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Pregunta 1

Ademas de los RH y del HER2, ¢ que biomarcadores se pueden usar para la seleccion de
terapias en pacientes con cdncer de mama metastasico HR+/HER2-?

* Mutaciones germinales en BRCA1/BRCAZ2 en pacientes con criterios para estudio
geneético

e Mutaciones somaticas en PIK3CA
e Mutacione somaticas en ESR1
* Todas las anteriores



Pregunta 2

Tras progresion a una primera linea con CDK4/6i + IA en una paciente con cadncer de
mama metastdsico HR+/HER2-, mutacién en PIK3CA, ECOG 1y enfermedad visceral,
cque estrategia terapéutica usarias preferentemente?

* Fulvestrant
* Quimioterapia
* Alpelisib + Fulvestrant

* Ninguna de las anteriores
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Las fosfoinositol 3-quinasas son una familia de
enzimas que fosforilan la molécula del grupo 3’-
hidroxilo de las fosfatidilinositol bifosfato (PIP2) en Ia
membrana celular, resultando en fosfatidilinositol \ {
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e @
(®)
(w)
W
@'\
\\
g
S| "~
2|
(@]
N
N

N/

Translation

MAPK/ERK Cytoskeletal Cell-Cycle arrest Cell cycle
. . 2 z . sianallin rearrangement Apoptosis Glucose
PIP3 desencadena la activacion a través de la via, onaling | | ctoration oo o

fosforilando los nodos AKT, mTOR, resultando en un
estimulo al crecimiento y proliferacién cellular
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Hazard Ratio Hazard Ratio

Study or Subgroup ___log[Hazard Ratio]  SE _Weight IV, Random, 95% Cl IV, Random, 95% CI
1.1.10S
Jensen 2011 08713 03777 11.2%  2.39[1.14,5.01) =
Lopez-Knowles 2009 1.4279 06026 67% 4.17[1.28,13.59)
Background Subtotal (95% Cl) 17.9%  2.80[1.49,5.24] i
o o Heterogeneity Tau®= 0.00; Chi*= 0.61, df=1 (P = 0.43); F= 0%
. Meta-analys|s investigating Test for overall effect: Z= 3.21 (P = 0.001)
the role of PIK3CA mutation 1.1.2 DFS
: Cizkova 2012 -0.2877 01771 170%  0.75[0.53,1.06) —
status as a prog_nOStIC factor Lopez-Knowles 2009 03001 03424 121%  1.35[0.69, 2.64] o
» Atotal of 7 studies and 1,929 Maruyama 2007 08587 03895 109%  2.36(1.10,5.06) ——
Tury 2016 03716 01647 17.3%  1.45(1.05,2.00] —-—
cases of breast cancer were Subtotal (95% CI) 57.4%  1.28[0.80, 2.04] g
included Heterogeneity: Tau*= 0.16; Chi*= 11.42, df= 3 (P = 0.010); F= 74%
Test for overall effect Z=1.04 (P = 0.30)
Results 1.1.3 PFS
L. . Bems 2007 047 03537 118%  1.60(0.80,3.20) =
* The pooled analysis, including an Razis 2011 09163 03144 129%  250(1.35, 4,63 -
. Subtotal (95% Cl) 248%  2.05[1.30,3.25]
anaIySIS Of OS’ DFS’ and PFS’ Heterogeneity. Tau®*= 0.00, Chi*=0.89, df=1 (P=0.35), F= 0%
revealed that the presence of a Test for overall effect: Z= 3.06 (P = 0.002)
PIK3CA mutation is a negative Total (95% CI) 100.0%  1.67[1.15,2.43] S
prognostic factor Heterogeneiw: Taw*=01 8, Chi*= 2308, df=7 (P - 0002), F=70% '001 0'1 1'0 100‘

Test for overall effect: Z= 2.68 (P = 0.007)

; 5 Favours [experimental] Favours [control]
Test for subgroup differences: Chi*=4.26, df=2(P=0.12), F=53.0%

Summary

Pooled analysis demonstrated that a PIK3CA mutation
is a negative prognostic factor for OS, DFS, and PFS

ES2305318014
Sobhani N et al. J Cell Biochem 2018



Response rate to chemotherapy

HR+/Her2—
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Wild 260

6 12 18 24 30 36 42
Months
70 48 33 19 11 2
199 146 106 58 22 6

Mosele F et al. Annals of Oncology 2020



Cytoplasm

Dual PI3K inhibitors
-Dactolisib
-Apitolisib
-Gedatolisib
-SF1126

-Omipalisib
-Samotolisib
-Bimiralisib
-Paxalisib
-Voxtalisib

Miscellaneous PI3K inhibitors
-Fimepinostat (HDAC/PI3K)
-Rigosertib (PLK1/PI3K)

l

survival

ES2305318014

Pan-PI3K inhibitors
-Buparlisib
-CH5132799
-Pilaralisib
-ZSTK474
-Sonolisib
-Pictilisib
-Copanlisib
-B591
-TG-100-115
-RIDR-PI-103

