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Three shifts shaping breast oncology in 2026

1. Escalate where it 2. Use biomarkers 3. Move ADCs
helps earlier earlier

More precise adjuvant Blood and tumor testing New standards are
decisions in early-stage now change treatment emerging in metastatic
disease sequencing and curative-intent care
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HR+/HER2- early-stage: adjuvant options expanded

Adjuvant CDK4/6 Inhibitors in HR+/HER2- Early Breast Cancer

Two positive phase Il trials « Different eligibility criteria, duration and toxicity

ABEMACICLIB | monarchE RIBOCICLIB | NATALEE

2 years * 150 mg twice daily = continuous dosing 3 years « 400 mg daily « 21 days on | 7 days off

POPULATION POPULATION

High-risk, node-positive disease: Stage -1l disease, broader risk range:

» >4 positive nodes, or * Any involved nodes (except microscopic-only), or

» 1-3 nodes + grade 3, tumor =5 cm, or Ki-67 =20% » Selected node-negative tumors with high-risk features

EFFICACY EFFICACY

» 7-year OS: 86.8% vs 85.0% » 5-year absolute iDFS benefit: 4.5%

* OS HR 0.842 (95% CIl 0.722-0.981; P=.027) * iDFS HR ~0.72 in 5-year analysis

* iDFS benefit sustained; ~7.6% absolute benefit at 5 years » OS trend favorable; not yet statistically significant in the
reported analysis 6-year OS will be presented at ESMO 2026 (LBA26)

KEY TOXICITIES KEY TOXICITIES

Diarrhea, neutropenia, fatigue; monitor CBC/LFTs and VTE risk. Neutropenia, elevated LFTs, QT prolongation; monitor CBC/LFTs,

ECG and electrolytes.

Clinical selection: monarchE has mature, statistically significant OS benefit; NATALEE includes selected node-negative and broader stage Il patients.

Johnston S et al. Ann Oncol. 2026;37(2):155-165; Crown J et. ESMO Open. 2025;10(11):105858.

FDA approved

Why it matters

Abemaciclib and
ribociclib both improve
outcomes after standard
local therapy and
endocrine therapy.
monarchE supports
intensification for high-
risk node-positive
disease.

NATALEE broadens the
population who may
benefit from adjuvant
CDK4/6 inhibition
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lIdERA: oral SERD may change adjuvant endocrine therapy

PRIMARY ENDPOINT: INVASIVE DISEASE-FREE SURVIVAL
STUDY DESIGN - PHASE Il / N=4,170

Stage |-l ER+/HER2-

intermediate/high risk 3 0 0/0 Giredestrant 92.4%

Giredestrant 30 mg/day

3-YEAR DISEASE-FREE SURVIVAL

risk reduction Standard therapy 89.6%

Standard endocrine therapy

Randomized 1:1

Planned treatment: 5 years 31 % 5.3 % VS 1 1 .3 % VS

Primary endpoint: invasive disease- reduction in 8.2% 3.2%
free survival distant metastasis Aeeantination bradycardia
HR=0.69 due to side effects (mostly grade 1)

Why this matters

» 30% relative reduction in invasive disease-free survival events (HR 0.70).

« 3-year iIDFS: 92.4% with giredestrant vs 89.6% with standard endocrine therapy.
 Lower treatment discontinuation from side effects (5.3% vs 8.2%).

* Signals possible future expansion of oral SERDs into early-stage disease.

Not yet standard of care.

Figure adapted from uploaded Drug Discovery Trends summary graphic of SABCS 2025 lidERA data (Bardia et al.; Genentech/Roche). 4 | UCSanDiego Health



HR+/HER2- metastatic: blood and tumor biomarkers matter

Detecting Actionable Biomarkers is Standard of Care

Genomic A % FDA approved therapy
ESR1m <40% elacestrant, imlunestrant
* Both ESMO and ASCO vepdegestrant, camizestrant
recommend multi-gene panel AKT1, PTENm 20% capivasertib
testing for ESCAT I/l genomic  pik3cam 40% capivasertib, alpelisib, inavolisib
alteration (A). g(or s)BRCA1/2m 10%  olaparib, talazoparib
- ASCO and ESMO recommend . _
serial ctDNA for ESR1mt in gPALB2m 2% olaparib
HR+ HER2-. BRAFm 1%  dabrafinib+trametinib
NTRK fusion <1% entrectinib, larotrectinib, repotrectinib
- Evolving: ~45 genetic
aberrations in breast cancer RET fusion 1%  selpercatinib
mget OncoKb levels of MSI-H 1%  Pembrolizumab, dostarlimab
evidence with FDA-approved TMB-high 5% Pembrolizumab
drugs o
ErbB2m 2% neratinib

Re-biopsy or liquid biopsy at progression can reveal newly actionable resistance mechanisms.

