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OUTLINE

* Immunotherapy in metastatic breast cancer : current
treatment landscape

* Immune-based combination treatments: PARPi, ADC,
VEGFi, other immuno-agents

* Biomarkers of immunotherapy benefit in metastatic breast
cancer

* Future perspectives of Immunotherapy in metastatic breast
cancer



IMMUNOTHERAPY DEVELOPMENT IN BREAST CANCER

Breast cancer immunotherapy trials
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- Increasing number of trials investigating immunotherapeutic strategies in BC
- Both in advanced and early setting

- Shift of phase 1 towards phase 2 and 3 trials
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Summary of anti-PD-1/PD-L1 ICB

Setting

BC subtypes

TNBC Luminal

HER2

Early Approved for Increased pCR with ICB No difference in pCR rate
Pembrolizumab (2021) in phase |l trials (IMpassion 50)
with NAC (Pembrolizumab, Ongoing trials
(pCR and EFS benefit) Nivolumab) ESMQO 2023
Advanced  Approved for Modest activity Modest activity (PD-L1+7?)
Pembrolizumab (2020) in Ongoing trials
1st line with chemo for pts ~ Ongoing trials with
with PD-L1 + tumors CDKA4/6i
(OS benefit)
Ongoing trials with ADC

Ongoing trials with IPARP in gBRCA mutant

Patients receiving therapy

DESTINY-Breast07: Study Design

= Multicenter, randomized, open-label, 2-part modular phase Ib/Il study; data presented
from interim analysis of part 2 dose-expansion phase

Stratified by HR status, disease status, PD-L1 status

H T-DXd 5.4 mg/kg IV Q3W

Previously untreated HER2+* (n=75)

advanced or metastatic BC with
measurable disease; no or previously T-DXd 5.4 mg/kg IV Q3W +
treated/stable brain mets; Pertuzumab 420 mg IV Q3W with 840-mg loading dose

>12-mo DFI from adjuvant anti-HER2 (n =50)

therapy or CT; ECOG PS 0/1

(N =125) T-DXd + Durvalumab

(not presented)

. . =y *IHC 3+ or IHC 2+/ISH+.
= Primary endpoints: safety and tolerability

= Key secondary endpoints: ORR, PFS per investigator (by RECIST v1.1), DoR

Andre. ASCO 2024. Abstr 1009 Slide credit

PANACEA trial — advanced disease

Trastu: : zum-b m L N Confirmed -/ "|
Up to 3lines previous anti- _
HER2 therapy

ona ~
metastatic lesion

Biopsy on
progression

— g ©
3 2
B ER-negative g o
I ER-positive =
B ER-negative and phase 1b (2mg/kg) & 2.
[ ER-negative and phase 1b (10mg/kg) £
I £R-positive and phase 1b (2mg/kg) E 40
e B ER-positive and phase 1b (10 mg/kg) g
= A Complete response 3 0]
A Partial response B £R-negative
— A Progressive disease 80| MR posiive
= = Continued pembrolizumab I ER-negative and phase 1b (2mg/kg)
== ® Died B ER-negative and phase 1b (10mg/kg)
1004w ER-positive and phase 1b (2mg/kg)
T
. D 24 36 8 0 72 84 96 108 120 I ER-positive and phase 1b (10 mg/kg)

Time after first dose (weeks)

I anrranca Ruicecarat

Patients Loi et al. Lancet Oncol 2019



mTNBC: biology and heterogeneity
Molecular subtyping of TNBC

Complex genomic profiles
_ y TP53 mutations in >90%

Higher pCR rates

Majority of TNBCs

Complex genomic profiles
TP53 mutations in >90%
Lower TILs and lower pCR rates

) Lower genomic complexity
Basal-like Immuno-Suppressed Activation of the PI3K pathway

Intermediate pCR rates

Lower genomic complexity
PIK3CA, AKT1, NF1, GATA3 and
CDH1 mutations

Lower TILs

Lower pCR rates

Mesenchymal

Luminal Androgen Receptor

Perou, Nature 2000; Lehmann, JCI 2011; Curtis. Nature 2012; Lehmann, PLoS ONE 2016; Jiana. Cancer Cell 2019
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biology and heterogeneity
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Breast cancer is less immune activated than many other tumor types...

mTNBC
Immune m

Lawrence et al, Nature 2013

prepe———
i T - ewouep

179

335

i P BWOUIDIED |90
. [ snowenbs Bun
— ewouloses
NcN——— . -ouspe Bun
R N - Jeppe|g
0 ® sy o -./0 ... . . CQNEOHw
i & - BUWOUIDIBO0USPE
e S " JeeBeydosy

231

et ~— - [e19210]0D
T S——ee ..., . [ pOUpUEpERH

ewoydwA| ||po-g
e - | ebie| esnyiq

394 219

214

. ~ loo,o . S| =2]VVETg)
. bt W awoynw
A | ewojse|qol|D
- /-88 - UBLBAQ
S |122 Ase|ided
P s | Koupry
T N— .. L Jleo teao Aeupryy
TN - . - ewoeAw aidninpy
- .. . | sealued
- -/.... . - lsealg f
™~ - ewol|b apeib-moT
e ejwene| onAd
... | -oydwi| ooy

227

T T N — . eweisold
SN . | ewoisejqoineN

134

22 20

... - ploutoseg
. S - ewojse|qo|inpay
o elwaMNa|
B plojeAw ainoy
TS L [Pl
e L ewootes Bumg
" "™, . | lown piopqeyy
= 8 B = = g oo
S = = o 11
LB (& N &)

(qW/) Aouanbalj uonelnw oeWOS

A



San Antonio Breast Cancer Symposium®, December 4 -8, 2018

mTNBC: biology and heterogeneity

Immune microenvironment

...but, compared to the other breast cancer subtypes, triple-negative BC is characterized by higher:

Tumor mutation burden T-cell infiltration PD-L1 expression
Mumbear of Eil‘lg|E nuclaolida varianis PrET XTI
by PAMS0 subtype in TOGA breast cancers 100 + mStrly
160 minTu-Ly
p=0.001* 80
140 .
=] —— a a o o (=] -] -]
B0 a a 0 o —T= o -]
g0 = g ¢ g T ~re
@ = i s : | e
L) — a o o o
&' a 3 : L L3
; O 20 4 g "T“ 2 lg Tﬁ
i - - i T
T |
5 & o oL lEs lEs L
-E “ Overall  ER+/HER2-  HER2+  ERJHER2-
z Subtype
20 n 2,000 2,009 1,079 1,079 207 297 J56 256
Min 0.5 0 1 0 0.5 0 28 0B
0 a1l 75 1 758 1 10 156 128 1.5
@ e.fr ﬂ__@ Q2 10 2 110 15 15 3 20 5
@\@ ﬁ@ Q&, Q3 20 B 1% 35 30 &b 30 1256
WF . q,‘? Max 80 70 785 70 80 40 75 65

