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Aarghl! too many
assays and
cutoffs

PD-L1 protein
expression by
IHC

Beware high rates of discordance!
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Predictive PD-L1 testing for anti-PD1/PD-L1 inhibitors in cancer

FDA Approved Companion Diagnostic Indications for the Agilent/DAKO PD-L1 IHC 22C3 pharmDx Assay

Tumor Type PD-L1 Cutoff Expression Level* Therapy

Cervical Cancer CPS>1 Pembrolizumab
Esophageal Squamous Cell Carcinoma CPS > 10 Pembrolizumab
Gastric or GEJxn Adenocarcinoma cPS>1 Pembrolizumab
Head and Neck Squamous Cell cPS>1 Pembrolizumab
Carcinoma

Non Small Cell Lung Cancer TPS > 1% Pembrolizumab
Non Small Cell Lung Cancer TPS > 50% Cemiplimab-rwic
Urothelial Carcinoma CPS > 10 Pembrolizumab
Triple Negative Breast Cancer CPS>10 Pembrolizumab

*For Details on Immunohistochemical Test Scoring Methodology see Anti PD-L1 Immuno Therapy

FDA Approved Companion Diagnostic Indications for Ventana/Roche Diagnostics PD-L1 SP142 Assay

Tumor Type PD-L1 Cutoff Expression Level* Therapy

Non Small Cell Lung Cancer >50% TC or > 10% IC Atezolizumab
Triple Negative Breast Cancer ** >1%IC Atezolizumab
Urothelial Carcinoma >5%I1C Atezolizumab

*For Details on Immunohistochemical Test Scoring Methodology see Anti PD-L1 Immuno Therapy
** The indication for atezolizumab (Tecentriq) in combination with nab-paclitaxel (Abraxane)
chemotherapy as treatment for patients with triple-negative breast cancer (TNBC) whose tumors

express PD-L1 has been withdrawn by Roche

FDA Approved Companion Diagnostic Indications for Agilent/DAKO PD-L1 IHC 28-8 pharmDX Assay

[ Tumor Type | PD-L1 Cutoff Expression Level *

| Therapy

| Non Small Cell Lung Cancer | PD-L1>=1% TC

[ Nivolumab

*For Details on Immunohistochemical Test Scoring Methodology see Anti PD-L1 Immuno Therapy

FDA Approved Companion Diagnostic Indications for Ventana/Roche Diagnostics PD-L1 SP263 Assay

| Tumor Type | PD-L1 Cutoff Expression Level *

| Therapy

Non-Small Cell Lung Cancer | PD-11>=1% TC

| Atezolizumab

*For Details on Immunohistochemical Test Scoring Methodology see Anti PD-L1 Immuno Therapy

Epitope Platform Detection system

Nivolumab PDI1 286 Extracellular Dako Link 48 Envision Flex

22C3 Extracellular Dako Link 48

Pembrolizumab  PD1 SP263  Cytoplasmic  Ventana

Envision Flex

Optiview and

Atezolizumab PDL1  SP142  Cytoplasmic Ventana amplification

Durvalumab PDLT  SP263  Cytoplasmic Ventana Optiview
Avelumab PDL1  73-10  Cytoplasmic Dako Link 48 Envision Flex
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Reasons underlying different PD-L1 test results: tumour
heterogeneity/treatment and anatomic site

PD-L1 in Primaries vs metastases®
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Reasons underlying different PD-L1 test results: different

scoring systems

Combined positive score (CPS)

Pembrolizumab

+ve tumour cells

CPS = +ve cells (tumour +ICs)  x 100

16 PD-L1 staining cells
: x 100 =CPS 8

200 tumor cells

Immune cell score (IC)

Atezolizumab

tumour area

IC =areaof +ve ICs x 100

e
N

IC +ve

Durvalumab |IC +ve = % +ve ICs/Total IC

SP263

In: lymphocytes, macrophages, dendritic cells, histiocytes,
plasma cells, and neutrophils

Out: none mentioned in Interpretation guide
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Monoterapi med CPIs, ikke-randomiserede studier

Trial Key inclu- Treatment Subgroups Sample size ORR (%) DCR (%) Median Median Median OS
sion DOR PFS (months)
(months) (months)
NCTO1772004*  Any line Avelumab 58 5.2 31 NR 5.9 0.2
JAVELIN Solid
Tumor
NCTO1375842  Any line Atezolizumab 115 10 13 21.0 1.4 8.9
PD-L1 91 12 15 21.0 1.4 10.1
IC=1%
N PD-L1IC<1/ 21 0 5 N/A 1.4 6.0
Q %
g NCTO1848834  Any line Pembrolizumab 32 18.5 25.9 NR 1.9 11.2
E PD-L1 IC/TC
© | KEYNOTE-012 21%
§ NCT02447003  =2nd line Pembrolizumab 170 5.3 7.6 NE 2.0 9.0
S | KEYNOTE-086
g | CohortA PD-LI 105 5.7 9.5 NR 2.0 8.8
al CPS>1
= PD-L1 64 4.7 4.7 44 1.9 9.7
= CPS<l
- Ist line Pembrolizumab
PD-LI1
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1st line CPIl + chemo, TNBC mBC

