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CAPItello-291 trial design

Stratification
Liver metastases

Previous CDK 4/6 inhibitors
p— Geographic region

Fulvestrant Dual primary end points
PFS in overall population
{n =355) PIK3CA/AKT1/PTEN biomarker-positive

- population

Secondary end points

OS in overall population

OS in PIK3CA/AKT1/PTEN biomarker-
Placebo positive population

PIK3CA/AKT1/PTEN biomarker-positive

Fulvestrant population

ORR

(n = 353) DoR

70861, 4896 (69.1%) H'CDK4/6FREHIDEREREDD

J Clin Oncol. 2024 Dec;42(34):4103-4113.



Capitello-291: PFS, OS
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J Clin Oncol. 2024 Dec;42(34):4103-4113.
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postMONARCH

postMONARCH Study Design

/ Eligibility \ Primary Endpoint:

Investigator-Assessed PFS

kiR, HERZ-ABC Abemaciclib + Fulvestrant Secondary Endpoints:

Men & Pre/post menopausal women OS, PFS by BICR, ORR,
CBR, DCR, DoR, Safety, PK
—] N=368 & PRO

)

Prior Therapy:
ABC: Disease progression on

CDK4/6i + Al as initial therapy Stratification Factors:
Adjuvant: Disease recurrence Placebo + Fulvestrant * Duration of prior CDK4/6i
on/after CDK4/6i + ET * Visceral metastases

No other therapy for ABC / + Geographic region

Randomization 1:1

[

Enrolled March 2022 to June 2023 across 96 centers in 16 countries
Scans every 8 weeks for the first 12 months, then every 12 weeks
Primary outcome targeted 251 events; interim analysis planned at ~70% of events

Assuming a hazard ratio (HR) of 0.70, ~80% power to detect abemaciclib superiority, with a cumulative 2-sided type |
error of 0.05

Biomarker ctDNA analyzed by GuardantINFINITY assay

2024 ASCO sresenteny: Kevin Kalinsky, MD, MS ASCO e

AMMUAL MEETING Prevertaten o [rogety of e Sthor a0 ASDD Permaon regared 106 fens, GORBC! P s § et oy ENOWLEDGE CONQUERS CANCER



POStMONARCH: PFS

A

100 +
90 1
80 1
70 1
60 -
50 1
40 |
30 1
20 1
10 -

PFS (%)

Abemaciclib +

Placebo +
Fulvestrant (n = 182) Fulvestrant (n = 186)

Evepts 117 141
. 6.0 5.3
Median (95% Cl), months (5.6.8.6) (3.7-5.6)
HR (95% Cl); 0.73 (0.57-0.95);
nominal P .017

Number at risk:
—_— 182
— 186

3 6 9 12
Time (months)

124 80 61 21
114 62 47 17

15

18

21

Relevance (K.D. Miller)
While the study reached statistical significance, a <1-month improvement is not clinically significant.

J Clin Oncol. 2025 Mar 20;43(9):1101-1112.
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SONIA trial design

Patients with HR*HER- ABC

* Pre- and postmenopausal women
* Measurable or evaluable disease
 (Neo)adjuvant therapy allowed*

* No previous therapy for ABC

* No visceral crisis

*n=1,050

First objective Second objective
disease progression disease progression

CDK4/6i-first l l

group NSAI Primary end point
+ CDK4/6i Fulvestrant * PFS2
Randomization (1:1) ?32'::;;;‘:\;:”'"3
Stratified by type of CDK4/6i, ¢ PFS after one treatment line (PFS1)
visceral q:sease yes{no and Falveotiant « . Qua.llt.y of life
previous endocrine > NSAI CDKA4/6i * Toxicity
(neo)adjuvant therapy CDK4/6i-second ¢ Cost-effectiveness
group
PFS1
____________________ >
PFS2

Nature. 2024 Dec;636(8042):474-480.