TCGA, Nature 2012; Luen, Breast 2016; Lehmann, J Clin Invest 2011; Cimino Matthews, Hum Pathol 2013;
Loi, JCO 2013; Loi, Ann Oncol 2014; Chen and Mellman, Immunity 2013 ; Mittendorf, Cancer Immunol Res 2014



San Antonio Breast Cancer Symposium®, December 4 -8, 2018

mTNBC: biology and heterogeneity

Immune activation decreases in metastatic disease compared to early disease

C
Immune selection
Breast Metastatic
primary —> —> WGEEWIY
; tumour pretreated)
-
E g T Antigen 1 Antigen
ya presentation Cancer cell- presentation
é ! Tumour clonality intrinsic T Tumour clonality
L Intratumour features T Intratumour
heterogeneity heterogeneity
g é 7 TlLs, CD8" T cells, LTILs, CD8"* T cells,
ot DCs Cancer cell- DCs
§ T Interferon extrinsic I Interferon
é signalling features (TME)  signalling
T PD-L1 positivity L PD-L1 positivity
T Chemoattractants 1 Chemoattractants

Szekely, Ann Oncol 2019
Bianchini G Nat Rev Clin Oncol 2022



Immunotherapy in metastatic triple-negative breast cancer

|

[ Search theragnostic markers ]

v v ¥
PD-L1+ gBRCAm PD-L1-, gBRCAm-wild-type
® ©) ®
[ Imminent organ failure I [ No imminent organ failure I

| |

!

Atezolizumab—nab-paclitaxel [ll, ChT-based therapy (platinum (f}
A; MCBS 3] (a, b, d, e) or prefemred over taxane) [1, A]

Preferred:
anthracycline—taxane-based
combination Alternative:
taxane—bevacizumab or

Preferred: taxane or
anthracycline monotherapy

PARP inhibitor-based therapy
{preferred over ChT) [I, A; MCBS
Pembrolizumab—ChT [I, A; MCBS 4; ESCAT I-A] (d, &)

4] (a, c-e)

capecitabine—bevacizumab

Sacituzumab govitecan
(preferred) [1, A; MCBS 4] (d) or
ChT

If HERZ low: Trastuzumab ChT: eribulin, capecitabine or

demuxtecan [MCBS 4] (d) vinorelbine

Curigliano, ESMO Living Guidelines 2023



Immunotherapy: First-Line Rx for mTNBC

_ IMPASSION 131 IMPASSION 130 KEYNOTE 355

N (PD-L1+) 943 (292, 45%) 902 (369, 41%) 847 (332, 38%)
>1% >1% CPS>10
Randomization 2:1 1:1 2:1
and Treatment Paclitaxel 90 mg/m2 nab-Paclitaxel 100 Pac/nab/gem+carbo
Atezolizumab mg/m2 Pembrolizumab
Atezolizumab
de novo 28-30% ~37% (no chemo) 30%
Prior taxane 51-53% 51% 45%
PFS in PD-L1+ 5.7 *6 mo; HR 0.82 5 +>7.5mo;HR0.62 5.6 >9:7 mo; HR 0.65
P=0.2 P<0.0001 P=0.0012
FDA approved 7/21
OS benefit No YES YES

Miles et al, Ann Oncol 2021; Schmid et al, NEJM 2018 & Emens et al, Ann Oncol 2021; Cortes et al, Lancet 2020; Rugo et al, ESMO 2021



Randomized Phase Il studies with chemotherapy
plus PD-1/PD-L1 inhibitors in 15t line TNBC

? Atezolizumab
: +
|
] Nab-paclitaxel
g IMpassion 130"  Co-Primary endpoints:
Placebo ape
S . N=902 PFS & OS Positive
& Nab-paclitaxel TFI >12 months (ITT — Others)
V4 VENTANA SP142 assay
- Metastatic or 3 ? Atezolizumab
inoperable locally 2 Paclitaxel . ) .
advanced TNBC — R IMpassion 1312 Primary endpoint:
+ No prior therapy for g Flacese N=943 PFS Negative
0
advanced TNBC ) E Paclitaxel (PDL1+ 1% — Others)
E Pemhru-'l-izumab
o Chemotherapy™ . .
S Keynote 3553 Co-Primary endpoints:
E Placebo N=847 PFS & OS Positive
‘Chemotherac?y includes Nab-paclitaxel, | © * TFI 26 months (PDL1+ CPS=10 — Others)
Paclitaxel and Gemcitabine/carboplatin | © Chemotherapy” Dako 223C assay

|

1. Schmid, NEJM 2018; 2. Miles, Ann Oncol 2021; 3. Cortes, Lancet 2020



ITT

Overall Survival
a
3
L

IMpassion130:

Final overall survival

OS events, n (%) Median OS (95% Cl), mo
— A+nP  322(71) 21.0(19.0-23.4)
— P+nP  344(76) 18.7(16.9-20.8)

Stratified HR, 0.87 (95% Cl, 0.75-1.02); P = 0.077

3-year OS: A+nP, 28%
P+nP, 25%

No. at risk
(ITT population):

T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time (months)

A+nP 451 426 389 342 312 270 240 214 188 172 152 130 99 58 33 20 16 8 4
P+nP 451 420 379 332 294 255 225 194 172 153 138 121 89 52 35 20 7 4 1

PD-L1>1%

90 4
80
70 4
60
50

40 4

Overall Survival

30 4

204

OS events, n (%) Median OS (95% Cl), mo
— A+nP 120 (65) 25.4 (19.6-30.7)
— P+nP 139 (76) 17.9 (13.6-20.3)

Stratified HR, 0.67 (95% Cl, 0.53-0.86)

.. 3-year 0S: A+nP, 36%
- P+nP, 22%

b~ A+nP, 18%

P+nP, 9%

No. at risk

(PD-L1 IC+ population):
A+nP 1
PP 1

T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

Time (months)

85 177 160 145 135 121 108 98 90 8 77 67 56 32 17 11 9 6 3
84 170 150 132 113 95 85 72 66 62 54 47 28 14 7 6 3 1 NE

ITT

Final survival rates:

