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Outline: How I Treat Breast Cancer

I. HR+/HER2 Neg. Breast Cancer
A. Early Stage
B. Advanced Stage

II. HER2 Positive Breast Cancer
A. Early Stage
B. Advanced Stage

III. Triple Negative Breast Cancer
A. Early Stage
B. Advanced Stage
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Rx Algorithm: HR+ Early Stage

Endocrine Therapy (ET)

RS 16 - 25

RS 26+ Chemo + ET (consider OFS/AI)
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NATALEE: Study Design

: Q:gfgf:g;x‘ﬂ:z’;’ff‘ =BC Ribociclib i L Rationale for 400 mg RIB
i Anatomical stage lIA® & 3 we:lgoo"ryllt\ilzek off Ta |mp(ovg t9lerablllty winle
. TR maintaining efficacy
+ Grade 2 and evidence of high risk: "'~.-., e
L= 20 Rationale for broad el .
i O e population of patients Rationale for 3-year )
s Patients with stage Il and Il g(‘:at':e:;d“'t?t'°“f
A Anstomica stage " HR+/HER2- EBC, indluding tedtmenk s cucial o
involvement, are at risk of prolong cell cycle arrest
- NO, N1, N2, or N3 disease recurrence up to _and drive more tumor cells
N =5101° decades after initial into irreversible senescence®™
Randomization stratification ‘ \ diagn08i53'4
tumor ctDNA/ctRNA samples

Anatomical stage: Il vs Ill
Menopausal status: men and premenopausal women vs postmenopausal women
Receipt of prior (neo)adjuvant chemotherapy: yes vs no
Geographic location: North America/Western Europe/Oceania vs rest of world
a Enroliment of patients with stage Il disease was capped at 40%. ®5101 patients were randomized from 10 Jan 2019 to 20 April 2021. ¢ Open-label design. ¢ Per investigator choice.
CT, chemotherapy; ctDNA/RNA, circulating tumor DNA/RNA; EBC, early breast cancer; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IDFS, invasive disease-free survival; N, node; NSAI, nonsteroidal
aromatase inhibitor; OS, overall survival; PAM50, prediction analysis of microarray 50; PK, pharmacokinetics; PRO, patient reported outcome; R, randomized; STEEP, Standardized Definitions for Efficacy End Points in Adjuvant

Breast Cancer Trials.
1. ClinicalTrials.gov. https://clinicaltrials.gov/ct2/show/NCT03701334. Accessed April 6 2023. 2. Slamon DJ, et al. J Clin Oncol. 2019;37(15 suppl) [abstract TPS597].
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NATALEE: 4 Year iDFS

EREEMO™" iDFS in ITT Population
Significant iDFS benefit with RIB + NSAI after the planned 3-year treatment
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i Median follow-up for iDFS, 44.2 mo®
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NATALEE: 4 Year iDFS By Nodal Status

= Increasing magnitude of iDFS benefit over time for NO
and N1-N3 disease

o 93.4% 92.1% . o
100 ————————— ‘.“.TJF-— . (] 100 M-—:—g‘l4 A) 88.0%
¥~ e B0%| L w0 81.7% ) e
3 Vo 3 0
z A26% z 83.0%
g o0- * A514% g 60 A2.7%
; % A5.0%
¢ | Median follow-up for iDFS, 49.1 mo % “1 Median follow-up for iDFS, 44.2 mo
i, RIB + NSAI | NSAlalone i, NSAI alone
- Events/n (%) 23/285 (8.1) 38/328 (11.6) - Events/n (%) 240/2261 (10.6)  301/2219 (13.6)
o Hazard ratio (95% Cl) 0.666 (0.397-1.118) o, Hazard ratio (95% Cl) 0.731 (0.617-0.866)
o 6 12 18 24 % % a2 4 s 6 e o 6 12 18 24 % 3% 42 48 4 e 6
Months Months
No. at risk No. at risk
RIB + NSAI 285 262 258 250 244 240 230 221 156 37 2 0 RIB+NSAI 2261 2086 2014 1954 1886 1835 1612 1258 758 118 6 0
NSAl alone 328 300 204 287 217 270 252 234 156 33 2 0 NSAlalone 2219 1937 1872 1793 1727 1663 1433 1130 689 "7 4 0
Fasching P. ESMO 2024
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NATALEE: Summary of updated analysis

Improved DDFS
Trend towards improvement in OS

No new toxicities
— 20% discontinuation rate

Ribociclib FDA approved adjuvant setting on Sept 17, 2024
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How To Choose The Right Adjuvant CDK 4/6 Inhibitor?

= Patient eligibility
— NATALEE: includes a broader population of patients — high risk node negative
— MONARCHe: includes node positive pts
= AE profile
— NATALEE- Ribociclib: hepatotoxicity, cardiac toxicity
— MONARCHe- Abemaciclib: GI toxicity

» Duration of therapy
— NATALEE: Ribociclib 400 mg x 3 yrs
— MONARCHe: Abemaciclib 150 mg BID x 2 years

= Follow up
— Longer data available w/abema

= How do we better identify patients who will benefit from an adjuvant CDK
4/6 inhibitor?

= Biomarkers?
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Rx Algorithm: Advanced HR+/HER2 Neg. Breast Cancer

Elacestrant
~ ESR1 Mutant (compromised PS)
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Rx Algorithm: Advanced HR+/HER2 Neg. Breast Cancer
- =N
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INAVO 120: Study Design

|

SURVIVAL
FOLLOW-UP

|

r’_________________‘-‘ . -
[ Key eligibility criteria \ Enrolment period: December 2019 to September 2023
| Enrichment of patients with poor prognosis: I
i Inavolisib (9 mg QD PO)
I+ PIK3CA-mutated, HR+, HER2- ABC by central I + palbociclib (125 mg PO QD D1-D21)
I ctDNA* or local tissue/ctDNA test | + fulvestrant (500 mg C1D1/15 and Q4W)**
I'* Measurable disease 1 Until PD
I'* Progression during/within 12 months of | or toxicity
\  adjuvant ET completion ) Placebo (PO QD)
L e e g . T T R — - + palbociclib (125 mg PO QD D1-D21)
fulvestrant (500 mg C1D1/15 and =
® No prior therapy for ABC *iulve (500mg and Q4W)
X * Fasting glucose <126 mg/dL and HbA,; <6.0%
Stratification factors: Endpoints
® Visceral Disease (Yes vs. No) ® Primary: PFS by Investigator
¢ Endocrine Resistance (Primary vs. Secondary)’ ® Secondary: OS#, ORR, BOR, CBR, DOR, PROs

