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who received no prior treatment for advanced breast cancer (PIKALNCT07174336.

A SauraC et al. Efficacy of mutaselective PI3Kinhibitor RLY2608 in combination with fulvestrant in
patient (pt) subset populations, including pts with PIK3@uiant HR+/HER2&advanced breast cancer (BC)
pre-treated with fulvestrant or other SERD. San Antonio Breast Cancer Symposium 2025;Abstre@f.PD10

A Rugo H et al. ReDiscov2ra phase 3 study abvegalisilfzovega RLY2608) + fulvestrantf(lv) versus
capivasertib ¢ap) +fulv as treatment for locally advanced or metastatic PIkBi#ant HR+/HERDreast
cancer following recurrence or progression on or after treatment with a CDK4/6 inhibitor. ASCO

2026:Abstract TPS1148.
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Gedatolisib Mechanism of Action

Growth Factors

Cell Cycle Metabolism Proliferation
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PIK3R1 (p85U) alterations define a targetable subset of breast
cancer with broad sensitivity to PISK and AKT inhibitors

( SAN ANTONIO
BREAST CANCER
( SYMPOSIUM®
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O UTHeath  AA GR
San Antonio Amernican Assotiation
.\,v'”' s Cancer Cente: tor Cancer Research’
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Next Steps In Targeting the PISK/AKT/mTOR Pathw

ATargeting PIK3CA with triplet therapy

AEndocrine sensitive disease in thétline setting:
AINAVO123ifivavolisihp NCT06790693)
AVIKTORIR (gedatolisip NCT06757634)
APIKALRR (tersolisib, NCT07174336)

AEndocrine resistant disease in thétline setting:
ACAPItelle292 capivasertih NCT04862663)
AVIKTORIR (gedatolisip NCT06757634)

APIKALRR (tersolisib; NCT07174336)

ATargeting PIK3CA in the $line setting

ARediscover
ARLY2608102 fzovegalisih NCT06982521)
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[ I LAl ASNIAO | YR CdzZf gSai
Final OResults from the Phase 3 CAPIte81 Trial

Phase 3, randomised, double-blind, placebo-controlled study (NCT04305496)
Capivasertib ays on, 3 days o . investigator assessment in: i . .
e REE T e Trial population

Patients with
HR-positive/lHER2-negative* ABC
« Overall population

= Men and pre-/post- menopausal women
rasrn [T 0 i
or <12 months from end of, a Juvan | ‘ Kev secondarv endboint A O C /6
or progression while on prior Al for ABC . YOS 2 P 7 /0 D K4 I
» <2 lines of prior endocrine therapy for ABC

» =1 line of chemotherapy for ABC

Stratification factors:
+ Liver metastases (yes/no) . A .
- Prior CDK4/6i allowed (at least 51% * Prior CDK4/6i (ves/no) R 40% I en d resistance
required) ( * Regiont - Final DCO
) — + Safely
* No prior SERD, mTOR inhibitor, PI3K n : A . .
R 4 da;lf—:nﬂcne, gaﬁg‘g)‘fs off Exploratory endpoints M e d 1 I I n e p rIO r RX

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

+FFPE mou sampefom e oy dwedscoRd A19% prior chemo for

primary/recurrent cancer available for

retrospective central molecular testing N Y, .
All listed endp;?r:ts assessed in: advan Ced d IS ease
* PIK3CAIAKT1/PTEN-altered
PIK3CAIAKT1IPTEN-altered (n=289)" ~ Overall population
7.3 months vs 3.1 months, hazard ratio 0.50 (95% CI 0.38-0.65); p<0.001
PFS Overall (n=708)" The study was designed with QOEo
7.2 months vs 3.6 months, hazard ratio 0.60 (95 A.Cl 0.51—0.71).; p<0.001 p ower to d etect a d iffere nce in O
* PFS benefit observed regardless of ESR1 alterations detected in ctDNA, .
including those who received prior first-line Al + CDK4/6i2 between arms in the overall
population,but was
Other . Zefaningfu;,lsustained ;riatmentbt:ene'f: vr:a PI;SZh(secondary) and. TTFhSC (exploratory)® un d e rp owere d in th e alt ere d
endpoints » Safety profile c1<3r3npare avourably with that of other agents targeting the h . 0
same patfway population with only 53% power