Isoform-specific inhibitors

-Alpelisib (a)
-Serabelisib ()
-GSK2636771 (B)
-Idelalisib (6)
-Zandelisib (8)
-AMG319 (5)
-Linperlisib ()
-Parsaclisib (8)
-Umbralisib (8)
-Leniolisib ()
-Eganelisib (y)
-Tenalisib (8/y)
Taselisib (a/6/y)
-AZD8186 (B/6)
-AZD8835 (5/a)
-Duvelisib (5/y)

Mishra R et al. Int J Mol Sci 2021



SOLAR-1: A Phase lll randomized, controlled trial (NCT02437318)

Men or postmenopausal

women, with HR+,

HER2- ABC
Recurrence/progression
on/after prior Al

|dentified PIK3CA status (in

archival or fresh tumor tissue)

Measurable disease or

=1 predominantly lytic

bone lesion

ECOG performance status <1
(N=572)

ALP 300 mg QD PO

+ FUL 500 mg IM*
PIK3CA- n=169

—» mutant cohort
(n=341)

Primary endpoint
* PFSin PIK3CA-mutant cohort
(locally assessed)

PBO
+ FUL 500 mg IM*
n=172

Secondary endpoints include:

1:1, stratified b f
, Stratified by presence o * OS (PIK3CA-mutant cohort)

liver/lung metastases and prior
CDK4/6 inhibitor treatment

PFS (PIK3CA-non-mutant cohort)
PFS (PIK3CA mutation in ctDNA)
OS (PIK3CA-non-mutant cohort)

ALP 300 mg QD PO

+ FUL 500 mg IM*
PIK3CA-non- n=115

—» mutant cohort
(n=231)

ORR/CBR
Safety

PBO
+ FUL 500 mg IM*
n=116

ES2305318014

André F et al. ESMO 2018



Inclusion criteria: Prior exposure to Al

=1 year [

(Neo)Adjuvant ET —»| Relapse

=1 year g S
g (Neo)Adjuvant ET —| Relapse |7 BERCUENEUET RS —P[ Progression ]
g AR NEVEN L LI — | Progression
. >1year [ ]
(Neo)adjuvant ET —» | Relapse Excluded after a protocol amendment ]

Se considerd tratamiento en “primera linea” en las pacientes que no habian recibido terapia
endocrina para enfermedad avanzada

ES2305318014

André F et al. ESMO 2018



Baseline characteristics

Characteristic* Alpelisib + fulvestrant | Placebo +fulvestrant | Alpelisib+fulvestrant | Placebo + fulvestrant
(N=169)f (N=172)* (N=115) (N=116)

Median age, years (range) 63 (25-87) 64 (38-92) 62 (39-82) 63 (32-88)

Race
Caucasian 117 (69.2) 109 (63 .4) 82 (71.3) 69 (59.5)
Asian 34 (20.1) 40 (23.3) 25 (21.7) 26 (22.4)
Other/unknown 18 (10.7) 23 (13.4) 8 (7.0) 21 (18.1)

Metastatic sites
Visceral disease 93 (55.0) 100 (58.1) 66 (57.4) 74 (63.8)

| Lunglliver metastases 84 (49.7) 86 (50.0) o6 (48.7) 96 (48.3) |

Bone-only disease 42 (24.9) 35 (20.3) 26 (22.6) 23 (19.8)

Line of advanced anti-cancer treatment
First line 88 (52.1) 89 (51.7) 71 (61.7) 62 (53.4)
Secondline 79 (46.7) 82 (47.7) 42 (36.5) 53 (45.7)

Endocrineresistance status$
Primary resistance 23 (13.6) 22 (12.8) 31 (27.0) 26 (22.4)
Secondary resistance 120 (71.0) 127 (73.8) 66 (57.4) 65 (56.0)
Sensitive 20 (11.8) 19 (11.0) 16 (13.9) 20 (17.2)

Prior chemotherapy
Neo-adjuvant 25 (14.8) 29 (16.9) 20 (17.4) 23 (19.8)
Adjuvant 78 (46.2) 86 (50.0) 64 (55.7) 58 (50.0)

| Prior CDK4/6 inhibitor treatment 9 (5.3) 11 (6.4) 7 (6.1) 8 (6.9) |
ES2305318014
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Patient disposition

-mutant

PIK3CA-non-mutant

Alpelisib + fulvestrant

Placebo + fulvestrant

PIK3CA
Alpelisib + fulvestrant
Disposition* (N=169)
On Treatment 42 (24.9)
Discontinued 127 (75.1)
Reasons for discontinuation (alpelisib/placebo and fulvestrant)
Adverse Event 9 (3.0)
Death 3(1.8)
Physician Decision 6 (3.6)
Progressive Disease 93 (55.0)
Protocol Deviation 4 (24)
Patient/Guardian Decision 16 (9.5)
Median follow-up (months) 20.2

Placebo + fulvestrant
(N=172)t

32 (18.6)
139 (80.8)

3(1.7)
4(2.3)
6 (3.5)
117 (68.0)
3(1.7)
6 (3.5)
19.9

ES2305318014

(N=119)
13 (11.3)
102 (88.7)

9 (7.8)
1(0.9)
5 (4.3)

80 (69.6)
1(0.9)
6 (5.2)

7.3

14 (12.1)
102 (87.9)