IMpassion130 study design
/ \ Atezo + nab-P arm:

Key IMpassion130 eligibility criteria®: Atezolizumab 840 mg IV
— Ondays 1 and 15 of 28-day cycle

+ nab-paclitaxel 100 mg/m? IV
— Ondays 1, 8 and 15 of 28-day cycle

Metastatic or inoperable locally advanced TNBC
— Histologically documented®

* No prior therapy for advanced TNBC

— Prior chemo in the curative setting, including taxanes,
allowed if TFI =2 12 mo

« ECOG PS0-1

RECIST v1.1

Double blind; no crossover permitted -
PD or toxicity

Stratification factors:

Plac + nab-P arm:
* Prior taxane use (yes vs no) Placebo IV

» Liver metastases (yes vs no) — Ondays 1 and 15 of 28-day cycle
+ PD-L1 status on IC (positive [= 1%] vs negative [< 1%)])¢ + nab-paclitaxel 100 mg/m2 [V

k / — Ondays 1, 8 and 15 of 28-day cycle

Schmid, NJEM 2018
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1st line CPIl + chemo, TNBC mBC
KEYNOTE-355 Study Design (NcT02819518)

Key Eligibility Criteria
* Age =218 years
Central determination of TNBC and
PD-L1 expression
Previously untreated locally

recurrent inoperable or metastatic Progressive
TNBC

Pembrolizumab? + Chemotherapy®

: ] ‘ : ‘ diseasedcessation
Completion of treatment with . *

curative intent 26 months prior to of study therapy
first disease recurrence
ECOG performance status 0 or 1

Life expectancy =12 weeks from
randomization

Adequate organ function
No systemic steroids

No active CNS metastases ] igu .
No active autoimmune disease Stratification Factors:

» Chemotherapy on study (taxane vs gemcitabine/carboplatin)

* PD-L1 tumor expression (CPS 21 vs CPS <1)

* Prior treatment with same class chemotherapy in the
neoadjuvant or adjuvant setting (yes vs no)

Placebo¢ + Chemotherapy®

Cortes, Lancet 2020

aPembrolizumab 200 mg intravenous (I1V) every 3 weeks (Q3W) ‘Normal saline
bChemotherapy dosing regimens are as follows: dTreatment may be continued until confirmation of progressive disease
Nab-paclitaxel 100 mg/m2 IV on days 1, 8, and 15 every 28 days CNS=central nervous system; ECOG=Eastern Cooperative Oncology Group;
Paclitaxel 90 mg/m2 |V on days 1, 8, and 15 every 28 days PD-L1=programmed death ligand 1; R=randomized; TNBC=triple-negative breast cancer

Gemcitabine 1000 mg/m2/carboplat1n AUC 2 on days 1 and 8 every 21 days



Pivotal phase lll studies in advanced TNBC

IMpassion130

OS in PD-L1+ Population

1001 Stratified HR, 0.712 24-Month OS Rate (95% Cl) |
904 (95% ClI: 0.54, 0.93) A + nab-P P + nab-P
804 (n = 185) (n = 184)
51% 37%
709 (43, 59) (29, 45)
S 601
» 501
o 404
301

201
10+ 18.0mo! 125.0 mo
(13.6,20.1) ! 1(19.6, 30.7)

% & § © B 1B 21 ¥ T D

Patients at risk Time (months)

A + nab-P 185 177 160 145 135 121 106 69 43 28 21
P + nab-P 184 170 147 129 m 93 81 47 26 20 15

 Not formally tested due to pre-specified heerarchical analysis plan.
Chnical cufioff date January 2 2019 Median PFS (95% Cl) i indicated on the oiat Madian FUATTY 18 0 manths

PD-L1 positive using SP142 or 1% or more
IMpassion131-negative trial with paclitaxel

33 36 39 42

10 6 3 NE
10 1 NE NE

KEYNOTE-355

A PD-L1 CPS =10
100
90 —
80
70 —
60

50 ~S EEEEEEEEEEEEEEEN

16.1 mo

40
30
20
10 —

Percentage of Patients

Note similar HRs, despite 6 mo vs 12 mo DFI
different ChT

Same median OS delta 7mo,

Same 2 yr est OS delta (14%)

CPS10 and SP142 1% classify similar %

24 mo OS rate

23.0 mo
48.2% vs 34%

Hagzard ratio for death, d.73 (95% Cl, 0.55-0.95); p = 0.0093

]