SONIA trial 1st cpbk4/si vs 2nd CDK4/6i

PFS2 OS

1004 CDK4/6i- CDK4/6i- 1004
first second
Events/n 281/524 310/526
Median PFS2, months 31.0 26.8
Hazard ratio (95% Cl) 0.87 (0.74-1.03)
754 Two-sided P 0.10 iy

g HR 0.87 g
z . %
T B mmmmemmemme————— P:O ‘l O 3 507
g : !
& 53
£ 2
a GDK4/6i- CDK4/8i-
2617 25 4 first second H R O g 8
Lli— Eventsn 184/524 188/526 .
Median OS, months 45.9 517 P_O 83
Hazard ratio (95% Ci) 0.98 (0.80-1.20) VY.
Two-sided P 0.83
01 e
0 6 12 18 24 30 36 42 48 54 60 8 6 12 18 24 a0 36 42 a8 54 6
Number at Time (months) No at risk Time (months)
risk (censored) {censored)

CDK4/6i-first 524 (0) 491(3) 429 (5) 339 (34) 244 (84) 167 (123) 118 (148) 69 (184) 31(215) 5(239) 0 (243)

CDK4/6i-second 526 (0) 478 (3) 418(6) 330(35) 225(76) 164 (105) 115(133) 65(161) 30 (190) 9(207) 0 (216) Lot el 5ea (), 21000, 486M). derl). 3240103 2400157 171 09), 104@50) 42000 TE) BHG

CDK4/Bi-second  526(0)  S06(2)  483(2) 426(32) 328(89) 242(139) 175(186) 112 (238} 52 (287) 16 (322) 0 (388)

ITTREA CHEAF(CE (TR0

Nature. 2024 Dec;636(8042):474-480.



SONIA trial: Drug costs

SEREHARS: £4k: 1814850005 M
1REERE HHOUE: 24.65H 1 AHT=-Y: £92800F M
2B Rl 8155 EL=150F)
CDK4/6i-first group CDK4/6i-second group
TRE (n=524) (n=526) =8
CDK4/6iZ2fERLIEEE 519 345
e $ 170,792,867 $ 49,783,721 $ 121,009,146
B[ETAGRDEIER $ 329,081 $ 144,301 $ 184,780
BEAIAGRDR/NEA $5,552 $4,164 $ 1,388
BHEIASEDREXAEH $909,644 $ 670,346 $ 239,298

Nature. 2024 Dec;636(8042):474-480.



SONIA trial: Subgroup analysis, ctDNA high vs low

High aneuploidy score (n = 141) b Low aneuploidy score (n = 268)
Treatment arm: == First-line CDK4/6i -~ Second-line CDK4/6i Treatment arm: == First-line CDK4/6i = Second-line CDK4/6i
1.00 A 1.00
0.75 4 0.75 -
L 050 ----------3 g o 2 050 -
a. " a
0.25 P=0.00015 0.25
0 - < - 0 -
T T T T T T T T T T T T T T T T T T T T T T
0 5 10 15 20 25 30 35 40 45 50 0 5 10 15 20 25 30 35 40 45 50
Time in months Time in months
Number at risk Number at risk
- 82 66 53 48 37 27 15 12 6 2 1 — 138 131 n7 92 n 48 37 33 18 12 3
- 59 44 29 21 9 4 3 2 2 1 0 - 130 120 107 90 60 38 25 16 n 7 4
c Treatment arm: == First-line CDK4/6i ==~ Second-line CDK4/6i d Treatment arm: -~ First-line CDK4/6i -~ Second-line CDK4/6i
] 4 \ - . —_
1.00 1.00 OULA2nd-line CDK4/6i BEfDFSHEIF
0.75 1 0.75 -
o™ N
L 050 c-mmmememieieaa TR . P 050 e ,
a : o ! :
0.25 1 1 0 25 = P = 0067 : :
(= : 0 - ' '
T T T T T T T T T T T T T T T T T T T T T T
0 5 10 15 20 25 30 35 40 45 50 0 5 10 15 20 25 30 35 40 45 50
Time in months Time in months
Number at risk Number at risk
- 82 76 65 53 42 32 20 16 7 2 1 — 138 134 129 12 83 62 47 39 19 12 3
- 59 53 43 35 21 15 10 7 4 4 0 - 130 126 124 10 88 59 47 35 19 1 5

Nat Med. 2025 Sep 4. doi: 10.1038/s41591-025-03935-w. Online ahead of print.
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DESTINY-Breast06 study design

