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Omission of lymphadenectomy in advanced
epithelial ovarian cancer patients treated with
primary or interval cytoreductive surgery after
neoadjuvant chemotherapy: the CARACO
phase |lll Randomized Trial

Jean-Marc Classe, Campion L, Lecuru F, Vergote |, Jankowski C, Werner R, Pomel C,
Houvenaeghel G, Dupre PF, Mathevet P, Villet R, Joly F, Berton D, Debeaupuis E,
Frenel JS, Loaec C
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CARACO trial (NCT01218490):
Multicenter randomized phase lll trial

Median :
laparotomy —_— Surgery with RPL
Epithelial ovarian cancer
Figo stage IlI-IVA
No suspicious retroperitoneal Randomization R
lymph node during surgery 1:1
Optimal surgery achievable N=450 Surgery without RPL
(Primary or ICS) Stratification:
Residual <1cm « Center
* Primary After surgery /SOC
surgery or Last cycles of chemotherapy
Interval Maintenance treatments
surgery

Keys: R: randomization, RPL: Retroperitoneal Lymphadenectomy, ICS: Interval Cytoreductive Surgery, SOC: Standard Of Care
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CARACO: Severe morbidity and mortality
(within 30 days after surgery)*

No. of patients (%)

Transfusion or blood loss : 72 (39.3)

Re intervention : 15 (8.3)

Urinary injury
Digestive fistula

Phlebitis — Pulmonary embolism
Mortality

Key: RPL: Retroperitoneal Lymphadenectomy * CTC-NCI version 3.0
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CARACO trial: Primary endpoint (PFS, ITT population)

No RPL RPL

N 193 186

Events 158 155
median (mo) 14.8 18.6
HR 0.96 [0.77-1.20]

p-value = 0.712
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Time (months)
Patients at risk

NoRPL 193 121 61 47 36 34
RPL 186 122 61 37 31 29

Key: RPL: Retroperitoneal Lymphadenectomy

Jean-Marc Classe, Omission of lymphadenectomy in advanced epithelial ovarian cancer patients:
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CARACO trial: Conclusions

« CARACO trial is the only prospectively randomized trial asking the question of
Impact of systematic lymphadenectomy at the time of interval surgery after

neoadjuvant chemotherapy.

* Adding retroperitoneal lymphadenectomy to complete cytoreductive surgery, in
primary surgery or in interval surgery after neoadjuvant chemotherapy in patients
treated for an advanced ovarian cancer, with no suspicious nodes, does not
Improve progression free survival nor overall survival

Jean-Marc Classe, Omission of lymphadenectomy in advanced epithelial ovarian cancer patients:
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Atezolizumab versus placebo in combination with
bevacizumab and non-platinum-based chemotherapy in
recurrent ovarian cancer: final overall and progression-
free survival results from the AGO-OVAR 2.29/ENGOT-
ov34 study (NCT03353831)

Frederik Marmé', Philipp Harter?, Andres Redondo?®, Alexander Reuss?, Isabelle Ray-Coquard®, Kristina Lindemann®, Christian
Kurzeder’, Els Van Nieuwenhuysen®, Charlotte Béllier?, Klaus Pietzner'®, Anmed El-Balat!’, Carmen Garcia—Duran'?, Pauline
Wimberger'3, Alejandro Pérez-Fidalgo', Frédéric Selle'®, Nikolaus de Gregorio'®, Alexander Burges'’, Ignacio Romero'8,
Annette Hasenburg'®, Patricia Pautier?°

1 AGO Study Group & Medical Faculty Mannheim, Heidelberg University, Mannheim, Germany; 2 AGO Study Group & Evang. Kliniken Essen-Mitte, Department for Gynecology and Gynecologic Oncology, Essen, Germany & Philipps-
University, Marburg, Germany; * GEICO & Hospital Universitario La Paz, Madrid, Spain; ¢ AGO Study Group & Coordinating Center for Clinical Trials, Philipps-University of Marburg, Marburg, Germany; S GINECO & Centre Léon Bérard,
UNIVERSITY Claude Bernard Lyon, France; ® NSGO-CTU, Denmark & Dep. of Gynaecologic Oncology, Oslo University Hospital & Faculty of Medicine, University of Oslo, Norway; 7 SAKK & University Hospital Basel, Basel, Switzerland; &
BGOG & UZ Leuven, University Hospitals Leuven, Belgium; ¢ GINECO & Centre Oscar Lambret, Lille, France; '® AGO Study Group & Department of Gynecology, Center for Oncological Surgery, Campus Virchow Klinikum, Charité-
Universitatsmedizin Berlin, Corporate Member of Freie Universitat Berlin, Humboldt-Universitat zu Berlin, Berlin Institute of Health, Berlin, Germany; ' AGO Study Group & Universitatsspital Zurich, Switzerland & Klinikum der Johann
Wolfgang Goethe-Universitat Frankfurt, Klinik fur Frauenheilkunde und Geburtshilfe, Frankfurt, Germany; '2 GEICO & Vall d’Hebron Institute of Oncology (VHIO) and Vall d’Hebron University Hospital, Barcelona, Spain; '* AGO Study Group
& Department of Gynecology and Obstetrics, University Hospital Carl Gustav Carus, TU Dresden, Dresden, Germany; '* GEICO & Medical Oncology Department, University Hospital of Valencia, INCLIVA Biomedical Research Institute,
Valenicia & CIBERONC, Madrid, Spain; '* GINECO & Groupe Hospitalier Diaconesses, Croix Saint-Simon, Paris, France; '® AGO Study Group & Universitatsklinikum Ulm, Klinik fir Frauenheilkunde und Geburtshilfe, Uim, Germany & SLK-
Kliniken Heilbronn GmbH, Frauenklinik, Heilbronn, Germany; 7 AGO Study Group & Department of Obstetrics and Gynecology, University Hospital, LMU Munich, Munich, Germany; '® GEICO & Fundacion Instituto Valenciano de
Oncologia, Valencia, Spain; '® AGO Study Group & University Medical Center Mainz, Department of Gynecology and Obstetrics, Mainz, Germany; 2° GINECO & Gustave Roussy Institute, Villejuif, France
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AGO-OVAR 2.29/ENGOT-ov34:
Trial Design

Main Inclusion Criteria:
= Epithelial ovarian, fallopian tube
or peritoneal cancer
=1stor 2nd relapse: TFlp < 6
months

PLD or Paclitaxel + Bevacizumab Primary endpoints:
+ =  Qverall survival

= Progression-free survival
Placebo

*OR 3" relapse
Recent & archival biopsy
mandatory
ECOGPS <1
life expectancy > 3 months
Prior Bevacizumab allowed

Secondary endpoints:

* ORR&DOR

= Safety & tolerability

» OS, PFS, ORR & DOR by
PD-L1 status

= HrQolL/PROs

Treatment until disease progression, intolerable toxicity or a
maximum duration of 24 months, whatever occured first

PLD or Paclitaxel + Bevacizumab

Stratlflcatlon factors:
Number of prior lines (1-2 vs 3) _+ Explora?ory & .
Planned chemotherapy (PLD vs paclitaxel) Atezolizumab translational endpoints

Prior bevacizumab (yes vs no)

