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What do we do after progression on CDK 4/6i?

Al + CDK 4/6i or :> ???

FUL + CDK 4/6i

« Limited prospective data to guide treatment decisions following clinical
progression on CDK 4/6 inhibitor

« PIK3CA and ESR-1 mutations contribute to endocrine resistance.

« In current practice, sequential endocrine monotherapy or combination
therapies are used in the 2nd/3rd line

« PARP inhibitors for gBRCA1/2mut
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Case # 1: HR+ HER2 IHC 1+

* Patient is 55 y/o postmenopausal female w/ de novo metastatic
breast ca (MBC) from left sided breast ca with mets to bones and
liver. Biopsy of left breast revealed IDC ER 50% PR 10% HER2 IHC 1+.
Biopsy of a liver lesion revealed same biology; NGS on liver met
revealed no actionable mutation. Germline testing was (-). She feels
well and is asymptomatic of her metastatic disease. What is your
recommendation for systemic therapy?

A) Fulvestrant + CDK 4/6 inhibitor

B) Aromatase inhibitor + CDK 4/6 inhibitor
C) Fulvestrant

D) Aromatase inhibitor

E)AorB

© National Comprehensive Cancer Network, Inc. 2023, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form
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CDKA4/6 inhibitor Phase Ill trials in HR+MBC

Trial Population Previous CT allowed Experimental arm Median PFS Median OS
(months) (months)

PALOMA-2 12 Postmenop Letro/Palb vs Letro/Plac 24.8vs 14.5m 539vs51.2m
1° line HR 0.58 HR 0.956
p < 0.001 p=NS
PALOMA-3 %3 Post and premenop Yes Fulv/Palb vs 9.2vs3.8m 349vs22.0m
2° line Fulv/Plac HR 0.42 HR 0.81
p <0.001 P= NS
MONALEESA-2 4> Postmenop Yes Letr/Ribo vs 25.3vs 16 63.9vs 54.1 m
1° line Letro/Plac HR 0.56 HR 0.76
p=9.63x 108 p =0.008
MONALEESA-3 &7 Postmenop No Fulv/Ribo vs 20.5vs 12.8 m NR vs 40.0 m
1° and 2°line Fulv/Plac HR: 0.593 HR 0.72
P <0.001 p=0.0045
Peri/Premenop Yes 23.8vs 13.0m NE vs 40.9 m
MONALEESA-7 &° 1° and 2°line 0S/ NSAI or Tam/Ribo vs HR 0.55 HR0.71
0S/ NSAI or Tam/Plac P <0.0001 p=0.00973
MONARCH-3 10-11 Postmenop No Letro/Abma vs 28.2vs 14.8 m 67.1vs 54.5m
1° line Letro/Plac HR 0.54 HR =0.754
P=0000021 P=0.0301
MONARCH-2 1213 Postmenop No 16.4vs 9.3 46.7 vs 37.3
1° and 2°line or later Fulv/Abema vs HR 0.53 HR 0.75
Fulv/Plac P <001 p=0.01

1. Finnetal. NEJM 2016; 2. Finn et al. ASCO 2022; 3. Turner et al. NEJM 2015; 4. Turner et al. NEJM 2018; 4. Hortobagyi et al. Ann Onc 2019;
5. Hortobagyi et al. NEJM 2022; 6. Slamon et al. JCO 2018; 7. Slamon et al. NEJM 2020; 8. Tripathy et al. Lancet Onc 2018; 9. Im et al. NEJM 2019
10. Goetz et al. JCO 2017; 11. Goetz et al. ESMO 2022; 12. Sledge et al. JCO 2017; 13. Sledge et al. JAMA Onc 2020

© National Comprehensive Cancer Network, Inc. 2023, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form
or by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




Eiﬂ"p”ri'henswe NCCN Guidelines Version 1.2023

iv[e(®'f] Cancer
Netwarke Breast Cancer

SYSTEMIC THERAPY FOR ER- AND/OR PR-POSITIVE
RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE?

