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Long-term treatment survival in metastatic breast cancer
MBC managed at Uppsala University during 2009-2016

1.0 —

0.6 —

Proportion surviving

0.2 —
Luminal A
Luminal B
HER2+/ER-
HER2+/Luminal
Triple negative
Unclassified

T T T T |
12 24 36 48 60 Lindman H. BMC Cancer 2022

0.0 —




HITOS ,

ONCOLOGICOS: pe'™®

Histology Mutation profile Gene expression Tumor Stromal PD-L1 Expression
Subtipo Intrinseco PAM50 TILs
. .” “"h
“’# %&\\;ﬁ‘f/\

M Basal-like HER2-E

M Luminal A ® Luminal B

)

m Normal like

Wﬁ@ 52 :}ﬁ

Clasificacion de Burstein

2%
16%

WBL1 MBL2 W|M MLAR M No dasificado

Immunotherapy




HITOS ,

ONCOLOGICOS: pe™"

Immune Checkpoint Inhibitors: Randomized Phase Ill Trials: Design

1:1 Atezolizumab
c +
2 Nab-paclitaxel
s IMpassion 130"  Co-Primary endpoints:
E’ e N=902 PFS & OS
§ Nab-paclitaxel (|TT — Others)
« Metastatic or 2:1) Atezolizumab
+
inoperable locally § Paclitaxel . . .
advanced TNBC — |8 IMpassion 1312 Primary endpoint:
+ No prior therapy for 5 Flacebo N=943 PFS
advanced TNBC é Paclitaxel (PDL1+ 1% — Others)
2:1) Pembrolizumab
c +
2 Chemotherapy* . . .
g Keynote 3553 CO-PrImaI"y endeIntS.
g Placebo N=847 PFS & OS
*Chemotherapy includes Nab-paclitaxel, | = " (PDL1+ CPS=10 — others
Paclitaxel andp Gemcitabine/carboplatin | @ Chemotherapy*

Miles D, ESMO 2020; Schmid P, N EnglJ Med 2018; Emens LA, ESMO 2020; Cortés J, Lancet Oncol 2020




ICls: Progression Free Survival

IMpassion 130

PFS in the ITT population W
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No. at risk:
Atezo + nab-P 451 360 226 164 77 34 20 1 6 1 NE NE
Plac + nab-P 451 327 183 130 57 29 13 5 1 NE NE NE

Schmid P, et al, IMpassion130
ESMO 2018 (LBAT_PR)

NE, not estimable. Data cutof. 17 Apr 2018. Median PFS durations (and 95% Ci)are inicated on the plot. Median follow-up (ITT): 129 months. hitpibity/2DMhayg

PFS PD-L1+ (IC 2 1%) 4
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3" T
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o
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o 404
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o 204
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0 3 6 9 12 15 18 21 24 27 30 33
Months
. at risk:
Atezo + nab-P 185 146 104 75 38 19 10 6 2 1 NE NE
Plac + nab-P 184 127 62 44 22 11 5 5 1 NE NE NE

‘Schmid P, et al. IMpassion130
ESMO 2018 (LBA1_PR)

Data cutof: 17 Apri 2016. hitpibitly/2DMhayg

IMpassion 131

PFS in the ITT population X
(Not formally tested)

« Events in 67% of patients (data cut-off: 15 Nov 2019)

888883888

PFS probability (%)

o 3

Number at risk
Placebo + PAC
Atezolizumab + PAC

—— Placebo + PAC (n=220)
— Atezolizumab + PAC (n=431)
Stratified HR = 0.86 (95% CI 0.70-1.05)
Not formally tested
5657
(95% CI 5.4-6.5) 1 (95% C15.4-7.2)
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PFS PD-L1+ (IC 2 1%)

« Events in 61% of patients (data cut-off: 15 Nov 2019)

PFS probability (%)