PD-L1 status (SP142 IC 1/2/3 vs 0 vs non-
informative)* PLD: 40 mg/m? d1, q28d;
Paclitaxel: 80 mg/m?2 d1, 8, 15, 22, q28d;
Bevacizumab: 10 mg/kg d1, q14d;
Atezolizumab OR Placebo: 840 mg d1, q14d

* PD-L1 status was prospectively tested, but introduced as a
stratification factor as part of an amendment.
*  Tumors with non-informative testresults were to be

capped at 10% PLD, pegylated liposomal doxorubicin; PS, performance status; TFlp, treatment-free intervall for platinum
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Baseline Characteristics (1)

Atezolizumab (n=285)

Placebo (n=289)

Total (n=574)

“Median patient age, years (IQR) 62 (56-70) 61 (53-70) 62 (54-70)
ECOG, n (%)
0 163 (57.2) 152 (52.6) 315 (54.9)
1 120 (42.1) 136 (47.1) 256 (44.6)
Histology, n (%)
High-grade serous 203 (71.2) 214 (74) 417 (72.6)
other 82 (28.8) 75 (26) 157 (27.4)
Prior lines, n (%)
1-2 183 (64.2) 182 (63) 365 (63.6)
3 102 (35.8) 107 (37) 209 (36.4)
Planned chemotherapy, n (%)
PLD 129 (45.3) 135 (46.7) 264 (46.0)
Paclitaxel 156 (54.7) 154 (53.3) 310 (54.0)
Prior PARPI, n (%) 114 (40.0) 120 (41.5) 234 (40.8)
Prior bevacizumab, n (%) 210 (73.7) 206 (71.3) 416 (72.5)
' presentep By: Frederik Marmeé X AMERICAN SOCIETY OF
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Primary Endpoint: Progression-free Survival (ITT)

1.00
PES Atezo + CT/Bev Placebo +

0.751 (n=285) CT/Bev (n=289)
= Events, n (%) 243 (85.3) 262 (90.7)
e}
©
2 - HR (95% ClI) 0.87 (0.73-1.04); p=0.12
S_ ;
% Median (95% CI), months 6.4 (6.1-7.5) 6.7 (6.2-8.1)
2 (88% maturity)

0.251

0.00 T T T T T T T T T "

0 6 12 18 24 30 36 42 48 54 60
Time (months)
—— Atezolizumab =+ Placebo
Number at Risk
Atezolizumab 285 158 73 31 12 2 1 1 1 0
Placebo 289 162 61 21 6 1 0 0 0 0
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Primary Endpoint: Overall Survival (ITT)

1.00 ey
os Atezo + CT/Bev Placebo +

0.751 (n=285) CT/Bev (n=289)
2 Events, n (%) 197 (69.1) 221 (76.5)
e}
©
£ o HR (95% Cl) 0.83 (0.68—1.01); p=0.06
(o}
0 Median (95% Cl), months ~ 14.2 (13.0-16.1) 13.0 (11.9-15.1)
@)

Median follow-up for OS: 26.9 mos, IQR: 20.5-31.4 mos (73% maturity)
0.251
OOO v v ' T T T T T 1
0 6 12 18 24 30 36 42 48 54 60
Time (months)
—— Atezolizumab =+ Placebo
Number at Risk
Atezolizumab 285 226 153 99 53 18 9 4 3 1
Placebo 289 228 153 89 42 13 4 1 1 0
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Exploratory Post-hoc Analyses

Patients with prior Bevacizumab Patients receiving Paclitaxel

1.00 0s Atezo + CT/Bev Placebo + 1.00 os Atezo + CT/Bev Placebo +
(n=210) CT/Bev (n=206) (n=156) CT/Bev (n=154)
Events, n (%) 141 (67.1) 161 (78.2) Events, n (%) 104 (66.7) 119 (77.3)
.75 HR (96%.Cl) 0.74(0,56-0.93) - HR (95% Cl) 0.75 (0.57-0.98)
Wios ; 0 ;i E 2
sl s o W s e e Median (95% CI), months ~ 16.2 (13.9-20.8) 14.3 (12.3-15.9)
>
& =
g 5
S 050 ® 0507
9 o
& S
n o
o) n
] @) |
0.25 0.25

0.00mm8m ——m 000+—mm—————————————————
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Time (months) Time (months)
-+ Atezolizumab =+ Placebo
Number at Risk

Atezolizumab 156 132 93 64 34 9 6 3 2 0
Placebo 154 132 88 48 21 8 2 0 0 0
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=+ Atezolizumab =+ Placebo
Number at Risk

Atezolizumab 210 168 116 75 40 13 7 4 3 1
Placebo 206 158 105 57 27 6 3 1 1 0



Safety Summary (Safety Population)

AE, n* (%) Atezolizumab (n=281) Placebo (n=286)
Any treatment emergent AE 280 (99.6) 285 (99.7)
Grade 23 201 (71.5) 197 (68.9)
Serious AE 179 (63.7) 147 (51.4)
AEs with reported relation to Atezo/Placebo 191 (68 0) 164 (57.3)
Grade 23 6 (23.5) 4 (11.9)
AEs with reported relation to Bevacizumab 189 (67 3) 195 (68.2)
Grade =23 6 (23.5) 59 (20.6)
AESIs 7 (23.8) 8 (13.3)
for Atezolizumab/Placebo (18 5) 23 (8)
for Bevacizumab 9 (6.8) 15 (5.2)
AEs leading to treatment discontinuation
Atezolizumab/Placebo 46 (16.4 41 (14.3)
Bevacizumab 61 (21.7) 53 (18.5)

“ Number of patients with at least one event

2024 ASCO #ASCO24 presenTeD By: Frederik Marmé

ANNUAL MEETING
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AE = adverse event; AESI = adverse event of special interest
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Safety Summary (Safety Population):

Immune-mediated AEs
AE, n* (%)

All grades 2 grade 3 All grades 2 grade 3
Any 111 (39.5) 35 (12.5) 78 (27.3) 17 (5.9)
Thyroiditis, Hyper-, Hypothyroidism 57 (20.3) (1.4) 16 (5.6) 1(0.3)
Hepatitis, elevated liver enzymes 33 (11.7) 8 (2.8) 28 (9.7) 7 (2.4)
Diarrheaattributed to Atezo/Placebo 30 (10 7) (18) 25 (87) 3 (1)
Pancreatitis 21 (7.5) 11 (3.9) 11 (3.8) 4(1.4)
Colitis 7 (2.5) 3 (1.9) 2 (0.7) 1(0.3)
Dermatitis, skin 7 (2.5) 3 (1:1) 2 (0.7) -
Adrenal Insufficiency 6 (2.1) 3(1.1) 1(0.3) -
Hypophysitis 3(1:1) 2 (0.7) - -
Nephritis 1(0.4) 1(0.4) 2 (0.7) 1(0.3)
Occular 1(0.4) - 2(0.7) -
Diabetes Mellitus 2 (0.7) 1(0.4) - -
Arthritis 1(0.4) - - E
Pneumonitis/ILD 1(0.4) 1(0.4) - -
Vasculitis - - 1(0.3) -
Other 1(0.4) - 341) -

"Number of patients with at least one event. AE = adverse event
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AGO-OVAR 2.29/ENGOT-ov34:
Conclusions

