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Durvalumab improves long-term outcome in TNBC:
Results from the phase Il randomized GeparNUEVO study
investigating neodjuvant durvalumab in addition to an
anthracycline/taxane based neoadjuvant chemotherapy in
early triple-negative breast cancer (TNBC)

Sibylle Loibl, Andreas Schneeweiss, Jens Huober, Michael Braun, Julia Rey, Jens-Uwe
Blohmer, Jenny Furlanetto, Dirk-Michael Zahm, Claus Hanusch, Jorg Thomalla, Christian
Jackisch, Peter Staib, Theresa Link, Kerstin Rhiem, Christine Solbach, Peter A Fasching,
Nicole Burchardi, Carsten Denkert, Michael Untch

-This is a joint study by GBG and AGO-B-
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= PD-(L)1 inhibitors added to monochemotherapy improves PFS in PD-L1+
metastatic triple negative breast cancer (NTNBC) 12

= The Safir study raised the hypothesis that durvalumab maintencance therapy
improves PFS and OS in mTNBC3

= pCR rates with PD-(L)1 inhibitors were increased when added to neoadjuvant
chemotherapy??

= The response to CPl was independent of the PD-L1 status in eTNBC

= Tumor Infiltrating Lymphocytes (TILs) correlate highly with other immune
genes, e.g. PD-L1%and are predictive for pCR and prognostic in eTNBC®7:8

= Durvalumab has demonstrated efficacy in bladder and lung cancer®1°

1Schmid et al. N Engl J Med 2018; 2 Cortes J Lancet 2020; 3 Bachelot T et al. Nature Med 2020, “Schmid et al. N Engl J Med 2020; *Mittendorf et al. Lancet. 2020; ®Denkert et
al. J Clin Oncol 2015; “Adams et al. Oncoimmunology 2015; 8Denkert et al. Lancet Oncol 2018;° Powles et al. JAMA Oncol 2017; °Antonia et al. N Engl J Med 2017;
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aba Neoadjuvant Chemotherapy plus
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ST anti-PD-L1/PD1 Antibodies Phase II/IlI
Phase I/l
N=260
neoTRIP
- 1% R
chemotherapy
surgery
B Immunotherapy (no anthracycline but platinum)
ypTO/is ypNO
Nab Paclitaxel Q1W x12 + Carbo AUC2 Atezolizumab 12x840mg Q3W 8 cycles Gianni L et al. SABCS 2019 GS3-02
Phase Ill adaptive enrichment design
IMPASSION 031 N=333

p = o 1% Control (no immunotherapy)

chemotherapy +/-

anti-PD-L1 surgery ” |
57% Immunotherapy (no platinum)

ypTO/is ypNO .
- Nab Paclitaxel Q1W x12 + Atezolizumab 840mg Q2W -> EC Q2W x4 + Atezolizumab 840mg Q2W Mittendorf et al. Lancet 2020

Phase Ill conventional design
KN522 N=602 /1174

N h 7 1% Control (+platinum)
chemot 1erapy +- surgery

TO/i NO .
pTHE P Schmidt P et al. New Engl Journal 2020
Paclitaxel Q1W x12 + Carboplatinum AUC5 Q3weeks or 1.5 Q1W +pembrolizumab Q3W x4 > AC Q3W x4+ pembrolizumab Q3W
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Randomized phase Il trials in early-stage TNBC
= pPCR rates

ApCR rates
Trial
overall PD-L1 positive PD-L1 negative
KEYNOTE 522! (pembrolizumab+CT vs placebo+CT) +13.6% +14% +18%
IMpassion0312 (atezolizumab+CT vs placebo+CT) +17% +20% +14%