Number at risk
Placebo + PAC
Atezolizumab + PAC

0 —— Placebo + PAC (n=101)
0 —— Atezolizumab + PAC (n=191)
8
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60 Log-rank p=0.20
50 -
“
30
2
0 57160
(96% C15.4-7.2) || (95% C15.6-7.4)
0 3 6 9 2 15 18 2 2% 27
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”191 15% o 69 44 L 22 R 15 8 3 0 0

Miles D ESMO 2020; Schmid P N Engl J Med 2018; Emens LA ESMO 2020; Cortés J Lancet Oncol 2020
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in the ITT population
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IMpassion 130
OS in the ITT population X

ICls: Overall Survival

IMpassion 131
OS in the ITT population
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Atezolizumab + PAC 431 406 366 331 267 194 126 76 56 35 16 3 O
9 - %) X
OS PD-L1+ (IC 2 1%) Not formally tested V OS PD-L1+(IC2 1% 0OS PD-L1+ (CPS 210
. : 90 100 L Events  oilC)  (oneaited)
0 PD-L1 IC+ population 80 90 ES!! % Pembro + Chemo 158220  70.5% 0.73 0.0093
A+ nP (n =185) P +nP (n = 184) 70 w 804 144.7% | Placsbo+Chemo  84Ma  mex o0
« OS events, n (%) 120 (65) 139 (76) £ ; 704 : 148.2%
=™ Stratified HR > 60 2 134.0%
g . |(95% ) 0.67 (0.53, 0.86)° £ 2 &0 i
g é 50 L 23.0 months
2 o 05 55 40 Stratified HR = 1.12 £ .l 181 months
-year N
g . % b 8 (95% C10.76-1.65) g :
3 30 304 '
30 { L
. 20 - 204 i
20 Median OS (95% ClI [ '
© ( 179 m)o 25.4 mo 10| 221 8.3 iLa :
(13.6,20.3)| [(19.6,30.7) | year0S:22% (95% Cl 19.2-30.5) 1(95% CI 19.1-NE) t—r——r—r—r—t—r—t—r—r———r——r——r
e . - 0 R R A Sy s S S S S S — 0 3 B 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
03 8 8 12 15 1B 2 2 ¥ WP W W o2 5w s 0 3 6 9 12 15 18 21 24 27 30 33 ik Time, months
(PD-L1+po'::"|::i::: Time (months) Numberat risk Time ( ) 220 214 193 171 154 139 127 116 105 01 84 78 73 59 43 31 17 2 0
A+nP 185 177 160 145 135 121 108 98 90 8 77 67 S 32 17 11 9 & 3 Placebo + PAC 101 99 89 86 75 53 34 25 12 6 2 1 0 103 98 01 77 66 S5 48 3 35 30 28 2 | T 12 8 & 2 0O
P+nP 184 170 150 132 113 95 8 72 66 62 54 47 28 14 7 6 3 1 NE Atezolizumab + PAC 191 184 171 160 129 95 60 43 30 19 6 1 0

Miles D ESMO 2020; Schmid P N Engl J Med 2018; Emens LA ESMO 2020; Cortés J Lancet Oncol 2020; Rugo H ESMO 2021
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Biomarker Biomarker Assay Biomarker

Biomarker Assay

Drug C

Drug A Drug B

Drug A Drug B Drug C

Dako

H-terminal

H-terminal

N-terminal
288 288 358
22c3 » 22¢3 563

E1L3N I = E1L3N EIL3N 1

sP263 sP263 - ——
SP142
» SP142 Ctanminal Cterminal Ll Cterminal
Combined positive score (CPS
omoined ¢ IC +ve

Immune cell score (IC) Pembrolizumab CPS = tve cels (tumour +Cs)
IC=areaof +ve ICs  x 1C e tumour cells IC +ve = % +ve ICs/Total IC
_—— -

tumour area

Durvalumab

Atezolizumab Pembrolizumab




PD-L1+ Cases

Performance of PD-L1 IHC assays in metastatic TNBC:
post hoc analysis of IMpassion130