» The addition of atezolizumab to single-agent non-platinum
based chemotherapy in combination with bevacizumab did not significantly
improve OS or PFS

* Response rates were similar between treatment arms with a numerically
longer duration of response in patients receiving atezolizumab

* Results were independent of PD-L1 status in a recent biopsy (SP142)

- Safety findings were consistent with the known toxicity profiles of the
Investigated agents

» Exploratory analyses including stool microbiome, tumor microenvironment,
ctDNA and alternative PD-L1 analyses (SP263) are ongoing
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STUDY GROUP

A Randomized, Multicenter, Open-label, Phase Illl Trial Comparing
Anthracyclines Followed by Taxane Versus Anthracyclines Followed
by Taxane Plus Carboplatin as (Neo) Adjuvant Therapy in Patients
with Early Triple-Negative Breast Cancer

Joohyuk Sohn, Gun Min Kim, Kyung Hae Jung, Hei-Cheul Jeung, Jieun Lee, Keun Seok Lee, Seock-Ah Im,
Seok Yun Kang, Se Hyun Kim, Han Jo Kim, Kyong Hwa Park, Yee Soo Chae, Su-Jin Koh, Eun Kyung Cho,
Keon Uk Park, Sung Sook Lee, Ji-Yeon Kim, In Sil Choi, Sun Kyung Baek, Yong Wha Moon

on behalf of the PEARLY trial (KCSG BR 15-1) investigators,

Korean Cancer Study Group, Republic of Korea
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PEARLY Study Design (NCT02441933)

a ~ AC x 4 cycles followed by
TNBC patients a taxane x 4 cycles AC: 60/600mg/m? g3 wks X 4
i Ti :
w'tg:;:_l(_t) ;rcll;‘lN (-) ‘ Pacit) 80mg/m2q1 wk x 12
(N=g78) OI’Doce’taxel 75mg/m?q3 wks x 4
\ / s AC x4 cycles followed by Carboplatin: AUC 5 g3 wks x 4

taxane + carboplatin x 4 cycles

Stratified by:

AC, doxorubicin and cyclophosphamide
Institution, nodal status, BRCA status and treatment setting

Primary Endpoint Secondary Efficacy Endpoints  Safety Endpoints
— 5-year EFS (Event-Free Survival) rate Overall survival, OS Safety and tolerability
Distant recurrence-free survival, DRFS QoL : EORTC-QLQ-CIPN20, EQ-5D

Disease progression or inoperable status for neoadjuvant group Invasive disease-free survival, IDFS

Local or distant recurrence, second primary cancer, or death from

any cause
2024 ASCO presenten : JOOHYUK SOHN, MD ASCO s
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Baseline Characteristics

Characteristic Carboplatin Arm Control Arm
(N=434 ) (N=434)
Age
Median, yrs (range) 48 (21-77) 49 (23-76)
265, n (%) 33 (7.6) 22 (5.1)
ECOG PS, n (%)
0 371 (85.5) 383 (88.2)
1 63 (14.5) 51 (11.8)
Germline BRCA status, n (%)
Deleterious mutation 46 (10.6) 49 (11.3)
No deleterious mutation 388 (89.4) 385 (88.7)
Treatment setting, n (%)
Neoadjuvant 309 (71.2) 304 (70.0)
Adjuvant 125 (28.8) 130 (30.0)
Tumor stage, n (%)
T1or T2 365 (84.1) 373 (85.9)
T3 or T4 69 (15.9) 61 (14.1)
Lymph node involvement, n (%)
Negative 224 (51.6) 218 (50.2)
positive 210 (48.4) 216 (49.8)
TNM, n (%)
Stage Il 343 (79.0) 341 (78.6)
Stage I 93 (21.0) 91 (21.4)
Taxane, n (%)
Docetaxel 180 (43.2) 201 (49.3)
Paclitaxel 237 (56.8) 207 (50.7)
Surgery, n (%)
BCS 278 (67.1) 256 (62.9)
Mastectomy 136 (32.9) 151 (37.1)
2024 ASCO IR  rresewreo o JOOHYUK SOHN, MD ASCO) Sy
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Primary Efficacy Endpoint: EFS

Probability of Survival (%)

No. at Risk

Control arm

70+

60—

50

40-

30—

20+

10

100
90+
80+

mm Carboplatin arm
mm Control arm

Hazard ratio 0.67 (95% Cl, 0.49-0.92)
P=0.012

434

Carboplatin arm 434

2024 ASCO

ANNUAL MEETING

Time (Month)

382 364 342 331 317 304 274 246 195 111 21
402 386 362 355 346 329 299 269 222 135 29

presented By: JOOHYUK SOHN, MD
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ITT analysis Carbo arm
(n=434)

5-year EFS rate 82.3%
Stratified HR (95% CI) 0.67 (0.49-0.92)

Stratified Log Rank P value 0.012
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EFS Subgroup Analysis (ITT Population)

Subgroup Carboplatin arm Control arm Hazard Ratio for Event (95%Cl)
no. of patients with event/total no. (%)
Overall 68/434 (157)  95/434 (21.9) —— 0.67 (0.49-0.92)
Nodal status
Positive 42/210(200)  55/216(25.5) —_—— 0.75 (0.50-1.11)
Negative 26/224 (11.6)  40/218 (18.3) — 0.59 (0.36-0.97)
Tumor stage
stage Il 43/343 (12.5) 69/341 (20.2) —— 0.58 (0.40-0.85)
stage |ll 25/91 (27.5) 26/93 (27.9) ' : 0.93 (0.54-1.62
Treatment setting
Neoadjuvant 62/309 (20.1) 73/304 (24.0) _._. 0.80 (0.57-1.12)
Adjuvant 6/125(48)  22/130(169) ety : 0.26 (0.10-0.63)
BRCA status
mutated 3/46 (6.5) 10/49 (20.4) 0.29 (0.08-1.06)
wild type 65/388 (16.7)  85/385 (22.1) _._ 0.72 (0.52-0.99)
e 2
<50 yr 35/231 (15.2) 52/220 (23.6) < 0.59 (0.39-0.91)
>50 yr 33/203 (16.3)  43/214(21.1) . : 0.79 (0.50-1.24)
Taxane :
Docetaxel 26/180 (14.4)  44/201 (21.9) 6 0.60 (0.37-0.99)
Paclitaxel 35/237 (14.8)  40/207 (19.3) A ; 0.77 (0.49-1.21)

I T T
000 025 050 0.75

1.75

e

Carboplatin Arm

Better

Control Arm
Better

T T 1
200 225 250
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Secondary Efficacy Endpoint: OS (ITT population)

80—

70+

60=

50 -

40-

Probability of Survival (%)

20=

10

mm Carboplatin arm
mm  Control arm

Hazard ratio 0.65 (95% ClI, 0.42-1.02)
P=0.057

No. at Risk

Control arm 434
Carboplatin arm 434

2024 ASCO
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T i T T T T T T T T T
6 12 18 24 30 36 42 48 54 60 66

Time (Month)

409 393 385 371 352 337 305 275 213 127 28
415 404 390 385 375 358 326 293 239 149 34
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5-year OS rate
Stratified HR (95% CI)