® Region (North America/Western Europe; Asia; Other)

Central testing for PIK3CA mutations was done on ctDNA using FoundationOne®Liquid (Foundation Medicine). In China, the central ctDNA test was the PredicineCARE NGS assay
(Huidu). 1 Defined per 4th European School of Oncology (ESO)-European Society for Medical Oncology (ESMO) International Consensus Guidelines for Advanced Breast Cancer.1
Primary: relapse while on the first 2 years of adjuvant ET; Secondary: relapse while on adjuvant ET after at least 2 years or relapse within 12 months of completing adjuvant ET.
+ OS testing only if PFS is positive; interim OS analysis at primary PFS analysis;

** Ppre-menopausal women received ovarian suppression. ctDNA, circulating tumor DNA; R, randomized. 1. Cardoso F, et al. Ann Oncol 2018;29:1634-1657.

Source: Jhaveri, SABCS 2023.
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INAVO 120: PFS

6-rnpnth 12-mpnth 18-n19nth Inavo+Palbo+Fulv Pbo+Palbo+Fulv
100 | | | (n=161) (n=164)
82.9% 5 i No. of events, n (%) 82 (50.9) 113 (68.9)
| Median (95% CI), mo 15.0 (11.3, 20.5) 7.3(5.6,9.3)
75- Lo | Stratified hazard ratio (95% ClI) 0.43 (0.32, 0.59)

_ 9% | p<0.0001

=2 " .

< : 46.2

¢ = A

o : e :

251 — Inavo+PaIbo+F:’ulv . 1 " w )
—— Pbo+Palbo+Fulv : — —_ ,
1 1 1 IH 1 1 L L L
=+ Censored ! ' |
0 T T : T II T : T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36
Time (mo)

Patients at risk: Median follow-up:
Inavo+Palbo+Fuly 161 134 111 92 66 48 41 31 22 13 1 5 1
Pbo+Palbo+Fulv 164 113 77 59 40 23 19 16 12 6 3 3 1 21.3 months

CCOD: 29th September 2023
ClI, confidence interval; Fulv, fulvestrant; Inavo, inavolisib; mo, months,; Palbo, palbociclib; Pbo, placebo; PFS, progression-free survival.
Source: Jhaveri, SABCS 2023. 12
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INAVO 120: Secondary Endpoints — Interim Analysis for OS, ORR, CBR

Inavo+Palbo Pbo+Palbo
~ . ¥ +Fulv (n=161) +Fulv (n=164)
6 “"°“:h 12-month  18-month No. of events, n (%) 42(26.1) 55 (33.5)
1001 97.3% 85.9% : Median (95% Cl), mo  NE (27.3, NE)  31.1(22.3, NE)
! Lo Stratified Hazard 0.64 (0.43, 0.97)
. 73.0% Ratio (95% Cl) p=0.0338
754 89.9% i
9 ! 67.5%
%) 50 ' i H
o | | |
25 E E E — Inavo+Palbo+Fulv
! i i —— Pbo+Palbo+Fulv
! i : + Censored
0 - r . . . . . T . : . T .
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
" ] Time (mo)
Patients at risk:
Inavo+Palbo+Fulv 161 143 127 114 101 85 69 56 38 26 17 8 4 1 1 Median follow-up:
Pbo+Palbo+Fulv 164 139 120 98 87 72 81 52 33 19 11 5 3 1 21.3 months
* The pre-specified boundary for OS (p of 0.0098 or HR of 0.592) was not crossed at this interim analysis )
ORR CBR
100 - A 33.4% 100 - A 28.2%
20 1 90 - 75.2%
80 A 80 1
70]  58.4%! 70 |
= 60 2 60 1 47.0%
E:t 50 - g 50 A
O 40 1 25.0%* O 40 -
30 1 30 A
20 A 20 -
10 10
0 - 0 -

Inavo+Palbo+Fulv
(n=161)

* CI, confidence interval; Fulv, fulvestrant; Inavo, inavolisib; mo, months; NE, not estimable; OS, overall survival; Palbo, palbociclib; Pbo, placebo.
* Patients with a CR or PR on two consecutive occasions 24 weeks apart per RECIST v1.1. T Seven patients with CR, 87 patients with PR. ¥ One patient with CR, 40 patients with PR,
79 patients with SD, 34 patients with PD, and 10 with missing status. § Patients with a CR, PR, and/or SD for 224 weeks per RECIST v1.1. CBR, clinical benefit rate; CR, complete response; Fulv, ful vestrant; Inavo, inavolisib;
ORR, objective response rate; Palbo, palbociclib; Pbo, placebo; PD, progressive disease; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; SD, stable disease.

Source: Jhaveri, SABCS 2023.

Pbo+Palbo+Fulv
(n=164)

Pbo+Palbo+Fulv
(n=164)

Inavo+Palbo+Fulv
(n=161)

Median f/up 21.3 mos

mOS NE in triplet arm vs
31.1 mos in control arm HR
0.64

Prespecified boundary for OS
not crossed at this interim
analysis

Improvement in ORR from
25% in control arm to 58.4%
in triplet arm

Improvement in CBR from
47% in control arm to 75.2%
in triplet arm

13
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INAVO 120: Time From Randomization To End Or Discontinuation Of Next-
line Treatment, Or Death From Any Cause (Proxy For PFS2)

S
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o
e
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1]
Patients at risk:
Pbo+Palbo+Fulv
Inavo+Palbo+Fulv

Source: Juric, ASCO 2024.