= Long-term survival

T et | mems | wniossian

KEYNOTE 522 (pembrolizumab+CT vs placebo+CT) 15.5 months 7.4% vs 11% 0.63 (0.43-0.93)
IMpassion031*(atezolizumab+CT vs placebo+CT) 20.6 months 10.3% vs 13.1% 0.76 (0.4-1.44)
adapted acc Loi S, 17th St Gallen 2021; *IMpassion031 is not powered for EFS
1Schmid, et al. N Engl J Med 2020; 2Mittendorf et al. Lancet. 2020 CT, chemotherapy; FU, follow-up
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Study Design

N=174
TNBC

Stratum:
TILs
(low/med/high)

Window of opportunity
until amendment

Durvalumab

Placebo

1 )t mmre) ) 1

Samples Samples

Durvalumab (0.75g) 1.5g

d1qg28

iDFS, invasive disease-free survival
DDFS, distance disease-free survival

0S, overall survival

Loibl S, et al. Ann Oncol 2019

Asdoiq a10)

Samples

Nab-Pac

+Durvalumab

Nab-Pac
+Placebo

nab-paclitaxel
125mg/m? weekly

asuodsau |ealuld

ECx4

+Durvalumab

ECx4
+Placebo

Epirubicin 90mg/m?;
Cyclophosphamide
600mg/m? d1ql14

A138ing

Samples

Primary
endpoint:
pCR (ypTO, ypNO)

Main secondary
endpoints:
iDFS, DDFS, OS
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Primary endpoint: pCR — ypTO, ypNO Subgroup Analyses (predefined)

80%
P=0.287*
* %k
70% -
53.4% [95%Cl 0.82-2.84] Subgroup Nti i OddsRatio  p-Value Testfor
ents )
60% p=0.182 pa | (95% CI) Interaction
44.2% Overall i —— 579726
50% - stromal TLs 2
1 0-10% 66 154(50,424) 403
1449% 8 140(501,33) 44
40% A >=50% % i 20(35.152) 4%
Window 048
. window 1 —+= 20(10646) 0%
30% - o ik i ——— (2317 30
BC Stage 165
0% Stage O or| oo ———— 83(207,223) 666
Cl Stage 1A and higher 113 T 197(93 417 0T
Age (years) 151
<A a T w0
10% + »=4) 17 ——— 109(52,219) 807
0203 05 1 152 345 791
0% - . OR
Durvalumab Placebo more pCR (ypTOlypND) with Placebo more pCR {ypT0/ ypNO)} with Durvalumab
* Continuous corrected x? test
Loibl S, et al. Ann Oncol 2019 ** For stratification factor (TIL groups)
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BREAST Evaluation of pCR according to sTILs, iTlLs change, PD-L1
GROWP
A ' :
Pretherapeutic core biopsy, miTT
Before randomization: sTILs preTx N=174
J/ Translational research after randomization \L N=18: no tissue for IHC
Additional TIL paramaters PD-L1 immunohistochamistry
Post-window core biopsy N=B6 Evaluation of PD-L1
in pretherapeutic biopsies, Ab SP283;
TiLs postTx N=158
N=84
PD-L1-TC: % of positive tumor cells
iTILs post-pre, N=81 PD-L1-IC: % of positive immune cells
(relative to total number of cells)
b increased pCA rate Cc
Durvalumab-arm oR 5% Cl Pvalus n increased pCH rate OoR 95% Gl Pvalue nipos) n(neg) n total)
Durvalumab-amm
sTILs praTx -+ 123 (1.04-18 0010 88 - P 26n (102-67T) 0045 - a5 8
MispraTx  ——4—— 1.58 0.85 - 2.0 0.150 86 ) pele ’
_ & ‘ 7 PO-LIHC —— 44— 1368 (0.40-465) 0627 66 12 78
iTLs posi-pre A g 515 (14-2405) 0037 4 PO-L1-comb + 172 (043-6.08)  0.445 P 9 78
Placebo-am Placebo-arm
sTILs praTx % 1.39 (142-1.74)  0.002 86 PO-LI-TC ———— 159 [064-301) 035 a2 48 80
MispraTx 44— 084  (073-122) 0636 85 PDL1-IC + 530 (1.08-2603) 0040 68 12 80
iTiLs post-pre. ——— 118 (065-247) 0581 40 PD-L1-comb + 463 (0.03-2301) 0.061 &0 11 80
Complata cohort Complete cohort
sTILs praTx -+ 1.34 (1.15-156) <0.001 174 PD-L1-TC —— 203 (1.06-3.87) 0032 65 93 158
MispraTx 44— 1.00 (0B1-124) 0978 174 PD-L1-IC — 230 (096-597)  0.061 134 24 158
ITlLs post-pre —— 1.78 (1.05-2.01) 0033 81 PD-L1-comb _— 278 (1.01-7.65)  0.048 138 20 158
T T
0.50 1.00 5.00 50.00 050 1.00 5.00