Chakravarty D et al, JCO 2022; https://www.oncokb.org/actionable-genes#cancerType=Breast%20Cancer&sections=Tx; Henry NL et al, JCO 2022; Burstein HJ et al, JCO 2023 5 | UCSanDiego Health




Molecular Targets in HR+ HER2- Breast Cancer

Pituita
Extracellular space Androgen glandry

Growth factors

‘y

— |

4 - | Selective estrogen receptor modulators and
“PI3K/mTOR " A S S cokie ) ___————" | complete estrogen receptor antagonists

inhibitors - CyclinD

Selective estrogen receptor degraders and

PI3K inhibitors a3 : R degradatio proteolysis-targeting chimeras

Marchio, C et al. npj Breast Cancer 12, 100 (2026). 6 | UCSanDiegoHealth




Updated Roadmap: ER/PR+ HER2- metastatic breast cancer (2026)

1st line ET = 2nd line and beyond ET = Cytotoxic Chemotherapy / ADC
Al + CDK4/6i ESR1 mutant 1st line chemo 2nd line chemo 3rd+ line chemo
e Elacestrant

(ribociclib, abemaciclib, palbociclib)

Vepdegestrant (approved 5/2026)
Imlunestrant +/- Abemaciclib (approved 9/2025, 9/2026)

HER2-(ultra)low:

Capecitabine

Fulvestrant + CDK4/6i e Giredestrant + everolimus (not FDA approved) T-DXd ADC
(if relapse <1 year since Paclitaxel
adjuvant Al) PIK3CA tant : :
mutan . . HER2-(ultra)low: Sy b Eribulin
¢ Fulvestrant + capivasertib (also for PTEN/AKT altered) q acituzuma Liposomal
PIK3CAmut in e Fulvestrant + gedatolisib + palbociclib (not FDA approved) T-DX govitecan eserulsic
endocrine resistant disease o L
Fulvestrant + palbociclib ; * Gemcitabine
u : pal PIK3CA WT / no PIK3CA mutation e Vinorelbine
+ inavolisib e Fulvestrant + gedatolisib + palbociclib (approved 7/2026) Dato-DXd

e Fulvestrant or exemestane + everolimus

Emerging ESR1 mutation Rare biomarker-positive options
. . e MSI-H/dMMR: pembrolizumab or dostarlimab
e gBRCA, gPALB2, or sBRCA mutant TMB-H (210 mut/Mb): pembrolizumab

(before radiographic PD):
camizestrant + CDK4/6i
FDA accelerated approval
9/4/2026

e PARPI (olaparib or talazoparib) NTRK1/2/3 fusion: larotrectinib, entrectinib, or repotrectinib

RET fusion: selpercatinib

A

v

Clinical trials

« This roadmap will continue to change!
* Novel combination endocrine therapies are coming! Will have to balance efficacy and toxicity of doublet vs triplet strategies
+ Use of novel ET at molecular progression? (e.g. SERENA-6 strategy)

* Impactin mBC tx from adjuvant use of CDK4/6i and novel ET in early-stage BC

+ ldentifying biomarkers of response and resistance are critical

+ Important to evaluate optimal sequencing of these agents

* Need for developing new ADCs or strategies for those with endocrine/ targeted therapy resistance

7 | UCSanDiego Health




Gedatolisib: new approval from VIKTORIA-1

» Gedatolisib is an IV dual PI3K/mTOR inhibitor
» Approval filled an important gap for patients without a detected PIK3CA mutation after CDK4/6 inhibitor + Al

Key Eligibility Criteria

* Pre- and postmenopausal women and men

* Progression on/after CDK4/6i + NSAI

« =2 lines of prior ET for MBC; no prior mT ORI, PI3Ki, AKTi; no prior

Chemo for MBC Study 1 (PIK3CAwt): PFS
* No TZ2DM with HbA1c >6.4% or T1DM

Arm A2
Gedat + Palbo +Fulvestrant

PFS by BICR (Coprimary Endpoint):
Gedatolisib Triplet vs Fulvestrant

PFS by BICR (Coprimary Endpoint):

Gedatolisib Doublet vs Fulvestrant

Geda + Palbo +

Fulvestrant Gedatolisib +
, R Arm B2 F‘:::’:f;")"‘ {n=131) 100+ Fulvestrant Fulkestrant
1:1:1 GedaP + Fulvestrant o] 03 20 an (LD
Median PFS, months (95% CI) ) . u . E N 7.4 2.0
- 80+ , (7.2-16.6) (1.8-2.3) 2 80 Median PFS, months (95% Cl) (55-09) (18-2.3)
E 70 Adjusted HR (95% CI) 0.24 (0.17-0.35); P< 0.0001 3 70 Adjusted HR (95% Cl) 0.33 (0.24-0.48); P < 0.0001
Z e 3 60
3 5o 3 50—
£ 404 E 404
E 304 S 30
e 3
8 20+ 3 20-1
g 2
Study 2 R GedaP + Palbo + Fulvestrant & 101 g
PIK3CAmut g 313 smmme Geda® + Fulvestrant Ly 0
N=362 o Alpelisib + Fulvestrant 0 1 2 3 4 5 & 7 8 9 10 11 12 13 14 15 18 A7 18 19 20 21 2 23 24 L BN BN U S N S B B N N [ N [ N S B SN B S RN R N S S N R
Months 0 1 2 3 4 5 6 7 8 9 10 1" IZM 13.‘ 14 15 16 17 18 19 20 21 22 23 24 25 26
No. at Risk: lonths

ot s No. at Risk:
PabosFuy 131 127 103 %4 6 68 50 49 35 34 24 2 19 16 10 W 9 6 6 6 4 4 4

Primary endpoint: PFS by BICR (Arm A vs Arm C; Arm B vs Arm C) R R n w1 s | ) s o w