1695 Inavo+Palbo+Fulv Pbo+Palbo+Fulv
(n=161) (n = 164)
"hh— o No. of events, n (%) 59 (36.6) 80 (48.4)
75 +#’I I Median (95% Cl), months 24.0(18.6,NE) 15.1(13.5,22.3)
*h 13 Stratified hazard ratio (95% CI) 0.54 (0.38,0.77)
o 1
%1&
50 +
e A 8.9 months
Wl i sl dis dis i mmni
25 -
— Inavo+Palbo+Fulv
—— Pbo+Palbo+Fulv
5 -+ Censored
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time (months)
164 140 110 84 74 52 43 37 22 12 6 2 1
161 143 126 111 92 77 58 48 33 22 14 6 3 0

14
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INAVO 120: Adverse Events

Adverse Events Inavo+Palbo+Fulv Pbo+Palbo+ Fulv
(N=162) (N=162)

All Grades Grade 3-4 All Grades Grade 3-4
Neutropenia 144 (88.9%) 130 (80.2%) 147 (90.7%) 127 (78.4%)
Thrombocytopenia 78 (48.1%) 23 (14.2%) 73 (45.1%) 7 (4.3%)
Stomatitis /Mucosal inflammation 83 (51.2%) 9 (5.6%) 43 (26.5%) 0
Anemia 60 (37.0%) 10 (6.2%) 59 (36.4%) 3 (1.9%)
Hyperglycemia 95 (58.6%) 9 (5.6%) 14 (8.6%) 0
Diarrhea 78 (48.1%) 6 (3.7%) 26 (16.0%) 0
Nausea 45 (27.8%) 1 (0.6%) 27 (16.7%) 0
Rash 41 (25.3%) 0 28 (17.3%) 0
Decreased Appetite 38 (23.5%) <2% 14 (8.6%) <2%
Fatigue 38 (23.5%) <2% 21 (13.0%) <2%
COvID-19 37 (22.8%) <2% 17 (10.5%) <2%
Headache 34 (21.0%) <2% 22 (13.6%) <2%
Leukopenia 28 (17.3%) 11 (6.8%) 40 (24.7%) 17 (10.5%)
Ocular Toxicities 36 (22.2%) 0 21 (13.0%) 0

Key AEs are shownin bold. AES were assessed per CTCAE V5. Neutropenia, thrombocytopenia, stomatitis/mucosal inflammation, anemia, hyperglycemia, diarrhea, nausea and rash
were assessed as medical concepts using grouped terms

AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; Fulv, fulvestrant; Inavo, inavolisib; Palbo, palbociclib; Pbo, placebo.

AEs leading to discontinuation: Median Time to Onset of Toxicities:
e 6.2%in triplet arm vs 0.6% in control arm *  Hyperglycemia- 7 days; Rash 29 days; Diarrhea 15 days; Stomatitis 13 days
«  Dose reductions and interruptions occurred in both arms »  Dose reductions and interruptions occurred in both arms

Source: Jhaveri, SABCS 2023. 15
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INAVO 120: Summary

= Addition of inavolisib to palbociclib and fulvestrant demonstrated a
statistically significant improved PFS for advanced PIK3CA mutated
advanced HR+, HER2 neg ABC

" 7.3 mos in control arm vs 15.0 mos in triplet arm (HR 0.43)
. Sustained benefit beyond progression and delay in initiation of chemotherapy
—  Prolonged time to deterioration in pain severity, maintained HRQoL

= Trend OS improvement at first interim analysis

= Manageable safety consistent with known AEs in this class of drugs
» Inclusion criteria of hgb alc < 6% w/5.6% grade 3/4 hyperglycemia
. No primary ppx for hyperglycemia, rash, diarrhea, stomatitis
. Low discontinuation rate

= First triplet that appears to overcome resistance seen in this high-risk
population with manageable toxicity

= Inavolisib FDA approved Oct 10, 2024 in combination with palbo/fulvestrant
for pts who have progressed during or within 1 year on adjuvant ET

16
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Rx Algorithm: Advanced HR+/HER2 Neg. Breast Cancer

Elacestrant

@@ ESR1Mutant (compromised PS)
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CDK 4/6
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PIK3CA mut
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Diagnosis of BRCA Mutant PARP Inhibitors

metastatic or
unresectable
HR+/HER2
neg BC
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CDK 4/6
Inhibitor + ET
g Elacestrant

No PIK3CA mut Alpelisib +
. . v Prioritize PIK3CA/AKT/ Fulvestrant
identified PTEN Capivasertib +

<

Chemotherapy
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disease: T-DXd
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when > 12 months on Mutant Fulvestrant
available (21

Proceed Inhibitor ESR1, Switch different to

PIK3CA/AKT/ CDK4/6i or
PTEN Wild Type Everolimus + ET

w/CDK 4/6i

w/ET (or

consider ET
alone in
select cases N BRCA Mutant PARP Inhibitors
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Trastuzumab Deruxtecan (T-DXd) and HER2

| HER2 testing by validated IHC assay

-
e
" Bt
N
0 S
©@®e
o
i
|
e@
Membrane staining Weak-moderate complete Ineomplott_s .
complete, membrane staining in > 10% membrane staining
intense and > 10% of tumor cells that is faint/barely
tumor cells OR perceptible and > 10%
of tumor cells
membrane staining is intense
but <10% of tumor cells

0, 240 i
i “1o amplification”

Expanded spectrum of HER2 positivity

Source: Venetis, K., et al. (2022). "HER2 Low, Ultra-low, and Novel Complementary Biomarkers: Expanding the Spectrum of HER2 Positivity in Breast Cancer." Frontiers in Molecular Biosciences 9.