Loibl S et al. Ann Oncol 2019
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] Patient and Tumor Characteristics

Consort diagram

‘ Centrally confirmed eligibility N=174

v
Randomized to durvalumab
and started treatment
N=88

miTT
N=174

v

Randomized to placebo
and started treatment

N=86

—>| discontinued any treatment N=32 |

—>| discontinued any treatment N=35 |

Completed all treatment regularly

Completed all treatment regularly

N=51

|
|
|
I
I
I
|
|
|
! N=56
|
|
I
I
I
I
|

Received surgery
N=88

no surgery due to e
withdrawal of consent N=1

Received surgery
N=85

With recent FU (up to 1 year)
N=62
- 12 Events
- 4 Deaths

With recent FU (up to 1 year)

N=67
- 22 Events
- 15 Deaths

Loibl S, et al. Ann Oncol 2019

et ——————————

Main Baseline Characteristics

Age (yrs), median (range)

cT3/4

cN+

Stage IIA and higher

G3

TILs
low (0-10%)

intermediate (11-59%)

high (260%)

Durvalumab/placebo alone

(window)

Durvalumab N=88
N(%)

49.5 (25.0, 74.0)
7 (8.0)
27 (30.7)
56 (63.6)
74 (84.1)

34 (38.6)
42 (47.7)
12 (13.6)

59 (67.0)

Placebo N=86
N(%)

49.5 (23.0, 76.0)
3(3.5)
27 (31.4)
57 (66.3)
71 (82.6)

32 (37.2)
41 (47.7)
13 (15.1)

58 (67.4)
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= Primary endpoint was pCR at surgery
= iDFS, DDFS and OS were secondary endpoints

= Statistical considerations

— The time-to-event-analysis was changed from an initially planned event-
driven analysis at 43 events (to detect HR=0.773 with 13.5% power) to a
time-driven analysis after 3.5 years median follow-up.

— No adjustment for multiple testing

PRESENTED BY: SIBYLLE LOIBL, MD  #ASCO21 | Content of this presentation is property of the author, licensed by ASCO. PRESENTED AT: 2021 ASCO “ AGO'B
Permission required for reuse ANNUAL MEETING  ereast stupy Group



GBG

e ] Time-To-Event Analysis oo

GROUP

After a median follow-up 43.7 (range 4.9-56.1) months 34 iDFS events were reported
(12 in the durvalumab arm and 22 in the placebo arm)

N=13 B Durvalumab  ® Placebo

=]

[

2

)

©

o

()

-

=}

Y

o

e

[

o N=3*

[J]

-]

o

= N=1

N=0 N=0 N=0 -
distant relapse invasive locoregional invasive contralateral secondary malignancy death as first event

relapse breast cancer

* malignant melanoma, cholangiocarcinoma with liver metastases, non-small-cell lung cancer
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IDFS Between Treatment Arms

100% A
90% -
80% -
70% -
60% -
50% -
40% -
30% -
20% -
10% -

Invasive Disease-Free Survival Rate (%)