Rugo et al, ESMO Breast 2026;Abstract 4170



Results: Altered Population

Significant imbalance in
subsequent therapy

100 - o - . o Capivasertib | Placebo
: . . | P —fulvestrant | —fulvestrant .
_ % D el (15 | (N-134 ATargeted therapy in
2 80 - [ 1
: , | ! :{s,,f)“"ts' 109(703) 98 (73.1) su bsequent RX
o - I I 1 0 .
T 60- ! s Median 05, 255 30.4 A25.8% (Capi)
o . i 190.9% months
g 50 - I I 0, c
- ; | T =y Hazard ratio (95% Cl): 0.83 (0.63-1.10); A42.5% (Pla)
z 407 | | | | p=0.201
3 30 I i : I
© 1 ] | 1
e 201 : : : : -
1 I ] | ] —
10 . 1 1 | ]
U ] L 1 ] T II ] L : T L II T T II L 1 ] T 1 ] L 1 T L 1 T T ] T 1 [l -
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 56 58 60 62 PHOF CDK4/6|
Time from randomization (months)
Number of patients at risk Capivasertib- Placebo-
Caplvasertib-fulvestrant 155 153 144 139 131 126 118 115 111 105 94 88 87 82 79 73 70 64 57 54 50 46 46 41 33 26 21 13 4 2 1 0 fulvestrant fulvestrant
Fi“a:’l;z:l;l:}:;::;:;r:;mmlzz; ;f:,;zz 113 102 100 95 88 B4 B2 77 72 70 66 64 64 59 52 49 47 44 40 38 27 21 18 14 10 5 2 1 0 {H=114} {"=H}
0S events, n 83 74
Capivasertib— Placebo— Tlme to :Et Capivasertib- Placebo— Median US,
PFS2Ee fulvestrant fulvestrant fulvestrant R 28.1 21.2
(N=155) (N=134) Chemo (N=155) (N=134) .
PFS2 events, n 134 118 TTFSC events, n 137 123 Hazard ratio (95% CI): 0.78 (0.57-1.07)
Median PFS2, Median TTFSC,
m——— 159 1. months 11.0 6.0

Hazard ratio (95% Cl): 0.68 (0.53-0.88)

Rugo et al, ESMO Breast 2026;Abstract 4170

Hazard ratio (95% CI): 0.62 (0.48-0.80)




Capi/Fulvas Ftand 29 Line ET in PIK3CA/AKT1/PTEN
altered HR+ MBC: Subgroup analysis from the CAPH24b

Pverall population
=708

Received prior

chemotherapy
for ABC

n=129
No prior chemotherapy for ABC
n=579
(n=236 with PIK3CA/AKT1/PTEN
tumnour alterations)
1.0 Capivasertib- Placebo- 1.0 Capivasertib-  Placebo-
0.9 fu(xiﬁlzrsa;'ll m(t;l\le:s‘lt;?)nt 094 ml(\'/\‘e:s}rsnt ful(\'/f:séroa)nt
1L ET subgroup 2L ET subgroup 3L ET subgroup ‘£ 0.8 Median PES o > g 0.84 Median PFS - o
¥ ¥ v g 20 O%O | 6592 @039 o %0 64N i
> e . Sy 2 5 =
No ptior endocrine therapy 1 prior line of endacrine therapy 2 prior lines of endocrine therapy £ 051 Hlazardiiatio B2 CIE0- 8 03650/65) £ 05 Hazard ratio (95% CI): 0.43 (0:17-1.01)
n=89 n=439 n=51 5 049 5 044
(n=32 with PIK3CA/AKT1/PTEN (n=185 with PIK3CA/AKT1/PTEN (n=19 with PIK3CA/AKT1/PTEN a 034 g 034
tumour alterations) tumour alterations) tumour alterations) 2 02 S 0.2
o 014~ Capivasertib + Fulvpstrant o ai4= Capivasertib + Fulvestrant
‘O — Placebo + Fulvestrant O — Placebo + Fulvestrant
T T T T T T T T T T T T 1 T T T T T T T T T T T T ’
Prior Al + CDK4/6i 0 2 4 6 8 10 12 14 16 18 20 22 24 26 0 2 4 6 8 10 12 14 16 18 20 22 24 26
n=370 Patients at Risk Time from Randomisation (months) Patients at Risk Time from Randomisation (months)
= 126 104 84 68 56 44 32 21 18 10 2 1 1 0 12 1 1 10 8 J 7 6 5 2 0 0 0 0
e el M 66 4 3 2 21 4 9 6 2 1 1 0 0 % © 9 9 6 6 8 2 2 0 0 0 0 0
2L ET post-Al+CDK4/6i subgroup
3L data not presented due to small population size
1.0 Cfalﬁivas'erti::- ﬂlj"l‘?cet;b’cr-t 1.0 Cfa;}ivaﬁ:rti{)— fP]Iacettrm-
. . t
A In patients with PIK3CA/AKT1/PTEN altered, HR+ MB( o % Asn e e e
’ 0.8 Median PFS — o 0.8+ Median PFS = e
i Comonth 6491 @0-37) o ©%C)  54BH (1535

A Capi and~ulvdemonstrated a consistent PFS
benefit in either the 1L (PD <12 months after