= DB-04: T-DXd efficacy
in HER2 low tumors

— HER2 low (60-65% HR+
ABC): 2+ or 1+ by IHC

DB-06: T-DXd after 1 line
of endo rx and includes
HER2 ultra-low tumors

— HER2 ultralow (20-25%
HR+ ABC): any staining
between 0 and 1+

85% of pts can potentially
benefit from T-DXd

18
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DESTINY-Breast06: Trastuzumab Deruxtecan vs CT in Previously
Treated HR+/HER2-Low or HER2-Ultralow MBC

= Multicenter, open-label, randomized phase lll trial HER2-low: 713
Stratified by: prior CDK4/6 inhibitor use (yes vs no); HER2 IHC 1+ vs 2+/ISH- vs O; HER2-ultra low: 153
prior taxane in nonmetastatic setting (yes vs no)
Patients with HR+ metastatic breast T-DXd
cancer with PD on 22 previous ET % 5.4 mg/kg Q3W
targeted therapy (no prior CT) for MBC*; . (n=436) Until PD or
HER2 low (IHC 1+, or 2+/ISH-) or HER2 ~ 1:1 — toxicity
ultralow (IHC" >0 <1+) based on central Physician’s choice of CT
IHC assessment using most recent (capecitabine, paclitaxel, or nab-paclitaxel)
evaluable IHC sample (n=430)
(N = 866) *Also allowed: 1 prior line for MBC and PD <6 mo of starting 1LET + CDK4/6 inhibitor

or 1 priorline for MBC and recurrence <24 mo of starting adjuvant ET.
"HER2 IHC >0 defined by any IHC staining up to 10% of tumor cells.

* Primary endpoint: PFS (per BICR) in HER2- = Other secondary endpoints: PFS (per INV) in

low population HER2-low population, ORR and DoR (per
BICR/INV) in HER2-low population and ITT,
= Key secondary endpoints: OS in HER2-low safety and tolerability, PROs

population, PFS (per BICR) and OS in ITT

Source: Clinicaloption.com, Curigliano, ASCO 2024. Abstr LBA1000. NCT044944 25, 19
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DESTINY-Breast06: Baseline Characteristics and Prior Treatment

. ITT lati . HER2 Low nr HERZ Ultralow
po pU ation: Prior Therapy for MBC T-DXd [n = CT(n= T-DXd [n = CT(n= T-D¥d [n = CT (n=76)
—  54% IHC 1+ disease 359) 354) 436) 430) 76)
Median ET lines, n (range) 2(1-4) 2(1-5) 2(1-4) 21(1-5) 2(1-4) 2(1-5)
- 26% IHC 2+ disease No. of ET lines, n [%)
. -1 54 (15.1) 67 (19.0) 65 [14.9) 82(19.2) 11 (14.5) 15 (19.7)
- 290_/ o pts W_/ primary endo - <6 moon 1LET + COK4/GI 33(9.2) 33 (9.4) 37 (2.5) 40 (3.3) 4(5.3) 7(3.2)
resistant disease s 2 242 (67.6) 236 (57.0) 295 (67.8) 288 (67.3) 52 [68.4) 52 (68.4)
) = 23 62 (17.3) 49 (13.9) 75 (17.2) 58 (13.6) 13 (17.1) 9 (11.8)
—  30% de novo disease at Prior ET theraples, n (%)
diagnosis = Monotherapy 189 (52.6) 183 (51.7) 230 (52.8) 223 (51.9) 41 (53.9) 40 (52.6)
) = With CDK4/6i 318 (BE.6) 316 (89.3) 388 (29.0) 385 |B9.5) &9 (90.8) £9 (30.8)
- 3% pts with bone only ® With other targeted therapy 120 (33.4) 105 (29.7) 143 (32.8) 127 (25.5) 27 (28.9) 22 (28.9)
disease Prior adjuvant/necadjuvant therapies,
. . n (%)
- 8'60/ o pts with visceral 3 (ar 227(632) 218 (518) 275 [63.1) 256(59.5) 48 (63.2) 38 (50.0)
disease = Cytotoxic CT 192 (53.5) 196 [55.4) 228 (52.3) 234 (54.4) 36 (47.4) 38 (50.0)
=  Taane 151 (42.1) 151 (42.7) 179 (41.1) 177 {41.2) 28 (36.8) 26 (34.2)
- Anthracydine 167 (46.5) 173 [48.5) 197 (45.2) 206 {47.9) 30(39.5) 33 (43.4)

< 10% pts progressed w/i 6 mos of ET+ CDK 4/6i
89% pts rec’d ET + CDK 4/6i

Appx 60% pts rec’'d adjuvant ET

Appx 50% pts rec’d NAC/adjuvant chemo

Source: Clinicaloption.com, Curigliano, ASCO 2024. Abstr LBA1000. NCT044944 25, 20
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PFS (BICR) in HER2-low: primary endpoint

1.0+
Hazard ratio 0.62
. 921 95% CI10.51-0.74
*

B T-DXd P<0.0001

D 1067 mPFS: 13.2 mo

% ________________

g 04 TPC

a mPFS: 8.1 mo

0.24
0 T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomization (months)

No. at risk
TOXd 359 310 265 213 163 131 72 49 28 17 10 6 1 0
TPC 354 254 192 118 85 65 37 19 10 6 2 1 1 ]

T-DXd demonstrated a statistically significant and clinically meaningful improvement
in PFS compared with standard-of-care chemotherapy in HER2-low

Source: Curigliano, ASCO 2024. Abstr LBA1000. NCT044944 25.
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PFS (BICR) in ITT: key secondary endpoint

1.0
Hazard ratio 0.63
. 081 95% C10.53-0.75
*
& T-DXd P<0.0001
> mPFS: 13.2 mo
3
o
Q
<)
o
0 T T T T T T T T T T T T 1
[} 3 6 9 12 15 18 21 24 27 30 33 3 39
Time from randomization (months)
No. at risk
TOXd 436 375 319 258 199 156 82 56 2 21 11 6 1 0
TPC 430 306 224 142 103 79 44 25 13 7 2 1 1 0

T-DXd demonstrated a statistically significant and clinically meaningful improvement
in PFS compared with standard-of-care chemotherapy in ITT

mo, morths; (M)PFS, (median) progressiondree stswval, T-DXd, bashizumab denstecan, TPC, chematherapy treatment of physician's choice
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DESTINY-Breast06
OS in HER2-low and ITT: key secondary endpoints (~40% maturity)

HER2-low* ITT (HER2-low + HER2-ultralow)