Secondary endpoints: OS, response, safety, QoL .
* Median follow-up: 10.1 months (IQR, 6.6-15.1)
2 Gedatolisib 180 mg IV gqw (3 weeks on, 1 week off); palbociclib 125 mg qd (21 days on,
7 days off); fulvestrant 500 mg C1 D1 and D15, then q4w.

b Prophylactic use of steroid-containing “swish and spit” regimen was protocol mandated; oral non-
cadatinn antihictamina theranv wac rarnmmeandad

1. Pistilli B, et al. SABCS 2025. Abstract RF7-04. 2. Hurvitz S, et al. J Clin Oncol. 2026:44,1108-1119. 3. Hurvitz S, et al. ESMO 2025. Abstract LBA17 8 | UCSanDiego Health




Shifting paradigm: SERENA-6 and ESR1-guided switching

The scenario

e Cancer remains controlled on aromatase inhibitor + CDK4/6 inhibitor
* Blood detects a new ESR1 mutation
* No radiographic progression

SERENA-6 study design

+ Female/male patients with
ER+/HER2- ABC*

All patients that have
received Al + CDK4/6i
(palbociclib, ribociclib, or

abemaciclib) as initial — R

endocrine-based therapy for
ABC for at least 6 months

ESR1m detected in ciDNA

N=315

Camizestrant (75 mg qd) +
continuing CDK4/6i

+ placebo for Al

Stratification factors

Visceral vs non-visceral

ESR1m detection at first test vs ata
subsequent test

Time from initiation of Al + CDK4/6i to
randomization: <18 vs 218 months

Palbociclib vs ribociclib vs abemaciclib

with no evidence of disease
progression

Continuing Al (anastrozole/
letrozole) + CDK4/6i

+ placebo for camizestrant

Treatment continued untll disease progression,
unacceptable toxicity, patient withdrawal or death

 NO cross-over after 1st disease progression
* Most patients did NOT get 2L oral SERDs for ESR1mut disease (which is

standard therapy in US)

Primary endpoint

PFS by investigator
assessment (RECIST v1.1)

Secondary endpoints
» PFS2**

» OS**

« Safety

« Patient-reported
outcomes

* Does not address whether treating early when ESR1mut is detected before
clinical or imaging progression will lead to improvement in overall survival

Bidard FC et al. J Clin Oncol. 2026;44(suppl 17)

PFS (%)
3
1

Events, n (%)
Median PFS (95% CI); months
HR (95% Cl): 0.45 (0.

34.9%

Median follow-up: 23.5 months

1"—5_|_ 2.7%
S

Approved Sept 2026

Camizestrant + Al +
CDK4/6i (n=15T) CDK4/6i (n=158)

99 (63.1) 124 (78.5)
16.8 (14.7-19.4) 9.2 (7.2-9.7)
34-0.59); nominal p<0.00001

30.4%
Camizestrant + CDK4/6i

Al + CDK4/6i

Number of
patients atrisk

157
Al + CDK4/6i JIRES

PFS2 (%)
o
o
Il

T
3 [§} 9 12 15 18 21 24 27
Time from randomization (months)

143 125 109 90 78 57 42 31 23
121 90 3 48 35 20 16 12 4

30 33 36 39 42 45 48

Al +
CDKA4/6i (n=158)

90 (57.0)

Events, n (%)

80 (51.0)
Median PFS2 (95% Cl); months 25.7 (20.4-30.3) 19.1 (16.8-21.0)
HR (95% CI): 0.63 (0.46-0.86); p=0.00373

50.8%
41.5%

-_“_“’—ﬂ._l

A supplementary analysis of PFS2 per RECIST v1.1
criteria was consistent: HR 0.64
(95% CI: 0.46-0.90), nominal p=0.0094

36.3%

Camizestrant + CDK4/6i

29.7%

Al + CDK4/6i

Number of
patients at risk

157
Al + CDK4/61 NET]

T T T T T
3 6 9 12 15 18 21 24 27

T
30 33 36 39 42 45 48

Time from randomization (months)

150 145 138 127 113 86 63 42 32
149 129 120 102 82 60 40 30 17

24 10 5 5 4 0
12 8 3 2 0 0

| UCSanDiego Health




Oral SERD + CDK4/61: imlunestrant + abemaciclib

ESR1-mutant subgroup - progression-free survival

Imlunestrant Imlunestrant
+ abemaciclib

100 n=67 n=92
g No. of events 71
§ Median (95% CI); 11 55
3 75 months (7.4-13.7) (3.8-7.2)
=
‘2 HR (95% CI) 0.53 (0.35-0.80)
£ 50
c
(-]
7]
]
5 25
o
a

0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months)
No. at risk

- 067 54 47 39 33 22 14 7 6 3 1 1 0o 0 0 0
--092 62 50 35 28 20 12 9 7 3 0 O O O O O

Imlunestrant + abemaciclib showed consistent benefit across
all patients regardless of ESR1mut, PIK3CAmut, and including
in CDK4/6i pretreated subgroup

Jhaveri K, et al. SABCS 2025. Abstract GS3-08. Jhaveri KL, et al. N Engl J Med. 2025;392(12):1189-1202.