Hazard ratio (95% ClI): 0.56 (0.40-0.77) Hazard ratio (95% Cli): 0.50 (0.35-0.71)

Probability of PFS
o
(4]

1
Probability of PFS
o
T

adjuvant ET) or as 2L setting in patients without & §77- cos. s 01 - o st
- G T T T T T T T T T T T T 1 O T T T T T T 1 | T T T T 1
prlor ChemOtherapy p(;ﬁentf at RisAk 6Timg frorl? Rar:tziom;s‘latioLe(mol\Bths)zo S P(;ﬁentf at Ri:k 6Timg frorl? Ragtz:lom;:atio:ls(mollgths)go = = R
A The numbers are too small for definitive conclusions I A I A B R R @& %R W ®eE YN o00 0

but diarrhea and rash were less frequent in thelihe
population

Rugo et al, ESMO 2025;Abstract 526P



Conclusions and Takdome Message

A Capivasertigfulvestrant in the 29line setting for patients witlPIK3CA/AKT1/PTEN
altered HR+/HER2BC resulted in:

A Statistically significant, clinically meaningful PFS benefits, improved PFS2, and
delayed time to first subsequent chemotherapy
AThe OS hazard ratio (0.83) indicated a numerical trend in favarapgfulv in the
altered population, but was not significant

AAs a key secondary endpoint with 53% power, the study was underpowered to de
a benefit in OS for the altered population

AMarked imbalance in pogtrogression therapy likely confounded OS
Aln PIK3CA/AKT1/PTEiMered patients with prior CDK4/6i Rx, the
OS hazard ratio was 0.78

A Safety remained consistent and manageable with no new safety signals

Capivasertilgfulvestrant provides lasting treatment benefit vs placektulvestrant, with manageable safety;
OS interpretation is limited by study power and pegrogression treatment confounding




Capivasertib /Fulvestrant in HR+ PIK3CA/AKT1/PTEN-altered
ABC: Exploratory ctDNA analyses from CAPIltello  -291

Guardant Infinity assay

Large genomic (750+ genes) and epigenomic panel with dense probe
coverage for certain genes, including PTEN & methylation-based tumor

DNA tumor fraction

658/708 ctDNA samples; 279 pathway alteration, 149/279 co-occurring
ESR1Im

Alterations detected by ctDNA only in 72/700 pts (10.3%)
Detection of PTEN alterations was the most discordant between tissue

Samples (n)
OPA FPA
E It
% Anmy B33 V6.7 0 | &z 83 |17
[+ ] :
=
]
= .
E‘._I PIKICA BBES T7.9 '|El| 11 £h 16 |: Peositiva by cmA |_ Pasitive cMA anly ] Pogitive oM anly
[ . and fEsue ! {nan-alerad by Hssia) L Junknown by tisswa)
[ . -
W Pasitivie tissusa anly Pasitive tissusa anly Fodad numibar of padenls wallh avalabie
= AKTT 887 B3.8 I ' L] {nan-aRared by cINA} L (unknown by CIDNA) Wasue Ang CIONA msuls: N=558
T
:
* 79 k3 22 i
g  PTEN 909 542 . 29+ by ctDNA only, 22+ by tissue only

Turner et al, SABCS 2025; Abstract-8%7



Median PFS (montha)
Caplvasertil Placeba

# fulvestrant  + fulvestrant HR [25% CI)
Owerall CAPlalo-291 population TO8 7.2 18 E 3 0.60 (0.51-0.71)
P FS b tD N PIKICAAKT 1IFTEN-altared by lissue el 7.3 3.1 —_— 0.50 (0.38-0.65)
y C =\ All patiants with a clDNA result 658 7.2 15 Hi- 0,58 (0.50-0.71)
al teration PUGHEAANTIL TEN aksration 279 5.6 2.1 S 0.43 (0.33-0.56)
St at us ESR1m co-mutation 149 55 2.1 —— 0.52 (0.36-0.76)
Mo ESR1m datecied 130 7.4 2.6 — 0,36 (0_23-0.54)
PIKICAAKT IVFTEN alteralion nol
detectad in clDMNA “ 379 7.3 37 e 0.76 (0.60—0.95)
At AL e 2 T 359 72 28 — 0.48 (0.38-0.62)
PIKICAAKT 1VFTEN alteralion -
nol datacted (either both methods 335 7.2 3T 0.74 (0.58-0.95)
ar with ana unknown) ' '
0.1 1.0 10.0
Favors capivasarib Hazard ratis Fawors placebo
Median PFS (months) plus fulvestrant *—  (85% CI) —*™ plus fulvestrant
Caplvasertib Placabo
n +?Emw:m + fulvestrant HR (R5% Ci)
P FS b tD N n Crvarall CAPItallo-291 population 370 5.6 35 = 2
y C FIKICATAK T 1IPTEN-altarad by lissue 1658 7.0 26 ——
al te r atl O n All patients with a cADNA result 153 56 3.5 e 0.81 (0A80.7T)
et 2l 161 7.0 20 e 0.41 (0.29-0.58)
status: p oSt I L ESR1m ca-mutatian 24 7.0 20 e 0.45 (0.28-0.73)
. Mo ESR1m datectad T 7.4 2.0 e 0032 (0.18-0.57)
ET/CDKA4/61 for  socsmmereamnn ., ol o83 0511.14
PIKICAIAKT1/PTEN alteratio
A B C detectad it aither Hasis of ONA 196 7.0 20 . 0.44 (0.32-0.61)
PIKICAAKT WFTEN alteration "
nol datected (either both methods 172 49 3.7 0.83 (0.60-1.18)
ar with ana unknown) ! ' '
o1 1.0 10.0
Fawvors capivaserib Hazard ratio Fawors placebo

