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Updates from ESMO 2024

Overall Survival Benefit with addition of Pembrolizumab in Early TNBC

Keynote-522 5y overall survival

Schmid et al., LBA4

s NeOadjuvant Phase =————p q— Adjuvant Phase =p-

juvant Treatment

T 1 Tr 2 Adj
(cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) (cycles 1.9; 27 weeks)

Key Eligibility Criteria
- Age =18 years

+ Newly diagnosed TNBC of
either T1c N1-2 or T2-4 NO-2

Pembrolizumab 200 mg Q3W

+« ECOG PS 0-1

« Tissue sample for PD-L1
assessment®
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Stratification Factors:
= Nodal status (+ vs -)

= Tumor size (T1/T2 vs T3/T4)

= Carboplatin schedule (QW vs Q3W) Neoadjuvant phase: starts from the first neoadjuvant treatment and ends
after definitive surgery (post-treatment included)

Adjuvant phase: starts from the first adjuvant treatment and includes

radiation therapy as indicated (post-treatment included)

Addition of pembrolizumab to neoad;. chemotherapy:

» Absolute pCR gain: +13.6%
e Most recent event-free survival: HR=0.63
e Translation into an OS gain ?

Prespecified analysis, median FU = ~6y
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Median follow-up: 75.1 months !
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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 O
390 389 385 366 354 345 336 328 321 318 313 300 199 82 0

~5% cured by pembrolizumab added to chemo
~15 % died of TNBC despite pembrolizumab
~80% cured by CHI/RT+chemotherapy alone
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Updates from ESMO 2024

Benefit of Ribociclib in Early High-Risk HR+/Her2- Breast Cancer
Fasching et al., LBA4

Adjuvant ribociclib - NATALEE 4y data

4y landmark analysis

* Adult patients with HR+/HER2- EBC
* Prior ET allowed <12 mo prior
to randomization
« Anatomical stage IIA2
» NO with:
* Grade 2 and evidence of high risk:
* Ki-67 220%

* Oncotype DX Breast Recurrence Score
=26 or

= High risk via genomic risk profiling
* Grade 3
*+ N1

« Anatomical stage lIB2

* NOorN1
« Anatomical stage lll

* NO, N1, N2, or N3

N =5101°

EEESMD™
2024
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RIB
400 mg/day
3 weeks on/1 week off
for 3 years

NSAI
Letrozole or anastrozoled
for 25 years
+ goserelin in men and
premenopausal women

NSAI

for 25 years
+ goserelin in men and
premenopausal women

Fasching et. al, ESMO 2024 Annual Congress
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Updates from ESMO 2024

Increasing Invasive Disease-Free Survival with Adjuvant Ribociclib x 3yrs in HR+ EBC

20 +
Events/n (%)
o4 Hazard ratio (95% CI)

“°7 Median follow-up for iDFS, 47.4 mo !

Stage I

RIB + NSAI NSAI alone

62/1012 (6.1) 96/1034 (9.3)
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Adjuvant ribociclib — NATALEE 4y data

4y landmark analysis

40 -

20 4

Invasive disease-free survival, %

0

T

0 6 12 18
No. at risk
RIB + NSAI 1012 931 904 885
NSAIl alone 1034 948 924 894

EEESVD ™
2024
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0.644 (0.468-0.887)

24 30 36 42 48 54 60
Months
862 846 825 796 513 95 7
874 848 812 772 494 85 5

Fasching et al., LBA4

Stage Il

No. at risk

0 RIB + NSAI 1527
0 NSAlalone 1512

Fasching et. al, ESMO 2024 Annual Congress
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Median follow-up for iDFS, 38.7 mo} H
RIB + NSAI NSAI alone
Events/n (%) 200/1527 (13.1)  244/1512 (16.1)
Hazard ratio (95% CI) 0.737 (0.611-0.888)
©o e 12 18 24 30 38 42 48 54 60 68
Months
1410 1362 1313 1262 1223 1009 876 398 60 1 0
1288 1240 1184 1128 1083 871 590 352 65 1 0
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Updates from ESMO 2024

Increasing Invasive Disease-Free Survival with Adjuvant Ribociclib x 3yrs in HR+ EBC

Adjuvant ribociclib - NATALEE 4y data Fasching et al., LBA4
4y landmark analysis
NO N1-3
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£ “ Median follow-up for iDFS, 49.1 mo ! | ¢ “| Median follow-up for iDFS, 44.2 mo] :
B Events/n (%) 23/285 (8.1) 38/328 (11.6) - Events/n (%) 240/2261 (10.6) 301/2219 (13.6)
».| Hazard ratio (95% Cl) 0.666 (0.397-1.118) ,. Hazard ratio (95% CI) 0.731 (0.617-0.866)
0 6 12 18 24 3 3% 4 48 54 60 68 0 6 12 18 24 3 3 4 48 54 60 66
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 328 300 294 287 277 270 252 234 156 33 2 0 NSAl alone 2219 1937 1872 1793 1727 1663 1433 1130 689 17 a4 0
* FDA approved adjuvant ribociclib for use in high-risk ez ly
M"“g“’ss HR+ EBC on Sept 17th, 2024!
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Metastatic Breast Cancer
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Probability of PFS

No. at risk
T-DXd
TPC

DESTINY-Breast06: PFS and OS in HER2-ultralow

PFS (BICR)

n=152
1.0 Hazard ratio 0.78
95% CI10.50-1.21
0.8-
T-DXd
ay mPFS: 13.2mo
04 TPC ;
mPFS: 8.3 mo l'w G, et
0.2
0 I I 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30
Time from randomization (months)
76 64 53 44 35 24 9 6 3 3 0
76 52 32 24 18 14 7 6 3 1 0