A+nP P +nP
Patients, Median Patients, Median
Baseline characteristic n 0OS,months n OS, months HR (95% CI)
All 451 21.0 451 18.7 1 0.88 (0.76-1.03)
PD-L1 status !
Positive 185 25.4 184 17.9 —— 0.69 (0.54-0.88)
Negative 266 19.7 267 19.7 —— 1.05 (0.87-1.28)
Age, years
18-40 63 16.8 51 13.1 —— 0.77 (0.52-1.15)
41-64 284 21.1 285 20.0 — 0.88 (0.73-1.07)
>65 104 226 115 19.6 —— 0.92 (0.67-1.26)
Race® 1
White 308 21.0 301 17.6 —— 0.82 (0.69-0.99)
Asian 85 27.9 76 29.3 >—ﬁ4—< 1.16 (0.79-1.72)
Black/African American 26 18.5 32 15.7 —— 0.85 (0.46-1.59)
ECOG PS*® ;
0 256 25.0 270 22.7 e e 0.84 (0.68-1.03)
1 193 16.3 179 13.2 —— 0.89 (0.71-1.12)
Baseline disease status®
Locally advanced 46 29.6 42 38.8 — 1.21 (0.67-2.20)
Metastatic 404 20.4 408 17.9 —— 0.86 (0.73-1.01)
Number of metastatic sites® |
0-3 332 241 341 211 i 0.85 (0.71-1.02)
>3 118 12.7 108 121 »—Q—< 0.94 (0.71-1.25)
Brain metastases !
Yes 30 14.3 31 16.2 I . S 1.16 (0.66-2.04)
No 421 21.6 420 19.4 | 0.87 (0.74-1.01)
Bone metastases |
Yes 145 171 141 14.9 — 0.86 (0.67-1.11)
No 306 226 310 20.5 — 0.88 (0.73-1.06)
Liver metastases !
Yes 126 14.0 118 121 1 0.82 (0.62-1.07)
No 325 23.7 333 22.0 @ 0.89 (0.74-1.07)
Lung metastases i
Yes 227 17.8 242 17.4 »—o’—< 0.95 (0.77-1.17)
No 224 23.7 209 20.0 @t 0.83 (0.66-1.04)
Lymph node-only disease® |
Yes 33 34.4 23 34.7 — e 0.77 (0.39-1.51)
No 417 20.3 426 18.2 — 0.90 (0.77-1.06)
Prior (neo) adjuvant chemotherapy '
Yes 284 214 286 20.0 —— 0.94 (0.78-1.13)
No 167 20.8 165 16.0 g 0.79 (0.62-1.03)
Prior taxane treatment 1
231 20.5 230 201 — P — 0.94 (0.77-1.16)
No 220 211 221 17.9 ++ 0.81 (0.65-1.02)
Prior anthracycline treatment !
Yes 243 20.2 242 19.7 - 0.98 (0.80-1.20)
No 208 22.0 209 18.0 | 0.79 (0.62-0.99)
0.25 1 25

Hazard ratio

A + nP better P + nP better

Emens, Ann Oncol 2021



KEYNOTE-355:
Pembrolizumab + chemotherapy as first-line in mTNBC

Key Eligibility Criteria
Age 218 years
Central determination of TNBC and PD-
L1 expression
Previously untreated locally recurrent
inoperable or metastatic TNBC
Completion of treatment with
curative intent 26 months prior to
first disease recurrence
ECOG performance status 0 or 1
Life expectancy 212 weeks from
randomization

Pembrolizumab?2 + Chemotherapy?

Progressive

disease/cessation of
study therapy

Placebo®¢ + Chemotherapy?®

Adequate organ function

No systemic steroids

No active CNS metastases

No active autoimmune disease

Stratification Factors: Endpoints:
* Chemotherapy on study (taxane vs * Primary: PFS and OS in patients with PD-L1+
gemcitabine/carboplatin) tumors (CPS 210 and CPS 21) and in the ITT

* PD-L1 tumor expression (CPS >1 vs CPS <1) population
* Prior treatment with same class » Secondary: ORR, DOR, DCR, Safety in all
chemotherapy in the neoadjuvant or treated patients

adjuvant setting (yes vs no)

a Chemotherapy dosing regimens are as follows:
Nab-paclitaxel 100 mg/m? IV on days 1, 8, and 15 every 28 days
Paclitaxel 90 mg/m2 IV on days 1, 8, and 15 every 28 days
Gemcitabine 1000 mg/m?/carboplatin AUC 2 on days 1 and 8 every 21 days

Cortes, ASCO 2020; Cortes, Lancet 2020
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KEYNOTE-355: Progression-free survival

PD-L1 CPS 210

HR 0.65 (95% Cl 0.49-0.86)
p=0.0012
65-0% :
1 L—lr '-m ET . e r3.-'!11rt'.\|-|:-:-|
469% \_\‘1‘{ Mo

]
rat risk

T
3 6 9 12 15 18 21 24 27 30

vgroup 220 173 122 96 63 52 44 3IF 215 12 5 o o

ygroup 103 80

41 30 18 15 12 8 8 7 3 1 0

PFS superiority CPS 210
boundary a=0.00411

38% of pts

B combined positive score =1

100
90+
804
70
60—

40
304
200
10—

Percentage of patients

5O —pemre

i

PD-L1 CPS 21

HR 0.74 (35% CI 0.61-0.90)
p=0.0014

,-F'mr\lrh-:
’ -x'\ e |L|
‘“-q
o {_‘“J-'“—u-lu_
19-E§""—\ u
| o W

rat risk

ygroup 425 M5 202 143 94 72 60 51 32 16 6 0 O

ygroup 211 158 81

51 2% 20 17 1 1w & I 1 0

PFS superiority CPS =1
boundary 0=0.00111 not met

100
Qi —
B0 =
70—
60—

40
30
20

Percentage of patients

10

ITT population

HR 0.82 (95% C1 0.69-0.97)

,r '3 mont! h=.