Turner et al, SABCS 2025; Abstract-8%7 phus fulvestrant = (95% CI) —*  plus fulvestrant



Conclusions

ActDNA testing has revolutionized testing for targetable mutations

AOffers a norinvasive option to identiffPIK3CAAKTIPTENMlterations in
HR+ ABC

Almportant alternative for those without suitabkeimor tissue analysis

APIK3CPAKTIPTENlterations were detected by ctDNA only (raltered or
unknown by tissue) in ~10% of patients, and by tissue only in ~11% of patier

ADiscordance between detection in ctDNA and tissue NGS was greatest fo
PTEN deletions

APIK3CA pathway alterations are generally conserved

Almportant to check NGS daomor tissue AND ctDNA for optimal
identification of pathway alterations

APFS benefit fromapivasertib+ fulvestrant in the ctDN-Altered group was
consistent with primary tissubased analysis, irrespective BSRin



CapivasertijC) +ribociclib (R) + fulvestrant (F) in patients (pts) with-HR
positive/HER2negative advanced breast cancer (ABC): CARI&I®hase 1b

Based on the PK and overall safety profile,
capivasertiB20 mg +ibociclib600 mg +

fulvestrant 500 mg was selected as the RP:
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CBR: 23.1%

A New PIK3CA/PTEN alterations were detected at EoT in 6% of patients , and no acquired AKT mutations were detected
A This suggests robust PI3K/AKT pathway inhibition , i.e., that acquisition of AKT and upstream alterations does not
confer survival advantage in the presence of capivasertib

.
& Mays Cancer Center

UT Health MDAnderson
San Antonio CancerCenter

Neven ESMO Breast 2025;Abstract 316P & Sudhan SABCS 2025; Abstra®4RF4




CAPItelle292 Phaséb/lll Study Design

Phase 1b inclusion criteria

e Adults >18 years of age with locally advanced
(inoperable) or metastatic HR+/HER2- breast
cancer

At least one prior ET in the advanced setting
or disease recurrence within 12 months of
completing (neojadjuvant ET (no limit on the
number of prior endocrine therapies received,

SERDs were permitted)

Up to two lines of prior chemotherapy for
advanced breast cancer were permitted

Prior CDK4/6i was permitted, provided there
was a CDK4/6i treatment—free interval of at least
12 months prior to study start

Eligible for ribociclib and fulvestrant therapy

ECOG PS O or 1
N =:628 ?

1:1

Dose finding

Capivasertib 320 or 400 mg BID + ribociclib 400 or 600 mg OD + fulvestrant 500 mg QM

Safety review committee keyboard (mTPI-2) design

e e £

Treatment day

Dosing schedule

Capivasertib

Ribaciclib

Fulvestrant
Days: U

Non-treatment day

7,8 14) 15 222 28,

Weeks:

Phase Ill endpoints

Primary endpoints
* Safety/tolerability (DLTs, AEs, SAEs, vital signs, clinical chemistry/haematology/glucose metabolism,
cardiac parameters)

Secondary endpoints
* PK parameters for palbociclib and capivasertib
* Preliminary signs of clinical activity (ORR, CBR24, DoR, PFS)

Phase 1b
endpoints

Primary
e Safety and tolerability
(CTCAE version 5.0)

o Recommended
Phase 3 dose

Secondary

e PK parameters for
ribociclib and
capivasertib

¢ Preliminary assessment
of clinical activity (ORR,
CBR24, DoR, PFS)

Exploratory
e Biomarker analysis

“Cycle 1 only, loading dosa.

AEs, adverse events; BD, twice daily; CBR24, clinical benefit rate at 24 weeks; DLTs, dose-limiting toxicities; DoR, duration of response; ET, endocrine therapy; HER2—, human epidermal growth factor receptor 2-negative; HR+, hormone
receptor-positive; OD, once daily; ORR, overall response rate; PD, pharmacodynamic; PFS, progression-free survival, PK, pharmacokinetic; QM, every month; R, randomization; SAEs, serious adverse events.

