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Al + CDK4/6i

leverolimus + exemestane
lfulvestra nt

CHEMIO



Men or postmenopausal women
with HR+, HER2- ABC
* Recurrence/progression on/after prior Al
« Identified PIK3CA status
(in archival or fresh tumor tissue?)
« Measurable disease or
2 1 predominantly lytic bone lesion
« ECOG performance status < 1
(N=572)

ALP 300 mg PO QD

T + FUL 500 mg IM®
I -mutant n=169
> cohort (n = 341) n

PBO

+ FUL 500 mg IM®
n=172
1:1, stratified by presence of
liver/lung metastases and prior
CDK4/6 inhibitor treatment

ALP 300 mg PO QD
+ FUL 500 mg IM®
n=115
PIK3CA-non-mutant
cohort (n = 231)

PBO
+ FUL 500 mg IM®

n=116

SOLAR1

PIK3CA mutant

Primary endpoint
* PFS in PIK3CA-mutant cohort
(locally assessed)

Secondary endpoints include

+ 0S (PIK3CA-mutant cohort)

* PFS (PIK3CA-non-mutant cohort)

* PFS (PIK3CA mutation in ctDNA)

* PFS (PIK3CA-non-mutant in ctDNA)
+ ORRI/CBR (both cohorts)

« Safety

100 =

80+

60 =

40 =

Probability of PFS

20

0=

Median PFS, months:

wgee Alpelisib + fulvestrant (n=169)

ms Placebo + fulvestrant (n=172)

5.7 (95% Cl: 3.7-7.4)

11.0(95% CI: 7.5-14.5)

© -
e

[
W -
-
G -
O -

Number of subjects still at risk
Alpelisib + Fulv169 158 145 141 123 113 97

Placebo +Fulv 172 167 120 111 89 88 80

% 8T
7 67 66 58

Time (Months)

7 62 54 5 43 39 3 30 271 17 16 |4
54 48 41 37 29 29 21 019 14 13 9

5
3

5
3

1
1112 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 28 30 31

4

3



Subgroup

All patients

Lung or liver metastases
Yes
No

Bone-only disease
Yes
No

Previous CDK4/6 inhibitor treatment
Yes
No

Previous chemotherapy
Neoadjuvant
Adjuvant
None

Endocrine status
Primary resistance
Secondary resistance
Sensitivity

Line of treatment in advanced disease
First line
Second line

No. of metastatic sites
<3
=3

PIK3CA mutation subtype
E542K
E545X
H1047X

Geographic region
Europe
North America
Asia
Latin America
Other

SOLAR1

PIK3CA mutant

No. of Patients

341

170
171

77
264

20
321

46
161
133

45
247
39

177
161

234
107

60
105
193

173
43
70
31
24

Alpelisib+ Fulvestrant Better

Hazard Ratio for Progression or Death (95% Cl)

+

0.65 (0.50-0.85)

0.62 (0.44-0.89)
0.69 (0.47-1.01)

0.62 (0.33-1.13)
0.66 (0.49-0.383)

0.48 (0.17-1.36)
0.67 (0.51-0.87)

0.37 (0.17-0.80)
0.63 (0.42-0.95)
0.87 (0.58-1.29)

0.64 (0.31-1.32)
0.66 (0.49-0.90)
0.87 (0.35-2.17)

0.71 (0.49-1.03)
0.61 (0.42-0.39)

0.59 (0.43-0.83)
0.77 (0.50-1.20)

0.60 (0.29-1.23)
0.61 (0.37-1.00)
0.68 (0.48-0.95)

0.56 (0.39-0.81)
0.41 (0.19-0.91)
0.76 (0.42-1.37)
1.43 (0.54-3.79)
0.93 (0.25-3.45)

T
0.1

1.0

1
10.0

Placebo + Fulvestrant Better



Patients with HR+/HER2- ABC

Men and pre-/post-menopausal women
Recurrence or progression while on or <12
months from end of adjuvant Al, or
progression while on prior Al for ABC

<2 lines of prior endocrine therapy for ABC
<1 line of chemotherapy for ABC

Prior CDK4/6 inhibitors allowed (at least 51%
required)