11.1 vs 5.5 mo
Median PFS - HR 0.53

FDA indication

ESR1-mutated ER+/HER2-
advanced/metastatic disease
after 21 endocrine line

Approved Sep 2026

. . . Imlunestrant + Abemaciclib Imlunestrant
PFS in CDK4/6i Pretreated Patients (n=139) (n=140)

Events, n
Median PFS, mo (95% CI)
HR (95% CI)

9.1 (7.2-11.3)

97 120
3.7 (2.1-5.5)
0.53 (0.40-0.69)

Nominal p-value <0.0001
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Giredestrant + everolimus after CDK4/6 inhibition: evERA

'S A Enrolment period: August 2022 to October 2024
Key eligibility criteria*

* ER+, HER2-aBC (1-3L of therapy) Giredestrant (30 mg) + everolimus (10 mg)*
+ < 2 prior lines of ET in the aBC setting

* PD or relapse during/post-CDK4/6i + ET

* No prior chemotherapy in the aBC setting SOC ET# + everolimus (10 mg)t
» Measurable disease per RECIST v1.1 or evaluable *Exemestane/fulvestrantitamoxifen
bone metastases
§ ) * Dexamethasone mouthwash prophylaxis and treatment was

strongly recommended per SWISH trial protocol’

* Trial was enriched to 55% of patients with ESR1m at baseline
(centrally tested via circulating tumour DNA)

Co-primary endpoint — INV-PFS in the ESR7m population

Stratification factors Investigater susessed
* Prior treatment with fulvestrant (yes vs no) Survival (95% O

Survival (95% CI)
No. of Events (%) mo

100 4

* ESR1m (yes vs no/indeterminate)

Giredestrant-everolimus (N=102) 63 (61.8) 10.0 (8.1-12.9) lo O VS 5 5 m O
* Slte Of dlsease (Vlsceral [lung andlor 80 4 Standard ET-everolimus (N=105) 89 (84.8) 5.5 (3.8-5.6)
|IVEF IHVO|VEment] Vs non'\”sceral) Stratified hazard ratio for disease progression or death, M ed | an P FS . H R O o 38

0.38 (95% ClI, 0.27-0.54)
P<0.001

[0
o
1

{
38.1% 40.5%

H_\_‘_LL\A; 1(5 2% Giredestrant-everolimus

A’L”_‘_L"l_| Standard ET-everolimus

Investigator-assessed
N
o
L

Progression-free Survival (%)

N
o
1

0 -~ 1
0 3 6 9 12 15 18 21 24 27 30
No. at Risk Months
Giredestrant-everolimus 102 85 61 52 28 13 6 2 2
Standard ET-everolimus 105 67 35 25 10 2 1 1 1

« Giredestrant + everolimus improved PFS versus standard endocrine therapy + everolimus.
* The benefit appeared in ESR1-mutant disease but not ESR1-WT disease.
* Not ready for routine practice yet, but likely another near-future option for ESR1-mutant disease.

Mayer EL, et al. NEJM 2026 Oct 1;385(13).
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Metastatic TNBC: ADCs are moving into first line

TropionBreast-02: Datopotamab deruxtecan improved outcomes over chemo in PD-L1(-) or immunotherapy ineligible
metastatic TNBC

Disease setting'? Efficacy’

Dato-DXd
10.8 months Hazard ratio 0.57

(99% Cl1 0.44-0.73);
Chemotherapy p<0.0001

5.6 months

Advanced/metastatic TNBC is the most aggressive breast cancer subtype
with the fewest treatment options

4 S D78 5-year overall survival rate for patients with metastatic TNBC?
709% of patients are not candidates forimmunotherapy®

Study Design’

Median
progression-free
survival

o/

o

Dato-DXd

23.7 months  Hazardratio 0.79
(95.01% C1 0.64-0.98);
Chemotherapy p=0.029
-
18.7 months

Median
overall survival

Dato-DXd
Patients with previously untreated, 6mg/kg intravenous every 3 weeks 0/, Complete ' 0,
\ = | Overall R
locally recurrent inoperable or (n=323) 9% Response | 63% onraitRasponce
metastatic TNBC for whom a :
< : S Partial i
immunotherapy was not an option o8 B4R | Dato.Dx \\
s o ‘
. \ |
@ Representative of the real-world Investigator’s choice of chemotherapy S g [ ’
population, including 15% with Paclitaxel, nab-paclitaxel, capecitabine 2o Partial
= b i , ) 4 o8 0, < Chemotherapy /
disease-free interval of 0-6 months eribulin mesylate/eribulin carboplatin* ° 27% response ‘ /
\ (n=321) ;
~2% g:;"',’;{:;g ' 299 overaltResponse
*If no prior taxane, or prior taxane in the (neo)adjuvant setting and disease-free interval >12 months: paclitaxel 80 mg/m?* Dato-DXd

intravenous, Day 1, 8, 15, every 3 weeks, or nab-paclitaxel 100 mg/m? intravenous, Day 1, 8, 15, every 4 weeks; if prior
taxane and disease-free interval 0-12 months: capecitabine 1000 or 1250 mg/m” orally twice daily, Day 1-14, every 3
weeks (dose determined by standard institutional practice), or eribulin mesylate 1.4 mg/m2 / eribulin 1.23 mg/m2
intravenous, Day 1, 8, every 3 weeks, or carboplatin Area Under the Curve 6 intravenous, Day 1, every 3 weeks.

References

1. Dent R, et al. Ann Oncol. 2026:50923-7534(26)00130-4; 2. National Cancer Institute SEER Program.
Available at: https://seer.cancer.gov/statfacts/htmU/breast-subtypes.html; 3. Punie K, et al. The Oncologist. 2025;30:0yaf034.