Eligibility
Advanced, metastatic hormone
receptor+ breast cancer

HER2 IHC 0 with membrane |
staining or IHC 1+ or IHC
2+/ISH- (by central testing)
Progression after >2 previous ET
+ targeted therapy or within
6 months of 1st-line ET + |
CDK4/6i or after 1 line of ET

Random assignment 1:1

in the metastatic setting if
progression within 24 months
of adjuvant ET

Stratification factors
Previous CDK 4/6i (yes or no)
HER2 status (IHC 0 with membrane staining or
IHC 1+ or IHC 2+4/ISH-)
Previous taxane in (neo)adjuvant setting (yes or no)

Trastuzumab deruxtecan
5.4mg/kg once every 3 weeks

Investigator’s choice chemotherapy
Capecitabine
Nab-paclitaxel
Paclitaxel

Primary end point
PFS by BICR in HER2-low
population

Key secondary endpoints
OS in HER2-low population
PFS in ITT population
OS in ITT population

J Clin Oncol. 2025 Sep 10;43(26):2942-2951.



DESTINY-Breast06: PFS, OS Er . 2028 s 3301212110212

J Clin Oncol. 2025 Sep 10;43(26):2942-2951.

(A)
P F S A Progression-free Survival in the HER2-Low Population O S 10 o
Median T .
. 100~ Progression-free T 08 - H R O 8 3
Prima ry 2 No. of Survival a 81.7%, TPC 1 -
3 80 Patients 95% CI 3 !
HER2 | £z 13.2m " - | :
ow & 50 = mo 3 . rastuzumab deruxtecan
LAL_IAY A ALS 13 = i
o 50 Trast b t Trastuzumab Deruxtecan 359 13.2 (11.4-15.2) o 04 4 1 12-mon
8 40 rastuzumab deruxtecan Chemotherapy 354 8.1 (7.0-9.0) g 1 m """"""""""
T 30 Z ! . TPC
g 20 mmherapy Hazard ratio for disease progression 8 024 !
S 10 . L or death, 0.62 (95% Cl, 0.52-0.75) 2 Hesrlmbiedaty,
0.83 (95% CI, 0.66-1.05)
77T T T 71 1 T P<0.001 0.0 — Tt T 7T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39

Months HR 0 62 Months
No. at Risk - No. at Risk

Trastuzumab deruxtecan 359 310 265 213 163 131 72 49 28 17 10 6 1 0
Chemotherapy 354 254 192 118 85 65 37 19 10 6 2 1 1 0 P<0.001 Trastuzumab deruxtecan 359 354 341 324 309 279 198 140 96 53 32 16 7 2 0 O

TPC 354 333 319 298 273 247 185 126 86 53 23 6 2 1 1 0

B Progression-free Survival in the Intention-to-Treat Population (B)
Median i
SeCO n d a I'y 1007 Progress!on-free ) . | 87.0%, trastuzumab deruxtecan
90 No. of Survival —
i 9 2} N
ITT 30 Patients  (95% Cl) 08 81.1%,TPO T 2 8 9 m .
LI 70 1 3 2 mo .
60 ZM Trastuzumab Deruxtecan 436 132 (12.0-15.2) 08 T
Chemotherapy 430 8.1 (7.0-9.0) i Rz LMaL) Gonmachl

Trastuzumab deruxtecan

Percentage of Patients
o
3
Probability of Overall Survival

40 ’ .
30 Hazard ratio for disease progression
20 or death, 0.64 (95% Cl, 0.54-0.76) 02
10 b P<0.001 Hazard ratio for death,
0.81(95% CI, 0.66-1.01)
0 T T T T T T T T T T T T 1 00

1 27.4m =

T 1 7T r 1+ T T T T T T 7T 71T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Months H R 0 6 4 Months
No. at Risk . No. at Risk

Trastuzumab deruxtecan 436 375 319 258 199 156 82 56 32 21 11 6 1 0
Chemotherapy 430 306 224 142 103 79 44 25 13 7 2 1 0 P<0.001 Trastuzumab deruxtecan 436 431 412 391 373 329 235 169 120 69 39 168 7 2 0 0