No prior SERD, mTOR inhibitor, PI3K
inhibitor, or AKT inhibitor

HbA1c <8.0% (63.9 mmol/mol) and diabetes
not requiring insulin allowed

FFPE tumor sample from the
primary/recurrent cancer available for
retrospective central molecular testing

Capivasertib

* Region’

Placebo

CAPITELLO-291

400 mg twice daily,
4 days on, 3 days off

500 mg: cycle 1, days 1 &
15; then every 4 weeks

Stratification factors:
 Liver metastases (yes/no)
« Prior CDK4/6 inhibitor (yes/no)

Twice daily,
4 days on, 3 days off

500 mg: cycle 1, days 1 &
15; then every 4 weeks

100
90
80
70
60
50
40
30
20
10

Progression-free survival (%)

Number of patients at risk

Capivasertib + fulvestrant

Placebo + fulvestrant

ITT analysis

Capivasertib + Placebo +
fulvestrant (N=355) fulvestrant (N=353)
PFS events 258 293

Median PFS
(95% CI); months

Adjusted HR (95% ClI):

7.2 (5.5-7.4) 3.6 (2.8-3.7)

0.60 (0.51, 0.71); two-sided p-value <0.001

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26
Time from randomization (months)

355 330 266 252 207 199 172 166 138 133 115 98 78 64 55 44 43 25 25 21 8 8 5 2 2 1 0
353 329 207 182 142 136 106 100 83 81 66 59 51 41 33 24 23 12 11 10 4 4 3 1 1 0 0

benefit in AKT-altered (wt apparent benefit)



CAPITELLO-291

ITT analysis

Investigator-assessed PFS by subgroup: Overall population

Number of HR (95%Cl)
patients
All patients 708 —— 0.60 (0.51, 0.71)
<B5 years 491 . 0.65 (0.53, 0.79
Age >65 years 217 - 0.65 (0.47, 0.90)
Asian 189 —_— 0.62 (0.44, 0.86)
Race White 407 —— 0.65 (0.52, 0.80)
Other 112 k + 0.63 (0.42, 0.96)
1 395 ——— 0.60 (0.48, 0.75)
Region 2 136 +- 0.77(0.51, 1.16)
3 177 ——————1 0.60(0.42, 0.85
Menopausal status Pre/per 154 I ——— 0.86 (0.60, 1.20)
(females only) Post 547 - 0.59(0.48, 0.71)
Yes 306 r————— 0.61(0.48, 0.78)

[ Liver metastases

No 402 —_—— 0.62 (0.49, 0.79)
Yo 478 —— 69 (0.56,

[=]

Visceral metastases

No 230 —_——————— 0.54 (0
Primary 262 —_—,— 0.66 (0.50, 0.86)

Endocrine resistance

Secondary 446 [ S 64 (0.51, 0.79
[Pr.or use of CDK4/8 Yes 498 —— 0.62 (0.51, 0.75) ]

(=

-

inhibitors No 212 —_—— 65 (0.47, 0.91)
Yes 129 + 0.61(0.41, 0.91

No 579 _—— 0

o

Prior chemotherapy for ABC

k| 05 10 20

Favors capivasertib + fulvestrant <«———— Hazard ratio (95% CI

-+ Favors placebo + fulvestrant



EMERALD

Elacestrant
400 mg daily®
Inclusion Criteri
+ Men and postmenopausal women with PD or .
advanced/metastatic breast cancer withdrawal RRALCRZ LT
+ ER-positive, HER2-negative criterion® Endpoints:e
* Progressed or relapsed on or after 1 or 2 lines Follow Up * PFS in all pts

of endocrine therapy for advanced disease,
one of which was given in combination with a

* PFS in £SR1I-mut

CDK4/6i
» =1 line of chemotherapy for advanced disease
*ECOGPSOor1

/

Investigator’s choice (SOC):
Fulvestrant
Anastrozole

Letrozole

Exemestane

Median follow-up: 15.1 months

Stratification Factors:
* ESRI-mutation status’
* Prior treatment with fulvestrant
+ Presence of visceral metastases