12

n=713 N=866
1.0 | Hazard ratio 0.83 1.0 | Hazard ratio 0.81
1 87.6%, T-DXd 95% Cl10.66-1.05 ' 87.0%, T-DXd 95% Cl0.65-1.00%
it P=0.1181% i
.8 YA .84
TPC, 81.7% TPC, 81.1%!
) ' ) .
o ' o i
% 064 i = 0.6+ I
oy ' oy '
3 i E |
1
.8 0.4 4 ' g 0.4 4 !
a ‘ o 1
1 1
1 1
0.2 ! 0.2 '
" i
i12-month OS rate E 12-month OS rate
0 T T T T T T T T T T T T T T 1 0 T T T T T T T E T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
o Time from randomization (months) Time from randomization (months)
0. at nsi
T-DXd 359 354 341 324 309 279 198 140 96 53 32 16 7 2 0 0 436 431 412 391 373 329 235 169 120 69 39 16 7 2 0 0
TPC 354 333 319 298 273 247 185 126 86 53 23 6 2 1 1 0 430 402 387 360 328 292 210 143 101 62 27 9 3 1 1 0

20.1% of patients in the TPC group received T-DXd 17.9% of patients in the TPC group received T-DXd

post treatment discontinuation (HER2-low) post treatment discontinuation (ITT)

*39.6% maturity (of total N for population) at this first interim analysis; median duration of follow up was 18.6 months (HER2-low); TP-value of <0.0046 required for statistical significance; #no test of significance was performed in line with the multiple testing
procedure; median duration of follow up was 18.2 months (ITT)
Cl, confidence interval, HER2, human epidermal growth factor receptor 2; ITT, intent-to-treat; OS, overall survival, T-DXd, trastuzumab deruxtecan; TPC, chemotherapy treatment of physician's choice

Source: Curigliano, ASCO 2024. Abstr LBA1000. NCT044944 25, 22
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DESTINY-Breast06

PFS and OS in HER2-ultralow: prespecified exploratory analyses

PFS (BICR)

n=152
Hazard ratio 0.78
95% Cl10.50-1.21

(]
[T
o
k)
£
E
[
£
[
o

T T 1

0 3 6 9 12 15 18 21 24 27 30

Time from randomization (months)
No. at risk
T.DXd 76 64 53 44 35 24 9 6 3 3 0
TPC 76 52 32 24 18 14 7 6 3 1 0

Probability of OS

0.8

0.6

0.4

0.2

OSs*
e Hazard ratio 0.75

95% Cl10.43-1.29

84.0%, T-DXd
TPC, 78.7%

'12-month OS rate

T T T T T T T T T T T T 1

3 6 9 12 15 21 24 24 27 30 33 36 39
Time from randomization (months)

76 70 66 63 49 36 28 23 15 6 0 0 0
69 68 62 55 45 25 17 15 9 4 3 1 0

PFS improvement with T-DXd vs TPC in HER2-ultralow was consistent with results in HER2-low

*34.9% maturity (of total N for population) at this first interim analysis; median duration of follow up was 16.8 months

BICR, blinded independent central review, Cl, confidence interval, HER2, human epidermal growth factor receptor 2; OS, overall survival, mo, months; (m)PFS, (median) progression-free survival, T-DXd, trastuzumab deruxtecan

TPC, chemotherapy treatment of physician's choice

Source: Curigliano, ASCO 2024. Abstr LBA1000. NCT044944 25.
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DESTINY-Breast06: TEAEs and AEs of Special Interest

T-DXd (n = 434) CT (n=417)

Left ventricular dysfunction, T-DXd cT

Treatment-Related TEAE n (%) (n = 434) (n=417)

in 220% of Patients, %

Decreased ejection fraction (amy) 35 (8.1) 12 (2.9)

Mausea 65.9 1.6 23.5 0.2 = Grade 1/2 32 (7.3) 11 (2.6)
= Grade 3/4 3 (0.7) 1(0.2)
Fati 46.8 3.7 34.3 1.4
s = Grade 5 0 0
Alopecia 45.4 0 19.4 0.2
Neutropenia 37.6 20.7 27.6 16.5 Cardiac failure {any) o 3(0.7)
= Grade 1/2 o 1{0.2)
Increased transaminases 29.3 23 11.0 (4] = Grade 3/4 1] 2 (0.4)
Anemia 28.1 5.8 19.4 2.4 " Grade 5 o o
Vomiting 27.2 1.4 9.4 L] ILD/Pneumonitis,® n (%) (n = 434) (n =417)
Diarrhea 23.7 1.8 22.5 2.4 AF‘I"." gmd& A [11‘3’ 1 {{].2}
Decreased appetite 23.5 1.4 0.4 0.5 = Grade 1/2 43 (9.9) 1(0.2)
= Grade 3/4 3(0.7) 1]
Leukopenia 23.3 6.9 14.6 5.5 " Erade & 1(0.7) pat
PPE 0.5 0 32.4 6.7

*Adjudicated as treatment related.

= Most common AE leading to rx discontinuation: ILD 5.3% w/T-DXd vs peripheral
neuropathy w/TPC 1.4% w/TPC

= Most common AE leading to rx reduction: nausea 4.4% w/T-DXd vs PPE 16.5% w/TPC

Source: Clinicaloption.com, Curigliano, ASCO 2024. Abstr LBA1000. NCT044944 25. 24
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DESTINY-Breast06 Key Takeaways

T-DXd clinical and statistical benefit in HR+, HER2 low and ultra
low tumors in an earlier line of rx as compared to DB-04

— HER2-ultra low data is comparable with HER2-low data

No new safety signals
— 3 deaths related to ILD

DESTINY-Breast15: T-DXd efficacy in lower HER2 expressing
tumors

Practice changing?