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

Time, months

No. at risk

220214193 171154139127 11610591 84 78 73 59 43 31 177 2 0
10398 91 77 66 55 46 39 35 30 25 22 22 17 12 8 6 2 O

Schmid et al NEJM 2018
Cortes et al NEJM in press
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Chemotherapy backbone

18

Median Overall
Survival (mo)

=
Ex 7
=5 S
= _é S Hazard Ratio
‘% g 8 E for Death
Subgroup N D& =S (95%)
Overall —— 323 230 16.1 0.73 (0.55 to 0.95)
Age (years)
<65 —o— 257 21.8 16.8 0.78 (0.58 to 1.05)
=65 ——— 66 28.3 12.6 0.51 (0.28 to 0.92)
Geographic region
N America/EU/ANZ —— 212 23.5 15.2 0.72 (0.52 to 1.00)
Asia ——— 56 26.7 17.4 0.44 (0.23 to 0.84)
Rest of world 55 18.0 220 1.07 (0.57 to 1.98)
ECOG PS
o ——] 196 26.4 19.8 0.70 (0.49 to 1.00)
1 -~ 127 1ZZ 108 070047t 109)
On-study chemotherapy
Nab-paclitaxel —— 99 29.8 18.4 0.63 (0.39 to 1.03)
Paclitaxel —o——i 44 28.6 8.5 0.34 (0.16 t0 0.72)
Gemcitabine-Carboplatin —1T— 180 181 186.2 0.88 (0.61 to 1.25)
Yes T I 6S 23.5 14.9 0.60 (0.32 to 1.09)
No e 258 22.8 16.9 0.74 (0.55 to 1.00)
Prior (nec)adjuvant chemotherapy
Yes —1 193 20.3 171 0.86 (0.61 to 1.22)
No e 130 283 13.0 0.53 (0.34 to 0.80)
Disease-free interval
de novo metastasis —— 104 26.4 12.5 0.54 (0.34 to 0.86)
<12 months —& 65 171 197 1.44 (0.73 to 2.82)
=12 months —— 153 249 171 0.65 (0.45 to 0.96)
Number of metastatic sites
<3 —— 184 321 18.8 0.63 (0.43 to 0.91)
=3 ——— 138 13.2 10.5 0.75 (0.51 to 1.10)
I I 1 1 1 L}
0.0 0.5 1.0 1.5 20 2.5 3.0
Hazard Ratio (95% CI) —
- - - - —
Favors Favors
Pembrolizumab-— Placebo—
Chemotherapy Chemotherapy
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Disease-free interval

16

Median Overall
Survival (mo)

P
EF F
=3 s
= _é S Hazard Ratio
‘% g 8 E for Death
Subgroup N D& =S (95%)
Overall —— 323 230 16.1 0.73 (0.55 to 0.95)
Age (years)
<65 —o— 257 21.8 16.8 0.78 (0.58 to 1.05)
=65 ——— 66 28.3 12.6 0.51 (0.28 to 0.92)
Geographic region
N America/EU/ANZ —o—) 212 23.5 15.2 0.72 (0.52 to 1.00)
Asia = 56 26.7 17.4 0.44 (0.23 to 0.84)
Rest of world 55 18.0 220 1.07 (0.57 to 1.98)
ECOG PS
o ——] 196 26.4 19.8 0.70 (0.49 to 1.00)
1 > 127 17.7 10.8 0.70 (0.47 to 1.05)
On-study chemotherapy
Nab-paclitaxel —— 99 29.8 18.4 0.63 (0.39 to 1.03)
Paclitaxel —o——i 44 28.6 8.5 0.34 (0.16 t0 0.72)
Gemcitabine-Carboplatin —1T— 180 181 186.2 0.88 (0.61 to 1.25)
Prior same-class chemotherapy
Yes = 6S 23.5 14.9 0.60 (0.32 to 1.09)
No e 258 22.8 16.9 0.74 (0.55 to 1.00)
Prior (nec)adjuvant chemotherapy
Yes —-1— 193 20.3 171 0.86 (0.61 to 1.22)
[NP ——— 120 233 42 0 0530 34 0.0 20)
Disease-free interval
de novo metastasis ——t 104 26.4 12.5 0.54 (0.34 t0 0.856)
<12 months —& 65 171 197 1.44 (0.73 to 2.82)
=12 months —— 153 249 171 0.65 (0.45 to 0.96)
. : ; e
<3 —— 184 321 18.8 0.63 (0.43 to 0.91)
=3 ——— 138 13.2 10.5 0.75 (0.51 to 1.10)
I L} 1 1 1 I
0.0 0.5 1.0 1.5 20 2.5 3.0
Hazard Ratio (95% CI) —
- - - S
Favors Favors
Pembrolizumab— Placebo—
Chemotherapy Chemotherapy
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Immunogen celledad — betydning af (kemo)partner til CPI
Tonic trial