0
0
4 (34)
91 (78.4)
3 (2.6)
4(34)
74

André F et al. ESMO 2018



Primary endpoint:
Locally assessed PFS in the PIK3CA-mutant cohort

100 =
Median PFS, months: Alpelisib + Placebo +
80+ Alpelisib+ fulvestrant (n=169) 1.0 (95% C: 75-14.5) [t fulvestrant JRfulIvEStrant
o Jun 12, 2018 (N=169) (N=172)
o Placebo + fulvestrant (n=172) 5.7 (95% CI: 3.7-7.4)
% 60 = Number of PFS events, n (%) 103 (60.9) 129 (75.0)
é_‘ ---------------- s =Sttt Progression 99 (58.6) 120 (69.8)
o i I
g 401 | ' Death 4(24) 9(52)
& i i Censored 66 (39.1) 43 (25.0)
207 | ; Median PFS 11.0 57
| | (95% Cl) (75-145)  (37-74)
0 - i 1
1 ] ] 1 1 1 . 1 1 I 1 1 ; 1 1 ] 1 || ] ] 1 1 1 1 1 1 ] ] ] || I 1 HR (95% CI} 065 (050_085)
01 2 3 4 5 868 7 8 9

10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 p-value 0.00065

Time (Months)
Number of subjects still at risk
Alpelisib + Fulv169 158 145 141 123 113 97 95 85 82 75 71 62 54 50 43 39 32 30 27 17 16 14 5 5 4 3 3 1 1 1 0

Placebo +Fulv 172 167 120 111 89 88 80 77 67 66 58 54 48 41 37 20 20 20 20 9 14 13 9 3 3 2 2 2 0 0 O O

ES2305318014
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Proof of Concept: PFS in the PIK3CA-non-mutant cohort

Proof of concept criteria were not met in the PIK3CA-non-mutant cohort

Median PFS, months:
. Alpelisib + Placebo +
——e— Alpelisib+ fulvestrant (n=115 7.4 (95% Cl- 5.4-9.3
pelisib+ fulvestrant (n=115) ( ) Data cut-off: fulvestrant fulvestrant
e Placebo + fulvestrant (n=116) 9.6 (95% CI: 3.8-9.1) Dec 23. 2016 {N=115} [N=115}

100 =

80

w
[T
o
5 Number of PFSevents, n (%) 49 (42.6) 57 (49.1)
% Progression 47 (40.9) o7 (49.1)
8 Death 2(1.7) 0
o Censored 66 (57.4) 59 (50.9)
209 Median PFS 74 56
(95% Cl) (5.4-9.3) (3.9-9.1)
0=
: — —— —————— 17— HR (95% Cl) 0.85 (0.58-1.25)
0 1 2 3 5 6 7 8 9 10 1 12 13 Posterior probability
Time (Months) HR<1. % 794
Number of subjects still at risk !
Alpelisib + Fulv 115 110 86 16 48 48 k3l 29 14 12 T 5 3 0
Placebo +Fulv 116 110 79 12 43 42 kgl &1} 20 20 a 5 1 0

* Proof of concept criteria: estimated hazard ratio <0.60 and posterior probability 290% that the hazard ratio was <1
« Patients with PIK3CA-non-mutant disease were followed up for safety alongside the PIK3CA-mutant cohort

ES2305318014
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PFS by subgroup (PIK3CA-mutant cohort)

Subgroup No. of patients Hazard Ratio (95% ClI)
All subjects 341 —4— 0.65 (0.50-0.85)
Lung/liver metastases Yes 170 —— 0.62 (0.44-0.89)
No 171 —— 0.69 (0.47-1.01)
Bone-only disease Yes 77 —— 0.62 (0.33-1.18)
No 264 —— 0.66 (0.49-0.88)
Prior CDK4/6 inhibitor treatment Yes 20 . 4 0.48 (0.17-1.36)
No 321 —— 0.67 (0.51-0.87)
Prior chemotherapy Neoadjuvant 46 —— 0.37 (0.17-0.80)
Adjuvant 161 —— 0.63 (0.42-0.95)
None 133 L 0.87 (0.58-1.29)
Line of advanced anti-cancer First line 177 —— 0.71 (0.49-1.03)
treatment Second ling 161 —— 0.61 (0.42-0.89)
Endocrine status Primary resistance 45 < 0.64 (0.31-1.32)
Secondary resistance 247 —— 0.66 (0.45-0.90)
Sensitive 39 L 0.87 (0.35-2.17)
. Exon 9 165 —— 0.61 (0.41-0.90)
PIK3CA mutation exon Exon 20 193 —— 0.68 (0.46-0.95)
PIK3CA mutation subtype” E542K 60 . 0.60 (0.29-1.23)
E545XT 105 —— 0.61 (0.37-1.00)
H1047Xt 193 —— 0.68 (0.48-0.95)

I 1 1
0 1 2 3
< >

Favors alpelisib Favors placebo

1810061954

*Mutations detected in tissue. Patients may have had more than one PIK3CA mutation; fincludes multiple subtypes of E545 and H1047.