‘l THO 1I|1l.

rat risk

Time [months)

ygoup 566 408 260 184 118 86 70 57 32 16 6 0 O

y group 281 214 108 6B

3@ 029 24 17 14 11 5 1 0

Significance not tested according to

hierarchical statistical design

Cortes, ASCO 2020; Cortes, Lancet 2020



Percentage of Patients

KEYNOTE-355: Overall survival

PD-L1 CPS 210

- HR P-value
100 . niN Events  g59,cl)  (one-sided)
904 :58 39, Pembro+ Chemo 155/220  70.5% 0.73 0.00932
1 He.ie (0.55-0.95)
80— '44.7% Placebo + Chemo 84/103 81.6%
| | ' 48.2%
0 i ' 34.0%
60 . i
e e S 23.0 months
. 16.1 months
40+ i !
30 H i
I 1
204 : i
1 1
10 | i
1 1
O I I I I I II I Il 1 I I 1 1 1 I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

Time, months

Percentage of Patients

PD-L1 CPS 21

HR P-value
. niN Events  g50,¢l)  (one-sided)
, Pembro + Chemo 336/425 79.1% 0.86 0.05632
148.4% (0.72-1.04)
141.4Y% | Placebo+Chemo  177/211  83.9%
] 1
! \ 37.7%
H 1 29.5%
) I
) I
_________________ . 17.6months

1:' 16.0 months

1
)
)
'
) 1
) I
] I
] 1
) I
) I
] ]
] 1

1 1 1 1 i 1 J| 1) 1 1) 1 ) 1) 1 1) 1 1)

0 3 6 9

]
12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time, months

No significant difference in CPS 21 and ITT

* For pembrolizumab + chemotherapy in mTNBC, CPS 210 is the best cut-off to define those expected to benefit

* Pembrolizumab + chemotherapy is a new standard of care for the treatment of mTNBC with CPS>10

Rugo, ESMO 2021, Cortes, NEJM 2022



Subgroup
Overall —
Age (years)
<65 ——
= 265 g . ——
ographic region
N AmericalELVANZ ——
Asia ——
Rest of world —
ECOGPS
a ——]

Yes

de novo metastasis
=12 months

Hazard Ratio (95% CI)

=3 _——
23 ——
r Y
1}
Favors

Pembro + Chemo Placebo + Chemo

Favors

Median 05 (mo)
Pembro + Placebo
Chemo + Chemo
23.0 16.1
21.8 16.8
28.3 126
235 15.2
26.7 174
18.0 220
26.4

KEYNOTE-355: Overall survival in subgroups CPS 210

Hazard Ratio
for Death
(95%)

0.73 (0.55 to 0.95)

0.78 (0.58 to 1.05)
0.51 (0.28 to 0.92)

0.72 (0.52 to 1.00)
0.44 (0.23 to 0.84)
1.07 (0.57 to 1.98)

0.70 (0.49 to 1.00)
[) [1 (1] A . []

0.63 (0.39 to 1.03)
0.34 (0.16 to 0.72)
B 0

0.60 (0.32 to 1.09
0.74 (0.55 to 1.00
0.86 (0.61 to 1.22)
(] [] 4 -

0.54 (0.34 to 0.86)
1.44 (0.73 to 2.82)

0.63 (0.43 to 0.91)
0.75(0.51 to 1.10)

Rugo, ESMO 2021, Cortes, NEJM 2022



Immunotherapy in metastatic triple-negative breast cancer

Impassion 132: Study design

Double-blind placebo-controlled randomised phase 3 trial

-
 Unresectable locally advanced/

metastatic TNBC

* Prior anthracycline and taxane for
early TNBC

* Disease progression <12 months
after last treatment with curative
intent for early TNBC?

 No prior CT for advanced TNBC
* Known PD-L1 status (SP142)

~

o

A

Carboplatin/gemcitabine or capecitabine®

+ atezolizumab 1200 mg q3w

Treatment continued until disease progression or unacceptable toxicity

Carboplatin/gemcitabine or capecitabine®
+ placebo q3w

Stratification factors: Primary endpoint:
» Visceral (lung and/or liver) metastases  * OS (hierarchical testing: PD-L1+
e CT backbone TNBCe then, if positive, modified

 PD-L1 status (during all-comer enrolment)  ITT populationd)

Dent, Ann Onc 2024



Immunotherapy in metastatic triple-negative breast cancer

Impassion 132: Overall Survival
No significant improvement in OS with atezolizumab (median F/U: 9.8 months)

OS probability (%)

Placebo + CT Atezolizumab + CT

0S (n=177) (n=177)

Events, n (%) 128 (72) 124 (70)
Median, months (95% CI) ~ 11.2(9.0-13.3) 12.1 (10.1-15.1)
Stratified HR (95% Cl) 0.93 (0.73-1.20)

Stratified log-rank p-value 0.59

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69

A

Time (months)

Dent, Ann Onc 2024



Immunotherapy in metastatic triple-negative breast cancer

Discordance across PD-L1 tests

100 TC (10 pos.). 110 IC (11 pos.)

100 TC (10 pos.) . 110 IC (11 pos.)

El . . . G
oo 0 82 oo.o 44
.3 ® : 'ro . ro
Sree ..‘. ol Slee pt l
. o’ . .I f‘
.’ é .oo é
| o e oo o
K £ ‘o. . * X .. .0.
B o
','.'. .o‘:~ o .0,3 6] o":~ . n
TPS ICa CPS ICL
10% 10% 21% 1%
pos. TC pos. IC pos. TC/IC pos. IC area
al TC all IC al TC Total tumor area
Durvalumab (TNBC) Pembrolizumab Atezolizumab (TNBC)
GeparNuevo KN-012; KN-086 IMpassion130
Avelumab (TNBC)

JAVELIN

A

ASSESSMENT

TPS = Tumor proportion score = (pos TC/all TC)*100

CPS = Combined pos Score = ((posTC + posiC)/aliTC)*100
IC% = Immun cell (proportion) score (pos IC/all IC)*100

ICA = Immun cell (area) score (pos IC area/tumor area)*100




Immunotherapy in metastatic triple-negative breast cancer

PD-L1 testing

SP142 (IC 1%)
and 22C3 (CPS 10)

SP142+
22C3-
(10.4%)

SP142—
22C3+
(16.9%)

(36.6%)

27% of patients is PD-L1 «single-positive»
Consider both tests if both ICls are available

A

PD-L1 status by anatomical location?