TPC 430 402 387 360 328 292 210 143 101 62 27 9 3 1 1 "]

C Progression-free Survival in the HER2-Ultralow Population (»)]
Median o
: " 1.0 - i
EXpIOratory lggf ‘\-\. No. of ngsr:f‘s,;::;ﬁee | 84.0%, trastuzumab deruxtecan
20 g Patients (95% CI) 0.8 78.7%, TPC 2 9 5
HERZ2 ultralow 70 13.2m mo om
50 " Trastuzumab Deruxtecan 76 13.2 (9.8-17.3) 064 v e . L Trastuzumab deruxtece

Trastuzumab deruxtecan Chemotherapy 76 83 (5.8-15.2)

Percentage of Patients
w
3

Hazard ratio for disease progression
Hazard ratio for death

30 Ch th
emotherapy . e or death, 0.78 (95% Cl, 0.50-1.21)
o m
-
0.75 (95% CI, 0.43-1.29)

T
0 3 6 9 12 15 18 21 24 27 30 ? LT
o 3 6 9 12 15 18 21 24 27 30 33 36 39

o

Probability of Overall Survival
o
%
L
B
E:
5 g
2
$
N
~d 3!
o
.
3 .

Months Months
No. at Risk No. at Risk
Trastuzumab deruxtecan 76 64 53 44 35 24 9 6 3 3 0
Chemotherapy 76 52 32 24 18 14 7 6 3 1 0 - Trastuzumab deruxtecan 76 76 70 66 63 489 38 28 23 15 L} 0 [} 0

TPC 76 69 88 62 55 45 25 17 15 9 4 ] 1 0



TROPION-Breast01 study design

TROPION-Breast01 study design’

Randomized, phase 3, open-label, global study (NCT05104866)

Key inclusion criteria:

Dato-DXd

* Pabtients with HR+/HER2- & mgxg IV Day 1 Q3W
breast cancer® (HER2- (ﬂ=365)
defined as IHC 0/1+/2+
ISH negative)

* Proviously ireated with Randomization .

1-2 ines of chemotherapy 1 Investigator's choice of
able/
(i Swaned by chemotherapy (ICC)

« Expenenced £5510n 0n Lines of (eritulin mesylate D1,8 Q3W, vinoreline D1.8 QIW,
ermmmmer - °°"°“°“°‘A°°(’W-;;;°;'°“’°‘-“ )
was unsuitable n=

aphic location
- ECOGPS 0 or 1 %ﬁm : -
2 reatment continued untd unacceplabie
; ! tolerabiity, Or other dscontinuation critena
Previous COK4/6
Inhibetor (yes vs no)
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Eribulin, vinorelbine,
gemcitabine, capecitabine

Endpoints:
* Dual primary: PFS by BICR per
RECIST v1 1, and OS

* Secondary endpoints
Included: ORR. PFS
(investigator assessod), TFST,
safety, PROs

* Exploratory PRO endpoints

Here we report
detailed results from
secondary and exploratory
PRO endpoints
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TROPION-Breast01: PFS, OS

Progression free Survival Overall Survival

i = Dato-DXd ICC 1.0 -
9 Median PFS, months 6.9 49 0.9 Dato-DXd IcC
(95% ClI) (5.7 to 7.4) (4.2 t0 5.5)
8 0.8 4 0S events, n (%) 223 (61) 213 (58)
HR (95% ClI) 0.63 (0.52 to 0.76) Median os months 18 6 18 3
74 » 074 ; / ;
. o
z | 6.9m - o0 $ s (95% Cl) (17.3-201) (17.3-205)
i ;
2 s ; 2 05- HR (95% Cl) 1.01(0.83-1.22)
= ©
= 4 49m % 5 04
L 1 o
& 5 ! 0.3 —+ * Maturity: 59.6%
2+ i o | zj | — Dato-DXd (n=365) - * Median follow-up: 22.8 months
1o T Do xa n- 369 : k. 6% L "1 —1CC (n=367) « Protocol prespecified OS sensitivity
= ECin= ! 0 T T T T T T T T T T T T i ifaat
0 | ! : " : 0 3 8 9 1 15 18 1 o4 27 3 3 3 analysis baseq on the stratlflczipon
0 3 g 9 12 15 Number at risk Time from randomisation (months) ﬁ;t%rzscgcng"&gl_tg 2129 :(;F;F :
Time Since Random Assignment (months) DatoDXd 365 349 331 209 259 227 180 118 49 12 1 S9:(a5% 0l:0.82-1.20)
Number at isk ICC 367 335 309 283 249 213 175 123 51 9 1
Dato-DXd 365 249 158 66 15 4
ICC 367 205 93 26 8 1 Data cutoff: 24 July 2024. Pre-specified P-value boundary for OS analysis: o=0.0427.
*Mi ification between i ive response and eCRF <5%.
eCRF, electronic case report form.
(™) ESMO ON AIR EMD:==