ES2305318014
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SOLAR-1: Alpelisib Demonstrated Long-term Disease Control’

PFS in Patients With Long-term Disease Control
(Weighted Analysis)'®

= 30.2% of patients receiving alpelisib + fulvestrant
(n=51/169) had LTDC, defined as PFS 218 mo'2

— The majority (72.5%) of LTDC patients had 1.00 1 { 0 v Censofing times
—— Alpalisi + fulvestrant
PFS 224 mo E 0.75 - —— Flacebo + fulvestrant
E=]
L3
Top 5 baseline predictors of LTDC based on the E_ .
validated SVM model E 0.80 - “HLL -
1. Longer time from initial 4. Low ECOG PS £ Alpelisi + | Placebo+ (RS
diagnosis to first recurrence 5. Absence of liver 5 0251 vestrare |
2. Absence of liver metastases andfor lung prere— T3 25 6
3. Low number of metastatic sites metastases 0.00 | _{85% CI) {2TANR)  (221-297)
8 0 20 18 40 50
:f"?ﬁhk- . Time, months
=  Further investigations of predictive biomarkersare 700 7 0 . . - ! :
necessary to better charactenze this subgroup of 5 - dishetos/orediabetes. ot basel i hea . X
' oor prognosis, diabetes/prediabetes at baseline, an Wy pretreatmen
patients aﬂhlewng LTDC did not preclude long-term disease control

3PFE from chnical trisls in HR+. HERZ-, endocrin-resiiam ABC. ragardics of prasance of PWI50A mubaiion. mngas from 4610 9.3 manths and 5510 164 monihe with Wik sone and with cyolin-dapanden kinasa 46 ichisbors
(COHASGR), respactivaly™ this, & PFE 213 moniha & kel meaninglil fr 1his paiknt gopuation with PIR3CA-mutaled dsaes Pl hac axglimbany analysis of palknts wha achissd LTOC (PFE 1B ma i 1ha algel i amm
1. Juic O &l &, AS0D 2021, Abairect 105 [pastary 2. Anded F, ol @l N Eag' J Med 2113330200 19291340 3 Crimtofanidl M. et al Lasost Dol 211617H 425435 4 Slaman DU, ef al AS00 2018, Abstract 100 jorall 5. Eledga GV, e

al JChn Oneod. 21T, 35(25)2B75-2EE4
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Overall response rate in the PIK3CA-mutant cohort

Patients with measurable disease

p=0.0002

35,7

16,2

Overall response rate

. Alpelisib + fulvestrant

ES2305318014

All patients

p=0.0006

26,6

12,8

Overall response rate

. Placebo + fulvestrant

André F et al. ESMO 2018



Adverse events in the total population

Alpelisib + fulvestrant Placebo + fulvestrant

45 (15.?) 1 (0:3) 0

Diarrhea 164 (57.7) 19 (6.7)

0
Nausea 127 (44.7) 7(2.5) 0 64 (22.3) 1(0.3) 0
Decreased appetite 101 (35.6) 2(0.7) 0 30 (10.5) 1(0.3) 0
[ Rash’ 101 (35.6) 28 (9.9) 0 17 (5.9) 1(0.3) 0 |
Vomiting 77 (27.1) 2(0.7) 0 28 (9.8) 1(0.3) 0
Decreased weight 76 (26.8) 11(39) 0 6(2.1) 0 0
Stomatitis 70 (24.6) 7 (2.5) 0 18 (6.3) 0 0
Fatigue 69 (24.3) 10 (3.5) 0 49 (17.1) 3(1.0) 0
Asthenia 58 (20.4) 5 (1.8) 0 37 (12.9) 0 0

Eighteen patients (6.3%) discontinued alpelisib due to hyperglycemia and 9 patients (3.2%) due to rash; no patients discontinued placebo
due to either hyperglycemia or rash

*  Maculopapular rash was observed in 14.1% of patients (all-grade) and 8.8% (grade 3) in the alpelisib arm, vs 1.7% and 0.3%, respectively,
in the placebo arm

»  The safety profile of the alpelisib group and the placebo group was similar in PIK3CA-mutant and PIK3CA-non-mutant cohorts

ES2305318014
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LS Means == SEM
—=— Alpelisib + fulvestrant
—+— Placebo + fulvestrant

|
9]
]

N
o
]

EORTC QLQ-C30 Global Health Status/
QoL Score: Change From Baseline'2

Baseline W8 W16 W24 W32 W40 W48 W56 W64 W72 W84 WO6

Time Point
Alpelisib + fulvestrant 155 137 120 100 81 70 65 54 35 34 22 10
Placebo + fulvestrant 159 133 103 80 70 60 49 41 36 26 18 10

ES2305318014

Mayer et al. ASCO 2019



PFS by Line of Therapy in the PIK3CA-mutant Cohort?