PD-L1 IHC assays:
prevalence and analytical concordance

46%"°

SP142
B 0120 0 O® 02qQ

PD-L1+
prevalence
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22C3

equivalent
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Clinical outcomes in subpopulations defined by SP142 (IC 1%) and 22C3 (CPS1)

Population

SP142+

22C3+
(45%: 279/614)

(03]
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With overall percentage agreements of 64% (22C3) the analytical concordance was subpar (< 90%) and the assays are not
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Rugo H, ESMO 2019
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ICIs: Lessons learned from Phase Ill trials

Atezolizumab )
* Improvement in PFS (A2.5-3.9 months)

+
nab-paclitaxel « Improvement in OS (A7.6-6.9 months) OS should be the goal of ICls trials
Pembrolizumab * Limited to PD-L1 + population » PD-L1 is predictive and should be tested
+ (IC 21%-Atezo; CPS = 10-pembro) to choose first line treatment in advanced
Chemotherapy TNBC

Biomarker analysis are needed!



Metastatic TNBC

gBRCA mutation & PD-L1 analysis

PD

-L1+

IC21%

CPS =10

VENTANA SP 142

DAKO 22C3

Atezolizumab
+ nab-paclitaxel

Pembrolizumab
+CT*
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Histology Mutation profile Gene expression
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Somatic mutations in basal-like BC

GEN

TP53 PIK3CA FLG MucC17 AKAP9 XIRP2 BRCA1
CDH11 HLF ERBB4 RB1 NOTCH2  MXRA5 FGFR2
ALK ERG HLA-A NF-1 TPR CARD11 TRAF7
ITPKB ATM TRIM23 BCL9 RANBP17 CIITA NAV3
TPM3 KMT2D PMS1 SLC34A2 CAMTA1  CBLB MYB
AFF3 SIN3A CD79A KIAA1549  NFE2L3 EPHA3 FOXA1

BRCA2
KDM5A
FRMD7
IL6ST
PTCH1
MECOM

* High heterogeneity
« TP53 mutations (~85%) - Not actionable

PIK3CA/AKT1/PTEN alterations ~35%

Ipatasertib: Phase Il (LOTUS) 0
: Phase IlI (IPATunity 130) €3

Capivasertib: Phase Il (PAKT) @
: Phase lll Capitello 290

* BRCA 1/2 function loss ~20%
.oympiA @
: EMBRACA @

Cancer Genome Atlas Network. Comprehensive molecular portraits of human breast tumours. Nature 2012; Schmid P, J Clin Oncol 2020; Kim

SB, Lancet Oncol 2017; Dent R, SABCS 2020.
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TNT Trial: Carboplatin in BRCA1/2-mutated and TNBC

Design

ER-, PgR-/unknown & HER2- or known BRCA1/2
Metastatic or recurrent locally advanced

Exclusions include:

+ Adjuvant taxane in =12 months
+ Previous platinum treatment

+ Non-anthracyclines for MBC

A Priori subgroup analyses:
+ BRCA1/2 mutation
+ Basal-like subgroups (PAM50 and IHC)

+ Biomarkers of HRD
¥

i

Docetaxel (D)

100mg/m2 q3w, 6 cycles
1

On progression,
crossover if appropriate
[

On progression,
crossover if appropriate

Docetaxel (D)
100mg/m2.q3w. 6.cycles

A AN A

Tutt A et al, SABCS 2014; Tutt A et al. Nature Med 2018

Response Rate (ITT)

0 20 40 60 80 100
Carboplatin |59 of 188 (31.4%) F———i Absolute difference
—2.6% (95% Cl, —=12.1 t0 6.9)
Docetaxel |64 of 188 (34.0%) F———— Exact P=0.66

Progression-free Survival (ITT)