Neven P et al. ESMO 2024;Abstract 316P.
Hamilton EP et al. ESMO 2021 :Abstract 338TIP.
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SERENA: Phase | Study dfamizestrantand Capivasertib

A29 padtie]rc}ts treated witltamizestran75 mg/d andcapivasertilbd00 mg 4d
on, 3d O

AMedian 2 lines prior therapy
A90% prior CDK4/6i, 55% prior fulvestrant,
A 15 (52%) with PIK3CA/AKT/PTEN alterations, 17 (59%) with ESR1m

AThe mean«{SD) treatment duration was 8366.7 months forcamizestrant
and 7.3+ 6.7 months forcapivasertib

ASafety
AMost common TEAES (all grade): diarrhea (75.9%) and nausea (44.8%)
Aa2aid0 O2YY2y 3IANIRS o0 ¢9!1 9 gl & RALI NNXK!
AAIl grade 1: sinus bradycardia (37.9%), photopsia (20.7%), visual impairment (20."

Vaklava®t al, ESMO Open 2026
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Clinical Efficacy

H Stable disease

M Partial response

M Progressive disease

+ Previous treatment/detected
@® CDK4/6i was last treatment
— Ongoing treatment

@ Death
@ Clinical PD
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NERdAzOU A 2y T NENRWVAFE&EH iR 2% (11/12) tdadey With R
camizestranpluscapivasertib
A Clearance to undetectable levels seen in 67% (8/12)

A xp e

dCamizestrant + capivasertib

Previous fulvestrant: Y
Previous fulvestrant: N

Previous CDK4/6i: Y
Previous CDK4/6i: N

Previous chemotherapy: Y
Previous chemotherapy: N

Visceral di i g

Visceral di :N

3ESR1m at baseline: Y
3ESR1m at baseline: N

*PIK3CA/AKT1/PTEN
alteration at baseline: Y

bPIK3CA/AKT1/PTEN
alteration at baseline: N
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—— 7115 (46.7%) — 9/16 (56.3%) — 8.2(2.9,13.8)
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Conclusions

AThe oral SEREamizestrantan be safely combined with the AKT
Inhibitor capivasertib

ANo new toxicity signals

AAIl oral combination is appealing but needs further study in a larger
population

AThe ongoing Elevate trial evaluateldcestrantand capivasertiin a
phase Il expansion cohort, enroliment completed
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% change in sum of diameter

GedatolisilCombined with Palbociclib and Letrozole in Patients with No Prior Systemic
Therapy for Hormone Recepiétositive, HERRlegative Advanced Breast Cancer

B PD EPR

30 B SD mCR
10

swenesnenees PD line
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-20=
TP VORI Y & F R B B R R 3 B R R R B B R N N OE N BN R M -+ PR line
—40=-
-50-]
—60-
70
—-80=
-90-
-100- Maximum % change

from baseline

ORR: 79%

MPFS 48.4 months, and thenOS 77.3 months.
The overall response rate and PFS were
comparable in patients with and without PIK3CA
mutations.

Figure 1.

Best overall response and target
lesion improvement. Percentage
change from baseline in the sum of
the diameters of all target lesions
at the time of best response. There
were five subjects with 100% target
lesion responses, but they were
classified as PR due to nontarget
lesions. Each bar represents a sin-
gle patient with no prior systemic
therapy for advanced breast cancer
in the response evaluable set
(N = 33).
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VIKTORIA (Phase 3)Gedatolisib+ fulvestrant+ palbociclib vs
fulvestrant for HR+, HER2PIK3CA WT advanced breast cancer

A Gedatolisids a multitarget PAM inhibitor of all class | P13K isoforms, mTORC1 and mTORC?2
A Aim: Evaluategedatolisibin patients with HR+/HER2dvanced breast cancer after progression on CDK4/6i and NSAI

Gedatolisib 180 mg IV QW

Primary endpoint:

Key eligibility (3 weeks on, 1 week off)

Al Wbkl QwHb I . Arm A+ palbociclib 125 mg QD APFS (BICR):

A Pre & postmenopausal women & men [l (21 days on, 7 days off) Arm A vs Arm C;

A Progression on/after CDK4/6i + NSAI | +fulvestrant 500 mg Arm B vs Arm C
AXn tAySa 27F LINK 2 NIGEESIISIDAEN (cycle 1: days 1 & 15, then Q4W) Secondary endpoints:

A Measurable disease, RECIST v1.1 PIK3CANT

A Screening result faPIK3CAtatus N=392 AOS

Gedatolisib 180 mg IV QW

A No T2DM with HbAlc >6.4% or T1DM — Arm B (3+V¥§3§§t?§at153v§ f:](gom AResponse
A No priormTORI PI3Ki, 0AKTi (same schedule) ASafety
A No prior chemotherapy for ABC AQQL