First-line (n =177)
Defined as patients whose disease progressed < 1 year after (neo)adjuvant ET (endocrine

resistant) or whose disease progressed > 1 year after (neo)adjuvant ET (endocrine sensitive)
(later excluded after protocol amendment)

100 -
ALP+FUL | PBO +FUL
(n=88) (n=89)
= 80 Events, n (%) 51/88(58.0) 64/89 (71.9)
; Median PFS, mo 11.0 6.8
= HR, (95% CI) 0.71 (0.49-1.03)
-]
s 60
Ne]
o
o
o
& 40
=
[H]
o
201 . .4 Censoringtimes —
—=— Alpelisib + fulvestrant —|
—=— Placebo + fulvestrant
0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Time (months)
Endocrinesensitive patients Endocrineresistant patients
ALP + FUL PBO+ FUL ALP + FUL PBO + FUL
(n=20) (n=19) (n=68) (n=170)
Events, n (%) 11 (55.0) 9 (47.4) 40 (58.8) 55 (78.6)
Median PFS, mo 221 191 9.0 47
HR, (95% Cl) 0.87 (0.35-2.17) 0.69 (0.46-1.05)

Second-line (n = 161)

Defined as patients whose disease progressed > 1 year after (neo)adjuvant ET and while on or
after 1 line of ET for ABC or patients with newly diagnosed ABC whose disease progressed while
on or after 1 line of ET

100,
ALP +FUL | PBO + FUL
- (n=79) (n=82)
= 80 Events, n (%) 50(63.3) 65 (79.3)
2 Median PFS, mo 10.9 37
2 HR, (95% Cl) 0.61 (0.42-0.89)
ﬁ 60-
o
@
g
z 40
=
]
>
wl
20
" £ Censoringtimes
== Alpelisib + fulvestrant
—&— Placebo + fulvestrant
0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months)
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PFS by Prior CDK4/6 Inhibitor Treatment in the PIK3CA-mutant Cohort?

Without Prior CDK4/6 inhibitor therapy

With Prior CDK4/6 inhibitor therapy

ALP +FUL | PBO + FUL
(n=9) (n=11)
10(90.9)
Median PFS, mo 2.5 18

100 Events, n (%) 7(77.8)

80 HR, (95% CI) 0.48 (0.17-1.36)

u A Censoring times

601 —a— Alpelisib + fulvestrant
=#= Placebo + fulvestrant

Event-free probability (%)

L

6 7 8
Time (months)

0 1 2 3 4 5

9 10 11 12 13 14 15 16 17

Event-free probability (%)

1001

801

601

401

201

Events, n (%)

HR, (95% CI)

Median PFS, mo

ALP +FUL | PBO+FUL
(n=160) | (n=161)
96(60.0)  119(73.9)

110 6.8

0.67 (0.51-0.87)

A Censoring times
=g Alpelisib + fulvestrant
—t—

Placebo + fulvestrant

012345678 910111213141516171819202122232425262728293031

Time (months)

*  Previous treatment with any CDK4/6 inhibitor was a stratification factor, however the number of patients enrolled who had

received prior CDK4/6 inhibitor therapy was small

»  Treatment benefit with alpelisib was observed regardless of prior use with a CDK4/6 inhibitor

ES2305318014

Juric D et al. SABCS 2018



BYLieve (NCT03056755) Study Design

Men or pre/postmenopausal®
women with HR+, HER2-,
PIK3CA-mutated ABC

Locally confirmed PIK3CA
mutation in tumor tissue or
blood®

Last line of prior therapy:
CDK4/6i + ET, systemic

chemotherapy, or ET

ECOG PS =2

Measurable disease
(per RECIST v1.1) or
=1 predominantly lytic
bone lesion

(N=336)

COHORT A (n=112)°
=9 Patients who received CDK4/6i + Al as immediate
prior treatment

Alpelisib 300 mg PO QD + fulvestrant 500 mg*

COHORT B (n=112)¢

Patients who received CDK4/6i + fulvestrant as
immediate prior treatment

Alpelisib 300 mg PO QD + letrozole 2.5 mg PO QD

COHORT C (n=112)¢

Patients whose disease has progressed on/after Al

=4 and received chemotherapy or ET as immediate prior
treatment

Alpelisib 300 mg PO QD + fulvestrant 500 mg®

Treatment crossover between cohorts is not permitted

ES2305318014

Primary endpoint

« Proportion of patients alive
without PD at 6 months

(RECIST v1.1) in each
cohort)

Secondary endpoints
+ PFS

« PFS2

* ORR, CBR, DOR

+ 0S

- Safety

Exploratory endpoint

+ Biomarker analyses

Rugo H et al. Lancet Oncol 2021



EPIK B5 Study Design

Patient population (N=234) Endpoints
+ Adult postmenopausal women and men with Am 1 (n=117) -
HR, HER2- ABC with PIK3CA mutation who Alpalisib (300 mg PO QD) + EE
progressed or relapsed on or after CDK4/6i fulvestrant (500 mg IMon D1 and D15 of cycle 1, doacnd
and Al R and then D1 of each subsequent 28-day cycle) ary.
+ 21 measurable lesion per RECIST v1.{ 1 + 08
+ < line of prior CT treatment (except Am2(n=117) + ORR, CBR, DOR, TTR based on
naoadjuvant or adjuvant CT) Alpelisib matching placebo + BIRC assessment
+ Adequate tumor tissue available for fulvestrant (500 mg IM on D1 and D15 of cycle 1, + PES basedonBlRC.assessmont.by
assessment of PIK3CA mutation status by and then D1 of each subsequent 28-day cycle) gliSCA mut sltatuglqn otDNA
central laboratory Cross-over from the placebo arm to the alpelisib arm is permitted at ngwfagg(;g?;gm ty
time of PD as assessed per RECIST vi.1 by BIRC , Chan(;e trom basaline and TTD in
Stratification Factors QoL and symptom scale scores in
+ Presance of lung and/or liver metastases (yas versus no) . E,(F)g COLGL

|+ Setting at last prior CDK4/6i therapy (adjuvant versus metastatic)