ITT

100 -
—0.30 months (-1.00 to 0.40)
5 P=0.40
o
£_ 751
2R
T
S5
8
92 5
S 9
[oN
§ 25 A
Carboplatin
Docetaxel
0 4
0 3 6 9 12
n at risk (events) Months from randomization
Carboplatin 188 (91) 97 (40) 57 (35) 22 (8) 14
Docetaxel 188 (58) 129 (62) 67 (48) 19 (11) 8
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TNT Trial: Carboplatin in BRCA1/2-mutated and TNBC

ORR according to BRCA mutation PFS according to BRCA mutation
100 + Mutated BRCA1/2: 2.6 months 1
b Germline BRCA1/2 mutation (0.11105.12) P=0.04 =
5 Wild-type BRCA1/2: -0.87 months °
0 20 40 60 80 100 S 75 - (-1.65 to —0.09) P=0.03 % =
L 1 1 ! L J = /B\ o~
17 of 25 (68.0%) =T >
hel c c < O
£3 SS9 50- 2@
S & Absolute difference S 9
2 & [6of18(388.3%) 34.7% (95% Cl, 6.3 to 63.1) > Q 25
' ! Exact P =0.03 > - c o
xac § 2 25— C+BRCA7/2mut - g o
0 20 40 60 80 100 £ — D + BRCA1/2-mut S
861611281(25.1%) = g ERCAIZ ™ s
§< a1 Absolute difference 0 . + : w . . .
29 ~6.4% (95% Cl, —17.4 to 4.6)
OF [5061145/(345%) Exact P =0.30 0 3 6 9 12
= — n at risk (events) Months from randomization n at risk (ever

Interaction test P = 0.01

Tutt A et al, SABCS 2014; Tutt A et al. Nature Med 2018
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PARP inhibitors Phase Ill Trials: Design

EMBRACA (n=431)

Talazoparib

1 mg PO daily
Patients with locally advanced or

metastatic HER2-negative breast cancer and
a germline BRCA1 or BRCA2 mutation*"

Stratification factors:
* N2 of prior chemo regimens (0 or > 1)

+ TNBC or HR+ - ;
Physician's choice of

* History of CNS mets therapy (PCT)*:

capecitabine,
eribulin, gemcitabine,
or vinorelbine

Primary endpoint

Progression-free survival by RECIST by blinded central review
Key secondary efficacy endpoints

Overall survival (OS)

ORR by investigator

Safety
Exploratory endpoints

Duration of response (DOR) for objective responders

Quality of life (QoL; EORTC QLQ-C30,
QLQ-BR23)

OlympiAD (n =302)
Olaparib
300 mg bid

Patients with locally advanced or
metastatic HER2-negative breast cancer and
a germline BRCA1 or BRCA2 mutation*"

Stratification factors:
* Number of prior chemo regimens - .
Physician's choice of

« TNBC or HR+ therapy (PCT)*:

¢ Prior platinum therapy capecitabine,

Eribulin
or vinorelbine

Primary endpoint

Progression-free survival by RECIST by independent review
Secondary endpoints

Overall survival (OS)

PFS2

ORR by investigator

Safety and tolerability

Quality of life (QoL; EORTC QLQ-C30,)

PFS, PFS2 and OS based on Myriad gBRCAm status

Robson M. ASCO 2017, Litton J. SABCS 2017
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EMBRACA OlympiAD
ORR (mensurable disease) ORR (mensurable disease)

62 o 59,9(

60( 60(

50( 50(

40( 40(

30( 27,2 30(

20( 20(

10( 10(

’ ORR( : ORR(
TALAZOPARIB(  TPC( (] OLAPARIB( B TPC(

Robson M, NEJM 2017, Litton J. SABCS 2017




HITOS ,

ONCOLOGICOS: pe'™®

Progression-free Survival

EMBRACA (Talazoparib) Progression-free Survival (ITT)"

100 4
90 - Talazoparib Chemotherapy
(n =287) (n = 144)