12.3 months (95%C19.1-15.9)

Chemotherapy
7.1 months (95% C15.6-8.9)

Median duration
of response

Dent R, et al. Annals of Oncology, 2026; 37, 1066-1080 | UCSanDiego Health




Approved June 2026

Metastatic TNBC: ADCs are moving into first line

ASCENT-04: sacituzumab govitecan + pembrolizumab
improved outcomes over chemo + pembrolizumab in
PD-L1(+) metastatic TNBC.

ASCENT-03: Sacituzumab govitecan improved
outcomes over chemo in PD-L1(-) metastatic TNBC

Progression-Free Survival by BICR

Progression-Free Survival by BICR

100 -y SG +Pembro  Chemo + Pembro $G (n=279) Chemo (n = 279)
(n=221) (n =222) = 100 4
z %91 6 mo Number of PFS events 109 140 = Median PFS (95% CI), months 97 (8.1-11.1) 6.9(5.6-8.2)
S o Median PFS, mo (95% Cl) 11.2(9.3-16.7) 7.8(7.3-9.3) s 904 Stratified HR (95% CI) 062 (0.50-0.77)
Stratified HR (95% Cl) 0.65 (0.51-0.84) % a0l
704 P-values <0.001 3 P-value* <.0001
& 12 mo 6-month PFS rate, % (95% Cl) 72 (85-77) 63 (56-69) § 70 6-month PFS rate (95% Cl), % 65 (59-71) 53 (47-59)
s 901 12-month PFS rate, % (95% CI 48 (41-56 33 (26-40 :
H o rate. % (95% C1) {81-56) (26-40) £ - . 12-month PFS rate (95% Cl), % 41 (3447) 24 (19-30)
2 50 s
a -]
50 !
s 2 40 i T
S 304 & i i
- 304 i 1
204 2 ' :
104 = 20 ! ! ao-
g 10 ' ; L
0 T T T T T T T T T T T 1 T 2 : 1
(] 2 4 B 8 10 12 14 16 18 20 22 24 26 0 T T T T T t T T T T T T T T T
Time (months) 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
No. of Patients Still at Risk (Events) No. at Risk (Events) Time (months)
SG + Pembro 221(0) 202 (11) 174 (33) 142 (59) 105 (75) 78 (89) 58 (96) 42 (98) 34 (99) 22(103) 11(106) 6(109) 2(109) 0(109) sG 279 (0) 238 (22) 199 (53) 153 (88) 128 (108) 84 (131) 60 (138) 38 (146) 23 (153) 20 (154) 10 (159) 7(159) 2(160) 2(160) 2(160) 0(161)
Chemo + Pembro 222 (0) 191 (21) 159(48)  123(76)  88(102)  59(120)  40(128)  29(134)  21(135)  13(137)  7(138) 4(138) 1(139) 0(140)
Chemo 279 (0) 26(37)  186(65)  126(118)  100(135)  44(172)  35(178)  21(180)  12(183) 7(186) 3(187) 1(187) 0(188)

SG + pembro demonstrated statistically significant and clinically meaningful improvement in PFS vs

SG demonstrated statistically significant and clinically meaningful improvement in PFS vs chemo by BICR analysis,

chemo + pembro by BICR analysis, with a 35% reduction in risk of disease progression or death

hemo, chemotherapy. HR. hazard @itio. PFS. progression-free sunvival. pembro, pembrolzumab. SG, sactuzumab govitecan

Cortés J, et al. Ann Oncol. 2025;35(suppl); Tolaney SM, et al. J Clin Oncol. 2025;43(suppl 17):LBA1

with a 38% reduction in risk of disease progression or death

Data cutoff date: April 2, 2025. *Two-sided P-value from stratified log-rank test.
BICR, blinded independent central review, chemo, chemotherapy; HR, hazard ratio; PFS, progression-free survival; $G, sacituzumab govitecan.
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HERZ2-positive early-stage disease: de-escalation and escalation coexist

Approved May 2026

neoCARHP: THP vs TCbHP DESTINY Breastl1l: Trastuzumab deruxtecan (T-DXd) vs ddAC-THP
A OR, 093 (95% O, 09 t0 1.25)
70
EF w A16.1%
ES A11.2% (95% CI 3.0, 28.8)
S& - (95% C1 4.0, 18.3;
53 P=0.003") A9.1% 831
28 3 &
£8 (95% €1 0.2,17.9)
. 10 245/382 253/384 a0 51.3 ﬁ.?_l
? THP TCbHP 61.4
(n=382) (n=384) 56 .3 52.3
B - B0
100 Difference, 0.4 (95% Cl, -9.2 to 10.0) E
:z s RS Difference, -3.0 (95% Cl, -11.7 to 5.9) i
ﬁ g 70 55.8% 58.8% 40
ES «
gg w 20
= - 30
A £ 20
10 111/142 112/144 141/240
e ER-Negative and PR-Negative ER-Positive and/or PR-Positive 0
o - TDXd-THP ddA CTHP T-DXd-THP ddA C-THP T-DXd-THP ddACTHP
THP achieved noninferior pCR with better T-DXd-containing neoadjuvant therapy showed very strong pCR
tolerability than TCHP in stage Il-Ill disease. results and may change escalation strategies.