ES2305318014
De Laurentiis et al. ASCO 2022



Locally Assessed PFS by Tissue or Plasma ctDNA-determined
Mutation Status

100 | PIK3CA mutant patients determined by ctDNA
ALP +FUL PBO + FUL
80
. Eventn/N Median Eventn/N Median
S (%) PFS (%) PFS
2
i Patients with PIK3CA
Ke]
3 60 i 103/169 (60.9)  11.0 129/172 (75.0) 5.7 0.65
s . .
® LT I e 57/92 (62.0) 10.9 75/94 (79.8) 37 0.55
£ mutation: plasma
£ 404 - -
2 e rspTOUTLIRTE S R i 74 57/116 (49.1) 56 0.85
w mutation: tissue
20- Patients without PIK3CA o151 505) g8 103/182 (56.6) 73 0.80
. » Censoring times mutation: plasma
—a— Alpelisib + fulvestrant
0. ——=— Placebo + fulvestrant
6 é t‘l Eli Eli 1IU 1|2 1I4 1|6 1|8 2|0 2‘2 2‘4 2‘6 2‘8
Time (months)
Number of patients still at risk
Alpelisib +ful 92 87 80 77 68 61 54 52 44 43 41 38 34 31 29 2423191816 9 8 6 2 2 1 1 1 0
Placebo +ful 94 90 58 53 42 41 37 34 30 30 26 22 20 1918 14141110 9 6 6 5 2 2 1 1 1 0
ES2305318014

Juric D et al. SABCS 2018



Most frequent mutations found in the helical
domain (exon 9) and kinase domain (exon 20) by
PCR in SOLAR-1

SOLAR-1 tissue mutant

Exon  Mutation  Base Change cohortt N=370 (%) of thePCI’::; é:):tlents whose Ptgrgors
7 C420R 1258 T>C 6 (1.6) UiEiE -mutant per PCR at
E542K 1624 GoA 80 (16.2 screening, 28 (8%) had multiple
(16.2) mutations.
E545X* 47 (12.7 - 370 mutations detected in the
(A/DIGIK) (12.7) :
341 patients
E545K 1634 A>C 50 (13.5)
E545G 1634 G>A 4(1.1) Variantfrequency in PIK3CA mutations in
SOLAR-1 tissue mutant cohort (n=370)*
E545D 1634 A>G 5(1.4)
Qb46X*
(E/KIR) 2(05)
Q546E 1637 A>G 1(0.3
Q546R 1636 C>G 2(05
H1047X*
(LRN) 106 (28.6)
H1047R 3140 A>T 77 (20.8)
H1047L 3140 A>G 7(1.9) C420R mWE542K mE545X* mE545K  mE545G
mE545D mQ546X* WQ546E mQ546R  mH1047X*
H1047Y 3139C>T 3(0.8) mH1047R mH1047L mH1047Y
ES2305318014

Rugo H et al. AACR 2019



Majority of tissue samples used for PIK3CA
screening at enroliment in SOLAR-1 were from
primary tumors (vs. metastatic sites)

by tumor type by time of tumor collection

prior to randomization
0% 20% 40% 60% 80% 100%

mPrimary ®Metastatic Unknown Archival Recent

Freshly collected (<3 months prior to randomization) vs
archival (>3 months prior to randomization)

ES2305318014

Rugo H et al. AACR 2019



SOLAR-1: OS in Patients in PIK3CA-mutant Cohort?

mOS was prolonged by
7.9 mo for patients in the
alpelisib + fulvestrant arm

Final OS analysis in the
PIK3CA-mutant cohort

did not cross the prespecified
O'Brien-Fleming efficacy
boundary (1-sided P<0.0161)

100 1

80 1

60 -

404

Event-free probability (%)

No. events, n (%)
204 | censored, n (%)

Median 08, mo (95% CI)

HR (95% C1)
04 | Pvalue{onesided)

Alpelisib
+ FUL
(n=169)
87 (51.5) 94 (54.7)
82 (48 5) 78(45.3)
39.3 3.4
(34.1-449)  (26.8-41.3)
0.86 (0.64-1.15)
0.15

O ¥V Censoring imes®

0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54

Number of patients still at risk

Time (Months)

Alpelisib + FUL189 162 159 156 145141 138133 126 122 112111108103 102 94 91 85 68 56 47 35 26 19 & 4 1 O

Placebo # FUL 172 164 1565 150 149143 133126 119 115111 104 98 92 86 80 T4

ES2305318014

73 60 49 42 29 X013 7T & 3 0
Full Analysis Set, FiK3CA-mutantcohort

André F et al

. ASCO 2020



SOLAR-1: OS in Patients With PIK3CA Mutation in Plasma ctDNA

Event-free probability (%)

Alpelisib#FULS2 8% 88 86 78 75 75 72 &8 &5 &0
Placepo+FUL 94 87 82 78 77 7 656 59 b6 bbb &3

1001

80

60

401

20

Alpelisib
+ FUL
(n=92)
No.events, n (%) 54(587) 59 (62 8)
Censored, n (%) 38(41.3) 35(37.2)
Median 0S, 44 252
mo (95% CI) (28.7-44 ) (20.7-29.5)
HR (95% CI) 0.74(0.51-1.08)
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
Time (Months)
Number of patients atill at risk