ESR1mut

100 Elacestrant soc 100 + Elacestrant soc
90 - (n=239) (n=238) 90 - (n=115) (n=113)
80 Events, No. (%) 144 (60.3) 156 (65.5) Events, No. (%) 62 (53.9) 78 (69.0)
i HR (95% Cl) 0.70 (0.55 to 0.88) 80 HR (95% ClI) 0.55 (0.39 t0 0.77)
70 ~ P 0018 70 4 P .0005
= 604 6-month PFS, % 34.3 20.4 =y 1 6-month PFS, % 40.8 19.1
= (95% CI) (27.21041.5) | (14.11t0 26.7) * & ! (95% CI) (30.11051.4) | (10.51027.8)
P 504 12-month PFS, % 223 04 P 501 12-month PFS, % 268 82
Q- 40 (95% CI) (1521029.4) | (4.0101438) a0 - (95% CI) 16210374) | (131015.1)
30 -+ 30 A
20 ~ 20 - o--__%_--— - = had °
10 ~©— Elacestrant \--o—h_ A o & —O— Elacestrant Oummmy
1 --e-- soc -o-oo- © © ° 104 _o- soc - =
T T T T T L] L L] L T T T T L] L L L] T T T T T T L] L] T T T T T T T T T T T T T T T T T T T T T T T T T
D 1T 2 3 4 8 & 7 8 9 10N 12131415 18 172 18 19 20 21 22 23 24 2% 0 1T 2 3 4 5§ 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 2B
Time (months) Time (months)
No. at risk: No. at risk:
Elacestrant 239 223 106 89 60 57 42 40 34 33 27 24 19 13 11 8 7 6 6 2 2 2 2 1 0 Elacestrant 115 1056 54 46 35 33 26 26 21 20 16 14 11 9 7 5 5 4 4 1 1 1 1 1 0
soc 238 206 84 68 39 38 25 25 16 15 7 4 3 3 2 2 1 0 soc 113 99 29 34 19 18 12 12 9 9 4 1 1 1



Probability of PFS (%)

Elacestrant 103 50

404

204

S0C

At least 6 mo CDK4/6i

ﬁﬁ\;

4

I‘l
=& Elacestrant

Standard of Care
0 5 10 15 0 25 30
Time (months)
33 25 20 16 11 9 7 6 5 5 1 1 0

8
i

102 34 16 11 9 5 2 1 o
soC
Elacestrant | Hormonal
Therapy
Median PFS, months 4.14 1.87
(95% CI) (2.20 - 7.79) | (1.87 - 3.29)
PFS rate at 12 months, % 26.02 6.45
(95% CI) {15.12 - 36.92)(0.00 - 13.65)
1 0.517
Hazard ratio (95% CI
2ar ( ) (0.361 - 0.738)

Probability of PFS (%)

Elacestrant 73 42

EMERALD

At least 12 mo CDK4/6i

At least 18 mo CDK4/6i

100 -01 100 =
]
g0 ~ 8d 1
&
<
i
60 a &0
-
]
E
40 3 40
2
B
0 &
=8~ Elacestrant <6~ Elacestrant
) Standard of Care 0 Standard of Care
T r T T T T T T T
0 5 10 15 20 25 30 0 5 10 15 20 5 30
Time (months) Time (months)
31 24 20 016 11 9 8 7 & 5 5 1 1 0 Elacestrant 55 30 23 18 1 12 8 8 7 6 6 5 5 1 1 0

SOC 81 % 12 10 9 5 2 1 i 0

soC

Elacestrant Hormonal
Therapy

Median PFS, months 8.61 1.91

(95% CI) {4.14 - 10.84) | (1.87 - 3.68)

PFS rate at 12 months, % 35.81 8.39

(95% CI) (21.84 - 49.78)(0.00 - 17.66)

. 0.410
Hazard ratio (95% CI) (0.262 - 0.634)

5% 21 % 8B 7 4 1 1 1 0

socC

Elacestrant | Hormonal
Therapy

Median PFS, months 8.61 2.10

(95% CI) (5.45 - 16.89) | (1.87 - 3.75)

PFS rate at 12 months, % 35.79 7.73

(95% CI) (19.54 - 52.05)|(0.00 - 20.20)

7 0.466
Hazard ratio (95% CI
azard ratio ( ) (0.270 - 0.791)




Treatment

Control
Arm

Phase (n)
Patients

Prior
CDK4/6i

Allowed Prior
Fulvestrant

Allowed Prior
Chemotherapy in mBC

Data readout

EMERALD!