Probability of OS

0.8 -

0.6 -

0.4 4

0.2

TPC, 78.7%

OS*
I Hazard ratio 0.75

95% C10.43-1.29

84.0%, T-DXd

12-month OS rate

76
76

3 6 9
76 70 66
69 68 62

12 15 21 24 24 27 30 33 36
Time from randomization (months)

49 36 28 23 15 6 0 0 0
45 25 17 15 9 - 3 1 0

63
55

* 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.
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Update from ASCO 2024
Introduction of Her2 UltraLow as an option!! DB-06
DESTINY-Breast06: Trial Design
Trastuzumab Deruxtecan (T-DXd)
(IHC 0 with membrane staining)* 5.4 mg/kg Q3W

* Chemotherapy naive in the mBC setting (n=436)

Prior lines of therapy [HERZ-Iow =713 ]

HER2-ultralow = 153"

* 22 lines of ET * targeted therapy for mBC

OR Physician’s Choice Chemotherapy*
* 1line for mBC AND (n=430)

— Progression <6 mo of starting 1L ET + CDK4/6i

OR
\— Recurrence £24 mo of starting adjuvant ET /

Stratification Primary endpoint: Key secondary endpoints:

¢ PrioriEDICl/0) Use [yesvsiio) « PFS (BICR) in HER2-low * PFS (BICR) in ITT (HER2-low + ultralow)
* HER2 expression (IHC 1+ vs IHC2+/ISH- vs IHC O with membrane staining) e 0OSin HER2-low

* Prior taxane in the non-metastatic setting (yes vs no) « 0Sin ITT (HER2-low + ultralow)

*Study enrollment was based on central HER2 testing. HER2 status was determined based on the most recent evaluable HER2 IHC sample prior to randomization; HER2-
ultralow was defined as faint, partial membrane staining in £10% of tumor cells (also known as IHC > 0 < 1+); THER2-ultralow status as determined per IRT data (note:
efficacy analyses in the HER2-ultralow subgroup were based on n=152 as determined per central laboratory testing data); *Capecitabine, nab-paclitaxel, or paclitaxel.
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Update from ESMO 2024

Efficacy of Trastuzumab deruxtecan in Brain Metastases

o By
0'--'., DESTINY-Breast12

DESTINY-Breast12 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

Primary endpoint:

. . Baseline brain metastases BEs
Patient population (N=263)*
- Aged 218 years « Stable BMs (previously treated) Additional endpoints included:
+ Pathologically documented HER2+ « Active BMs (untreated or * CNS PFS
advanced or metastatic BC with or previously treated / progressing 0
without baseline brain metastases [not requiring immediate local OR%

CNS ORR
Safety and tolerability

* Received =2 prior lines of therapy therapy])
in the metastatic setting
(tucatinib naive)

+ Disease progression on prior

HER2-directed regimens Primary endpoint:
- ECOGPSOor1 T-DXd *+ ORR
No line brain m
* No known or suspected —> (N-IZ)::; el 5.4 mg/kg Additional endpoints included:
leptomeningeal metastases - IV Q3w? + 0S

 Safety and tolerability
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Destiny Breast 12

Trastuzumab deruxtecan CNS response in Her2+ patients with brain metastases

Baseline BMs: CNS ORR

0‘"',: DESTINY-Breast12

122: Patients with measurable CNS disease at baseline (post-hoc analysis)
60 - n=138
40

1
o "““"".ullllll"
i
-40

-60
-80
100 -

CNS lesion size from baseline

Best percentage change in target

Active BM subgroups

Previously treated /
progressing (n=38)

Stable BMs Active BMs Untreated (n=23)

Measurable CNS disease at All patients

baseline (n=138) (n=77) (n=61) Post-hoc analysis Post-hoc analysis
Confirmed CNS ORR, % 71.7 79.2 62.3 82.6 50.0
(95% CI) (64.2, 79.3) (70.2, 88.3) (50.1, 74.5) (67.1, 98.1) (34.1, 65.9)

T-DXd showed substantial CNS responses in the overall BMs population, including patients with stable and active BMs

Dashed line indicates a 30% decrease in target tumor size (PR)
*Imputed values: a value of +20% was imputed if best percentage change could not be calculated because of missing data if: a patient had a new lesion or progression of non-target lesions or target lesions, or had withdrawn because of PD

and had no evaluable target lesion data before or at PD
BM, brain metastasis; Cl, confidence interval; CNS, central nervous system; ORR, objective response rate; PD, progressive disease; PR, partial response; T-DXd, trastuzumab deruxtecan w
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Privacy Donate Contact Us
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Find a Trial Why Participate Who We Are Resources

HELP / AYUDA / 3RBf : betrials@quantumleaphealth.org / (888) 282-7099

Find A Trial

/e(ZI'n | | That's Right For You
. About Breast

~ Cancer'lrials

, dvanc breast cancer
prevention and care has been the rest
~ ofaclinical trial. @\f N

|/ Learn More » ,

p
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Breast Cancer
Trial Search

Breastcancertrials.org

Metastatic Thank yOU”'

Trial Search

Need Help? Metastatic Trial Talk Intro to MBC Clinical Trials
Schedule a free merTasTaTIC > .

appointment with our TRIAL TALK S | el

Clinical Trial FOR Eg!gsgglp«ks!e!\-r\lscsn
Navigator Carefully selected news and features about

metastatic breast cancer research.

Go to MTT Go to video on MTT