Gao H, et al. J Clin Oncol 44, 1587-1596(2026). Harbeck, Nadia et al. ESMO October 2025 14 | UCSanDiegoHealth



Residual HER2-positive disease: DESTINY-Breast05

For patients with significant
residual disease after
neoadjuvant therapy, T-DXd
beat T-DM1 in DESTINY-
Breast05.

This is a major escalation in
curative-intent HER2+ care.

Safety, pneumonitis

awareness, and patient
selection remain essential.

Charles Geyer et al.. ESMO 2025.

DESTINY Breast05: Adjuvant T-DM1 vs T-DXd

T-DXd T-DM1
n =818 n =817
Patients with events, n (%) 51 (6.2) 102 (12.5)
3-year IDFS, % (95% ClI) 92.4 (89.7-94.4) | 83.7 (80.2-86.7)
HR (95 % CI) 0.47 (0.34-0.66)
1.0 m P value <0.0001>
%H! " o ‘

0.8- i . x

Invasive Disease—Free Survival

0.6 mT-DXd (n = 818) .
mT-DM1 (n = 817) H
+Censor :

0.0 :

0 é éll é é 1 I0 1 I2 1 I4 1 I6 1 I8 210 2|2 2|4 2I6 2|8 3IO 3|2 3|4 36 3|8 4|0 4I2 4|4 4|6 4]8 5|0 5|2 5|4
Time, months

Number at Risk:

T-DXd 818 788 781 776 771 768 758 753 731 684 634 544 440 380 370 275 218 212 129 92 90 46 14 14 0 0 0 0

T-DM1 817 781 769 760 745 734 719 708 687 632 599 527 417 355 337 233 186 177 120 84 79 38 14 13 4 1 1 0

53% reduction in the risk of invasive disease recurrence or death for T-DXd compared with T-DM1

HR, hazard ratio; IDFS, invasive disease—free survival; T-DM1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.

Efficacy stopping boundary, P = 0.0183.

3IDFS is defined as the time from randomization until the date of first occurrence of one of the following events: recurrence of ipsilateral invasive breast tumor, recurrence of ipsilateral locoregional invasive breast cancer, contralateral invasive breast
cancer, a distant disease recurrence, or death from any cause. *Two-sided P value from stratified log-rank test. Hazard ratio and 95% CI from stratified Cox proportional hazards model with stratification factor of operative status at disease
presentation.
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HER2+ metastatic disease: first line T-DXd + pertuzumab

DESTINY-Breast09: phase lll trial of trastuzumab deruxtecan +
pertuzumab in the first line for HER2+ metastatic breast cancer

T-DXd+P | THP

- 93.0% n=383) _ (n=387 DESTINY-Breast12: Trastuzumab deruxtecan (T-DXd) treatment of

d B = £ -

(85 CL655,:932) ppion, Median, mo (95% Cl) (332'7,\‘ 0 @ 123?\1 0 HER2+ brain metastases: Phase 3b/4
(95% C1 81.9, 89.1) 1) .8,
18 | 70.1% Hazard ratio (95% CI)  0.56 (0.44, 0.71) DESTINY-Breast12 Best % change from baseline in CNS target lesions
:87 8Y (95:% C164.38,74.8) P-value <0.00001t - Screenedn=621 °© in patients with baseline brain metastases and measurable CNS disease
» } (95%C184.0,907) | - Treated n=504 "1
o . s s i - Baseline brain b =
=) ' e n=263 £ .| o
g | | e -~ B |
S 2.4 ! ! (oE 0 metastases  §§ “"“"
a i :l95 b Cl 46.4, 57.5) M — n=157 §§ i --
- Active brain | Sl
- i ; i metastases
’ ! | ! n=106
= No baseline
| i | brain CNS ORR 71.67%
0 T T T : T T T T T T T T T T T ] metastases (79.2% for stable brain metastases at time of enroliment)
0 3 6 9 12 15 18 2 % a 30 3 36 39 42 4 48 n=241 (62.3% for active brain metastases at time of enrollment)
Time from randomization, months

No. at risk
T-DXd+P 383 358 355 321 293 275 242 208 175 153 82 49 21 10 3 0
THP 387 353 312 273 241 215 187 160 124 106 51 32 12 5 1 0

T-DXd + pertuzumab improved first-line outcomes versus THP and is reshaping metastatic HER2+ treatment.

Tolaney et al., NEJM 2026; Harbeck N, et al. Nat Med 2024.
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HER2+ metastatic disease: improving maintenance efficacy with palbociclib

PATINA: phase lll trial of anti-HERZ2 therapy + endocrine therapy + palbociclib as maintenance therapy after
induction for HR+HER2+ metastatic breast cancer

AT s [ =\
| Registration :

| *® Histologically confirmed | | Key eligibility criteria P.'mm'gfg::)w s

' HR+ HER2+ mBC I| ® Completion of induction N=518 Trastuzumab # pertuzumab +

: *  No prior treatment in the 1 chemotherapy and no endocrine therapy* Until PD 2 5

1 advanced setting beyond : evidence of disease o ; E

: induction treatment ' progression (i.e., CR, PR, toxicity | £ 3

1 " 6-8 cycles of treatment, ! or SD) = = " ® §

: including trastuzumab + 1 4 socrine .

1 pertuzumab and : e tharapy

- taxanelvinorelbine i

e i ! 3 VS 29.1 months

Stratification factors
+ Pertuzumab use (yes vs no)
* The non-pertuzumab option is limited to up to 20% of the population
« Prior anti-HER2 therapy in the (neo)adjuvant setting (yes vs no, including de novo)!