Elacestrant

fulvestrant / Als

Phase 3 (478)

Men or postmenopausal
women

Required
(100%)

YES

YES

Positive
(Registrational)

SERENA-22

Camizestrant

fulvestrant
Phase 2 (240)

Postmenopausal women
Permitted

NO

YES

Positive
Non-Registrational

EMBER-33

Imlunestrant +/-
abemaciclib

fulvestrant / exemestane

Phase 3 (800)

Men or postmenopausal
women

Permitted

NO

NO

Ongoing

AMEERA-34-6
Amcenestrant

fulvestrant / Als /
tamoxifen

Phase 2 (367)

Men or women (any
menopausal status)

Permitted
(79.7%)

YES
YES

Negative

acelERAS-?

Giredestrant

fulvestrant / Als

Phase 2 (303)

Men or women (any
menopausal status)

Permitted
(42%)

TES
YES

Negative




DESTINY-Breast04

T-DXd
Patients? 5.4 mglkg Q3W
+ HER2-low (IHC 1+ vs IHC (n=373) Primary endpoint Hierarchical testing
2+/ISH-), unresectable, and/or + PFSbyBICR (HR+) PFS in HR+
mBC treated with 1-2 prior
lines of chemotherapy in the Key secondary endpoints® PFS in all patients
metastatic setting TPC + PFS by BICR (all patients)
. ; i Capecitabine, eribulin, s : .
HF: d|§ease considered ge;Pg;abiJ:fp:;i;;:L 0S (HR+ and all patients) 0S in HR+
endocrine refractory nab-paclitaxel:
(n=184) OS in all patients
] Hazard ratio: 0.51 100 ] m Haé?/rglroailg 0 25,64
| 95% Cl, 0.40-0.64 Po000O8

P=0.0028

P <0.0001
80 A
T-DXd T-DXd
mPFS: 10.1 mo 7 mOS: 23.9 mo

- TPC ) W [y T
mOS: 17.5 mo '

20 A

Progression-Free Survival Probability (%)
Overall Survival Probability (%)

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T

T ++r rnr, o o ..o oo .r. . rrrr.r.r 1111

01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 0123456 7 8 910111213 141516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34
No. at Risk Months No. at Risk Months

T-DXd (n=331): 331324 290 265 262 248 218 198 182 165142128107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0 T-DXd(n=331) 331325323310314 309303203 285280268260250228199100168144116 95 81 70 51 40 26 14 0 8 6 6 2 1 1 1 0
TPC(n=163): 163146105 85 84 69 57 48 43 32 30 27 24 20 14 12 8 4 3 2 1 1 1 1 1 1 0 TPC{n=163): 163151 145143139135130124115109104 98 96 89 80 71 56 45 37 20 256 23 16 14 7 5 3 1 0



TROPiICS-02

NCT03901339

Metastatic or locally recurrent
inoperable HR+/HER2- breast
cancer that progressed after®:

+ At least 1 endocrine therapy, taxane,
and CDK4/6i in any setting

+ At least 2, but no more than 4, lines of
chemotherapy for metastatic disease

« (Neo)adjuvant therapy for early-stage
disease qualified as a prior line of
chemotherapy if disease recurred within
12 months

» Measurable disease by RECIST 1.1

N=543

Treatment was continued until progression
or unacceptable toxicity

Sacituzumab govitecan
10 mg/kg IV

days 1 and 8, every 21 days
n=272

Treatment of physician’s choice®
(capecitabine, vinorelbine,
gemcitabine or eribulin)
n=271