- Events, n a3 (&R
£ 80 (% of total) 186 (65) 83 (58)
® 704 Median, months 8.6 5.6
2 (95% CI) (7.2-9.3) (4.2-6.7)
€ oo HR = 0.54
: 95% CI: 0.41-0.71
2 50+ P < 0.001
b
e
o 40
(]
0\
@ 30
o
e
o 204

10 4 — Talazoparib

— Chemotherapy
0 . v v

0 3 6 9

Number at risk
TALA 287 220 148 91

CTx 144 68 34 22

12 15 18 21 24 27 30 33 36 39
Months

42 29 23 16 12 5 3 1 0

4 2 2 1 0 0 0 0

&

5]
=]

Robson M, NEJM 2017; Litton J, NEJM 2018

OlympIAD (Olaparib) Progression-free Survival (ITT)?

100 +
90 - Olaparib Chemotherapy
(n = 205) (n=97)
=2 i Events, n 74 (77
5 80 (% of total) )
2 70 Median, months 7.0 4.2
B
# eo- HR = 0.58
-3 95% CI: 0.43-0.80
& 50 - P <0.001
-
K-}
40 A1
@0
2
o 30 A
<]
-
& 2
10 { — Olaparib " -
| S Y
— Chemotherapy
0 ™ - - — - — - -
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Months
Number at risk
OLA 205 177 154 107 94 69 40 23 21 1" 4 3 2 1
CTx 97 63 44 25 21 1" 8 4 4 1 1 1 1 0



EMBRACA (Talazoparib) Overall survival (ITT)!
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Overall Survival

100 Talazoparib Chemotherapy
%0 Deaths, n (%) 216 (75.3) 108 (75.0)
Median OS, 193 19.5
80 months (95% CI) (16.6-22.5) (17.4-22 4)
- 70 HR = 0.848
El 95% CI: 0.670-1.073
2 60 P=0.17
T 50
2
& 40
7
o a0
20 ‘
— Talazoparib
10 — Chemotherapy
o7 r—T—"T—T7r—7r—T7T—7T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Months
Number
at risk
TALA 287 280 264 232 199 163 143 128 113 101 85 68 54 41 35 27 20 15 9 6 2

CTx 144 125 116 105 96 86 T

58 48 44 34 25 18 8 7 4 2 2 2 1 0O

Robson M, Ann Oncol 2019; Litton J, ASCO 2020

OlymplAD (Olaparib) Overall survival (ITT)?

100 =g, Olaparib Chemotherapy
90 - \«1 - Deaths, n (%) 62 (64)
Y \ .
—_ Median OS, g
% 4 W o 19.3 17.1
—— AN HR = 0.90
P 11\ 95% CI: 0.66-1.23
z 00 \\- \ P=0.513
= b “\ A 1
50 W, 1
3 N
& 404 L-‘lq.'!
W "
O 30 4 * &‘c "
Y R O
20 A -
— Olaparib
10 1 — Chemotherapy
0 T T T T T T T T T 1
0 4 8 12 16 20 24 28 32 8 40
Months
Number
atrisk
LA 205 199 178 146 124 92 55 23 11 6 0
CTx 97 85 74 62 48 40 30 15 5 2 0



Metastatic TNBC

gBRCA mutation & PD-L1 analysis
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PD

-L1+

IC21%

CPS =10

VENTANA SP 142

DAKO 22C3

Atezolizumab
+ nab-paclitaxel

Pembrolizumab
+CT*

gBRCA mutation

Carboplatin,
PARP inhibitors




Metastatic TNBC

gBRCA mutation & PD-L1 analysis
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PD