0%

3yr 85.6%

3yr 77.2%

Median follow-up 43.7 (range 4.9-56.1) months

+ Censored

Placebo 22/86 events
Durvalumab 12/88 events
Stratified Logrank p=0.0356

Stratified HR* Durvalumab to Placebo = 0.48 (95%Cl 0.24, 0.97), p=0.0398

Patients at risk:
— Placebo 86

— Durvalumab 88

1
12 24 36 48 60

. * Stratified by sTILs
Time (months)

78 65 58 16 0
80 73 66 18 0
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] DDFS and OS Between Treatment Arms

100% 4
90% A
80% A
70% A
60% A
50% A
40% A
30% A
20% A
10% 1

DDFS

3yr91.7%

3yr 78.4%

+ Censored

Placebo 20/86 events
Durvalumab 7/88 events
Stratified Logrank p=0.005

Stratified HR* Durvalumab to Placebo = 0.31 (95%Cl 0.13, 0.74), p=0.0078

Distant Disease-Free Survival Rate (%)

o
=
o

Patients at risk:

— Placebo 86
— Durvalumab 88

1
12 24 36 48 60
Time (months)

78 67 59 16 0
80 76 70 20 0

Overall Survival Rate (%)

100%

90%
80% -
70% 1
60% -
50% 1
40% 1
30% 1
20% 1
10% -

0%

3yr 83.5%

+ Censored

Placebo 15/86 events
Durvalumab 4/88 events
Stratified Logrank p=0.0056

Stratified HR* Durvalumab to Placebo = 0.24 (95%Cl 0.08, 0.72), p=0.0108

Patients at risk:

— Placebo
— Durvalumab

86
88

12 24 36 48 60

Time (months)

80 12 63 16 0
81 79 71 20 0

* Stratified by sTILs
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iDFS in Subgroups (univariate Cox regression model)

£ P¥:Gepar

£

Subgroup N Hazard Ratio p-Value Test for
patients . (95% ClI) Interaction
Overall * 174 ‘ 0.48 (0.24, 0.97) .0398
sTILs | 0.705
low (0-10%) 66 - 423 (.156, 1.15) 0.090
intermediate/high (11-100%) 108 1| 553 (.205, 1.50) 0.244
window Arm : 0.891
window 117 ] 524 (.220, 1.25) 0.145
no window 57 L 465 (.140, 1.55) 0.211
Breast Cancer Stage , 0.940
Stage O or | 61 ik 553 (.092, 3.31) 0.517
Stage IIA and higher 113 . 519 (.241, 1.12) 0.093
Age ' 0.552
<40 47 — .344 (.089, 1.33) 0.122
>=40 127 :. 573 (.251, 1.31) 0.187
PD-L1 : 0.463
negative 20 L * .795 (.133, 4.76) 0.801
positive 138 .; 436 (.188, 1.01) 0.053
PCR (ypTO ypNO) ! 0.222
no 88 X B 674 (.295, 1.54) 0.350
yes 85 L ; .220 (.046, 1.06) 0.059

HR

2.0

3.0

Longer iDFS with Durvalum ab

Longer iDFS with Placebo

* Stratified by sTILs
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iDFS by pCR and Treatment Arm

iDFS

100% J————

90% ~

809 3yr 86.1%
n" 3yr 76.3%

0% 3yr 69.7%

60% -

50% +

+ Censored

40% - Placebo, non pCR 15/48 events
30% Durvalumab non pCR 9/40 events
Placebo, pCR 7/38 events

20%q  Durvalumab, pCR 2/47 events HR (pCR vs non-pCR) 0.34 (95%Cl 0.16-0.73)

Invasive Disease-Free Survival Rate (%)

10% A Logrank p= 0.0071 log-rank p=0.004

On/o Ll Ll Ll Ll Ll
0 12 24 36 48 60

Patients at risk: Time (months)
— Placebo, non pCR 48 42 32 27 8 0
— Durvalumab non pCR 40 36 30 28 5 0
— Placebo, pCR 38 36 33 31 8 0
Durvalumab, pCR 47 44 43 38 13 0
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iDFS, DDFS and OS by pCR and Treatment Arm <%