Breast (64%)
Lymph node (12%)
Lung (6%)

Liver (5%)

Soft tissue (4%)
Skin (2%)

Other (6%)

40%

PD-L1I1C+

0% 20% 60%

Rugo, JNCI 2021



Immunotherapy in metastatic triple-negative breast cancer

Immunotherapy and VEGF inhibition

Figure 1. LEAP-005 Study Design

Study Population
* Women aged 218 years

« Histologically/cytologically confirmed, advanced
TNBC

* 1 or 2 prior lines of therapy

* Measurable disease per RECIST version 1.1
« ECOG PS 0-1

» Tissue for PD-L1 assessment

Pembrolizumab 200 mg
IV Q3W + lenvatinib
20 mg orally QD

Evaluation? f

Lenvatinib is a multiple kinase inhibitor
against VEGFR1, VEGFR2, and VEGFR3

A

30-day safety FU +

survival status

Pembrolizumab
200 mg IV Q3W
+ lenvatinib
20 mg orally QD

Up to 35 cycles or
meeting DC<9



Immunotherapy and VEGF inhibition
LEAP-005 study

Progression-Free Survival, %

Events, Median
n/N (%) (95% Cl), mo

25/31 (81) 5.1 (1.9-11.8)

. 24-mo
: : : rate
: : : 8% ] )
0 T I T I T T T l T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk Time, mo
Lenvatinib + 81 16 18 9 7 3 3 2 2 2 2 2 2 1 0 0
Pembrolizumab
(B) Events, Median
100+ nIN (%) (95% Cl), mo
904
26/31 (84) 11.4 (4.1-21.7)
804
B 704
2 60
2 :
3 507 :
T 404
H $ :
> . H
S 30
20
3 : M
101 : :
0 T l T l T T T I T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk Time, mo
Lenvatinib + 31 22 19 19 14 10 10 10 9 8 4 S 3 3 1 0

Pembrolizumab

ORR [95% Cl], %

N
o

)
=)

Change From Baseline, %
8 o

&
=3

-80

-100

*CPS: PD-L1 IHC 22C3 pharmDx >/=10

ITT
32 [17-51]

*PDL1+ PDL1-

50[16-84] @ 27 [11-50]

Bl PD-L1-positive
Bl PD-L1-negative

20% tumor growth

30% tumor reduction



Immunotherapy in metastatic triple-negative breast cancer

Immunotherapy and VEGF inhibition: bispecific antibodies

PM8002

‘ = PD
| ORR: 79% o
Anti-VEGF-A (IgG) ff” S ‘\ Open label, Single arm study g 40 = PR
Key Eligibility Criteria PM8002+Nab-paclitaxel F 20 = CR
* Patients with locally advanced > PM8002 20mg/kg 2 ol I
or metastatic TNBC who have - On days 1 and 15 of 28-day cycle = | B 1
not received prior systemic Nab-paclitaxel 100 mg/m? £ 20 ! I"l
treatment for TNBC; - On days 1, 8 and 15 of 28-day cycle % w0
» Age 2 18 years; i 8
* ECOG score 0-1; & |
\ * Adequate organ function. j Disease progression/ 80
N unacceptable toxicity
” Primary endpoint: Objective Response Rate (ORR) assessed by Conclusions
investigators per RECIST1.1, the incidence and severity of Treatment- PM8002 combined with nab-paclitaxel showed encouraging
Related Adverse Events (TRAEs) graded according to NCI-CTCAE v5.0. antitumor activity regardless of PD-L1 status and good safety profile
Secondary endpoint: Progression Free Survival(PFS), Disease Control as a first-line therapy for TNBC patients.
Anti-PD-L1 (VHH) \_Rate (DCR). This phase Il study is still ongoing with near-term plans to enter

phase lll trials.

Wu, SABCS 2023



PARP inhibitors in metastatic triple-negative breast cancer

PARP inhibitors and immune-checkpoint inhibitors: KEYLYNK-009 study design

Key Eligibility Criteria
* Locally recurrent inoperable
or metastatic TNBC not
previously treated in the
metastatic setting

* Measurable disease per
RECIST v1.1 by local
radiology review

* Interval between treatment
with curative intent and
recurrence 26 months

* Confirmed PD-L1 status

Induction

Carboplatin AUC 2 on days 1 and
8 of each 21-day cycle and
gemcitabine 1000 mg/mZon days
1 and 8 of each 21-day cycle
+

Pembro 200 mg Q3W

(4 to 6 cycles)

ITT Population

O——-HPN-=S00Z>3

Post-induction

Olaparib 300 mg twice daily®P
+
Pembro 200 mg Q3W up to 35 cycles
including inductionP

Carboplatin AUC 2 on days 1 and 8 of each
21-day cycle and gemcitabine 1000 mg/m?
on days 1 and 8 of each 21-day cycle®
+
Pembro 200 mg Q3W for up to 35 cycles
including induction®

Randomization was stratified by

Induction response (CR or PR vs SD)
Tumor PD-L1 status (CPS 21 vs <1)
Genomic tumor status (BRCAm vs BRCAwt)

Primary
Endpoint:
PFS

Rugo, SABCS 2023



PARP inhibitors in metastatic triple-negative breast cancer
KEYLYNK-009: estimates of OS according to PD-L1 CPS and tBRCAm

Tumor PD-L1 CPS 210 Population

tBRCAm Population

Events, Median, mo HR? Events, Median, mo HR®
n (%) (95% Cl) (95% ClI) n (%) (95% Cl) (95% Cl)
Pembro + Olaparib 22 (33.8) NR (17.0-NR) 0.97 Pembro + Olaparib  6(20.7)  NR (17.1-NR) 0.81
(0.53— (0.28—
Pembro + Chemo  22(33.8) NR (15.5-NR) 1.76) Pembro + Chemo 8(26.7) 23.4(17.3-NR) 2.37)
1004 18-mo (95% Cl) 100411 AN
90- 62.4% (47.4%—T74.3%) 90-
80- 5?.1% (43.1%—-72.1%) 80-
70 70- —
L1l 1 L_J
< 60 . o 607
v 501 & 50
0 o e
40 40- :
304 12-mo (95% CI) : 30- 12-mo (95% ClI) : §18-mo (95% ClI)
| 74.7% (61.9%-83.7%) : | 96.6% (77.9%-99.5%) : :73.3% (45.9%88.4%)
201 77.6% (65.1%—86.2%) 201 82.9% (63.7%-92.5%) ' 170.4% (45.5%—85.5%)
10 : 10 : :
0 Ll T L] ; L ; L 1 T 1 0 L 1 1 ; I ; 1 Ll L] 1
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
No. at risk Time from randomization, mo No. at risk Time from randomization, mo
65 62 57 51 41 29 17 12 5 1 0 29 28 28 27 21 13 8 6 3 2 0
65 65 62 55 37 25 15 10 5 2 0 30 30 28 27 19 16 9 5 2 0 0