— T-DXd may benefit more patients and sooner, however may not be applicable
to bone only disease (3%) and SDM will be important given toxicities

25



UC DAVIS HEALTH

Outline: How I Treat Breast Cancer

I. HR+/HER2 Neg. Breast Cancer
A. Early Stage
B. Advanced Stage

II. HER2 Positive Breast Cancer
A. Early Stage
B. Advanced Stage

III. Triple Negative Breast Cancer
A. Early Stage
B. Advanced Stage

26
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Rx Algorithm: Early Stage HER2+

Complete 1 year of

Tras
<2cmand ART Add ET if HR+
Vel node Surgery —
negative

Weekly TH x12 per

Consider 1 f Neratinib
Docetaxel /carboplatin w/ tras/pert OR AC °"s'(:;nsi‘:,e;ri? HRir)a -

followed by paclitaxel w/tras/pert *trial did not include pert or
TDM1

Complete 1 year of Consider 1
Tras +/- Pert year of
2 22 0 G NAC Add ET if HR+ Neratinib
node With Surgery (f:onSIder
positive Uiy Complete 1 year of if HR+)
TDM1 *trial did not
Add ET if HR+ include pert

27
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Rx Algorithm: Advanced HER2+ e —
Breast Cancer
CNS disease? OR
S b
cg::':):::s ey Tucatinib/Tras PD
HER2+ MBC — OR
OR

Neratinib +
Tras + Cape
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DESTINY-Breastl12: Study Design

Phase 3b/4, multicenter, single-arm, two-cohort, open-label study of T-DXd in previously treated HER2+ mBC with
and without brain metastases (BMs); the largest prospective study of T-DXd in patients with stable or active BMs

Patient population

+ Aged 218 years

+ Pathologically documented HER2+
advanced or metastatic BC with or
without baseline brain metastases
Received <2 prior lines of therapy
in the metastatic setting

(tucatinib naive)

Disease progression on prior
HER2-directed regimens

ECOG PS0or1

No known or suspected

lept ingeal

Data reported for the full analysis set (all patients enrolied in the study who received at least one treatment dose) and safety analysis set (identical to full analysis set). No

assessed by ICR per RECIST 1.1 in both cohorts. Patients were enrolied from Australia, Canada,

*Concomitant use of $3 mg of dexamethasone daily or equivalent allowed for symptom control of BMs (baseline BMs cohort only). 'untl RECIST 1.1-defined disease

DC breast cancer; CNS, central nervous system; ECOG PS, Eastern
mBC, metastatic breast cancer; ORR, objective response rate; OS, overall survival; PFS,

mTD‘73975| Updated. July 19, 2024. Available from: hitps://

Lin N. U. ESMO 2024

Baseline brain metastases

(N=263)*

« Stable BMs (previously treated)

* Active BMs (untreated or
previously treated / progressing
[not requiring immediate local
therapy])

Europe, Japan, and United States

Group performance status; HER2,
T04739761

Primary endpoint:

* PFS

Additional endpoints included:
* CNS PFS

- OS

* ORR

* CNS ORR

« Safety and tolerability

is testing or of cohorts. and

1se progression outside the CNS
human epidermal growth factor receptor 2; HER2+, HER2-positive; ICR, independent central review; IV, intravenous.
survival, Q3W, every 3 weeks; RECIST 1.1, Response Evaluation Criteria in Solid Tumours version 1.1; T-DXd. trastuzumab deruxtecan
9, 2024
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DESTINY-Breastl2: Demographics and Baseline Characteristics

Baseline BMs

Baseline BMs

(N=263) (N=263)
Age, median (range), years 52 (28-86) 54 (24-87) Erlocreghuens of K hermples fo
Number of regimens, median (range) 1.0 (0-4) 1.0 (0-4)
Female, n (%) 263 (100.0) 241 (100.0) Number of regimens, n (%)
0 20(7.6) 18 (7.5)
ECOG PS at baseline, n (%) 1 132 (50.2) 124 (51.5)
2 109 (41.4) 96 (39.8)
0 163 (62.0) 194 (80.5) 23 2(0.8) 3(1.2)
! 100(8%:0) 47,395) Prior HER2 inhibitor agents, n (%) 262 (99.6) 240 (99.6)
pERdstatue. 0 () Trastuzumab 258 (98.1) 233 (96.7)
2+ 2(0.8) 5(2.1) Pertuzumab 228 (86.7) 207 (85.9)
3+ 187 (71.1) 141 (58.5) T-OM1 106 (40.3) 94(39.0) |
Positive* 74 (28.1) 95 (39.4) Tucatinib* 2(08) 0
Other TKIs$ 15(5.7) 15(6.2)
HR status, n (%) T-DXd 1(0.4) 0
Positive! 165 (62.7) 150 (62.2) Specific agent not reported 1(04) 0
Prior therapies for BMs, n (%)
Liver metastases, n (%) 58 (22.1) 66 (27.4) n ial radiotherapy? 158 (60.1) i
Lung metastases, n (%) 67 (25.5) 67 (27.8) ‘;’:x&:‘g m:gg;x"” ‘&((':f)) =
Measurable disease, n (%) 198 (75.3) 215 (89.2) Time from last intracranial radiotherapy to [EEERIRIRSY =

treatment initiation, median (range), days

*Specific HER2 status unknown: 'HR status positive if either or both of ER/PR status had a positive result; ‘the two patients with prior tucatinib use were recorded as protocol deviations; Yapatinib and neratini; the type of intracranial
was not always recorded by investigators, and only whole brain radiation therapy and stereotactic radiosurgery were reported

BM, brain metastasis; ECOG PS, Eul«ncoowvchmo‘ogmeppodmlhm ER, estrogen receptor; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; PR, progesterone receptor;

T-DM1, T-DXd, TKI, tyrosine kinase inhibitor

Lin N. U. ESMO 2024
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DESTINY-Breast12: Baseline

Probability of PFS

Overall population (KM analysis) Data maturly: 42.2%
N=2 Median PFS (post-hoe analysis):
17.3 months (95% CI113.7, 22.1)

12-month PFS:
61.6
(95% C154.9, 67.6)

i 5 6 7 8 9 1 1 12 13 14 15 16 17 18 19 2 2 23 2 25 2 2

Active BM subgroups

Previously treated /
Untreated (n=38)
Post-hoc analysis progressing (n=67)