Stratified Log Rank P value

100 -
90+ ITT analysis Carbo arm
(n=434)

90.7% 87.0%
0.65 (0.42-1.02)

0.057
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Secondary Efficacy Endpoint: pCR EFS Subgroup analysis (pCR vs non-pCR)

Pathological ypTO/is ypNO 100 -
60 - 904
46.0%
~= 50 A < 80+
g 39.4% <
2 Z 70"
S 40 - S
a @ 60-
2 = == pCR group
% 30 > 50+ == non-pCR group
§ % 40—
s 21 5
S 8 309 Hazard ratio 0.16 (95% Cl, 0.10-0.27)
T 10 - P<0.0001
o 20 =
0 A . X 10 T T T T T T T T T T T 1
Carboplatin arm Control arm 0 6 12 18 24 30 36 42 48 54 60 66 72
(=138) Ll No. at Risk Time (Month)

Non-pCR group 342 286 258 233 221 214 201 171 146 108 66 15 1

CR grou 255 250 249 240 237 232 226 213 191 154 93 18 2
Error bars = 95% CI; P=0.121 pLi.group
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Adverse Events Summary

Adverse event, n (%) Carboplatin arm

Control arm

N=434 N=434

Any adverse event 429 (98.8) 423 (97.5)
Any grade > 3 event 324 (74.7) 246 (56.7)
Serious Adverse Events (SAE) 71 (16.4) 61 (14.1)
Patients experiencing dose reduction

during AC phase 36 (8.3) 32 (7.4)

during taxane phase* 144 (33.2) 61 (14.1)
Event leading to permanent discontinuation

during AC phase 0 (0.0) 1(0.2)

during taxane phase* 12 (2.8) 4 (0.9)
Event leading to death** 1:(0.2) 2.(0.9)

*Taxane phase includes taxane (docetaxel or paclitaxel) £ carboplatin
**One in carboplatin arm due to pneumonia and two in control arm due to septic shock and suicide
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QoL Analysis

1.0-
X Q
Q 0.8- 3 100+
© ; o
= n
- 1 o
u? 0.6 ~
= &
1] 0.4 - Control arm o " - Control arm
| i | .
(@) - Carboplatin arm o - Carboplatin arm
- 0.2 -
@] @]
0.0 1 1 1 0 1 1 1
C1D1 C5D1 EOT C1D1 C5D1 EOT
Control arm 431 390 406 Control arm 431 390 406
Carboplatin arm 434 415 415 Carboplatin arm 434 415 415
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Conclusions

- The addition of carboplatin to standard anthracycline followed by taxane therapy significantly
improved EFS in patients with early-stage TNBC
= Statistically significant 5-year EFS benefit (Hazard ratio, 0.67; 95%CI 0.49-0.92; P=0.012)
= |Improved 5-year OS rate without statistical significance (Hazard ratio, 0.65; 95%CI 0.42-1.02; P=0.057)

- The safety profile was consistent with the known expectations for each regimen, and there
was no difference in QoL between the two groups

- The PEARLY trial provides compelling evidence for including carboplatin in the treatment of
early-stage TNBC, underscoring its value in the KN522 trial-based neoadjuvant setting and
suggesting potential applicability in the adjuvant setting post-surgery
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The Impact of Adjuvant Endocrine Therapy
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Breast Cancer
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Methods

* National Cancer Database (NCDB) 2018-2020
= 2018 was the first year that ER % was provided as a continuous variable
= ER-low defined as ER 1-10%

* Inclusion criteria:
= Female patients

= Stage I-lll ER-low BC who had surgical resection and were treated with
chemotherapy [NAC +/- adjuvant chemotherapy (adj chemo)]

- Exclusion criteria:
= Missing data in ER, PR, HERZ2, overall survival (OS)

- Statistical analysis:

= Multivariable logistic regression to assess factors associated with AET
omission in ER-low BC

= AET modeled as a time-dependent covariate with Cox proportional hazards
regression to assess its association with OS in ER-low BC

MAYO
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Baseline Characteristics

N = 7,018 patients ER-low BC
treated with chemo

« 354,378 patients with stage  Age, median (IQR) 55 years (46-64 years)
I-lll ER+ BC Race, n (%)

= 10,362 (3%) were ER-low | pie 1312 (19%)
= 7,018 patients treated Asian 412 (6%)
with chemoth erapy Other/Unknown 228 (3%)

o NAC (62%) PR-negative, n (%) 5123 (73%)

o Adj chemo (38%) HER2-negative, n (%) 4581 (65%)

Ki67*, median (IQR) 58% (30-80%)

IDC histology, n (%) 6483 (92%)

Grade 3, n (%) 5147 (73%)

cT2-4,n (%) 4236 (60%)

*For Ki67, N available = 3452 (49%), N missing = 3566 (51%) CNO’ n (%) 4566 (65%)

Y ini MAYO " AMERICAN SOCIETY OF
2024 ASCO - presenten B: Grace M. Choong, M.D. Mayo Clinic Rochester CLINIC | Comprehensive ASCO) Hasrrens
#ASC024 Presentation is prope or

ANNUAL MEETING rty of the author and ASCO. Permission required for reuse; contact permissions@asco.org @ Cancer Cent KNOWLEDGE CONQUERS CANCER



Factors Associated with AET Omission in ER-low BC

Less Likely to More Likely to
Omit ET | Omit ET
[

1.81 (1.61, 2.04)

. 2,948 (42%) patients PR Negative vs Positive £<0.001

1.23 (1.10, 1.37)

om |tte d AET HER2 Negative vs Positive ko

Ki67 2 20% vs < 20% 0,68

i 1.53 (1.05, 2.25
Grade 2 vs 1 p=0.0f(‘3 )

 Factors associated
with AET omission: ; 1.82 (1.25, 2.64)
Grade 3vs 1 § 5=0.002

o PR-, HERZ-, cT0-1 vs cT3-4 Lagi B :;27050.98,1.39)
Ki67220%, higher ——

1.05 (0.90, 1.23)
p=0.56

grade, cNO status, NG ve oNe 45 1.18 (1,05, 1.34)
. ‘; p=0.007
recelpt of NAC Neoadj Chemo w/pCR § 1.41 (1.21, 1.63)

vs Adj Chemo p<0.001

Neoadj Chemo w/RD 1.74 (1.50, 2.02)
vs Adj Chemo p<0.001

00 05 10 15 20 25 3.0
Odds Ratio (95% CI)

"Also adjusted for age, comorbidity score, race, ethnicity, year of diagnosis, histology, and year of diagnosis

: MAYO .
2024 ASCO #ASCO24 presenten Bv: Grace M. Choong, MD Mayo Clinic Rochester CLINIC | Comprehensive ASCO) Sy

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org @ Cancer Center KNOWLEDGE CONQUERS CANCER



Impact of AET Omission on OS in ER-low BC

\Adjuvant ET
No Adjuvant ET

* With median follow-up of 3
years, 586 deaths observed

* Omission of AET was
associated with significantly
worse OS compared to

1.25, 95% CI 1.05-1.48,
p=0.01) when adjusting for
various factors*

patients who started AET (HR

"Adjusted for age, comorbidity score, race, ethnicity, year of
diagnosis, PR, HERZ2, clinical and pathologic staging
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2-yr OS
A 2.2%