A

Rugo, SABCS 2023



ADCs in metastatic triple-negative breast cancer

Combining ADCs and immune-checkpoint inhibitors

ADCs and ICls demonstrated to improve the OS in
patients with mTNBC

The combination of ADCs and ICIs may have
synergistic properties

ADCs could transform a cold tumor

microenvironment into a hot one () It @ @
Addi‘li(:l c::IIitl.‘;I:ibti:;z:'comes ‘ .." ranzy g O - @ O
i | functional T cells
Cold - > HOT Nicold, CTR 2022




ADCs in metastatic triple-negative breast cancer

Combining ADCs and immune-checkpoint inhibitors

BEGONIA Trial Morpheus-PAN BC Trial
Dato-DXd + Durvalumab Sacituzumab Govitecan + Atezolizumab
in 15t line mTNBC in PD-L1+ 1stline mTNBC

Median follow-up: 11.7 (range, 2-20) months

100 N=62 100 1 N=30 Atezo + SG arm
[v)
ORR 79% - mPFS 13.8 mo ORR 77% - mPFS 12.2 mo ﬁ‘); Eee Eo Eo

* *

50 —

al
o

=50 — #

in target lesion size (%)
o
|
|
3
L

Best change from baseline
Best % change in sum of
diameters from baseline

o
L

—-100 =

—-100 — U Unknown/Missing

L) L) L) L) L) L) L) 1 L) L) L) L) 1 L) L) L) L) L) L) L) L) L) L) L) L)
Trop-2
SP263 PD-L1 TAP 10% cutoff LLLHLLLLHLLHHLLLLLULLLLLLLLHLLLLLLLLLHLL LLLLLLLLLLLLLLLLLLLHLL R - I 2 585 2 sl Y =+« [N 50 [ o so 360 o [ o0 o0 (581 8) s [580 481 20 10 2

22C3PD-L1CPS10cutoff LLLHLLLLHLLHHLLLLLULLLLLLLLHLLLLLLLLLHLHLLLLLLLLLLLLLLLLLHLHLL ‘ CE;::J"‘”; 10/30 5/50, JeTl] .20/00/70 (Wit 30/0 (0/20 el 5/75 0/25 (VALY (0720, |0/45 M35/5050/7065/55 0/20 5/50 70/45 0/20 20/5010/40E20/7o 0/70 70/65
0[] s 2030 2520 zoﬂsozoaszo 20“40

Trop-2 IHC (H-score) CD8 immune phenotype % stromal TILs

200 - 300 100==200 F e IR Inflamed | Excluded Data N/A Sl o <20[1-<10] <1 |

PD-L1
expression

% stromal TILs

M Progressive disease I Stable disease I Not evaluable M Partial response [ Complete response

Antitumour responses were observed regardless of PD-L1 expression
level as assessed by 2 separate PD-L1 assays and scoring methods

Schmid et al, ESMO 2023 Schmid et al, ESMO Breast 2024



Combining ADCs and ICl in metastatic breast cancer

SACI-IO HR+: Study Schema

Metastatic or locally advanced
unresectable breast cancer

HR-positive (ER 2 1% or PR 2 1%),
HER2-negative (IHC 0, 1+, or 2+/ ISH-)

No restriction on PD-L1 status?

21 endocrine therapy for mBC or
progression on or within 12 months of
adjuvant endocrine therapy

0-1 prior chemotherapy for mBC

No prior topoisomerase I-inhibitor ADC,
irinotecan, or PD-1/-L1 inhibitor

No known active brain metastases or
leptomeningeal disease

Study activation date: 923/2020, Data culoff for analysss: 3/8/2024

Treatment continued until progression or unacceptable toxicity

Sacituzumab govitecan (SG)
10 mg/kg IV D1, D8 of every 21 days
+

Pembrolizumab
200 mg IV D1 of every 21 days

Sacituzumab govitecan (SG)
10 mg/kg IV D1, D8 of every 21 days

Baseline Cycle 2 Optional
Research || Research EOT
Biopsy Biopsy Biopsy

Endpoints

Primary:
* PFS (ITT)

Secondary:

* PFS (PD-L1+)°

* OS (ITT, PD-L1+)

* ORR, DOR, TTOR,
CBR (ITT, PD-L1+)

¢ Safety

Exploratory:
* Correlative
* HRQoL

NCT04448886

+ Protocol amendment activated in 1/2022 10 alow pericoents b soy PD-L1 status 1o envoll. ® Central PO-L1 testing penam with PharmOx 22C3 assay. PD-L1-positive, combined positive score (CPS) 21, Note: There is no approved COX with 22C3 for HRe/HER2- mBC.

Abbreviations. HR, hormone receplor. ER. estrogen receplor, PR

receptor; IHC,

ovjective response rate; DOR, duration of response; TTOR, time 10 objective response; CBR. clinical beneft rate. HROOL Malm related quaity of life.

Progression-Free Survival by PD-L1 IHC status

PD-L1-positive (CPS 21)
10 L
1

08 L

06

P-value=0.23

04

Progression-free Survival

02

00 I

0 [ 12 18
Months from Randomization

Number at risk (number censored)

PD-L1-negative (CPS <1)
10 ’h‘_\

B

E 08

a \1— P-value=0.84
3 o6

é 04 ot

] -

& =
o

0.0

mBC, metastatic breast cancer, ADC, antibody drug conjugate; ITT, intent-1o-treat. PFS, progression-free survival, OS, overall survival, ORR

o S

[ 6 12 18
Months from Randomization

Number at risk (number censored)

— 16 (0) 10 (0) 4(3) 05 w—35(1) 14.(5) 6(6) 2(8
24 (0) 10(4) 2(8) 0(6) 28(0) 13(1) 3(5) 0(8)
SG + Pembrolizumab SG SG + Pembrolizumab SG

Treatment Arm (N=16) N=24) Treatment Arm (N=35) N=28)

N PFS events 1 N PFS events 27
Median PFS, mo (95% Cl) 11.05(2.14-NA) | 6.68(2.53-9.24) Median PFS, mo (95% Cl) 5.36(4.14-997) | 5.07 (3.85-NA)
HR (95% CI) 0.62 (0.29-1.36) HR (95% Cl) 1.06 (0.59-1.90)
p-value (logrank test) 0.23 p-value (logrank test) 0.84

SACI-IO TNBC:
sacituzumab

~

@® /| sovitecan and

pembrollzumab in1°
line PD-L1- mTNBC
(ER<5%)

Overall Survival by PD-L1 IHC status

PD-L1-positive (CPS 21)
1.0 ;—-—‘_—‘

PD-L1-negative (CPS <1)