Fulvestrant 500 mg

Assign (cycle 1: days 1 & 15, then Q4W)
Optional crossover to Arm A or Arm B
l Arm C at progression
e o o gy o e e o e e e o o e o o mm o M M e

STUDY 2 Gedatolisil# + palbociclib Hulvestrant
PIK3CAMT

Gedatolisid + fulvestrant

Alpelisib + fulvestrant

aProphylactic use of asteroidd Y Uq¢ RURURN Wbt 5 Rt 6 We UT Mt GRawWl WNRAGWUWs ¢t WGl YqYHRYI
mandated; oral non-sedating antihistamine therapy was recommended.
Hurvitz SA et al. JCO 2026; Pistilli et al, ESMO BC 2026;Abstract 505P



VIKTORIA (Phase 3)Gedatolisib+ fulvestrant+ palbociclib vs
fulvestrant for HR+, HER2PIK3CA WT advanced breast cancer

A Gedatolisids a multitarget PAM inhibitor of all class | P13K isoforms, mTORC1 and mTORC?2
A Aim: Evaluategedatolisibin patients with HR+/HER2dvanced breast cancer after progression on CDK4/6i and NSAI

Study 1 Efficacy:
A Gedatolisib+ palbo+ fulvestrantmPF®.3 mo. (HR, 0.24; 95% Cl, 60L35; P< 0.0001)

A Gedatolisib+ fulvestrantmPFS.4 mo. (HR, 0.33; 95% CI, 0®248; P< 0.0001)
Treatmentrelated AEsassociated withgedatolisika

A Mainly grade 22

A Hyperglycemia and diarrhea were relatively uncommon

A Grade 3 stomatitis: triplet, 19.2%; doublet, 12.3%

ATTP on immediate prior therapy L LT Ry o~ - - - - = - = - -
6cX 2NJ hc Y2y GKao STUDY 2 Gedatolisi* + palbociclib Hulvestrant
A Region (US/Canada or ROW) PIK3CAT Gedatolisit? + fulvestrant

Alpelisib + fulvestrant

aProphylactic use of asteroidd Y Uq¢ RURURN Wbt 5 Rt 6 We UT Mt GRawWl WNRAGWUWs ¢t WGl YqYHRYI
mandated; oral non-sedating antihistamine therapy was recommended.
Hurvitz SA et al. JCO 2026; Pistilli et al, ESMO BC 2026;Abstract 505P



Updated Data: Study 1

PFS by TTP on Immediate Prior Therapy:

Gedatolisib Triplet vk. Fulvestrant

Geda +Palbo
= pocnts
B3
3 | mPFS, months (95% CI) 23 12
§ s0 d (72,192) (18,23)
o
g n Adjusted HR (95% C1)  0.20(0.13, 0.30); P<0.0001
s
s 2
£3
o
2
¢ 1
B o
g
a
—TT T T T T T T T T T T T T T T T T T T T T T
6 1 : 3 4 5 6 7 B 5 10 1 1 13 1 /5 16 u 1B B 20 2 2 2 28
Mo.stRisk: Months
pabocetat 105 w0381 7 57 6 & 4 29 28 1 ¥ 5 139 s 8 5 5 5 3 3 3 1 0
Geda + Palbo
>18M°nu‘s
- 124 19
mPFS, months (95% CI) 70,193) (18,35)
Adjusted HR (95%C1)  0.17 (0.11, 0.28); P<0.0001

Progression-Free Survival (%)
oEN¥488 83888

+ Censored
— T T T T T T T T T T T —TT — T T T T
1 2 3 4 5 6 7 B 9 10 1 12 13 14 15 16 17 18 19 20 21 2 23 2
Wo. atmisk: Months
Geda+ 63 63 55 S50 36 35 25 24 17 17 1 9 g8 7 5 5 a 2 2 2 1 1 1 1 o
Palbo+ Fulv

Progression-Free Survival (%)
o5B8B83IBLE

Mo atmisk:

Geda+
Palbo + Fulv

Progression-Free Survival (%)
BITIIEELEL

Mo atmisk:

Geda+
Palbo + Fulv

Geda + Palbo
12 Month
e mPFS, months (95% CI) I 21'[:'; 2)
(95%Cl)  021(0.15,0.31);

19
(18,35)

'<0.0001

T—T I I I &~ I T T T T T T 1T T T & T T T T T T 7T
© 1 2 3 4 5 6 7 8 5 1 1 12 13 14 15 16 17 18 19 20 21 2 23 24
Months
93 o1 78 6 50 4 36 3 25 25 1 15 13 12 8 8 7 4 4 4 2 2 2 1 0