3-yr 0OS
A 3.2%

94.8%

[CI: 94.0-95.7%)]
92.3%

[CI: 91.3-93.3%]

92.6%
[Cl: 91.7-93.6%)]
89.1% Adjuvant ET

[Cl: 87.8-90.5%]
No Adjuvant ET

I I I I I

0 1 2 3 4

Years Since Definitive Surgery

1.0 ~
>
= 0.8
e
_8 2 1.0 —
o o)
a 06 — 8
— <
L =
c % 0.9 -
S |
@ 045
© £
g &
®) 0.2 0.8 —
0.0 —H
|
0
Number at risk
Adjuvant ET
No Adjuvant ET
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Conclusions

* | AET omission in ER-low BC cancer patients is common (42%) ‘
= Tumoral factors such as PR, HERZ2, Ki-67, grade as well as receipt of NAC
associated with AET omission
| AET omission associated with 25% increased risk of death (HR 1.25, 95% CI
1.05-1.48), when controlling for other patient and tumor-related factors

= In patients treated with NAC, AET omission in patients with residual
disease was significantly associated with decreased OS

* | In the absence of prospective clinical trial data, AET should be
recommended in patients with ER-low BC
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Trastuzumab deruxtecan vs physician’s choice of
chemotherapy in patients with hormone receptor—positive,
human epidermal growth factor receptor 2 (HER2)-low or
HER2-ultralow metastatic breast cancer with prior endocrine
therapy: primary results from DESTINY-Breast06

Giuseppe Curigliano
European Institute of Oncology, IRCCS, Milan, Italy;
Department of Oncology and Hematology-Oncology, University of Milan, ltaly
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Hans Wildiers, Qingyuan Zhang, Seock-Ah Im, Cristina Saura, Laura Biganzoli, Joohyuk Sohn,
Christelle Léevy, William Jacot, Natasha Begbie, Jun Ke, Gargi Patel, Aditya Bardia
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;I'argeting ‘low’ and ‘ultralow’ HER2-expressing tumors in mBC

HER2 IHC categories within HR+, HER2-negative (HER2-) mBC (per ASCOICAP1)

! { DESTINY-Breast06 HER2-low HER2-ultralow
! I patient population:

! ~85% of HR+, HER2- mBC ~60-65% " ~20-25%"

IHC 0

Weak-to-moderate complete Faint, incomplete Faint, incomplete Absent / no
-membrane staining .membrane staining membrane staining observable
in >10% tumor cells in >10% tumor cells ; & membrane

in £10% tumor cells staining

ASCO/CAP, American Society of Clinical Oncology / College of American Pathologists; HER2, human epidermal growth factor receptor 2; HR+, hormone receptor—positive; IHC, immunohistochemistry; ISH, in situ hybridization

mBC, metastatic breast cancer; T-DXd, trastuzumab deruxtecan

Images adapted from Venetis K, et al. Front Mol Biosci. 2022;9:834651. CC BY 4.0 license available from: https://creativecommons.org/licenses/by/4.0/

1. Wolff AC, et al. J Clin Oncol. 2023;41:3867—3872; 2. Denkert C, et al. Lancet Oncol. 2021;22:1151-1161; 3. Chen Z, et al. Breast Cancer Res Treat 2023;202:313-323; 4. Mehta S, et al. J Clin Oncol. 2024;42(Suppl. 16):Abstract e13156
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Study design

DESTINY-Breast06: a Phase 3, randomized, multicenter, open-label study (NCT04494425)

PATIENT POPULATION ENDPOINTS
« HR+ mBC T-DXd Primary
« HER2-low (lHC 1+ or IHC 2+/ISH_) or HER2-ultralow 54 mg/kg Q3w + PFS (BlCR) in HER2-low
(IHC O with membrane staining)* (n=436)
« Chemotherapy naive in the mBC setting Key secondary

* PFS (BICR) in ITT (HER2-low + ultralow)
+ OS in HER2-low
« OSinITT (HER2-low + ultralow)

Prior lines of therapy
» 22 |ines of ET + targeted therapy for mBC
OR
* 1 line for mBC AND
— Progression <6 months of starting first-line ET + CDK4/6i

HER2-low =713
HER2-ultralow = 153t

OR Other secondary
— Recurrence <24 months of starting adjuvant ET * PFS (INV) in HER2-low
Options: * ORR (BICR/INV) and DOR (BICR/INV) in
Stratification factors capecitabine, HER2-low and ITT (HER2-low + ultralow)
« Prior CDK4/6i use (yes vs no) nab-paclitaxel, + Safety and tolerability
» HER2 expression (IHC 1+ vs IHC 2+/ISH- vs IHC 0 with membrane staining) paclitaxel - Patient-reported outcomes#

« Prior taxane in the non-metastatic setting (yes vs no)

*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); *o be presented separately

BICR, blinded independent central review, CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; DOR, duration of response; ET, endocrine therapy,; HER2, human epidermal growth factor receptor 2; HR+, hormone receptor—positive; IHC
immunohistochemistry, INV, investigator assessed; IRT, interactive response technology; ISH, in situ hybridization; [TT, intent-to-treat; mBC, metastatic breast cancer; ORR, objective response rate; OS, overall survival, PD, progressive disease; PFS
progression-free survival, Q3W, every 3 weeks; R, randomization; T-DXd, trastuzumab deruxtecan; TPC, chemotherapy treatment of physician’s choice

NCT04494425. Updated. April 12, 2024. Available from: https://clinicaltrials.gov/study/NCT04494425 (Accessed May 13, 2024)
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i’atient demographics and key baseline characteristics

SERon (HER2-low anliTITIERZ-ultralow) Ll
T-DXd TPC T-DXd TPC T-DXd TPC
(n=359) (n=354) (n=436) (n=430) (n=76) (n=76)

Age, median (range), years 58.0 (28-87) 57.0 (32-83) 58.0 (28-87) 57.0 (32-83) 58.0 (33-85) 57.5 (34-82)
Female, n (%) 359 (100) 353 (99.7) 436 (100) 429 (99.8) 76 (100) 76 (100)
ECOG PS at screening, n (%)t

0 207 (57.7) 218 (61.6) 252 (57.8) 257 (59.8) 44 (57.9) 39 (51.3)

1 148 (41.2) 128 (36.2) 178 (40.8) 163 (37.9) 30 (39.5) 35 (46.1)
HER2 status, n (%)*

R aneaens alRieg - - 76 (17.4) 76 (17.7) 76 (100) 76 (100)

IHC 1+ (HER2-low) 238 (66.3) 234 (66.1) 239 (54.8) 234 (54.4) - -

IHC 2+/ISH- (HER2-low) 117 (32.6) 118 (33.3) 117 (26.8) 118 (27.4) - -
ER/PR status, n (%)$

ER+/PR+ 206 (57.4) 193 (54.5) 253 (58.0) 237 (55.1) 46 (60.5) 44 (57.9)

ER+/PR- 141 (39.3) 152 (42.9) 167 (38.3) 181 (42.1) 26 (34.2) 29 (38.2)