3
2 08
2
=3
"
g o
‘é' P-value=0.42
2 04
% ==,
=3
e 02
a
0.0
0 6 12 18
Months from Randomization
Number at risk (number censored)
— 16 (0) 14 (1) 7(7) 2(11)
24 (0) 15(7) 8(11) 3(13)
Pembro ab SG
eatment Al
Treatment Arm g (N=24)
N OS events 4 8

10{ +¢
] L_._,
z 08
2
3
7}
g os
T P-value=0.38 .
z 0s |
g o2
o
00
0 12 18
Monlhs from Randomization
Number at risk (number censored)
— 35 (1) 27(7) 13 (15) 6(19)
28(0) 23 (4) 11(13) 5(16)
SG + Pembrolizumab SG
Treatment Arm (N=35) N=28'
N OS events 1 12

Median OS, mo (95% Cl) 18.52 (16.88-NA) | 12.50 (11.97-NA)

Median OS, mo (95% CI) 16.55 (14.64-NA) | 18.03 (17.34-NA)

HR (95% CI) 0.61 (0.18-2.04)

HR (95% ClI) 0.68 (0.29-1.59)

p-value (logrank test) 0.42

p-value (logrank test) 0.38




SYNERGY TRIAL

First-line treatment in advanced TNBC
Phase Il : study design

Clinical Benefit Rate

. ; . 100%
Multicenter, open-label, randomized (1:1 ratio) week 24
/Key eligibility criteria: "\ Anti CSF-1R rimary endpoint: \ 80% i
+  Female, 218y0 Oleclumab 3000mg*™* x5 €2 gd4w »  Clinical Benefit (CB) at P=u.
*  Locally advanced or w W 4 week 24 [ |
Te{a:;atic TNBC A 4 Secondary endpoints: 60%
o - OR 0 0,
:dsiln::::a;:\(;:r Paclitaxa! 80mg/m2 P DOR 43 A) 44 /0
» qiwx 12 -« PFS 40% -
s ﬂ Carboplaiin AUC1.5 - 08
function qiwx 12 16w 24w «  CBR according to PD-L1
Measurablo discase and CD73 20%
per RECIST v1.1 ll \ Ex:;lorat:.w}{z Eo(t:ulcs?o:r:u
i i & (] 50 viiivs
m:ﬁmwnh 4 iRESIST v1.1 0% N=27/63 N=28/64
+  No major auto-immune l imaging G:s RECIST v1.1 vs .Rsss‘r) ° T T
\ e * Stratfication factors : baseline PD-L1 and CD73 IHC expression Arm A Arm B
* RP2D from phase | part that included 6 patients between OR: objactive response: DOR: duration With oleclumab Without oleclumab

07/01/2019-08/03'2019

Clinical Benefit = Complete Response (CR) + Partial Response
(PR) + Stahie Disaase (SD)

TiLs bassline
PD-L1 CPS
CD73 stroma H score
CD73 tumor H score
Tumor sample site
Arm
Presentation L_:W
Clinical benefit .
Long responder

of response; PFS: progression free
survival, OS: overall survival

Heterogenous disease = heterogenous responses

URGENT need for
effective biomarkers

I il

illJ

7 WA

TiLs baseline CD73 stroma H score Tumor sample site Am Clinical benefit
B Breast oA B Benefit
10 35 1 S @ Lymph node o8 B No Benefit
@ Liver
PD-L1 CPS CD73 tumor H score B Skinfchest wall Presentation Long responder B N , N C 2023
B Lung B Deonow e uisseret et al. Nature Com
15 80 1 0 O Other/NR B Recurrent O No

ight and responsibility of the author. Permission is required for re-use.



What biomarkers may predict immunotherapy benefit?

(i) Tumor cells

PD-L1 expression;
TMB;

DDR pathways: :
dMMR/MSI; RiA
Specific mutated 9
gene pathways: IFN-y )\
pathway, KRAS, STK11; "
Neoantigen load;

(ii) Tumor microenvironment

* PD-L1 expression;

* Tumor-infiltrating immune cells:
Immune status of TME: immunologic
classification, immunoscore;

Immune cells with specific phenotypes:
CD39*CD8'T, CD4'T cells, FOXP3*T cells,
TAMs, myeloid cells, NKp46* cells;
Diversity of immune repertoires: TIL
richness and clonality, TCR clonality;

(iii) Circulating factors

(iv) Host-related markers

* General characteristics:
gender, age, body fat
distribution;

* Intestinal commensal
microbiota;

* Host germline genetics:

HLA diversity and other

specific mutations;

(v) Immune-related

Peripheral blood cells: SHESEE Ve

myelogenous cells,
eosinophils, nacrophages,
CD4*ICOS'T cells, CTCs;
ctDNA;

Other circulating molecular:
exosomal PD-L1, soluble
proteins, cytokines and
inflammatory factors;

* Endocrine irAEs:
thyroid dysfunction;

» Skin irAEs: vitiligo,
pruritus, lichenoid
toxicity;

Bai et. al. Biomarker Research 2020



Spatial predictors of immunotherapy response in TNBC

CD8+TCF1+T cells and MHCII+ cancer cells
are dominant predictors of response to ICl

@ On-treatment

b
iqh-ri Ca&l ; ; _nacli > Checkpoint Lymphoid
(;h(l)ﬂ;gh_r;;ﬁ n.: 138 Atezolizumab + carboplatin + nab-paclitaxel g Chite PD-L1(3P142) G2t d  Baseline B Pynomia < 001
T3NO ' | ”’ @c . " 5 CD15 PD-L1(73-10) CD79a
) or locally 141 Carboplatin + nab-paclitaxel n CcD163 DO CD56 CD4*PD1*T (Hom) 1 .. = ﬁqceaalﬁd
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Randomized 11 Patients/pCR: @124/57  @106/49 @ 99/44 @ 106/57 Mesenchymal Lo oo s MHCI&IIM On) { - |
- @119/53 @101/47  @85/41 @ 104/54 Sl o Epithelial FOXS s QoAEReT 1 B 0
Intention-to-treat CD31 CK5/14 GATA3 3 PD—LA g:‘Ztl\élsBis E:g;* ] -
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=279 i aser j —> o : ; MHCI&II" Ki67+
n ; ROIs EZrEb'OPSV ) < Vimentin L__GZMmB__ CDS*TGF1*T Kig7™ - e ——- i
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ISPY?2: Use of the ImPrint immune signature to predict IO response”?