/A Trafficking of

L~ W
*

70 - . 35%

Best change on nivolumab from baseline (%)
o

-70 - Doxo-
80 - rubicin
-90 - (n=17)

Voorwerk, Nature Med 2019
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naturemedicine

Explore content v About the journal ¥  Publish with us v

nature » nature medicine » articles » article

Article | Open Access | Published: 08 December 2022

Atezolizumab plus anthracycline-based chemotherapy
in metastatic triple-negative breast cancer: the
randomized, double-blind phase 2b ALICE trial

Andreas Hagen Rassevold, Nikolai Kragge Andresen, Christina Annette Bjerre, Bjgrnar Gilje, Erik Hugger

Jakobsen, Sunil Xavier Raj, Ragnhild Sgrum Falk, Hege Giercksky Russnes, Thea Jahr, Randi Ruud

Mathiesen, Jon Lamo, @ystein Garred, Sudhir Kumar Chauhan, Ragnhild Reehorst Lereim, Claire Dunn,

Bjgrn Naume & Jon Amund Kyte B

Nature Medicine (2022) | Cite this article

1532 Accesses | 39 Altmetric | Metrics
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ALICE: Study overview

¢ Minimum 12 months between treatment with ” o
Metronomic chemo

antracyclines or cyclophosphamide and disease relapse .
A maximum of one previous line with chemotherapy in +/- anti-PD-L1 Translational research

the metastatic setting

* Target 25 DK pts/ 20 pts randomized
* Randomisering aug 2017-dec 2021

Biopsy Imaging Biopsy
Blood Blood Blood
Imaging X ...N Imaging

Biopsy
Blood
Imaging
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Study treatment
« Atezolizumab (or placebo) intravenously 840mg every 2" week until disease
progression or for a maximum of 24 months
+ Pegylated liposomal doxorubicin (PLD; Caelyx) 20mg/m? i.v. every 2"d week.

« Cyclophosphamide (Sendoxan) tablets 50 mg per day, daily as continuous treatment
for the first 2 weeks in each 4 week period

* No upper limit for the the number of cycles of pegylated liposomal
doxorubicin/cyclophosphamide.
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Randomized (n = 70)

Y

y

UNIVERSITY OF
COPENHAGEN @

Assigned to chemo + placebo (n = 28) [ Allocation ] Assigned to chemo + atezo (n = 42)
» Received allocated intervention (n = 28) + Received allocated intervention (n = 40)
- Did not receive allocated intervention (n = 2)
Inclusion criteria no longer met
| !
Discontinued intervention (n = 28) [ Follow-up ] Discontinued intervention (n = 38)
« Disease progression (n = 26) - Disease progression (n =33)
« Adverseevent(n=1) « Adverseevent (n=2)
+ Investigator's decision (n=1) « Investigator’s decision (n = 1)
« Completed 2-year intervention (n = 2)
Still on study treatment (n = 2)
L y
Analyzed populations: [ Analysis ]

Full analysis set (n = 28)

Per-protocol population (n = 23)

Excluded:

« Insufficient cumulative IMP dose (n = 4)
« Not evaluable by iRECIST (n=1)

Analyzed populations:
Full analysis set (n = 40)

Per-protocol population (n = 36)
Excluded:

Insufficient cumulative IMP dose (n = 4)