Stratification:
+ Visceral metastases (yes/no)

Endpoints
Primary
+ PFS by BICR

Secondary

+ OS

* ORR, DOR, CBR
by LIR and BICR

* PRO

» Safety

« Endocrine therapy in metastatic setting 26 months (yes/no)

+  Prior lines of chemotherapies (2 vs 3/4)

o 1007 Gmonths 9 months 12 months
< BICR analysis
2% L
g - 1 1 Median PFS, mo (85% C)
a ~ i |
£ \ ‘ ‘ Stratified HR (95% Cl)
= T, ¥ i i
£ 80 T ! Stratified Log Rank P value
P — o emonth PFS rat, % (95% CI)
(7] ™ |
$ 404 . S 9-month PFS rate, % (95% CI)
» I LY
"é' %0- N N 12-month PFS rate, % (35% CI)
0° | | L“—»_ |
3 2 P N
B )56 1 e WSt
8 " e H 1 —h
= 0 1 I‘ ; ; T T T 1
0 3 6 12 15 18 2 %
Time (months)
No. of patients at risk (events)
SG 272(0) 148(83)  82(124) 44 (146) 22(160) 12 (166) 6(167) 3(169) 0(170)
TPC 271(0) 105(91)  41(136) 17(151) 4(159) 1(159) 1(159) 0(159)

100,
$6 (1=212) ‘ TRC (ne27) Y \‘\\ I 622 TRC(n=2tt)
-~ hY |
5542-10)  40(3.144) L *L\\\ | Number of events 191 199
2 ™\ | i ) 144(130-157)  12(10.4-127)
0,66 (0.53-0.83) 2 10 \ | Median 08, mo (95% CI)
G b2 2 ™ |
00008 § 0 \ Stratified HR (95% Cl) 0.79 (0.65-0.96)
51094526 03613 ; " H N Stratified Log Rank P value P=0.020
N5259-92)  173(15-42) E n N i, 12:month OS rate, % (95%CI)  61(35-66) 47 (41-53)
3 i Moo,
N3(162-81)  71(28-139) ': 21 ¥ ath.
g 20 H v W
T ¥ T l—
TPC i
G"l"I"l"‘IT"I"I"I"I"I"T"I"I
0 3 6 9 12 %5 8B u U U N B B

Time (months)

No. of Patients Still at Risk (Events)

§G 212(0) 252(16) 221(44) 197(67) 160(104) 120(137) 80(158) 53(173) 31(183) 20(188) 4(190) 2(1%0) 0(191)
TPC 271(0) 246(16) 196(64) 164(95) 122(137) 92(163) 70(174) 49(183) 23(193) 13(1%) 5(198) 1(199) 0(199)



EMBRACA

Phase 3, international, open-label study randomized 431 patients in 16 countries and 145 sites

’

\

Patients with locally advanced
or metastatic HER2-negative
breast cancer and a germline
BRCAT or BRCA2 mutation*!
<=3 chemotherapies containing
a Taxane and antracycline

Stratification factors:
*Number of prior
regimens (0 or 21)
*TNBC or hormone receptor
positive (HR+)

*History of CNS mets or no CNS
mets

chemo

2.1

Talazoparib

1 mg PO daily

Treatment (21-day cycles)
continues until progression or
unacceptable toxicity

Physician’s choice of
therapy (PCT)*:

*Capecitabine

*Eribulin
Gemcitabine
Vinorelbine

100+ \\. No. of Patients  No. of Events (%) ian (95% CI)
90 \ mo
5 20 Talazoparib 287 186 (65) 8.6 (7.2-9.3)
% = \ Standard Therapy 144 83 (58) 5.6 (4.2-6.7)
3 g 60 ' Hazard ratio for progression or death, 0.54 (95% Cl, 0.41-0.71)
£ 5 \ P<0.001
8 S0docmcocinaaian ] . e T e e
a8 \
i \ § e 404 ~
s . S
Primary endpoint £ 3o ~—
' \ § 204 > e,
+ Progression-free survival 5 e Talazoparib
by RECIST by blinded p S — e swdwdteny ]
4 0 3 6 12 15 18 21 24 27 30 33 36 39 42
central review e
Key secondary efficacy No. at Risk (events/cumulative events)

