s
& & A £ = = a =% 5 £
z > H & = a
Tk prrsemtarkan i rre Ined sl gropemy od e pthar Coamart Nir, e ar CRarien ! aeabe oo fed peem s nn s e e e e dl e e,
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Conclusions (2 SYMPOSIUN

GuThas  AACR

Addition of atezolizumab to neocadjuvant chemotherapy followed by adjuvant
atezolizumab did not result in statistically significant improvement in EFS

» HR=0.8(95% Cl = 0.62,1.03) log rank p = 0,08

- 4-Year EFS was 85.2% for atezolizumab arm and 81.9% for control arm.

Addition of atezolizumab to neoadjuvant chemotherapy increased pCR from
57% to 63%, an absolute improvement of 6%.

Overall safety profile of atezolizumab with multiagent chemotherapy was in
line with the known safety profiles in TNBC,

+  While not meeting efficacy criteria for the primary endpoint, the results
support translational studies for potential biomarkers to identify subsets of
patients who may benefit from addition of checkpoint inhibitors to
neoadjuvant/adjuvant therapy in TNBC.

0..0 Allegheny Health Network
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