Christina Bjerre




FAS PP population

Placebo-chemo Atezo-chemo P value Placebo-chemo Atezo-chemo P value
(n=28) (n = 40) (n=23) (n=36)
Line of chemotherapy 0.81 0.37
1st 16 (57.1%) 24 (50.0%) 12 (52.2%) 23 (53.9%)
2nd 12 (42.9%) 16 {40.0%4) 11 (47.8%) 13 (36.1%)
Previous anthracycline treatment 0.90 0.71
Yasg 20 (71.4%) 28 (70.0%¢) 17 (73.9%) 25 (69.4%)
Mo 8 (28.6%) 12 {30.0%6) B {26.1%) 11 {30.6%)
PD-L1 status 0.22 0.22
Megative 17 (80.7%) 19 {47.5%) 14 (60.9%) 17 {47.2%)
Positive 10 (35.7%) 21 (52.5%) 8 (34.8%) 19 (52.8%)
Missing 1{3.6%) 0 (0%) 1{4.3%) 0 (0%)
Intrinsic breast cancer subtype 0.44 0.48
Luminal A 2 {7.1%) 0 {0%) 2 (8.790) 0 {0%)
Lurninal & 1{3.6%) 1(2.5%) 1{4.3%) 1 (2.8%)
HER2-enriched 2 {7.1%) 4 (10.085) 2 {8.7%) 4(11.1%)
Basal 12 (42.9%) 22 (55.0%¢) 11 (47.8%) 20 (55.6%)
Missing 11 (39.3%) 13 (32.5%) 7 (30.4%) 11 (30.6%)
BRCA mutation status 0.54 0.54
BRCAT mutation 1{2.6%6) 2 (5.0%0) 114.3%) 2 (5.6%0)
Mormal variant 12 (42.9%) 22 (55.0%) 11 (47.8%) 22 (51.1%)
Missing 15 (53.6%) 16 {40.0%) 11 (47.8%) 12 (33.3%)
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Progression-free survival Progression-free survival Progression-free survival
PP population PD-L17**'"* pp population PD-L1"*9*"* pp population
1.0 4 1.0 4 1.0 4
0.9 4 0.9 - 0.9 4
s il HR  95%Cl . 22 HR  95%Cl . aal HR  95%Cl
Z 074 0.57 0.33-0.99 2 074 0.65 0.27-1.54 2 o074 057 0.27-1.21
.§ 0.6 4 § 0.6 .§ 0.6
g 054 -+ Placebo-chemo a 054 -+ Placebo-chemo g 05 4 -+ Placebo-chemo
7; 0.4 4 -~ Atezo-chemo 'c;o 0.4 4 -+ Atezo-chemo § 0.4 4 -+ Atezo-chemo
2 034 \\ 2 034 2 034
> - =
v 024 v 02+ w 024 L
O'c: P-0.04\;_‘ O; | . 0'(; Sy ‘_I“I
b 3 6 ; 112 15 1T8 él 2’4 2l7 3‘0 33 3.6 (') ; 6 9 12 115 1‘8 21 24 27 30 33 36 0 ; é 9 12 15 18 éi 24 é? 3‘0 3T3 36
Time (months) Time (months) Time (months)
Number at risk Number at risk Number at risk
“PFS per protocol population (median 4.3 months versus
3.5 months; hazard ratio (HR) =0.57; 95% confidence
interval (Cl) 0.33-0.99; log-rank P =0.047
The progression-free proportion after 15 months was « :
14 75 (3/34' 95% ClI g 4p30 1%) in the atezo-chemo arm Interestingly, the PFS advantage appears to apply
(Y0 ; 0 4—0U. 1Y% - . .
versus 0% in the placebo-chemo arm’ even to the PD-L1negative population, and the
0 P three patients with >24-month PFS in the PD-
L1negative group had all been randomized to the
= atezo-chemo arm.”
T)
11
o

Christina Bjerre



Rigshospitalet UNIVERSITY OF
COPENHAGEN @

°

Progression-free survival Overall survival Global health status/quality of life
FAS FAS time to deterioration, FAS
1.0 1.0 S 104
| HR  95%Cl - HR  95%Cl B o9 e :l:acebo;fhemo
Z 08 > 08 S 08 ezo-chemo
2 07 0.56 0.33-0.95 = 074 0.75 0.43-1.30 g 074
.§ 0.6 4 .‘é 06 4 O 06
| o >
a 05 - -+ Placebo-chemo a 05 4 - Placebo-chemo S 0514 IS SRS R
T 04 -+ Atezo-chemo T;? 0.4 4 -+ Atezo-chemo ‘;‘ 0.4 '
é 0.3 4 g 0.3 4 € 03 |
@ 024 @ 0.2 _“—H £ 024 | HR  95%CI
0.1 0.1 4 —— 2 o014 : 0.25 0.09-0.67
P=0.033 o P=0.0029 '
0+ 0 4 o 04 ' ¢
b T T T T T T T T T T T T T T T T T T T T T Y T T T T T T « T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 0O 1 2 3 4 5 6 7 8 9 101N 1213
Time (months) Time (months) Time (months)
Number at risk Number at risk Number at risk
Atezo-chemo 40 26 1 - O . A 3 . ] | ( Atezo-chemo 4039362723177 N1 9 B 6 4 4 3 1 1 1 Atezo-chemc 37 32 26 23 9 18 10 8 ¢ f
=
=)
(O)
w
o
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Progression-free Survival

Overall survival

d PD-L1 positi o o UNIVERSITY OF
-L1 positive FAS PD-L1 positive FAS
= po COPENHAGEN @
1.01 1.0
] ]
. HR  95%Cl e HR  95%Cl
2081 0.63 0.28-143 2081 118 0.50-2.80
§ 0.7 E 0.7
L 0.61 O 064
o e o i <+~ Placebo-Chemo
805 -+~ Placebo-Chemo 8057 ~+~ Atezo-Chemo
§ 0.4 =~ Atezo-Chemo g 0.4
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Time (months) Time (months)
Number at risk Number at risk
Placel Chen 10 (3] | ) ( ( { ) ( ) ( Placsl Che 10 10 1( r 7 S 4 3 2 2 3 1 1 § R }' O ¢
AMezo-Chemo 21 13 8 4 2 2 1 0 0 0 0 0 O Atezo-Chemo 21211813108 5 54 4 32 2 1 000 0
b Progression-free Survival Overall survival
PD-L1 negative FAS PD-L1 negative FAS
1.0 1.0
sl HR  95%Cl el HR  95%Cl
QO.B“ 055 0.27-1.14 QQB' 0.61 0.28-1.31
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Nur_nber at ‘risk _