Geda +Palbo

228 Mot
- 124 20
mPFS, months (95% CI) (7.4, NE) (18,37)
Adjusted HR (95% Cl) 0.26(0.26, 0.28); P <0.0001

PFS by TTP on Immediate Prior Therapy:

Gedatolisib Doublet vs. Fulvestrant

>6 Months Geda +
= Fulvestrant
= 7.6 19
3™ mPFS, months (95% CI) (55.100) 1823
= Adjusted HR (95% C1) 0.25{0.17, 0.37); P<0.0001
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PFS by Bone Metastases Status:
Bone Only vs. Non-Bone Only
Gedatolisib Triplet
Gedo + Pabo
Bone Only s i
x
g w mfS, ) i 3
I ® Adjusted HR  (95% (1) 0.30(0.04, 2.37);P-0.2969. S
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Non-Bone Only
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19
(18,20)
0.32(0.23, 0.45); P<0.0001

(55,94)
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Progression-Free Survival (%)

Mo at Risk:

Geda + Fulv

588 588y sgd

Progression-Free Survival (%)

Mo st Rk

Geda + Fulv

>12 Months Gt
Fulvestrant
9.1 19
mPFS, months (35% CI) {55,136) (18,35)

Adjusted HR (95% Cl)

[
Months.
m 7 e ® M @ m % B 3w oMW R 1 8 & 5 4 4 2 0
>24 Months Geda +
Fulvestrant
- 136 20
MPFS, months (95% CI) (76, NE) 1837
Adjusted HR (35% CI) 0.14 (0.08, 0.27); P <0.0001

Pistilli et al, ESMO BC 2026; Abst&@5P



Stomatitis: Time to First Onset

Gedatolisib + Palbo + Gedatolisib + Fulvestrant
Fulvestrant (n=130) (n=130)

Pts with treatment-related

Sl 90 (69.2%) 74 (56.9%)
cl\lllat‘e;;li?rr;'t"igr:;a to onset (first instance), 7.5 (1-259) 4.0 (1-524)
Grade 1 n=57 8.0 (1-259) n=48 4.5 (1-524)
Grade 2 n=24 7.5 (1-146) n=16 3.5 (1-158)
Grade 3 n=9 4.0 (1-20) n=10 3.5 (2-87)

Stomatitis: Time to Improvement PRO: Temporal and Mean Change, EQ-5D-5L

Time to Definitive Deterioration in EQ-5D-5L

—_ Geda +Palbo + Geda +
Gedatolisib + Palbo + Gedatolisib + Fulvestrant € 10 et et
7
Fulvestrant (n=130) (n=130) 4 :2' Median time, mo. (35% Cl) (s?gjws) (7.'::FNE) (z.‘;}g.Z)
- -
= Adjusted HR (95% Cl) Triplet vs. Fulv: 0.39 (0.25, 0.67); P = 0.0003
Pts with treatment-related > 704 Doublet vs. Fulv: 0.37 (0.24, 0.66); P = 0.0003
90 (69.2% 74 (56.9% X =
stomatitis**, n (%) ( ‘) ( ‘) ?5 zg_ —
[
Median time to improvement Ay
(%] =
(from worst grade), days (range) F 22
K d
Grade 3 to lower n=25 12.0 (3-103) n=16 7.5 (2-112) § 1075
3 0+ = Censored
Grade 2 to lower n=25 14.0 (4-229) n=18 9.0 (3-41) w 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
Months
Grade 1 to lower n=40 27.5 (1-402) n=40 17.5 (1-317) No.atRisk:

Geda + Palbo +

Fulvestrant 120 102 82 62 60 46 43 29 27 16 16 2 1 1 1 1 1 1 1 1 1 1 1 1 0
+ Fulvestrant 122 94 78 60 57 a1 s 25 23 16 2 1 1 1 C

*Stomatitis is a combination of the following terms: aphthous ulcer; gingival pain; gingivitis; lip oral mucosal I ion; mouth i it Geda
D “swish-and-spit” provided by the sponsor, was required prophylactic treatment for gedatolisib, starting prior to first infusion and continued daily for 8 weeks, and as clinically indicated thereafter.

pi
Abbreviations: Palbo, palbociclib, Pts, patients

A Efficacy withgedatolisibwas observed regardless of duration of prior treatment
A Stomatitis generally an early event, with resolution to a lower grade in ~2 weeks
A Hyperglycemia rates were low, HgbAlc levstableover time

A The triplet and doublet delayed TTDD in wdileing o
Pistilli et al, ESMO BC 2026; Abst&@5P



FDA Approvessedatolisibwith Fulvestrant, with or without Palbociclib, for

HRPositive, HERRlegative Locally Advanced or Metastatic Breast Cancer
Press Release: July 14, 2026

Ghy WdzZ @ mMnX HAnHcX 0KS C2 2dgedatolifibin conbitedion with Yulvesthast,inmtd-ofl A 2
without palbociclib, for adults with hormone receptor (H#)sitive, human epidermal growth factor receptor 2 (HER2)
negative locally advanced or metastatic breast cancer without a PIK3CA mutation detected following progression or
after treatment with at least one line of endocrine therapy in the metastatic setting.