ER-/PR+ 3(0.8) 2 (0.6) 3(0.7) 2 (0.5) - -
Primary endocrine resistancel 105 (29.2) 116 (32.8) 128 (29.4) 140 (32.6) 23 (30.3) 24 (31.6)
De-novo disease at diagnosis, n (%) 111 (30.9) 104 (29.4) 133 (30.5) 132 (30.7) 22 (28.9) 28 (36.8)
Bone-only disease at baseline, n (%) 115(341) 10 (2.8) 13 (3.0) 13 (3.0) 2(2.6) 3(3.9)
Visceral disease at baseline, n (%) 309 (86.1) 299 (84.5) 376 (86.2) 364 (84.7) 66 (86.8) 65 (85.5)
Liver metastases at baseline, n (%) 243 (67.7) 232 (65.5) 296 (67.9) 283 (65.8) 52 (68.4) 51 (67.1)

*HER2-low status defined at randomization per IRT data, and HER2-ultralow status defined per central laboratory testing data. With mis-stratification, the combined sample size of these two populations may not match the [TT total, Tn=14 patients had
missing ECOG PS status at baseline; n=2 patients in the ITT (1 per treatment group) were found to have HER2 IHC 0 with absent membrane staining per central laboratory testing; Spatients with ER-/PR- status were excluded from the study; however
n=1 patient with ER—/PR- status was randomized in error; Tdefined as relapse while on the first 2 years of adjuvant endocrine therapy, or progressive disease within the first 6 months of first-line endocrine therapy for metastatic breast cancer; ECOG PS
Eastern Cooperative Oncology Group performance status; ER, estrogen receptor; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; IRT, interactive response technology

ISH, in situ hybridization; ITT, intent-to-treat; PR, progesterone receptor; T-DXd, trastuzumab deruxtecan; TPC, chemotherapy treatment of physician’s choice
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PFS (BICR) in HER2-low: primary endpoint

1 Hazard ratio 0.62

95% CI1 0.51-0.74
P<0.0001*

0.8-

n
T8
o T-DXd
S 0.6
= = mPFS: 13.2 mo
% —————————
2 TPC
a. mPFS: 8.1 mo A 51 mo
=l!
4 |
_|
0 T | T T T T T T T | T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Time from randomization (months)
No. at risk
T-DXd 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 0

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

*P-value of <0.05 required for statistical significance
BICR, blinded independent central review, Cl, confidence interval, HER2, human epidermal growth factor receptor 2; mo, months; (m)PFS, (median) progression-free survival, T-DXd, trastuzumab deruxtecan,

TPC, chemotherapy treatment of physician’s choice
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OS in HER2-low and ITT: key secondary endpoints (~40% maturity)

HER2-low*

ITT (HER2-low + HER2-ultralow)

n=713 N=866
1.0 | Hazard ratio 0.83 1.0 5 Hazard ratio 0.81
1 87.6%, T-DXd 95% CI 0.66-1.05 1 87.0%, T-DXd 95% CI 0.65-1.00%
P=0.1181t
0.8 i 0.8-
TPC, 81.7% TPC, 81.1%!
%) | %) i
@) - @) [
% 0.6- ! % 0.6 !
£ | & |
= | 5 |
3 04- I 3 04 :
9_ 1 e 1
@ | @ |
1 1
| 1
0.2 : 0.2+ |
1 1
1 1
1 1
'12-month OS rate ' 12-month OS rate
0 I I I I I I I I I I I I I I 1 0 T T T I T T T T 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 at ek Time from randomization (months) Time from randomization (months)
0. at ris|
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

17.9% of patients in the TPC group received T-DXd
post treatment discontinuation (ITT)

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

post treatment discontinuation (HER2-low)

*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
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PFS and OS in HER2-ultralow: prespecified exploratory analyses

PFS (BICR)

n=152
Hazard ratio 0.78
95% CI10.50-1.21

T
a T-DXd
“g mPFS: 13.2mo
3
g 0.4 TPC
& mPFS: 8.3 mo
- A 4.9 mo
0 I I I I I I I I I I I
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 4

0.6 4

0.4 -

0.2

OS*
n=152
Hazard ratio 0.75

84.0%. T-DXd 95% Cl10.43-1.29

12-month OS rate

76
76

2 15 21 24 24 27 30 33 36 39

Time from randomization (months)

76 70 66 63 49 36 28 23 15 6
69 68 62 55 45 25 17 15 9 -

w o
oo

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
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PFS (BICR) in HER2-low: subgroup analysis

14

No. of events / no. of patients mPFS (95% CI), months
T-DXd TPC T-DXd TPC Hazard ratio (95% CI)
Age I
<65 years 158/252 157/244 13.2 (11.2-15.2) 7.8 (6.9-8.6) S 2B 0.59 (0.47-0.74)
265 years 67/107 75/110 13.2 (9.7-17.0) 8.5 (6.9-11.5) —e—i 0.68 (0.49-0.95)
HER2 status* i
IHC 1+ 157/238 150/234 12.9 (11.0-15.2) 8.2 (7.1-9.8) l-’-i: 0.74 (0.59-0.93)
IHC 2+/ISH- 65/117 80/118 15.2 (12.2-214) 7.0 (6.2-8.4) —@— : 0.43 (0.31-0.60)
Prior CDK4/6i :
Yes 206/324 212/320 13.1 (11.2-15.2) 7.9 (6.9-8.6) I-‘-l ! 0.61 (0.51-0.74)
No 19/35 20/34 16.1 (9.7-NE) 11.1 (6.9-20.6) —— 0.64 (0.34-1.21)
Prior taxane use (adjuvant/neoadjuvant setting) I
Yes 94/151 101/151 12.9 (9.7-14.0) 7.4 (6.3-9.3) —@— | 0.64 (0.48-0.85)
No 131/208 131/203 15.0 (11.3-16.5) 8.3 (7.0-9.7) @ | 0.59 (0.46-0.76)
Number of prior lines of ET (metastatic setting) :
1 27/54 45/67 15.2 (9.7-19.1) 8.0 (5.7-8.5) —— | 0.45 (0.27-0.72)
2 158/242 153/236 13.1 (11.2-15.2) 8.3 (6.9-10.0) "." : 0.69 (0.55-0.86)
23 39/62 33/49 12.3 (8.3-18.5) 8.1 (5.4-9.7) —— ! 0.53 (0.33-0.86)
Endocrine resistance :
Primary 66/105 83/116 13.1 (10.0-15.2) 6.8 (5.3-8.1) —@— . 0.56 (0.40-0.78)
Secondary 159/254 148/236 13.2 (11.3-15.5) 9.0 (7.5-11.1) I-‘—l | 0.65 (0.52-0.82)
Choice of chemotherapyt i
Capecitabine 131/220 134/208 13.5 (11.4-15.4) 8.5 (7.0-11.4) @ 0.62 (0.49-0.79)
Taxanes (Nab-paclitaxel + paclitaxel) 94/139 98/146 12.9 (9.6-15.4) 7.3 (6.4-8.3) —@— 0.62 (0.46-0.82)
Liver metastases i
Yes 163/243 166/232 11.4 (9.8-13.2) 7.0 (6.4-8.1) |_’.| : 0.58 (0.46-0.72)
No 62/116 66/122 17.0 (15.0-19.4) 11.3 (8.2-14.8) —@— 0.66 (0.46-0.93)
025 05 1 2