Number at risk
Chemo 17 7 DG @& .8 8 T a o SR
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Rigshospitalet UNIVERSITY OF
COPENHAGEN @

._
c . d —__
Treg'°" patients Treg™o" patients
1.0 - 1.0 -
_ 09- 09
2 08 HR  95%Cl 2 o8- HR  95%Cl
& 0.42 0.17-1.00 o 1.57 0.55-4.44
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w w
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o o
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Rigshospitalet UNIVERSITY OF @B
COPENHAGEN @
._

Sma tal - men

- Forste data pa antracyclin+CPl i mTNBC, ej standard regime

- Lille gruppe af long term responders

- Effekt hos PDL1neg pt?

- Translationelle del — praediktive markarer, "making cold tumors hot”

REGION
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Rigshospitalet

Agenda

* Introduktion
« Immunterapi til behandling af mTNBC
» ALICE studiet
- Immunterapi til behandling af eTNBC

* Opsummerering og "next wave” immunterapi til brystkreeft

REGION
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Keynote 522

OBS — Neoadjuvant Phase ﬁ_ Adjuvant Phase ﬁ
EJ dd EC Neoadjuvant Treatment1 Neoadjuvant Treatment 2 Adjuvant Treatment
. . (cycles1-4;12 weeks) (cycles5-8;12 weeks) (cycles1-9; 27 weeks)
Ej adj cape

Key Eligibility Criteria
+ Age 218 years

+ Newly diagnosed TNBC of
either T1c N1-2 or T2-4 N0-2

+ ECOGPS 01

+ Tissue samplefor PD-L1
assessment?

Pembrolizumab 200 mg Q3W

Pembrolizumab 200 mg Q3W

<MV CW

Stratification Factors:

Placebo
+ Nodal status (+ vs -)

+ Tumor size (T1/T2vs T3/T4)
+ Carboplatin schedule (QW vs Q3W)

Neoadjuvant phase: starts from the first neoadjuvant treatment and ends after definitive surgery (post treatment included)
Adjuvant phase: starts from the first adjuvant treatment and includes radiation therapy as indicated (post treatment included) Schmid ,NJEM 2020

REGION
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KN 522 pCR results

KEYNOTE-522" (1A1) I KEYNOTE-522 (IA3)*2
Pembrolizumab + CT vs placebo + CT in early TNBC Pembrolizumab + CT vs placebo + CT in early TNBC

PCR in KEYNOTE-522 (IA3)?

PD-L1 testing in eTNBC not necessary 100 -
5% Cl 1.6-13.4)
95% Cl 5.4-21.8)* A 14.2(95% Cl1 5.3-23.1)
100 - p=000055 80 - |
100+ Pembrolizumab 63.0% |
80 - . Placebo ]: 55.6%
80" 0, 2 °o -J. X o 60 A
64.8% | 68.196 | A 18.3 (95% CIl -3.3-36.8) °\~
< 60 - < 601 849%  45.3% I ]
o i— 30.3% 40 4
Q40 - g 404
20 A
20 -~ 20-
103/201
B 0 90/164 0
Pembro +CT Placebo +CT PD-L1-positive PD-L1-negative

Pembrolizumab Placebo +

andomised participants eligible for pCR analysis PD-L1 assessed at a central laboratory using the PD-L1IHC 22C3 +CT cT
(Data cut-off date 24 September 2018) pharmDx assay and measured as PD-L1 +ve if CPS 21
D

participantsin ITT

I 830/ PD L1 + I ata e(it-off date 23 March 2020,
0 =

2022 AS( O #ASCO022 Content of this presentation is the property of the AS‘ O 25&7&&:@;«%&5&3?

ANNUAL MEETING PRESENTED BY: Sibylle Loibl, MD PhD author, licensed by ASCO. Permission required for reuse. | | EDGE CONQUERS CANCER




KEYNOTE-522" (1A4)
EFS KN 522 Pembrolizumab + CT vs placebo + CT in early TNBC

EFS in KEYNOTE-522 (I1A4)"