HER2-Negative and Postmenopausal
or Premenopausal Receiving Ovarian Ablation or Suppression

Preferred Regimens Other Recommended Regimens Pasiti m,n
First-Line Therapy First- and Subsequent-Line Therapy HER2-Positive and Postnjle_nopausa_l
‘- Aromatase inhibitor + CDK4/6 inhibitor” + Selective ER down-regulator or Premenopausal Receiving Ovarian

» Aromatase inhibitor + ribociclib (category 1) + Fulvestrant Ablation or Suppression

+ Aromatase inhibitor + abemaciclib * Selective ER down-requiator (fulvestrant, Aromatase inhibitor + trast b

» Aromatase inhibitor + palbociclib category 1) + non-steroidal aromatase inhibitor * ATOmMatase INMIbIor + rasiuzuma

il g (anastrozole, letrozole) (category 1) + Aromatase inhibitor + lapatinib
* Fulvestrant™ + CDK4/6 inhibitor « Non-steroidal tase inhibit L e
+ ribocicli e on-steroidal aromatase Innioror - Aromatase inhibitor + lapatinib + trastuzumab

» Fulvestrant + ribociclib (category 1) - v Anastrozole

¥ Fulvestrant + abemaciclib (category 1) v Letrozole = Fulvestrant + frastuzumab

» Fulvestrant + palhociclib . Selective ER modulator « Tamoxifen + trastuzumab

] + Tamoxifen

Second- and Subsequent-Line Therapy o * Steroidal aromatase inactivator
* Fulvestrant + CDKA/8 inhibitor (abemaciclib, palbocicli, or » Exemestane

ribociclib) if CKD4/6 inhibitor not previously used (category 1)%8
* For PIK3CA-mutated turors, see additional targeted therapy | yseful in Certain Circumstances

options, -0 ¥
* Everolimus + endocrine therapy (exemestane, fulvestrant, ?ﬂg;ﬁ;‘#&%t&g Therapy

tamoxifen} d + Estradiol

» Abemaciclib!
+ Addfional targeted therapy options, see BINY-0 (6)

BINV-P. © 2023 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express
written permission of NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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Case # 1: HR+ HER2 IHC 1+ (Continued)

* She did well on 1L treatment for about 2 years and then experienced
progression of disease in her liver and bone lesions. She was then
placed on capecitabine and partial response until about 6 months
later, CT CAP showed progression in her liver. What is next best
option?

A) Paclitaxel

B) Gemcitabine

C) Fam-Trastuzumab deruxtecan
D) Sacituzumab

© National Comprehensive Cancer Network, Inc. 2023, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form
or by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




DESTINY Breast-04

DESTINY-Breast04 HER2 Low

PFS in HR+ and All Patients | -2 Prior lines chemo in MBC
HR+ dz (endocrine refractory)
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P <0.0001
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No. at Risk Months No. at Risk Months

T-DXd (n =331): 331324 290 265 262 248 218 198 182 165 142128 107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0 T-DXd (n=373): 373 365 325295 290 272 238 217 201 183 156 142 118 100 88 81 71 53 42 35 32 21 18 15 8 4
TPC (n=163): 163146105 85 84 69 57 48 43 32 30 27 24 20 14 12 8 4 3 2 1 1 1 1 1 1 0 TPC (n=184): 184166119 93 90 73 60 51 45 34 32 29 26 22 1513 9 5 4 3 1 1 1 1 1 1

PFS by blinded independent central review.
HR, hormone receptor; mPFS, median progression-free survival; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
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OS in HR+ and All Patients

Hormone receptor—positive

Hazard ratio: 0.64

OS for HR+

DESTINY Breast-04

OS for All

All patients
6.8vs 23.4

Hazard ratio: 0.64
95% Cl, 0.49-0.84
P =0.0010
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No. at Risk Months No. at Risk
T-DXd (n=331): 331 325 323319 314 300 303 293 285260 268 260 250228 199 190 168 144116 95 81 70 51 40 26 14 9 8 6 6 2 1 1 1 0 DX (i =iSTa)
TPC (n=163): 163151145143 139135130124 115109104 98 96 89 80 71 56 45 37 20 25 23 16 14 7 5 3 1 0 TPC(n=184);
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Months
373 366 363 357 351 344 338 326 315 309 296 287 276254 223214 188 156 129104 90 78 59 48 32 20 14 1210 8 3 1 1 1 0
184 171 165161 157 153 146 138 128120114108 105 97 88 77 61 50 42 32 28 25 18 16 7 5 3 1 0O

HR, hormone receptor; mOS, median overall survival; OS, overall survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
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#%% DESTINY-Breast04

Adverse Events of Special Interest

Adjudicated as drug-related ILD/pneumonitis?

n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any Grade

T-DXd (n = 371) 13 (3.5) 24 (6.5) 5(1.3) 0 3(0.8) 45 (12.1) _
TPC (n=172) 1(0.6) 0 0 0 0 1(0.6)

Left ventricular dysfunction®
n (%) Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any Grade

Ejection fraction decreased
T-DXd (n = 371) 1(0.3) 14 (3.8) 1(0.3) 0 0 16 (4.3)
TPC (n =172) 0 0 0 0 0 0

Cardiac failurec
T-DXd (n = 371) 0 1(0.3) 1(0.3) 0 0 2 (0.5)
TPC (n =172) 0 0 0 0 0 0

ILD, interstitial lung disease; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
aMedian time to onset of ILD/pneumonitis for patients with T-DXd was 129.0 days (range, 26-710). ®Left ventricular dysfunction was reported in a total of 17 (4.6%) patients in the T-DXd arm. One patient initially experienced ejection fraction decrease, then
later developed cardiac failure. °Both patients with cardiac failure were reported to have recovered.