Size of circle is proportional to the number of events G >
*Based on cenfral laboratory data (ie the HER2 result from the most recent evaluable sample prior to randomization); fspecified by the investigator prior to randomization Favors T-DXd Favors TPC
BICR, blinded independent central review, CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; Cl, confidence interval; ET, endocrine therapy

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry, ISH, in situ hybridization; (m)PFS, (median) progression-free survival

NE, not evaluable; T-DXd, trastuzumab deruxtecan; TPC, chemotherapy treatment of physician’s choice
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brug-related TEAEs in 220% of patients (either treatment group)

17

Nausea 65.9
Fatigue*

B T-DXd, any grade
Il T-DXd, Grade 23
! TPC, any grade

Alopecia
B TPC, Grade 23

Neutropeniat®
Transaminases increased*
Anemia$

Vomiting

Diarrhea

Decreased appetite
Leukopenial

FPE

| | | | | | | |

80 60 40 20 0 20 40 60 80
Patients experiencing drug-related TEAEs (%)

“Includes the preferred terms fatigue, asthenia, malaise, and lethargy; Tincludes the preferred terms neutrophil count decreased and neutropenia; fincludes the preferred terms transaminases increased, aspartate aminotransferase increased, alanine
aminotransferase increased, gamma-glutamyltransferase increased, liver function test abnormal, hepatic function abnormal, and liver function test increased; Sincludes the preferred terms hemoglobin decreased, red blood cell count decreased, anemia,
and hematocrit decreased; Yincludes the preferred terms white blood cell count decreased and leukopenia

PPE, palmar-plantar erythrodysesthesia; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event; TPC, chemotherapy treatment of physician’s choice
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%% DESTINY-Breast06

Conclusions

» T-DXd demonstrated a statistically significant and clinically PFS in HER2-low
meaningful PFS benefit vs TPC (chemotherapy) in
HR+, HER2-low mBC in an earlier line of treatment than T-DXd C
DESTINY-Breast04 2

=
- Results in HER2-ultralow were consistent with HER2-low TPC m
» Confirmed ORR was 57.3% (T-DXd) vs 31.2% (TPC) in ITT s

— PFS in ITT (HER2-low + ultralow) —

No new safety signals were identified; interstitial lung
disease remains an important safety risk of T-DXd
T-DXd

DESTINY-Breast06 establishes T-DXd as an :
effective new treatment option for patients with TPC m
HR+, HER2-low and HER2-ultralow mBC following e -

21 endocrine-based therapy

HER2, human epidermal growth factor receptor 2; HR+, hormone receptor—positive; ITT, intent-to-treat; mBC, metastatic breast cancer; mo, months; ORR, objective response rate; OS, overall survival, PFS, progression-free survival
T-DXd, trastuzumab deruxtecan; TPC, chemotherapy treatment of physician’s choice
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HER2- advanced breast cancer following progression on
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Background: Targeted Therapy Options Post 1L CDK4/6i

« Targeted therapy options are primarily confined to biomarker-positive (+) ABC (PI3K
pathway altered, ESR7 mutant)

« Despite this important progress, median PFS with these agents remains <6 months,
absolute improvement generally limited to ~1-2 scan intervals, and toxicities vary

Phase 3 Results Post-CDK4/6i in Biomarker+ ABC

Discontinuation Rates’

SOWLRY aipoisib + fulvestrant | 25

= 20)*
=20 fulvestrant  HR' = 0.48 (0.17 - 1.36)

IVTEIETR capivasertin + fulvestrant | 13

=299 “fulvestrant  HR'= 0.49 (0.36 - 0.66)

EMERALD [ 6

(=229 soc ET HR" = 0.55 (0.39 - 0.77)

0 2 4 6
mPFS (months)

*Post CDK4/6i Subgroup, Investigator PFS, "BICR PFS, SITT population

. . . Juric D. et al 2019 Proceedings of SABCS 79(4) Abstract nr GS3-08
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postMONARCH Study Design

/ Eligibility \
HR+, HER2- ABC

Men & Pre/post menopausal women

J

Primary Endpoint:
Investigator-Assessed PFS

Secondary Endpoints:
OS, PFS by BICR, ORR,

Abemaciclib + Fulvestrant
CBR, DCR, DoR, Safety, PK

Prior Therapy:

ABC: Disease progression on
CDK4/6i + Al as initial therapy

Adjuvant: Disease recurrence
on/after CDK4/6i + ET

Randomization 1:1

kNo other therapy for ABC J

[

N =368 & PRO

Stratification Factors:
B Placebo + Fulvestrant * Duration of prior CDK4/6i
* Visceral metastases

» Geographic region

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
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Primary Analysis: Abemaciclib Improved Investigator-Assessed PFS

100 -

©
o

Placebo +
Fulvestrant (N = 186)

Abemaciclib +
Fulvestrant (N = 182)

S
_§ i Events
£ 701 Median (95% Cl); : .
ﬁ =l 6-month PES rate: months 5.6 — 8.6 3.7—-5.6
o 3 HR (95% Cl); 0.73 (0.57 — 0.95)
w 50% :
L 5. nominal p 0.02
2
% 40+
2
S 30- |
= I
20 : —
| "

: 3 6 9 12 15 18 21
Number at Risk Time (months)

182 124 80 61 21 9 2 0
— 186 114 62 47 17 7 3 0

[ Abemaciclib led to 27% reduction in the risk of developing PFS event ]
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Secondary Analysis: Abemaciclib Improved BICR-Assessed PFS

Abemaciclib + Placebo +
Ao Fulvestrant (N =182) Fulvestrant (N = 186)
S Events
T 80 6-month PFS rate:
- H 0 . . .
'; n 68% Median (95%Cl); months 95_ NR 3977
o HR (95% ClI); 0.55 (0.39 - 0.77)
g™ nominal p 0.0004
& 50 -
e
% 40- |
£ i | it —H— —t ’ Estimates impacted by
g | informative censoring
20- | (discordance with
- I investigator events:
: 51% abemaciclib arm,
%% 3 6 9 12 15 18 21 8% placebo arm)
Number at Risk Time (months)
182 117 74 54 21 6 1 0
— 186 100 50 39 13 5 1 0
[ Abemaciclib led to 45% reduction in the risk of developing PFS event per BICR ]
- sresentep ev: Kevin Kalinsky, MD, MS BICR: Blinded Independent Central Review [ american socier or



BICR-Assessed PFS by Subgroup: Consistent Abemaciclib Effect Across Subgroups

Abema?iclib Arm Placeboirm

n events HR (95% CI) Interaction p-value
Overall 368 152 —— 0.55 (0.39,0.77)
Age 0.69
<65 years 244 106 —e— 0.57 (0.39, 0.84)
265 years 124 46 A 0.49 (0.27, 0.90)
Region 0.93
Other 267 110 e 0.57 (0.39, 0.83)
USA 56 18 : e | 0.47 (0.17, 1.24)
East Asia 45 24 ; | 0.53 (0.23, 1.21)
Measurable Disease 0.71
Yes 258 122 —e— 0.55 (0.38, 0.78)
No 110 30 | | 0.47 (0.22, 1.00)
Visceral Metastasis 0.88
Yes 221 109 e 0.55 (0.37, 0.80)
“No ) 147 43 ——— 0.52 (0.28, 0.96) _ )
Liver Metastasis 0.83 Estimates impacted by
Yes 139 81 —e 0.49 (0.31,0.76) z 3 .
No 229 71 —a—] 0.52 (0.32, 0.85) informative censoring
Bone-Only Disease 0.79 i i
Yes y 74 19 ! - 4 0.47 (0.18, 1.23) _(dlsco_rdance with
No 294 133 —a— 0.54 (0.38, 0.76) Investigator events:
PR Status 0.48 -
Positive 204 116 e 0.51 (035, 0.75) 51% abemaciclib arm,
Negative 69 34 } { 0.68 (0.34, 1.33) 38% placebo arm)
Prior CDK4/6i Duration 0.72
ABC 212 mo. or after adjuvant CDK4/6i 273 110 —e— 0.52(0.35,0.77)