! Talazoparib 287 (0/0) 229 (SO/S0) 148 (53/103) 91 (34/137) S5 (17/154) 42 (9/163) 29 (3/172) 23 (2/174) 16 (5/179) 12 (4/183) S (2/185) 3 (0/185) 1 (0/185) O (1/186) O (0/186
endpomts Standard therapy 144 (0/0) 68 (41/41) 34 (20/61) 22 (8/69) 9 (7/76)  8(0/76) 4 (3/79) 2(2/81) 2(0/81) 1(1/82) O(1/83) 0(0/83) 0(0/83) 0(0/83) 0 (0/83)
+ Qverall survival (OS)
¢ ORR by lnvestlgatOf o Talazoparib Chemotherapy
" Safety — Lae'zizzfaorg TP Survival probability at month 12 (95% Cl) | 0.71 (0.66-0.76) | 0.74 (0.66-0.81)

90 95% CI, 15:5.2>2‘5 Survival probability at month 24 (95% CI) | 0.42 (0.36-0.47) | 0.38 (0.30-0.47)
Exp|°ra[°ry endpolms 80 - = ;I oy e Survival p at month 36 (95% CI) | 0.27 (0.22-0.33) | 0.21 (0.14-0.29)
y +a 95% Cl, 17.4-22.4 Survival probability at month 48 (95% CI) | 0.19 (0.14-0.25) | 0.07 (0.02-0.15)
+ Duration of response e Hazard ratio, 0.848
oy = 60 95% Cl, 0.670-1.073
(DOR) for objective — - P=017
=1 ]
responders £ and
i : y @
+ Quality of life (QoL; 8 30
EORTC QLQ-C30, QLQ- 20 -
|
BR23) 10+
J 0 T T T T T T T T T T T T T T T T T T T T
N & " (0] 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
umber of .
patients at risk Time (months)
Talazoparib 287 280 264 232 199 163 143 128 113 101 85 68 54 41 3 27 20 15 9 6 2
Chemotherapy 144 125 116 105 96 86 A 58 48 44 34 25 18 8 7 4 2 2 = 1 (o]
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Al + CDK4/6i

leverolimus + exemestane
lfulvestra nt

CHEMIO



Al + CDK4/6I
/N

fulvestrant + capivasertib fulvestrant + capivasertib

fulvestrant + everolimus fulvestrant + alpelisib recidiva <12 mesi adj
\I/ fulvestrant + everolimus

ESR1/BRCA wt Bl ESR1mut [l BRCA mut [l ESR1/BRCA mut

everolimus + exemestane elacestrant talazoparib elacestrant
everolimus + exemestane talazoparib

E capecitabine : m
m taxane
T-deruxtecan Sacituzumab

N

CHEMIO



Elacestrant

4 400 mg daily©

Inclusion Criteria

» Men and postmenopausal women with PD or .
advanced/metastatic breast cancer withdrawal BEALCAZIIUETSY

« ER-positive,® HER2-negative criterion® Endpoints:e

« Progressed or relapsed on or after 1 or 2 lines Follow Up * PFSin all pts
of endocrine therapy for advanced disease, e PFS in FSRI-mut
one of which was given in combination with a 1:1°® .
CDK4/6i Investigator’s choice (SOC):

! s : Fulvestrant
<1 line of chemotherapy for advanced disease e s orole

*+ ECOGPSOori1 Letrozole

Exemestane Median follow-up: 15.1 months

Stratification Factors:
« FSRI1-mutation statusf
* Prior treatment with fulvestrant
* Presence of visceral metastases

ELACESTRANT ELACESTRANT



Indicazione rimborsata:
Talzenna é indicato come monoterapia per il trattamento di pazienti adulti con mutazioni germinali BRCA1/2, affetti da carcinoma mammario