Overall population
(N=263)

Active BMs
(n=106)

Post-hoc analysis

616

629 50.6 47.0
(54.9, 67.6) (54.0, 70.5) (49.0,68.7) (29.6,62.7)

PFS assessed by ICR per RECIST 1.1
3

T-DXd showed consistent 12-month PFS in patients with stable and active BMs

T-0X6, vastuzamat

Lin N. U. ESMO 2024

KM, Kaglan-Meser; no., number of, PFS,

53 e0- n=138

All patients

Measurable CNS disease at
baseline (n=138)

Confirmed CNS ORR, % "7 792
(95% CI) (64.2,79.3) (702, 88.3)

BM- PFS and CNS ORR

Patients with measurable CNS disease at baseline (post-hoc analysis)

Active BM subgroups

Previously treated /

progressing (n=38)
Post-hoc analysis

Active BMs
(n=61)

Untreated (n=23)
Post-hoc analysis

623 826 50.0
(50.1, 74.5) (67.1,98.1) (34.1,65.9)

T-DXd showed ial CNS

: el PPy

p in the Il BMs popul

Dashed ine indicates a 30% in target tumor size (PR)

with stable and active BMs

“Imputed values: a value of +20% was imputed i best percentage change could not be caiculated because of missing data I: a patient had a new lesion or progression of non-target lesions or target lesions, of had withdrawn because of PD

and had no evaluable target lesion data before or at PD

BM, brain metastasis; CI, confidence interval; CNS, central nervous system; ORR. objective response fate; PD, progressive disease; PR, T-DXd,

Lin N. U. ESMO 2024
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DESTINY-Breastl12: Summary

Substantial and durable intracranial response in pts with HER2 positive
breast cancer

HER2CLIMB intracranial ORR 47.3% in pts w/active BMs
— Limitations of cross-trial comparison

Promising CNS activity of T-DXd in pts w/active BMs
— DEBBRAH: phase II trial n=13; intracranial ORR 46.2%
— TUXEDO-1: phase II trial n=15; intracranial ORR 73.3%

Safety consistent with prior trials

— ILD rate appx 16%
9 pts with grade 5 events, 3 pts w/opportunistic infections

32
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HER2CLIMBO2

Rx Algorithm: Advanced HER2+ T-DM1
BreaSt Ca ncer w/tucatinib?

Tras+Chemo

" Biopsy T — ' . P——
confirms Taxane/T/P Tuca;lcn;béTras
HER2+ MBC P OR

Marge+Chemo

OR

Neratinib +
Tras + Cape
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HER2CLIMB 02

HER2CLIMB-02 Study Design

Progression-Free Survival

Outcomes 10 T-DM1 + Tucatinib T-DM1 + Placebo
T-DM1 + Tucatinib

(N=228) (N=235)
T OMY 8.0 mako 1 ant 09 [#of events s 182

2 b ato 08 Median PFS (85% C1)| 9.5 months (74, 109) | 7.4 months (5.6, 6.1)
LKA 00 (06 EU R0 1 T HR (95% Cl): 0.76 (0.61, 0.95)

..

tratification factors:
+ Line of treatment for

PFS probability
o
S

metastatic disease T-DM1 + Placebo : i e o
) 03
(positive vs negative) EOM1 88 T0Ng V and
- Presence or history o brain Placebo PO BID L poery sl 22

metastases (yos vs no)
ECOGPS (0vs 1)

12 15 18 21 24 27 30 3 36 39
Time from randomization (months)
Patients at risk
TOM1 « Tucatnd 228 165 126 % (3 a7 40 2 " 10 5 4 1 0
T.OM1 + Placebo 235 m 120 Ll 58 @ 40 2 19 10 8 5 3 0

MR P s FFS. progpusscn e servws, T.0MY Basirmat amdarisins
e of Gt kot 79 2023

This presentation is the intellectual property of the author/presenter, Contact them at shurvitz@fredhutch.org for permission to reprint and/or distrit

Toxicity:

-most common TEAE: nausea (65.4% vs 49.4%); diarrhea 56.7% vs 26.6%; fatigue (48.9% vs 37.3%)

-most common G3 TEAE: liver function test abnormalities (elevated AST or ALT) 16.5% vs 2.6%
-discontinuations related to TEAE: 22.1% vs 11.6%

Limitations:
-comparator arm not HER2CLIMB or T-DXd Not FDA approved regimen
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Outline: How I Treat Breast Cancer

I. HR+/HER2 Neg. Breast Cancer
A. Early Stage
B. Advanced Stage

II. HER2 Positive Breast Cancer
A. Early Stage
B. Advanced Stage

III. Triple Negative Breast Cancer
A. Early Stage
B. Advanced Stage
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Rx Algorithm:

<2 cm and
node
negative

Early Stage
TNBC

> 2 cm or
node
positive

Early Stage TNBC

KEYNOTE
522

Surgery

Surgery

Surgery

Observation vs. TC x 4

Chemo: TC x 4vs AC x 4

Pembro per
KEYNOTE 522

Pembro + Capecitabine

Pembro + Olaparib if
gBRCA 1/2+
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KEYNOTE 522: Study Design

4 Ne 0adjuvant Phase =—p g Adjuvant Phase =e——p

N dj T 1N djuvant T
(cycles 5.8; 1

(cycl;” h 1-2 i 2 Adjuvant Treatment

'
2 weeks) (cycles 1.9; 27 weeks)

Key Eligibility Criteria
* Age 218 years
* Newly diagnosed TNBC of
either T1c N1-2 or T2-4 N0-2
+ ECOG PS0-1

Pembrolizumab 200 mg Q3W
Pembrolizumab 200 mg Q3W

+ Tissue sample for PD-L1

assessment®
Placebo

Stratification Factors:
+ Nodal status (+ vs -)
* Tumor size (T1/T2 vs T3/T4) Neoadjuvant phase: starts from the first neoadjuvant treatment and ends
+ Carboplatin schedule (QW vs Q3W) after definitive surgery (post-treatment included)
Adjuvant phase: starts from the first adjuvant treatment and includes
radiation therapy as indicated (post-treatment included)

3Must consist of at least 2 separate tumor cores from the primary tumor. *Carboplatin dose was AUC 5 Q3W or AUC 1.5 QW. “Paclitaxel dose was 80 mg/m? QW. “Doxorubicin dose was 60 mg/m? Q3W
*Epirubicin dose was 90 mg/m? Q3W. ‘Cyclophosphamide dose was 600 mg/m? Q3W.