ABC <12 mo. or during adjuvant CDK4/6i 93 40 —= | 0.60(0.32 1.11)

Prior CDK4/6i 043
Palbociclib 217 84 . — 0.46 (0.30, 0.72)
Ribociclib 122 57 ] 0.73 (0.43, 1.23)
Abemaciclib 28 10 } - | 0.59(0.17,2.09)
0.1 0.5 1 15 2 25
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Exploratory: Consistent Effect Across Biomarker Subgroups

Abemaciclib + Placebo +
Fulvestrant Fulvestrant
N=182 N=186
ctDNA Evaluable Population 161 (88%) 159 (85%)
Biomarker Status ESR1 mutation 40% 51%
PIK3CA or PTEN or AKTT1 alteration 46% 52%
Subgroup n events HR (95% CI) Interaction p-value
ctDNA Evaluable Population 320 230 —a— 0.77 (0.59 to 1.00)
ESR1 0.98
Detected 145 110 —a 0.79 (0.54 to 1.15)
Not detected 1174 120 —a— 0.79 (0.55 t011.13)
PIK3CA or AKT1 or PTEN 0.55
Detected 156 118 ——ti—of 0.86 (0.60 to 1.23)
Not detected 164 112 —a— 0.73 (0.51 to 1.06)

| | | |
0.25 0.5 1 2

-
Abemaciclib Arm Placebo Arm
Biomarker ctDNA by GuardantINFINITY assay
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Abemaciclib + Placebo +

Safety ConSiSte nt Fulvestrant, N=181, % Fulvestrant, N=185, %

TEAEs Any Grade Grade 23 Any Grade Grade 23

With Kn Own Any 97 55 82 20

Abemaciclib Profile ez 1 ‘ K ’
Neutropenia* 41 25" 3 0
Anemia* 35 11 15 4
Fatigue* 33 3 23 1
Abemaciclib + Placebo + Nausea 33 3 18 0
Fulvestrant Fulvestrant

N =181 N = 185 Abdominal Pain* 24 2 16 0
Vomiting 20 2 0

Grade 5 TRAE", .
n (%) 1 (0.6) 0 Thrombocytopenia* 18 4 2
Dose reductions 5 (30) & (5} Decreased Appetite 18 1 0
due to AE, n (%) Leukopenia* 18 8 0
Discontinuations 11 (6) 0 AST Increased 15 6 11 2

due to AE, n (9

e sk n e ALT Increased 13 4 10 2
Arthralgia 12 1 12 1
Creatinine Increased 1 0 2 0
Cough 11 0 74 0
VTE* 5 2# 3 1
ILD* 3 18 1 0

*1 Grade 5 treatment-related AE (TRAE) of pneumonia

. presentep By: Kevin Kalinsky, MD, MS *Consolidated term " AMERICAN SOCIETY OF
2024 ASCO #ASC0O24 y Includes: *2 Febrile Neutropenia (1 Grade 3; 1 Grade 4), ASCO it —"
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Conclusions

« postMONARCH is the first randomized, placebo-controlled Phase 3 study to demonstrate
benefit of continued CDK4/6 inhibition beyond progression on a CDK4/6i

« Abemaciclib improved PFS in pts with HR+, HER2- ABC with disease progression on prior
CDK4/6i + ET, despite the control arm performing better than expected

o 27% risk reduction for developing a PFS event (HR: 0.73 [0.57- 0.95])

o Consistent benefit across multiple prespecified and clinically relevant subgroups, including key biomarker

subgroups

o Consistent improvement across key secondary efficacy endpoints, including PFS by BICR and ORR

« Safety was consistent with the known abemaciclib profile and discontinuation rate was low

g Abemaciclib + fulvestrant offers a targeted therapy option after
disease progression on a CDK4/6i for patients with
9 HR+, HER2- ABC, not selected for biomarker status v
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= CARACO: Lymphonodektomie nach neoajuvanter Chemotherapie bei
Ovarialkarzinom FIGO 1ll/1V ohne Uberlebensvorteil (HR 0,96)

= AGO-Ovar 2.29: Atezolizumab beim nicht-platingeeigneten Rezidiv ohne
Uberlebensvorteil (HR 0,87), post hoc Vorteil bei BEV oder Paclitaxel

= PEARLY: +Carboplatin verbessert EFS (+7,2 %; HR 0,67) bei TNBC
neoadjuvant und adjuvant

= Mayo: Verzicht auf ET verschlechtert OS bei ER-low (-3,2%; HR 1,25)‘

= DESTINY-Breast06: T-DXd verlangert PFS bei HER2-low (HR 0,62; +5,1
Monate), HERZ2-ultralow vergleichbar (HR 0,78; +4,9 Monate n.s.)

= postMONARCH: Abemaciclib bei Progress nach CDK4/61 verlangert PFS‘
nach verblinderter zentraler Einschatzung (HR 0,55: +7,3 Monate)
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Tumorerkrankungen MAINZ

E Model-estimated mean age-adjusted breast cancer mortality

No intervention

Screening

—— Metastatic treatments

— 5Stage -1l treatments

—— 5tage |-11 and metastatic treatments
Screening, stage |-11] and metastatic treatments
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Caswell-Jin et al, JAMA 331:233-241, 2024
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1995=2000{n=212);
Median: 31.6 months (0.5-237.34)
2001-2008 {n=368);
Median: 34.6 months (0 3-156 8+
2010-2014 (n=384);
~ 'Median: 40.9 months (0.2-124 44
2015-2017 {n=320);
~hedian: 42.4 months (0.2-98 4+
2018-2022 (n=319);
Median: 484 months (0.4-61 1+

-] 50 100 150 200 250

Time between initial diagnesis metastasis and death / last contact [months]

Figure 1. 0S5 according to time of MBC diagnosis.

HR-pasitive/HERI-positive
_rjtriple-positive) (n=237);
Median: 52.3 months (0.9<189 §+)
HR-pasitive/HER2-negative (n=B7E];
““Median: 41.1 menths {0.2-181.00
HR-negatitve/HER 2-positive (n=85];
“Median: 36.6 months (0.9-110,04)
HR-negativeHERZ-negative
= [triple-negative) (n=160];
Median: 19.9 months {0.2=110 0+)

Cum. Survival

p< 0001

] 50 100 150 200

Time between initial diagnosis metastasis and death / last contact [months]

Weide et al, Cancers 16:1255, 2024
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