100% 4
90%
80%
70%
60% -
50%
40% A
30% A
20%
10% 4

Invasive Disease-Free Survival Rate (%)

0%

iDFS

___m_
—

+ Censored

Placebo, non pCR 15/48 events
Durvalumab non pCR 9/40 events
Placebo, pCR 7/38 events
Durvalumab, pCR 2/47 events
Logrank p= 0.0071

1 1 L)
0 12 24 36 48 60

Patients at risk: Time (months)
— Placebo, non pCR 48 42 32 27 8 0
— Durvalumab non pCR 40 36 30 28 5 0
— Placebo, pCR 38 36 33 3 8 0
Durvalumab, pCR 47 44 43 38 13 0

HR (non pCR vs pCR )=0.34
(95%Cl 0.16-0.73)
log-rank p=0.004

DDFS

0S

+ Censored

Placebo, non pCR 11/48 events
Durvalumab non pCR 3/40 events
Placebo, pCR 4/38 events
Durvalumab, pCR 0/47 events
Logrank p= 0.0023

T T
12 24 36 48 60

100% §——it—g— 100% 4———g—
€ 90%1  90%-
S 0% < s0%
S 70%- £ 70%-
2 )
> 60% A S 60% -
@ S
8 50% 5 50% A
f’f ° + Censored o .

& 40% Placebo, non pCR 14/48 events T 40% 1
§ 30% - Durvalumab non pCR 6/40 events g 30% A
a Placebo, pCR 6/38 events
- 20% 4 Durvalumab, pCR 0/47 events 20% A
c -
g 10% - Logrank p= 0.0012 10% -
a
0% T T T . ; 0%
0 12 24 36 48 60 0
Time (months)
48 42 34 28 8 0 48
40 36 32 30 5 0 40
38 36 33 3 8 0 38
47 44 44 40 15 0 47

HR (non-pCR vs pCR) 0.28
(95%Cl 0.11-0.69)
log-rank p=0.003

Time (months)
44 39 M 8 0
37 35 3 5 0
36 33 32 8 0
44 44 40 15 0

HR (non-pCR vs pCR)=0.27
(95%Cl 0.09-0.81)
log-rank p=0.012
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iDFS, DDFS and OS by pCR and Treatment Arm ez

iDFS Non-pCR  76.3% (59.3%, 86.9%)  69.7% (53.4%, 81.2%) 0.67 (0.29-1.54) 0.346
pCR 95.5% (83.0%, 98.8%)  86.1% (69.8%, 94.0%) 0.22 (0.05-1.06) 0.038
DDFS Non-pCR  84.3% (68.3%, 92.6%)  71.9% (55.8%, 83.0%) 0.48 (0.18-1.25) 0.124
pCR 100% ( 100%, 100%)  86.1% (69.8%, 94.0%) 0.00 (0.00-.)* 0.005
0S Non-pCR  92.0% (77.1%, 97.3%)  78.8% (63.2%, 88.4%) 0.30 (0.08-1.09) 0.053
pCR 100% ( 100%, 100%)  88.9% (73.1%, 95.7%) 0.00 (0.00-.)* 0.024

*no events in durvalumab arm
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= Durvalumab added to neoadjuvant chemotherapy in TNBC significantly

improved survival

— iDFS: HR 0.48 (95%Cl; 0.24, 0.97), p=0.0398
— DDFS: HR 0.31 (95%Cl 0.13, 0.74), p=0.0078
— 0S: HR0.24 (95%Cl 0.08, 0.72), p=0.0108

= Patients with pCR seem to have a better survival with durvalumab than pCR
patients on placebo

= The value of PD-L1 for long-term outcome needs to be further explored

= pCR improvement with durvalumab was modest requiring further assessment
of association of pCR and longer term outcomes with CPI therapies

= Given these results, the value of adjuvant therapy with CPl needs to be
further assessed
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