Schmid P. ESMO 2024
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KEYNOTE 522: Updated EFS

£ 80-
2 704 176.4%
. 576"” 72.2% Pts wi
— . Event
o
@ 50- {HR‘ 0.65 (95% Cl, 0.51-0.83)] Pembro+ e
© emo/FPembro °
£ 40 i
=
) ! Placebo+ 0,
g 30- ' Chemo/Placebo  29-2%
o 204 :

1

1

Medianfollow-up:75.1 months .
0 T I Ll 1 L] I 1 1 1

1 Ll T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time, months

No. at risk
784 769 728 702 681 665 654 644 633 625 618 602 409 164 O
390 382 358 330 312 300 293 287 285 278 273 264 178 76 0

*Hazard ratio (Cl) analyzed based on a Cox regr model with asa ified by the fi factors. Data cutoff date: March 22, 2024
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KEYNOTE 522: Key Secondary Endpoint OS

Percentage of Patients

100~ .
90 '
80 '
70- '

1 5-yrrate (95% Cl) Pts w/
60~ 1 86.6% (84.0-88.8) Event
50~ HR? 0.66 (95% Cl, 0.50-0.87) 181.7%(77.5-852) Pembro + 14.7%

P=0.00150> H Chemo/Pembro
404 . - Placebo+ 21.8%
u | Chemol/Placebo
30 '
20- i
1
10- |
Medianfollow-up:75.1 months )
0 Ll L L Ll 1§ L | | L 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time, months
No. at risk
784 777 760 742 720 712 698 693 683 677 670 656 448 176 0
390 389 385 366 354 345 336 328 321 318 313 300 199 82 0

“The unstratified piecewise HR was 0.87 (95% Cl, 0.57-1.32) before the 2-year follow-up and 0.51 (95% CI, 0.35-0.75) aﬁefwafds The we;ghted average HR with weights of number of events before

and after 2-year follow-up was 0 66. With 200 events (67.3% information fraction), the observed P-value
Data cutoff date: March 22, 2024

d the p

| boundary of 0.00503 (1-sided) at this interim analysis

UC DAVIS HEALTH
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KEYNOTE 522: Summary

= Use of neoadjuvant and adjuvant use of pembro
improves OS

= OS Benefit is higher in pts with residual disease
— 71.8% vs 65.7%

= Tailor adjuvant therapy based on response to NAC
— Ongoing trials
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Rx Algorithm: Advanced TNBC

—_—
[F————
Pembro

Pl " —

y & © T-Dxd
d Sacituzumab

Biopsy for HER2 L’ :

confirms >_ PD low or Govitecan

MTNBC ultralow

Co

lPD

S
VIO ﬁ
o ﬁ

v' Germline testing, pathogenic mutation present HRD pathway, consider PARPi
v" Continuously assess for clinical trial eligibility
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Questions?



	Slide 1
	Slide 2
	Slide 3: Rx Algorithm: HR+ Early Stage
	Slide 4: NATALEE: Study Design
	Slide 5: NATALEE: 4 Year iDFS 
	Slide 6: NATALEE: 4 Year iDFS By Nodal Status
	Slide 7: NATALEE: Summary of updated analysis
	Slide 8: How To Choose The Right Adjuvant CDK 4/6 Inhibitor?
	Slide 9: Rx Algorithm: Advanced HR+/HER2 Neg. Breast Cancer
	Slide 10: Rx Algorithm: Advanced HR+/HER2 Neg. Breast Cancer
	Slide 11: INAVO 120: Study Design
	Slide 12: INAVO 120: PFS
	Slide 13: INAVO 120: Secondary Endpoints – Interim Analysis for OS, ORR, CBR
	Slide 14: INAVO 120: Time From Randomization To End Or Discontinuation Of Next-line Treatment, Or Death From Any Cause (Proxy For PFS2)
	Slide 15: INAVO 120: Adverse Events
	Slide 16: INAVO 120: Summary
	Slide 17: Rx Algorithm: Advanced HR+/HER2 Neg. Breast Cancer
	Slide 18: Trastuzumab Deruxtecan (T-DXd) and HER2
	Slide 19: DESTINY-Breast06: Trastuzumab Deruxtecan vs CT in Previously Treated HR+/HER2-Low or HER2-Ultralow MBC
	Slide 20: DESTINY-Breast06: Baseline Characteristics and Prior Treatment
	Slide 21: DESTINY-Breast06
	Slide 22: DESTINY-Breast06
	Slide 23: DESTINY-Breast06
	Slide 24: DESTINY-Breast06: TEAEs and AEs of Special Interest
	Slide 25: DESTINY-Breast06 Key Takeaways 
	Slide 26
	Slide 27: Rx Algorithm: Early Stage HER2+
	Slide 28: Rx Algorithm: Advanced HER2+  Breast Cancer
	Slide 29: DESTINY-Breast12: Study Design
	Slide 30: DESTINY-Breast12: Demographics and Baseline Characteristics 
	Slide 31: DESTINY-Breast12: Baseline BM- PFS and CNS ORR
	Slide 32: DESTINY-Breast12: Summary
	Slide 33: Rx Algorithm: Advanced HER2+  Breast Cancer
	Slide 34: HER2CLIMB 02
	Slide 35
	Slide 36: Rx Algorithm:  Early Stage TNBC
	Slide 37: KEYNOTE 522: Study Design 
	Slide 38: KEYNOTE 522: Updated EFS
	Slide 39: KEYNOTE 522: Key Secondary Endpoint OS
	Slide 40: KEYNOTE 522: Summary
	Slide 41: Rx Algorithm: Advanced TNBC
	Slide 42: Questions?