HER2-negativo localmente avanzato o metastatico. | pazienti devono essere stati precedentemente trattati con una antraciclina e/o un taxano nel
contesto (neo)adiuvante, localmente avanzato o metastatico, ad eccezione dei pazienti non idonei per tali trattm
| pazienti con carcinoma mammario positivo ai recettori ormonali (HR) devono essere stati precedentemente trattati con terapia endocrina o
ritenuti non idonei alla terapia endocrina e devono aver ricevuto una linea di trattamento con inibitori delle chinasi ciclina-dipendenti (CDK4/6).

| pazienti con carcinoma mammario negativo ai recettori ormonali (HR) devono essere stati precedentementm di
platino, ad eccezione dei pazienti non idonei per tale trattamento.

massimo 3 linee per M+

TALAZOPARIB TALAZOPARIB



FULVESTRANT + EVEROLIMUS FULVESTRANT + EVEROLIMUS

100 -
N Log-rank P =.01
g 754
Z
=
(Va]
[«}]
L 504
"'.C' Fulvestrant + everolimus
o
@ Fulvestrant
g 25
o
o
a

0 T T T T 1
0 6 12 18 24 30
Time, mo
No. at risk
Fulvestrant 66 29 14 6 1 0 MANTA TRIAL

Fulvestrant + everolimus 64 45 26 8 2 0



Patients?

+ HER2-low (IHC 1+ vs HC
2+/ISH-), unresectable, andfor
mBC treated with 1-2 prior
lines of chemotherapy in the
metastatic setting

+ HR+ disease considered
endocrine refractory

T-DXd
5.4 mglkg Q3W
(n=373)

TPC

Capecitabine, eribulin,
gemcitabine, paclitaxel,
nab-paclitaxel®

(n=184)

Primary endpoint
« PFS by BICR (HR#)

Key secondary endpoints®
+ PFS by BICR (all patients)
+ 08 (HR+ and all patients)

Hierarchical testing

NCT03901339

PFS in HR+

OS in HR+

PFS in all patients

Metastatic or locally recurrent
inoperable HR+/HER2- breast
cancer that progressed after®:

« At least 1 endocrine therapy, taxane,
and CDK4/6i in any setting

+ At least 2, but no more than 4, lines of
chemotherapy for metastatic disease
« (Neo)adjuvant therapy for early-stage

disease qualified as a prior line of
chemotherapy if disease recurred within
12 months

+ Measurable disease by RECIST 1.1

Treatment was continued until progression
or unacceptable toxicity

Sacituzumab govitecan
10 mg/kg IV

days 1 and 8, every 21 days

n=272

Treatment of physician’s choice®
(capecitabine, vinorelbine,
gemcitabine or eribulin)
n=271

Stratification:

Endpoints
Primary
+ PFS by BICR

Secondary

+ OS

+ ORR, DOR, CBR
by LIR and BICR

+ PRO

Safety

OS in all patients

Visceral metastases (yes/no)
Endocrine therapy in metastatic setting 26 months (yes/no)
Prior lines of chemotherapies (2 vs 3/4)

N=543

cross-resistenza?

T-DERUXTECAN SACITUZUMAB






M, A "-..
ola iviu A A AN *1
Clones vs WT &c" \E}# @ #-.L‘ﬂrh..fﬂrh ij"hﬁ-‘h@ ._Lﬂ:’ #q_ﬁ:q" 6"?’6@6@6{’&’
11 1
TamnxifenJm 135| 65 |10.9

Raloxifene== 1.0 .15.& 154 (| 14 | 1.4 52 (154 2.2

Bazedoxifene== 1.0 || 13.7 (101 | 9.3 o8| 11 g |1T.B| 24

LasﬂfﬂxifeneT 1.0 ||17.7 | 83 |47 || 1.0 | 16 || 45 |10.4| 3.8

HSB-ﬁBdH 10 || 45 | 30 | 55 11|08 (] 24 (58 | 35

FuluesmamJ 1.0 51 |51 |56 iD| 15 (| 48 (108 1.7

AZD9496= 1.0 || 48 |40 |39 || 08 | 1.7 || 46 |16.0| 2.0 -0 fold
AZDY983 e 1.0 - 1.2 | 13 || 83 [112] 2.1

=10 fold
GDC-D810== 1.0 ||146|136|128|| 08 | 1.4 || 59 [10.2| 1.8

1-10 fold

H.AD19U11 1.0 .1?.?. 12|15 52 (144 21

Harrod A. et al, Oncogene 2017






gPALB2 e sBRCA1/2

unitevi al party!