Efficacy was evaluated Btudy 1 of VIKTORIANCT05501886), an opéabel, randomized, multicenter trial that
enrolled 392 adults with locally advanced (inoperable) or metastatipd$Rive, HERBRegative breast cancer. Patients
were randomized (1:1:1) to receive eithgedatolisibin combination with fulvestrant and palbociclib (Arm A),
gedatolisibin combination with fulvestrant (Arm B), or fulvestrant alone (Arm C). Patients received treatment until
disease progression or unacceptable toxicity.

There was a statistically significant improvement in PFS for Arm A vs Arm C, with a median PFS of 9.3 months (959
7.2,16.6) in Arm A and 2.0 months (95% CI: 1.8, 2.3) in Arm C (hazard ratio [HR] 0.24 [95% CI: Qoaval0e35];
<0.0001). There was also a statistically significant improvement in PFS for Arm B vs Arm C with a median PFS of 7
months (95% CI: 5.5, 9.9) in Arm B and 2.0 months (95% CI: 1.8, 2.3) in Arm C (HR 0.33 [95% CI: 0:22106.48];
FandannnamOo® G GOKS UAYS 2F GKS tC{ lylféeaAraz h{ RIGl

https://www.fda.gov/drugs/resourcesnformation-approveddrugs/fdaapprovesgedatolisibfulvestrantor-without- Yearm_
palbociclibhr-positiveher2-negativelocally 44Review



VIKTORIA-1: Study 2

HR+HER2-
Advanced Breast Cancer

Eligibility Criteria

* Pre- & postmenopausal women & men
* Progression on/after CDK4/6i + NSAI

» <2 lines of prior ET for ABC

» Measurable disease, RECIST v1.1

STUDY 2
PIK3CA-MT

= Screening result for PIK3CA status

* No T2DM with HbA1c >6.4% or TIDM
* No prior mTORI, PI3Ki, or AKTI

= No prior chemotherapy for ABC

Arm D

F
Gedatolisib

N=155 Palbociclib

180 mg IV once weekly,
3 weeks on, 1 week off

125 myg daily,
21 days on, 7 days off

Primary Endpoint

Fulvestrant

500 mg; cycle 1, days 1 & 15
avery 4 waaks

PFS (BICR)

+ fhan Arm D vs. Arm E

Arm E

Alpalisib 300 myg orally daily for 4 weeks

- Secondary Endpoints

Gedatolisib

500 mg; cycle 1, days 1 & 15, then 05
o S PFS [BICR Fvs. E
Vs.
Arm F’ E{ :I
180 mg IV once weekly, sEponss
3 weeks on, 1 week off _J Safety
500 mg; cycle 1, days 1 & 15, then QoL

M

every 4 weeks

Stratification Factors

« Lungfliver metastases (yes/no)

« TTP on immediate prior therapy (< or 6 months)
* Region (US/Canada or ROW)

ADemographics

"Prophyiactic use of a steroid-containing
"swish and spif” regimen was profocol-

marndated; oral non-sedafing

antifistamine therapy was recommended

A85-90% had 1 line of prior therapy
AMedian duration of prior CDK4/6i 17¢82.1mo

A14-17% progressed <@o on last therapy
A~44% de novanBC 75% viscerahets

Hurvitz SAet al. ASCO 2026;LBA1008



Primary Endpoint: Progression-Free Survival (BICR)
Gedatolisib Triplet vs. Alpelisib + Fulvestrant in VIKTORIA-1 Study 2

Am D:
100+ Gedatolisib +
Palbo + Fulv
90

n=15

1.1 5.6
(9.0-16.7) (5.2-7.4)

Median PFS, months (95% Cl)

Adjusted HR (95% Cl) 0.50 (0.37-0.68); P<0.0001

Gedatolisib + Palbociclib + Fulvestrant

-, Alpelisib + Fulvestrant

Progression-free Survival (%)
8
L

| N SN B S B B S S B N R S S S S S SN S N B S B SR S N BN N SR B R R |
01 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31
Number at Risk: Months

Geda + Palbo + Fulv 155 150 134 131110107 77 76 62 57 42 38 27 25 20 16 16 12 12 12 9

9 7 6§ 5§ 56 2 2 0
Alpelisib + Fulv 155148 116 107 78 74 53 51 35 34 30 27 22 20 13 13 11 8 8 8 5 4 3 1 11

1.1 0

ORR:
49%, 36% and 26% (control)

Hurvitz SAet al.
ASCO 2026;LBA1008