-L1+

IC21%

CPS =10

VENTANA SP 142

DAKO 22C3

Atezolizumab
+ nab-paclitaxel

Pembrolizumab
+CT*

PD-L1 - & gBRCA wild-type

gBRCA mutation

Carboplatin,
PARP inhibitors
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Metastatic TNBC

gBRCA mutation & PD-L1 analysis

PD-L1+ PD-L1 - & gBRCA wild-type gBRCA mutation
IC>1% CPS>10
VENTANA SP 142 DAKO 22C3
Polychemotherapy Single agent CT Carboplatin,
Paclitaxel + Bevacizumab PARP inhibitors
Atezolizumab Pembrolizumab (visceral crisis, aggressive disease)
+ nab-paclitaxel +CT”
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Metastatic TNBC

gBRCA mutation & PD-L1 analysis

PD-L1+ PD-L1 - & gBRCA wild-type gBRCA mutation
IC>1% CPS>10
VENTANA SP 142 DAKO 22C3
Polychemotherapy Single agent CT Carboplatin,
Paclitaxel + Bevacizumab PARP inhibitors
Atezolizumab Pembrolizumab (visceral crisis, aggressive disease)
+ nab-paclitaxel +CT”

CT-naive or late recurrences (> 1 year)
after anthracyclines and taxanes

Taxanes, anthracyclines,
carboplatin
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Metastatic TNBC

gBRCA mutation & PD-L1 analysis

PD-L1+ PD-L1 - & gBRCA wild-type gBRCA mutation
IC>1% CPS>10
VENTANA SP 142 DAKO 22C3
Polychemotherapy Single agent CT Carboplatin,
Paclitaxel + Bevacizumab PARP inhibitors
Atezolizumab Pembrolizumab (visceral crisis, aggressive disease)
+ nab-paclitaxel +CT"
CT-naive or late recurrences (> 1 year) Previous treatment with
after anthracyclines and taxanes anthracyclines and taxanes
Taxanes, anthracyclines, Capecitabine, carboplatin,
carboplatin eribulin, vinorelbine
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Histology Mutation profile Gene expression
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mBL1 WBL2 ™M MLAR M No dasificado

ADCs

Tumor Stromal
TiLs

PD-L1 Expression
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CYTOTOXIC DRUG DELIVERY

TROP-2 moderate

R

Modificado de: Tarantino P. Expert Opinion on Biological Therapy 2020
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E . MEJOR
Trastuzumab deruxtecan Sacituzumab Goviteca LR n i o

(T-DXd) (SG)
ADC Attributes Sacituzumab Govitecan
Target HER2 Trop2
Exatecan derivative SN 38
Payload MoA Topoisomerase | inhibitor ~ Topoisomerase | Inhibitor
Drug-to-antibody ratio ~8:1 7.6
Tumor-selective Yes Ves
cleavable linker?
Evidence of bystander Ves Ves

anti-tumor effect?
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ASCENT: A Phase 3 Study of Sacituzumab Govitecan in mTNBC

Metastatic TNBC Sacituzumab Govitecan (SG) Endpoints
(per ASCO/CAP) 10 mg/kg IV Bri
e » days 1 & 8, every 21-day cycle Continue rimary
12 =10 DeN050NH A0 (n=267) treatment until 0 PFS'
advanced disease L, progression —» Secondary
[no upper limit; 1 of the required or 0 PFS for the full
. . unacceptable -
prior regimens could be Treatment of Physician’s toxicity population
progression occurred within a Choice (TPC)* 0 OS, ORR,
12-month period after (n=262) DOR, TTR,
completion of (neo)adjuvant safety
therapy)]
N=529 Stratification factors Data cutoff: March 11, 2020
0 Number of prior chemotherapies (2-3 vs >3)
NCT02574455 0 Geographic region (North America vs Europe)

0 Presence/absence of known brain metastases (yes/no)

Bardia et al. ESMO 2021. Bardia et al NEJM 2021
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Progression-Free Survival (BICR Analysis)

100 +
ICR Analysis | sG (n-235) |
80 - No. of events 166 150
g Median PFS—mo (95% CI) 5.6 (4.3-6.3) 1.7 (1.5-2.6)
g 604 HR (95% CI), P-value 0.41 (0.32-0.52), P<0.0001
©
=
S 40
©
o
4
a
204 =— SG
— TPC
+ Censored e L. b=t
0 T T T T T T T 1
0 3 6 9 12 15 18 21 24