* Response to induction therapy (CR or PR vs SD) by investigator assessment’ H R O . 7 5 (9 5% C I O . 5 9_0 . 9 6)

= Type of endocrine therapy (fulvestrant vs aromatase inhibitor)

A Progression-free Survival

100+
90- Median .. .
0. Progression-free Palbociclib + endocrine therapy +
8 No. of Events/Total Survival
£ 704 No. of Patients (95% Cl) trastuzumab + pertuzumab.
a 60— mo
s
g 50+ Palbociclib+HER2+ET 127/261 44.3 (32.4-56.8) . . .
g 40 HER24ET 1387287 29.1 (23.3-38.6) Main side effect: neutropenia
§ 304 e Hazard ratio for disease progression
& L or death, 0.75 (95% Cl, 0.59-0.96)
Two-sided unstratified P=0.02 by
10+ log-rank test
O 1 I I I I I I I I I I 1
0 6 12 18 24 30 36 42 48 54 60 66 72
Months
No. at Risk
Palbociclib+ HER2+ET 261 230 202 166 144 126 111 92 76 54 33 15 5
HER2+ET 257 197 157 135 115 101 88 68 52 30 15 6 1

Metzger O, et al. NEJM 2026 17 | UCSanDiego Health



HER2+ metastatic disease: improving maintenance efficacy with tucatinib

Approved Oct 2026

HER2CLIMB-05: phase Il trial of trastuzumab + pertuzumab +/- tucatinib as maintenance therapy after
induction for HER2+ metastatic breast cancer

Key Eligibility Criteria

+ Centrally confirmed HER2+ MBC

» No evidence of progression after
THP (4 to 8 cycles)

» ECOGPSof0or1

» No or asymptomatic BM R
confirmed by contrast-enhanced 1:1
MRI at screening

Randomization was stratified by:
«Diagnosis: de novo or recurrent
+HR status: positive or negative
«Presence or history of BM: yes or no

1L Maintenance Therapy Endpoints

TUC 300 mg PO BID Primary
+ HP* :
* Investigator-assessed
O 21d —
kit PFS per RECIST v1.1
(n =326) Secondary

+ OS (key secondary)

PBO PO BID - PFS per BICR
+ HP*
Once every 21 days — + CNS-PFS
£ET
(n=328) Safety

+ HRQoL

Study treatment continues until « Pharmacokinetics

unacceptable toxicity, disease progression,
consent withdrawal, or study closure. No
crossover from PBO to TUC was allowed.

TUC + TRAS + PERT PBO + TRAS + PERT
(n =326) (n =328)

100
90 - Events 141 191
\\ Median (months) 249 16.3
.. 180 T (95% CI) (21310 -) (12.6 t0 18.7)
°\_ 70 4 * HR (95% Cl); two-sided P value 0.641 (0.514 to 0.799); <.0001
by N
= 60
= %
S 504
(=]
& . M
» -
L 30
—_—
20
10 4
0 T T T T T T I T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time (months)
TUC + TRAS + PERT
No. at risk 326 296 274 236 222 178 143 95 67 3 10 3 0 0 0
No. censored 0 15 17 pal 22 38 64 102 126 156 175 182 185 185 185
PBO + TRAS + PERT
No. at risk 328 283 249 200 182 142 109 65 46 24 9 6 2 1 0
No. censored 0 a 5 7 9 29 52 78 93 M4 129 132 135 136 137

Dieras V, et al. J Clin Oncol 2025

HER2CLIMB-05
24.9 vs 16.3 months

HR 0.64 (95% CI 0.51-0.79)

Tucatinib 300mg twice daily + HP

Main side effects: hepatotoxicity,
diarrhea, LFTs
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5 take-home messages

For patients, families, and the multidisciplinary care team

Adjuvant therapy in HR+ /HER2— disease is becoming more individualized, with CDK4/6
inhibitors already standard for selected patients and oral SERDs potentially coming next.

In metastatic HR+ /HER2— disease, PIK3CA and ESR1 are the most immediately actionable
biomarkers.

In HER2+ disease, 2025—-2026 data support both de-escalation for some patients and more powerful
escalation for others.

In TNBC, immunotherapy remains central in early-stage disease, while ADCs are increasingly
reshaping first-line metastatic care

Individualized treatment requires efficacy, toxicity, goals and team coordination.
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HR+ HERZ2- Early Breast Cancer Clinical Trials at UCSD

Neoadjuvant Adjuvant

-SPY 2 CAMBRIA-2

NCT01042379 (PI: Alyssa Beck)
(PI: Anne Wallace) Ph IIl: oral SERD camizestrant vs Al or
Block A: GSK5733584 (B7H4 topoADC) +/- Dosarlimab tamoxifen x 7 years
Block A: Vidutolimab (TLR9 agonist) + cemiplimab **On HOLD pending CDK4/6i substudy**
Block B: Paclitaxel
Block C: AC
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HR+ HERZ2- Early Breast Cancer Clinical Trials at UCSD

1st Line

After CDK4/6i; < 2 chemo

OPERA-02 (NCT07085767)
(Pl: Rebecca Shatsky)
Ph 1ll: CERAN palazestrant + ribociclib vs letrozole + ribociclib