57 5b b5 49 47 45 37 30 25 N 16 9 3 1 0 O
45 41 36 32 28 28 2%/ 2 W0 1w 123 &8 3 3 2 0

B8

ES2305318014

André F et al. ASCO 2020



SOLAR-1: First New Antineoplastic Medication After Discontinuation of
Study Treatment

Alpelisib+FUL | Placebo+ FUL
(n=169) (n=172)

Patients who discontinued study treatment, n 148 164

Any medication type, n (%)? 116 (78.4) 134 (81.7)
Chemotherapy 38 (25.7) 49 (29.9)
Chemotherapy + other® 20 (13.5) 26 (15.9)
Hormonal therapy alone 20 (13.9) 21 (12.8)
Hormonal therapy + targeted therapy/other® 37 (25.0) 39 (21.3)
Targeted therapy alone 1(0.7) 2(1.2)
Other 0 1(0.6)

Full Analysis Set, PIK3CA-mutant cohort

» A CDK4/6 inhibitor was first new antineoplastic medication after discontinuation of study treatment in
17 (11.5%) patients in the alpelisib + fulvestrant arm and 22 (13.4%) patients in the placebo + fulvestrant arm

ES2305318014

André F et al. ASCO 2020



Patients With a PIK3CA Alteration per NGS

(n=193)

Number of alterations, n (%)

Single alteration 147 (76)

Multiple alterations 46 (24)
Detectable by PCR, n (%)

Yes 168 (87)

No 25(13)
Exon 7 alteration, n (%)2 1(6)
Exon 9 alteration, n (%) 70 (36)
Exon 20 alteration, n (%) 102 (53)

sho further analysis was performed on patients with alterations in exon ¥ due to the low number.
ciDMNA, circulating tumaor DNA; NGS, next-generation sequencing: PCR, polymerase chain reaction: PIGICA, phosphatidylinositol-4,5-bisphosphate 3-kinase
catalytic subunit alpha.

ES2305318014

Ciruelos E et al. SABCS 2020



Figure 2. Kaplan-Meier mPFS in Patients by PIK3CA Alteration Status®in Plasma ctDNA as
Detected by NGS

1.00 — —i— Placebo + fulvestrant/PIK3CA non-alterad
—=— Alpelisib + fulvestrant/PIK3CA non-altered

--+= Placebo + fulvestrant/FPIK3CA altered

£ 075- --=— Alpelisib + fulvestrant/PIK3CA altered
=
m
E 050 mPFS HR
Group® Events N (95% CI) (95% CI)
N Placebo + fulvestrant/ 60 1of 55
A 025 PIK3CA non-altered (3.8-0.0) 0.60
e W 3 Alpelisib + fulvestrant/ 40 87 10.9 (0.40-091)
! PIK3CA non-altered (5.6-16.8)
0.00- :
T I T I T I | Flacebo + fulvestrant/ 73 92 a7
0 5 10 15 20 25 30 PIK3CA altered (29-6.8) 047
Time (Months Alpelisib + fulvestrant/ 110 (033-067)
Number at Risk ( ) PHCEOA aftered 88 101 o0
—a— 101 A1 17 7 3 0 0
—s— 87 45 18 10 4 3 1
- Q2 38 21 1 4 1 0
-—8-—- 101 65 44 24 8 1 0
ES2305318014

Ciruelos E et al. SABCS 2020



Planned Exploratory Biomarker Analysis With SOLAR-1
Baseline Tumor Samples

Baseline tissue samples L,I . h _ PIK3CA Wild-type by PCR
from 572 SOLAR-1 P N=231
randomized patients

Primary
Analysis!

PIK3CA Altereds by PCR Intention-to-Treat (ITT)

Haseline FFPE tissue samples N=341 i
from SOLAR-1 patients with At tiaal il

L - undatcnOne GO PIK3CA Wild-type by NGS
70% (n/N=398/572) of 324-gene par N=161
a0LAR-1 samples included

80% (n=319) primary tumor FPIK3CA Altered® by NGS Biomarker
samples and 20% (n=79) N=237 PIK3CA-Altered Cohort

metastatic samples

@
L
=
<
@
2
et
L&}
-]
=9
2]
[ =]
=
i
1.

Clinical benefit was assessed using progression-free survival (Fr5) and hazard ratio (HR)

HR (95% Cl) was estimated using a multivariate Cox PH model by adjusting multiple clinical covariates including age,
ECOG PS5, bone lesion, lungfliver metastases, and prior CDK4/6 inhibitor freatment

Mo muliple testing adjustments were made in this subgroup analysis

ES2305318014
Juric D et al. ASCO 2022




Efficacy of Alpelisib + FUL in Patients With Altered PIK3CA Is
Consistent in SOLAR-1 ITT and Biomarker Cohorts

ITT FIK3ICA-Altered Eiromarker PIKICA-Altered

== Hacebo + FLL

PFS Probability

=
=
)
8
o
=
o
e
T
o

S, § R i)

Thme, months Time, months

Alpelisib + FUL
mPFS, mo (95% CI)