Cohort 1 (germline)

Cohort 2 (somatic)

gPALB2 sBRCA1/2*
Response All Mutations All Mutations
Best response
(Confirmed) CR 0 0
(Confirmed) PR 9 8
SD 2 10 6
PD 10 0 8 2

ORR, % (90% ClI)

33 (19 to 51)

82 (53 to 96)

31 (15 to 49)

50 (28 to 72)

CBR, % (90% CI)

50 (33 to 67)

100 (74 to 100)

48 (30 to 66)

66 (42 to 85)

DOR, months, median (90% CI)

9 (7.5 to NA)

9 (7.5 to NA)

6.3 (3.1 to NA)

6.3 (3.1 to NA)

PFS, months, median (90% CI)

4.5 (1.7 to 12)

13.3 (12 to NA)

4.1 (2.8 t0 6.3)

6.3 (4.4 to NA)

Time to onset of response, weeks, median (30% ClI)

12.1 (11.4 to 20.8)

12.1 (11.4 to 20.8)

10.3 (8.4 t011.9)

10.3 (8.4 to 11.9)






Datopotamab Deruxtecan

Target: Trop-2 (TACSTD2)

Payload: Deruxtecan (extecan derivative)
Payload class: Topoisomerase | inhibitor
DAR: 4:1

Linker: cleavable

Patritumab Deruxtecan

Target: HER3 (ERBB3)

Payload: Deruxtecan (extecan derivative)
Payload class: Topoisomerase | inhibitor
DAR: 8:1

Linker: cleavable

Ladiratuzumab Vedotin

Target: LIV-1 (CLC39A6)

Payload: Vedotin (MMAE derivative)
Payload class: Microtubule inhibitor
DAR: 4:1

Linker: cleavable

3 EMERGENTI

dell’ADC



Biomarker
Mesothelin

Tissue Factor

Nectin-4

cMet

5T4

FRa

ROR1

ROR2

B7-H3

Trial
NCT04175847
(Recruiting)

NCT04925284 (JEWEL-101)

(Recruiting)

NCT04225117 (EV-202)

(Recruiting)
NCT03859752

(Active, not recruiting)
NCT04617314
(Recruiting)
NCT04202705
(Recruiting)
NCT04410224
(Recruiting)
NCT04300556

(Active, not recruiting)
NCT04441099
(Recruiting)
NCT03504488
(Recruiting)
NCT03729596
(Recruiting)

Phase

Biomarker
B7-H4

CEACAMS5

STING
FOLR1;PSMA
Globo H
KAAG1

CD205/Ly75

Trial

NCT05194072
(Recruiting)
NCT05123482
(Recruiting)
NCT04659603
(Recruiting)
NCT02187848

(Active, not recruiting)
NCT05070247
(Recruiting)
NCT04928612

(Active, not recruiting)
NTC04084366
(Recruiting)
NCT04972981
(Recruiting)
NCT04064359
(Recruiting)

Phase



| nuovi farmaci sono un punto di svolta nella creazione di un nuovo
algoritmo che vada oltre I'endocrinoresistenza




Nuovo algoritmo? spoder: si ()

Elacestrant

Talazoparib, T-Deruxtecan, S-Govitecan

Oltre endocrinoresistenza?  spoier. si ()



L' SIANNIDA NELLA
COMPLESSITA g

Machine learning in the prediction of cancer therapy

Raihan Rafique *', S.M. Riazul Islam ™', Julhash U. Kazi “**

2]deflod AB, Lund, Sweden

P Department of Computer Science and Engineering, Sejong University, Seoul, South Korea

¢ Division of Translational Cancer Research, Department of Laboratory Medicine, Lund University, Lund, Sweden
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