Time (months)
Number of patients at risk
SG 235 222 166 134 127 104 81 63 54 37 33 24 22 16 15 13 9 8 8 5 3 1 0
TPC 233179 78 3 32 19 12 9 7 6 4 2 2 2 2 1 0 0 0 0 o0 0 O

Bardia et al. ESMO 2021. Bardia et al NEJM 2021
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Overall Survival

SG (n=235) | TPC (n=233) |

100
No. of events 155 185
80 4 Median OS—mo (95% CI) 12.1 (10.7-14.0) 6.7 (5.8-7.7)
g HR (95% CI), P-value 0.48 (0.38-0.59), P<0.0001
0
O 604
©
2
2 40+
K]
<]
o
204 = SG
— TPC
+ Censored
0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27

Time (months)

Number of patients at risk
SG 235 228 220 214 206 197 190 174 161 153 135 118 107 101 90 70 52 43 37 30 21 13 8 1 0 O
TPC 233 214 200 173 156 134 117 99 87 74 56 50 45 41 37 30 20 14 1 7 4 3 3 2 1 0

Bardia et al. ESMO 2021. Bardia et al NEJM 2021
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Overall Response and Best Percent Change

SG

125 -
100

50 -

—-50

-100

TPC

SG ‘ TPC
(n=235) | (n=233)
ORRw no. (%) 82 (35) 11 (5)
P-value <0.0001
CR 10 (4) 2 (1)
PR 72 (31) 9(4)

CBRw no. (%) 105 (45) 20 (9)

P-value <0.0001

Median DOR 6.3 3.6
®» mo (95%Cl) Dlwdd BA1L~0

P-value 0.057

Bardia et al. ESMO 2021. Bardia et al NEJM 2021
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DESTINY-Breast04: Randomized Phase 3 Study of T-DXd for HER2-low mBC

T-DXd Primary endpoint

Patients? 5.4 mg/kg Q3W * PFS by BICR (HR+)

« HER2-low (IHC 1+ vs IHC (n =373)
2+/ISH-), unresectable, and/or
mBC treated with 1-2 prior
lines of chemotherapy in the

Key secondary endpoints®
HR+ = 480 ;
HR- = 60 « PFS by BICR (all patients)
* OS (HR+ and all patients)

A 4

metastatic setting TPC
+ HR+ disease considered Capecitabine, eribulin, PFS in HR+
. gemcitabine, paclitaxel,
endocrine refractory nab-paclitaxel®

(n =184) PES in all patients
Stratification factors

+ Centrally assessed HER2 status? (IHC 1+ vs IHC 2+/ISH-) OSin HR+
1 versus 2 prior lines of chemotherapy
HR+ (with vs without prior treatment with CDK4/6 inhibitor) versus HR- OS in all patients

Modi S, ASCO 2022
e EEEEEE—



PFS in all patients, HR + & HR -

100 9 *

Progression-Free Survival Probability (%)

All patients

Hazard ratio: 0.50
95% Cl, 0.40-0.63
P < 0.0001

T-DXd
mPFS: 9.9 mo

DESTINY-Breast04

HITOS .
ONCOLOGICOS: pe™"

Hormone receptor—positive

Hazard ratio: 0.51
95% Cl, 0.40-0.64

No. at Risk

T T T T T T T T T T T
10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

Months

T-DXd (n=373): 373365 325295290272 238 217 201 183156 142118100 88 81 71 53 42 35 32 21 18 16 8 4 4 1 1 0
TPC (n=184): 18416611993 90 73 60 51 456 34 32 29 26 22 1513 8 6§ 4 3 1 1 1 1 1 1 0