100
80— pe
PD"Ll—negative (HR 0.48, 95% CI 0-28_0-85) é i 76_8%
o !
(] Placebo +
- 60 g E chemotherapy
23 ) - (n=390)
(7)) = >
L wn =, Events (%) 15.7 23.8
w404 S ,
= HR (95% Cl) 0.63 (0.48-0.82)
PD'L1+positive (HR 0-67, 95% CI 0.49_0.92) Zo)
c p=0.0003
20— = .
Median follow-up 39.1 months i
0 | | | | | | I | | I | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
No. at risk Months
784 781 769 751 728 718 702 692 681 671 652 551 433 303 165 28 O 0
390 386 382 368 358 342 328 319 310 304 297 250 195 140 83 17 O 0
Schmid P et al. New Engl J Med 2022
2022 ASCO* #ASCO22 Content of this presentation is the property of the ASCO S A
ANNUAL MEETING PRESENTED BY: Sibylle Loibl, MD PhD author, icensed by ASCO. Permission required for reuse. | NOWLEDGE CONQUERS CANCER




KN522

San Antonio Breast Cancer Symposium®, December 6-10, 2022

Neoadjuvant CIT in TNBC: Distant RFS and Overall Survival

Distant Recurrence-Free Survival

100 | 3 1
1 87.0%
90— :
1
80— 1
1 80.7%
70— f
e 1
5 60— :
& 1
(=] 50— :
‘6 1
o 40— :
(=] 1
30— i
Events HR
20— (95% CI
1 Pembro + Chemo 12.8% 0.612
7] Pbo + Chemo 20.3%  (0.46-0.82).
0 T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 4

Months

0s, %

Overall Survival

100 n
:89.70/0
90—
I
80— 1 86.9%
|
70— |
|
I
60— ;
]
50— -
I
40— !
I
I
9071 Events HR EP—value
20— (95% CI) |
Py l
Pembro + Chemo  10.2% 0.722 '0.03214"
101 Pbo + Chemo 14.1% (0.51-1.02),
|
01T 1T 1 I = 1 T I T 17T 7111
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Months
Schmid, et al NEJM 2020, Schmid et al, ESMO 2021, Schmid et al, NEJM 2022




KN522 EFS by pCR

EFS by pCR, %

No. at Risk
Pembro + Chemo/Pembro Responder
Pho + Chemo/Pho Responder

Pembro + Chemo/Pembro Non-Responder

Pbo + Chemo/Pho Non-Responder |

T 1 94,4
el = e r— ]’PCRYes
92.5%

90~ \L |

80—
70

60—

50—

40

30

20

10

0 | R R D N D N T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Months

494 494 494 489 483 482 478 477 472 470 460 387 307 220 122 18 0
A7 247 A7 216 214 207 206 203 200 200 197 165 130 87 56 9

200 287 275 262 245 236 224 215 209 201 192 164 126 83 43 10 O

=3
[ — I — B —

(=3

173 169 165 152 144 135 122 116 110 104 100 85 65 & 27 8§ 0

60%

50%

40%

0%

2%

10%

0%

Distant recurrences by RCB

B Parbro ® Placeho 53.8%

RCBO RCB-1 RCB-2 RCB-3

Schmid et al, NEJM 2022; Pusztai, ASCO 2022
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Rigshospitalet

pCR — Pembrolizumab needed?

Chemotherapy +
pembrolizumpzb / Pembrolizumab alone?

Add capecitabine?
(CREATE-X)

’ " If BRCA mut, olaparib?
0 . (OlympiA)

.

‘.‘ % TAXANES Any difference between taxanes?

ANTHRACYCLINES Does immunogenic cell death

Which optimal make any difference?
chemotherapy . :
backbone? oes platinum improve outcome
CARBOPLATIN when combined with ICI?
s e BIEY Do they dampen IC| efficacy?
vant) Integrating 10 into an expanding arsenal

BC

Tarantino, npj breast cancer 2022

Christina Annette Bjerre
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Bagsiden af medaljen — bivirkninger!

Uveitis
Conjunctivitis

e » Andet bivirkningsspektrum end kemoterapi og

pwemonin endokrin behandling
Adrenal insufficiency . > X Pneu‘r:;:niti
ete: N Y| leur

reoid-like granulomatosis

* Risiko for livstruende bivirkninger

S * Risiko for kroniske bvirkninger

* Pt med eksisterende autoimmune sygdomme?