Immediately After CDK4/6i; No prior chemo

NKT5097-101 (NCT07029399)
(Pl: Rebecca Shatsky)
Ph I. CDK2/4 degrader NKT5097

MoonRose (NCT07100106)
(PI: Kay Yeung)
Ph Ib/ll: CDK2/4/6i vustanaciclib + giredestrant vs abemaciclib + giredestrant

No Limit on Prior Therapies

After CDK4/6i; <1 chemo

AIM-BRIGHT (NCT07227233)
(PI: Kay Yeung)
Ph II: CDK4/6i + fulvestrant vs TPC
Must have palbociclib-sensitive disease per palbo-VNN model
Nonmeasurable but evaluable disease allowed

BRIA-ABC (NCT06072612)
(PI: Rebecca Shatsky)
Ph 11I: vaccine BC-IMT with pre-conditioning cyclophosphamide regimen and in
combination with immune checkpoint inhibitor retifanlimab vs TPC

IAM1363-01 (NCT0625387)
(PIl: Kay Yeung)
Ph 1I: HER2 TKI IAM1363 as a monotherapy for HER2 mutant disease
CNS mets allowed

ReDiscover-2 (NCT06982521)
(PI: Kay Yeung)
Ph Ill: PI3Kalpha inhibitor zovegalisib + fulvestrant vs capivasertib + fulvestrant
PIK3CAmut; no prior PAM pathwa}y inhibitors; No PTEN, AKT1, RAS, BRAF
alterations

AMX1501-103 (NCTO07287917)
(PI: Rebecca Shatsky)
Ph I: AMXT 1501 and oral DFMO in combo with fulvestrant + Capivasertib
PIK3CA/PTEN/AKT altered
prior PAM pathway inhibitors allowed

ReDiscover-1 (NCT05216432)
(PI: Kay Yeung)
Ph I/ll: PI3Kalpha inhibitor zovegalisib + fulvestrant + CDK4i atirmociclib
PIK3CAmut; no prior PAM pathway inhibitors; No PTEN, AKT1, RAS, BRAF alterations

MEN2312-01 (NCT06638307)
(PI: Rebecca Shatsky)
Up to 2 total lines (ET/ targeted/ 1 chemo)
Ph I: KAT6 inhibitor MEN2312 with fulvestrant or elacestrant

TRACY-1 (NCT06590857)
(PI: Teresa Helsten)
Ph 1I: Radionuclide 225Ac-DOTATATE (radioactive peptide that binds somatostatin
receptors)
Must be positive on pre-screening DOTATATE PET
**On HOLD**

UC San Diego Health




HER2+ Breast Cancer Clinical Trials at UCSD

Early Breast Cancer

Metastatic Breast Cancer

No Limit on Prior Therapies

Neoadjuvant Adjuvant After prior T-DXd
I-SPY 2 HER2+ NCT01042379 Shortstop-HER2 NCT06876714 ASPEN-09-03 BRIA-ABC
(PI: Kay Yeung) NCTO07007559 NCT06072612

(PI: Anne Wallace)
Block A: TBD
Block B: THP

Block C: T-DXd

Ph 1l1I: shortened duration of
trastuzumab after pCR (6 vs 12
months)

Extended Adjuvant

FLAMINGO-01
NCT05232916
(Pl: Rebecca Shatsky)
Ph 1ll: HER2 peptide vaccine vs
placebo if non-pCR after
completion of adjuvant therapy

(PIl: Kay Yeung)

Ph 1I: macrophage-targeted ICI
evorpacept + trastuzumab + TPC
(cape, eribulin, gem, paclitaxel,
vinorelbine)
=1 prior line of treatment including
T-DXd
Stable, treated CNS mets allowed

(PI: Rebecca Shatsky)
Ph 1I: vaccine BC-IMT with pre-
conditioning cyclophosphamide
regimen and in combination with
immune checkpoint inhibitor
retifanlimab vs TPC

IAM1363-01
NCT0625387
(Pl: Kay Yeung)

Ph II: HER2 TKI IAM1363 as a
monotherapy or in combination with
capel/tras, cape/zanidatamab, or T-DXd
CNS mets allowed
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Triple Negative Breast Cancer Clinical Trials at UCSD

Neoadjuvant Metastatic
1st Line No Limit on Prior Therapies
I-SPY 2 ROSETTA Breast-01 . g%g&?;ﬁz
NCT01042379 TS5 -
(Pl: Rebecca Shatsky)

(Pl: Anne Wallace)
Block A: GSK5733584 (B7H4
topoADC) +/- Dosarlimab
Block A: Vidutolimab (TLR9
agonist) + cemiplimab
Block B: Taxol/carbo/pembro)
Block C: AC/pembro

(Pl: Rebecca Shatsky)
Ph 1ll: Pumitamig (bispecific PDL1/VEGF-A) + TPC
(Taxol, Abraxane, gem/carbo, eribulin)
PDL1- disease or PDL1 ineligible

Ph 1lI: vaccine BC-IMT with pre-conditioning
cyclophosphamide regimen and in
combination with immune checkpoint inhibitor
retifanlimab vs TPC

After prior ADC

IMW2821-CP103
NCT06908928
(PI: Rebecca Shatsky)
Ph 1b: ADC Bulumtatug fuvedotin targeting
Nectin-4 with MMAE payload
<3 prior chemotherapies
Stable CNS mets allowed
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