J Clin Oncol. 2025 Jan 20;43(3):285-296. (ESM02025)
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ASCENT study design

JASCENT

Clinical Trial

ASCENT: A Phase 3 Confirmatory Study of
Sacituzumab Govitecan in Refractory/Relapsed mTNBC

Metastatic TNBC Sacituzumab Govitecan (SG) Endpoints
10 mg/kg IV
22 chemotherapies for LEVER KX gve?'y AR EVE Continue FRmary
advanced disease (n=267) treatment until ° PFS*
OR > progression —» Secondary
i L ; e e - PFS for the full
>1 therapy for advance :
HiREmae pﬁ’g’gressing itk Treatment of Physician’s | toxicity %%pugpti%m
: Choice (TPC ' ’ ’
12 monthst r:)Glzr(a?eo)adjuvant (n=26(2) ) - eribulin DOR. TTR,
py -vinorelbine safety
N=529 -capecitabine
NCTO02574455 Stratification factors OISl bING Data cutoff: March 11, 2020

*  Number of prior chemotherapies (2-3 vs >3)
* Geographic region (North America vs Europe)
* Presence/absence of known brain metastases (Yes/No)

ASCENT was halted early due to compelling evidence of efficacy per unanimous DSMC recommendation
Here, we report the primary results from ASCENT, including PFS and OS.

*PFS measured by an independent centralized and blinded group of radiology experts who assessed tumor response using RECIST 1.1 criteria in patients without brain metastasis.

tThe full population includes all randomized patients (with and without brain metastases).

DOR, duration of response; DSMC, Data Safety Monitoring Committee; IV, intravenous; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; QoL, Ongress
quality of life; R, randomization; VIRTUAL

RECIST, Response Evaluation Criteria In Solid Tumors; mTNBC, metastatic triple-negative breast cancer; TTR, time to response. M

National Institutes of Health. https:/clinicaltrials.gov/ct2/show/NCT02574455.




ASCENT: PFS, OS

A Progression-free Survival among Patients without Brain Metastases B Overall Survival among Patients without Brain Metastases
Median Median
No.of No.of Progression- No.of No.of  Overall
Patients Events free Survival Patients Events  Survival
mo (95% Cl) mo (95% Cl)
Sacituzumab Govitecan 235 166 5.6 (4.3-6.3) Sacituzumab Govitecan 235 155f 12.1 (10.7-14.0)
Chemotherapy 233 150 1.7 (1.5-2.6) Chemotherapy 233 185 6.7 (5.8-7.7)
= 100- Hazard ratio for disease progression 100 Hazard ratio for death, 0.48
X or death, 0.41 (95% Cl, 0.32-0.52) R (95% Cl, 0.38-0.59)
S Sacituzumab govitecan Tg Sacituzumab govitecan
E 60 —— Chemotherapy g 60 —— Chemotherapy
T 404 2 401
2 o
(7] Q
g 20- 8 201
oo
9
a. 0 I T T I I T T 1 0 T T T T I I T T 1
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24 27
Months Months
No. at Risk No. at Risk
Sacituzumab govitecan 235 154 91 49 28 15 9 1 Sacituzumab govitecan 235 214 190 153 107 70 37 13 0
Chemotherapy 233 39 14 5 1 1 0 0 Chemotherapy 233 173 117 74 45 30 11 3 1

OSTULEELERZZDI= !

N Engl J Med. 2021 Apr 22;384(16):1529-1541.
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