Placebo + FUL
n/N mPF3, mo (95% CI) n/N

HR [95% CI)

0,50 (0.43-0.81)
0.56 (0.42-0.78)

11.0 (7.5-14.5)
11.0 (8.3-15.2)

1490172 5.7 (3.7-T.4) 12471648
1010117 5.6 (3.6-T 4) anv120

ITT PIKICA-Altered
Biomarker FiKICA-Alered

ES2305318014

Biomarker PIK3CA-altered
cohort includes 70% of the
ITT PIK3CA-cohort

PIK3CA alterations were
detected by PCR in the
ITT cohort and NGS in the
Biomarker cohort

Juric D et al. ASCO 2022




Clinical Benefit Across TMB Quartiles of Patients
Treated With Alpelisib + FUL

Quartile

Placebo + FUL?

n/N

mPFS, mo
(95% CI)

Alpelisib+ FUL=

n/N

mPFS, mo
(95% CI)

HR by Quartile

HR
(95% CI)

Quartile 1
0-<2.52 mut/mb

26/30

3.2
(1.8-7.4)

24/32

18.5
(7.7-22.1)

0.38
(0.21-0.68)

Quartile 2
2.52-<3.78 mut/mb

1417

12.8
(3.7-22.1)

13/18

12.0
(4.5-33.5)

0.81
(0.38-1.77)

Quartile 3
3.78-<5.04 mut/mb

1415

3.6
(1.8-7.4)

14/16

10.8
(3.8-11.2)

0.68
(0.32-1.47)

Quartile 4
25.04 mut/mb

31137

2.1
(1.9-7.4)

27135

7.4
(5.5-17.3)

0.68
(0.40-1.17)

1

05 «

Favars apalsid

HHR

1.5

Feavmirs placaba

» Clinical benefit was consistent in patients treated with alpelisib with high TMB (Quartile 4) and more pronounced in patients with a low

TMB (Quartile 1) who were treated with alpelisib
ME dala svabble o0 2I8 o 210 pabents with FAKEA-abaies] fomons {esied by FoondabonUine™ Ll Uata should b inbeipreied with cauhion Becaues of 1he pmall sampds see

FLL, whkesiranl; HH, farad mho. mi, megabase. m-TS mesian pingresson-ras suneal; mok muisbone. nogmser of menls N, nomser of pabenis. FACKS phaesproishdnostold b-basphosphate -lamass cabakde susant alpha
FAG. bumar myiabonal burden

ES2305318014
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Patients with TNBC
tumours

Patients with newly diagnosed or recurrent MBC

r N
Biopsy of metastatic lesion to
confirm diagnosis

- o -
Reassess biomarkers ER, PgR, HER2
[ESCAT I-A]=b

All patients

Patients with
ER+/HER2— tumours

4

[ ~
PD-L1 by IHC [ESCAT I-A]®
gBRCAm [ESCAT |-A] (PALB2
assessment optional [ESCAT II-A])®

4

1!

~ h

PIK3CA mutation status [ESCAT I-A]°
gBRCAm [ESCAT I-A] (PALB2

assessment optional [ESCAT II-A])®

-

1

e

T

Assessments only where corresponding therapies are available: MSI| [ESCAT I-C], TMB, NTRK [ESCAT |-C]®

g 3

11

1

1

~

~

Optional assessments with potential to guide treatment: ESR7 (in ER+/HER2— tumours if further Al-based therapy is considered)
[ESCAT IlI-A]°, somatic BRCA mutations [ESCAT II-A]°, HER2-low status by IHC [ESCAT II-B]®

h h

!

!

$

— ~"

"

Staging: history and physical examination, haematology, biochemistry, tumour markers, CT of the chest and abdomen
and bone scintigraphy (or PET-CT), brain imaging (symptomatic patients or according to subtype if the presence of CNS

metastases will alter the choice of therapy)

~ -~

ES2305318014

Mateo J et al. Annals of Oncology 2018



¢, Donde hacer solicitudes de diagnoéstico de mutaciones PIK3CA para pacientes con CMM HR+
HER2-?

Registrandose en la web:

www.diagnosticopi3k.es

Mutacion Contacto Configuracién de cookies

La Mutacion importa

Diagnéstico de mutaciones en cancer de mama

PLATAFORMA DE DIAGNOSTICO MOLECULAR

Pora dedicado al diagnodstico de mutaciones de cancer de mama
metastasico

Email

Password

éOlvidaste tu password?

MNo cerrar sesion

.
5]

Para dudas/consultas pueden contactar con la Oficina Técnica de lunes a
viernes de 9h a 15h en el tel. 93 252 11 45 o a través del email:
info@diagnosticopi3k.es

- ES2305318014



Conclusiones

* En pacientes con CMM HR+/HER2- con mutacidon en PIK3CA la combinacién de alpelisib
+ fulvestrant ha demostrado actividad clinica y estadisticamente significativa.

El beneficio clinico parece consistente en el analisis de subgrupos.

* En marcha fase lll para testar formalmente la eficacia a la progresion al estandar en 12 linea
de CDK4/6i + ET.

La hiperglicemia y el rash son los efectos secundarios de clase mas destacables.

La determinacion de mutaciones en PIK3CA puede hacerse en tejido y sangre.



Muchas gracias
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