Modi S, ASCO 2022

g N P <0.0001
£ w0 \ T-DXd
o MAaTme mPFS: 10.1 mo
@
g w0
I+
5
i
g,
H

i

Hormone receptor-negative
100 Hazard ratio: 0.46
: 95% CI, 0.24-0.89
e !
g 1 |
: o T-DXd
5 mPFS: 8.5 mo
é i — R LR B
£
3 TPC
mPFS: 2.9 mo
01 2 34 8 8 7 8 91011 12159 15 1817 18 1 20 2122 2 2628 28
Months




OS in all patients, HR + & HR -

All patients

Hazard ratio: 0.64

DESTINY-Breast04

‘Overall Survival Probability (%)

Hormone receptor—positive

Hazard ratio: 0.64
1007 95% Cl, 0.48-0.86
Ly P =0.0028

T T T T T T T
012345867 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34

1007 95% CI, 0.49-0.84
P =0.0010
—~ 80
£
-y
3 T-DXd
E-] 60
£ mOS: 23.4 mo
- t————————— e = A ———
E — ™
E w0 TPC 1,
T S

v mOS: 16.8 mo L
I
]
>
o 20 1

0

T rr 1. rr o 1. rrr . r.. v .. T . .. . T T r rr— r r— r r rr— r 1 -1 1rrrr 1T
01 23 456 7 8 9 1011 1213141516 17 18 1920 21 22 23 24 25 26 27 28 29 30 31 3233 34
No. at Risk Months

T-DXd (n=373): 373 366 363357 351 344 338 326 315 309 206 287 276 254 223 214 188 158 129104 80 78 59 48
TPC (n= 184): 184 171 165161 157 153 146 138128 120114108 105 97 88 77 61 S0 42 32 28 25 18 16

Modi S, ASCO 2022

32201412108 3 1 1 1 0
7T 5 3 10

Overall Survival Probability (%)

Hormone receptor-negative

100 Hazard ratio: 0.48
} 95% CI, 0.24-0.95

T-DXd
mOS: 18.2 mo

0 1 2 3 4 5 6 7 B 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 271 28
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Response Rate

Confirmed Objective Response Rate

Hormone receptor—positive Hormone receptor—negative
60 0/ a
52.6 /0 500(%' Il Complete Response
50 — E— — Bartisl Reeponae
40 -
(]
g
S 30 -
= 49.
5 52 16.3% 41.5 16.7%
20 +
0.8
= 15.7
: 1.1
0
T-DXd (n = 333) TPC (n = 166) T-DXd (n = 40) TPC (n=18)
Progressive disease, % 18 21 1l 8313
Not evaluable, % 4.2 120 Tiis, 5o
Clinical benefit rate,® % T2 34.3 62.5 27.8
Duration of response, months 10.7 6.8 8.6 4.9
|

Modi S, ASCO 2022
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gBRCA mutation & PD-L1 analysis

PD-L1+ PD-L1 - & gBRCA wild-type gBRCA mutation
IC>1% CPS 210
VENTANA SP 142 DAKO 22C3
Polychemotherapy Single agent CT Carboplatin,
Paclitaxel + Bevacizumab PARP inhibitors
Atezolizumab Pembrolizumab (visceral crisis, aggressive disease)
+ nab-paclitaxel +CT”
CT-naive or late recurrences (> 1 year) Previous treatment with
after anthracyclines and taxanes anthracyclines and taxanes
Taxanes, anthracyclines, Capecitabine, carboplatin,
carboplatin eribulin, vinorelbine

Sacituzumab Govitecan*

if HER2 low Trastuzumab deruxtecan — Capecitabine, eribulin, vinorelbine




Many questions answered

Immunotherapy

Better biomarkers to predict for clinical benefit
Which is the best Chemotherapy partner?
Treatment at progression. Role of rechallenge of anti PD-1?

Do PARP inhibitors and ADCs enhance the activity of immunotherapy?

Antibody-drug Conjugates
* Direct comparison between ADCs
* Cross-resistance between ADCs?

* Will they replace conventional chemotherapy in the first line?

HITOS
ONCOLOGICOS: pe™"
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