HR+/HER2- (n=379) HR+/HER2- (n=200)

8 arms, including one 10 arm 510 arms
o 510 arms
=
8 76
MP High1 Luminal ImPrint- 2 %, 71% Bk S
o 71% % % . Ny YO 142/200 < o |
(213;;39) 90% (26513}'/!4) 89% (2.!.73?3;4) ImPrint- 2% > ( ) g °
HR+HER2- &
o o |
10% Ul ¥
20% 349,
MP High2 ImPrint+ o |
za%g 80% Basal ‘ 27% & 16
(105/379 29% [§66% 101/374)
(108/374)
29% :
\ (581200) ImPrint+ o - ~ -~
e ey
Y 29% ImPrint+ in HR+HER2- . 76% pCR in ImPrint+
v . .
. 0 -
mPrints 5 ) 16% pCR in ImPrint

Huppert et. al. ASCO 2022
Wolfe, Yau et. al. ASCO 2023



Immunotherapy in metastatic breast cancer

... and future perspectives

Targeted therapy-ICI VEGERS2] Ity THA
combination — Apatinib Anlotinib

antiPD-1 mAbs
Pembrolizumab

Olaparib .
®e

®9
A \ TKR
\ (FGFR,

Tislelizumab
Sintilimab
Nivolumab : PDGFR,
Camrelizumab Agciizioak c-Kit,

EGFR-2 Ret)

Cemiplimab Govitecan V
CDK4/6i

)\ ,}(\ Trilaciclib . \Iropz

) N

antiPD-L1 mAb

Durvalumab
Adebrelimab
- CDK4/6
N PD-L1
CTLA-4

N antiCTLA-4 mAb
4\- Ipilimumab

\\_antiLAG-3 mAb
—_—

= Fialnimab
\. ° o
) .. © Cytokines o
) @® o IRX2 Oncolytic Virus
/ ® 'Y IL-12 Talimogene
Laherparepvec
antiCSF-1R mAb h\‘

Cabiralizumab NH 0
CSFIR - poon

TLR9

o TLR9-agonist
SD-101

Other 10 agents-ICI
combination

cancer

Cancer vaccine-CT
Cyclin CEF Ag combination
B1 Ag s ‘-
e Autologous DC ::;‘i"":%‘:::
tumor cells
Ag-loaded DC \‘ @G_M CSF P10s-PADRE

o® o
0® 00 —

/ %00 o °
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w’vm}
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CMP-001 4

TNBC
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Cytotoxic
activity

o
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Radiation therapy pilimuma _
Cryoablation treatment-ICI

Microwave ablation combination
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Immunotherapy in metastatic breast cancer

... and future perspectives

Stimulation of DCs and

myeloid cells recruitment Tumor cell death

and apoptosis.

Viral/Bacterial-based vaccines

* Apoptotic tumour cells '
T-VEC \ release GM-CSF. /’—’ % .2 —  * S
o “’ i
B B

HSV-1 /g

Promotion of DCs and
CD8+ T cells' activation

Melanoma Tumor cell
Injection of Selective uptake of
engineered T-VEC virus (HSV-1)

T-VEC. by tumor cells.

Gene-based vaccines

— et ’ 3 )
PER= |
(m"'j /‘ ‘\
| A\ Ewr--. // ¢ '. \\

1 Sae . ’.... N
th: ’ ~
5 ~
\

7
5 G—{(¢ B potein VY]
L J
Lipid nanoparticle-encapsulated mRNA encoding
neoantigen protein and/or immunomodulating molecules

Electroporation of DNA plasmid encoding
neoantigen protein.

BARCELONA mungr&ss
2024

Giuseppe Curigliano, MD PhD

° "o, IL-2,IFNy, TNF

Peptide/Protein-based vaccines e

IL-2,

Activated -y
IFNy Tumor cell

CD8*T cell

IL-2, IFNy

—/ Released tumor
antigens

Tumor site

Injection of
tumor antigen APC

Activated antigen  Tumor cell

Lymph node CD4* T cell

Maturation factors: tumor-specific
antigens (whole cell protein, peptide,
. mRNA,...)

Cell-based vaccines

‘ i) / Immature
- APC :

», Vaccine administration with /' &8
\ Immune boosting (adjuvants,...)

Corti, EJC 2022; Antonarelli, Ann Onc 2021

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Promising Antitumor Efficacy of VG201-C101 Study EERESMD
y

modified oncolytic HSV viral gBprotein

280 A mm PR & 1L0%10"8 2N
== SD A 2.0%10°8
we PD 7 4071078 :;’g
) 6.0°10°8 g
° ! ~—
< 804 ® 8.0%10"8 o 80
2 g
= 6.0x10°8 2eycles +2.0x10°8 2
2 60~ g 60
2 ® 8.0x1078 2C +4.0x10°8) 2
4 o S 40 -
E  40- =
& 11
= : 20
s 8
S 20 =
) & 0
g S
g ¥ I 5
z g -20
a 5}
R m
é‘ 20 -40
L J .60 -
40~
A 4
-80
60 *
sW 16W 24W 32w 40w asw S6w
S|l SIFIE ESFFEFSTSEISE
SFlFEIF FgIFIFg s F§F FFF vy ¥ FEE
S & b 8 '\3‘ a ._; “?‘ = R} Né S & Q? L \é' & - 1-101(HCC-CCA) & 1-103(ICC) @ 1-104(Duo) @ 2-109(PC) ¥- 3111(CRC)  -@= 3-112(NEC)
P B> j T W N f’ < S ¢ 4l &1 N - 3-113(PC) - 4-113(HCC)  -¥- 4-201(CRC) -@ 4-202(NPC)  -¥: 5-119(CRC) 5-120(Bre)
’$\ -¥- 5-121(CRC) 6-122(p-NET) -4 6-124(ICC)  -& T-125(Bre) & 7-126(Bre)

(N=17.Data cut-off: 2024-08-8)



Key points immunotherapy in mTNBC

e PD-L1 status: what, when, how?

* Future development:

Biomarkers beyond PD-L1: TILs, basal-like immune activated, immune phenotype,
CD8+, CD274 gain/amplification

How to integrate redundant/overlapping biomarkers
Timing of chemotherapy, combinations with PARP inhibitors and novel ADCs

Early relapsers need more effective options

Can we rechallenge immunotherapy in the first-line metastatic setting after (neo)adjuvant chemo-immunotherapy?
Should patients with ER-low/HER2-negative disease be offered Immunotherapy?

What is the optimal duration of chemotherapy in combination with immunotherapy in metastatic breast cancer?
Should immunotherapy be continued until progression in metastatic breast cancer that is responding to therapy?



Thank you!

@ paola.zagami@ieo.it

@paolazagam
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