3 » Uddannelse af sundhedspersonale og
i patienter
e Pl
| e « Samarbejde pa tveers af specialer

\
MUSCULO SKELETAL

Dermatomyositis

Champiat, Ann Oncol 2016

REGION
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Rigshospitalet

KN522 —immune mediated AEs and infusion reactions

Grade

Pembro + Pbo +
2 35 Chemo/Pembro Chemo/Pbo
20 pembro + Chemorpemoro [} [ (N =783) (N = 389)
181 [ PootchemoPro [} BN Anygrade 43.6% 21.9%
16 - o Grade 3-5 14.9% 2.1%
14 Led to death 0.3%? 0
}l 1 - Led to discontinuation of 10.9% 2.6%
§ any drug
o 10
e
0 8 -
£
6 i
4 i
2 i
0 - . o . o N . " . . Schmid, ESMO VP 2021
& : S < ? N § N & &
& @&5 Q}@c}i@@ \ 3 \»b@-{;@ & & 5‘&} & a‘?@
& 6@\ S (\“5\ ¢ & N $ N
‘_;}0 \\‘Q = A Q . %\3 \2\‘\
N QX N N

Waq patient from pneumonitis and 1 patient from autoimmune encephalitis. Considered regardless of attribution to
treatment or immune relatedness by the investigator

REGION
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Rigshospitalet

Agenda

» |Introduktion

« Immunterapi til behandling af mTNBC
» ALICE studiet

* Immunterapi til behandling af eTNBC

 Opsummerering og "next wave” immunterapi til brystkraeft

REGION
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Opsummering (1)

 PDL1+ mTNBC

« PDL1 praediktiv for repsons

« CPIs (atezolizumab eller pembrolizumab) + kemoterapi gger OS i 1 linie mTNBC
- eTNBC

 Tilleeg af CPI til neoadjuverende kemoterapi gger pCR og EFS

- Er adjuverende CPI ngdvendig ved pCR

 Integration med adjuverende capecitabine? PARPI?

 Bivirkninger vs benefit

REGION
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Rigshospitalet

Opsummering (2)

Trafficking of
T cells to tumors

« Behov for preediktive markarer udover PDL1

Priming and activation
Anti-CTLA4 @
Anti-CD137 (agonist)

- TILs, TMB, genekspressionsprofiler oo

Anti-CD27 (agonist)
IL-2

IL-12 (« Infiltration of T cells
) @ into tumors

Anti-VEGF

« Mulighed for de-eskalation

- Kombinationsbehandling

_ _ . @
« Optimering af kemobackbone o

Anti-CD40 (agonist)

Recognition of
@ cancer cells by T cells

CARs

- Kombination med PARPI, CDK4/6i, ADCs
- Immunterapi til ER+ og/eller HER2+ sygdom omss O

Chen, Immunity 2013

REGION
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RO7247669
anti-PD-1/anti-LAG-3 bispecific antibody til 1L
PDL1+ mTNBC

RO7247669 targets and Multiple Costimulatory and Inhibitory
binds to both PD-1 and LAG- Interactions Regulate T-Cell Responses
3 expressed on T-cells and Activating Receptors Inhibitory Receptors
inhibits the PD-1- and LAG- < S=
3-mediated downregulation %\ Nl ,CTL::1 d J .
of T-cell activation and I GITR-li‘ L :\\}
proliferation. o 5‘ j LA

0027 DyisTA

Synergi? ‘VY LAG}\&’
FO r h | n d re re S | S t e n S ’) Agonistic antibodies Blocking antibodies

T-cell stimulation

Reproduced by permission from Macmillan Publishers Ltd.: Mellman |, et al. Nature. 2011;480:480-
489, ©2011.14%
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AZ TropionBreast-03
ADC + CPIl vs ADC vs standardbeh til eTNBC non-pCR

Dato-DXd 6 mg/kg
IV Q3W x 8 cycles

+ Durva 1120 mg
IV Q3W x 9 cycles

Primary endpoint

Dato-DXxd 6 mg/kg
IV Q3W x 8 cycles

2:1:2

Data+Durva vs ICT {ITT): IDFS

Secondary endpoints
Dato+Durva vs ICT (ITT):

DOFS, OS5

Dato vs ICT (ITT): IDFS, DDFS
0s

Dato+Durva vs Dalo (ITT):
iDFS, DDFS

PROs, PK, immunagenicily,
safely

Investigator’s
Choice of
= Therapy*

w

REGION

Follow-up:
Safety
Disease

Long-Term

*capecitabine, pembrolizumab, or
capecitabine + pembrolizumab

Humanized
Anti-TROP2 IgG1 mAb
ki

Deruxtecan'0.

A
r i

i ER A B K e
N
Bt Bl & 0% B i T
o 0 o H 0 &
H

A, A,
H,C HO ‘—CH,

Cleavable Tetrapeptide-Based Linker

Topoisomerase | Inhibitor Payload (DXd)

Christina Annette Bjerre
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Trafficking of
T cells to tumors

Priming and activation

Anti-CTLA4 @
Anti-CD137 (agonist)
Anti-OX40 (agonist)
Anti-CD27 (agonist)
IL-2
IL-12

CARs

Killing of cancer cells

CD @ Anti-PD-L1
Release of Anti-PD-1
cancer cell antigens IDO inhibitors
Chemotherapy

Radiation therapy

Targeted therapy

fTcells

Recognition of
@ cancer cells by T cells

Christina Annette Bjerre