2022 AS< O NSy Content of this presentation is the property of the AS‘ O égﬁf&i’t%ﬁiﬂié‘gy
author, licensed by ASCO. Permission required for reuse.

ANNUAL MEETING Shanu Modi, MD KNOWLEDGE CONQUERS CANCER

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

© National Comprehensive Cancer Network, Inc. 2023, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form
or by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




TROPiICS-02 (NCT03901339): A Phase 3 Study of SG in
HR+/HER2-
Locally Recurrent Inoperable or Metastatic Breast Cancer

Metastatic or locally recurrent Treatment was continued until progression
inoperable HR+/HER2- breast or unacceptable toxicity
cancer that progressed aftera Sacituzumab govitecan Endpoints
) 10 mg/kg IV Primary
‘ * At least 1 endocrine therapy,
taxane, and CDK4/6 inhibitor in R * PFSDbyBICR
any setting Secondary
« OS
‘ * At least 2, but no more than 4, Treatment of physician’s choice® . ORR, DOR, CBR
lines of c_her_notherapy for (capecitabine, vinorelbine, by LIR and BICR
metastatic disease gemcitabine or eribulin) -— « PRO
» Measurable disease by n=271 « Safety
RECIST 1.1
Stratification:
N=543 » Visceral metastases (yes/no)

« Endocrine therapy in metastatic setting 26 months (yes/no)
*  Prior lines of chemotherapies (2 vs 3/4)

2Disease histology based on the ASCO/CAP criteria. Single-agent standard-of-care treatment of physician’s choice was specified prior to randomization by the investigator.

ASCO/CAP, American Society of Clinical Oncology/College of American Pathologists; BICR, blinded independent central review; CBR, clinical benefit rate; CDK, cyclin-dependent kinase; DOR, duration of response; HER2-, human epidermal
growth factor receptor 2-negative; HR+, hormonal receptor-positive; IV, intravenously; LIR, local investigator review; ORR, objective response rate; OS, overall survival; PFS, progression-free survival, PRO, patient-reported outcomes; R,
randomized; RECIST, Response Evaluation Criteria in Solid Tumors.

Presented by: Hope S. Rugo, MD
ESMO 2022

© National Comprehensive Cancer Network, Inc. 2023, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form
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TROPiCS-02: PFS and OS
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-SGp272 0] 148 (83 82 (124) 44 (146 22 (160 12 (166) 6 (167 3(169 0(170 No.of Ptlents Stil a Risk (Evens)
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Rugo et al. ASCO 2022
Rugo et al. ESMO 2022
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Key All Grade and Grade 23 Treatment-Related
Adverse Events?

-

All grade

“Grade 23

TRAEsS, n (%) All grade Grade 23
NeutropeniaP 188 (70)  memmp 136 (51) 134 (54) 94 (38)
Anemia¢© 91 (34) 17 (6) 62 (25) 8 (3)
Hematologic Leukopeniad 37 (14) ) 23 (9) 23 (9) 18(5)
Lymphopenia® 31(12) 10 (4) 25 (10) 8(3)
Febrile neutropenia 14 (5) ) 14 (5) 11 (4) 11 (4)
Diarrhea 152 (57) ~===) 25 (9) 41 (16) 3(1)
Nausea 148 (55) 3(1) 77 (31) 7 (3)
Gastrointestinal Vomiting 50 (19) 1(<1) 30 (12) 4 (2)
Constipation 49 (18) 0 36 (14) 0
Abdominal pain 34 (13) 2(1) 1T 0
Alopecia 123 (46) 0 41 (16) 0
Fatigue 100 (37) =) 15 (6) 73 (29) 6 (2)
Other Asthenia 53 (20) 5(2) 37 (15) 2(1)
Decreased appetite 41 (15) 1(<1) 34 (14) 1(<1)
Neuropathy! 23 (9) 3(1) 38 (15) 6 (2)

=) - There were no events of interstitial lung disease in the SG arm (vs 1% in the TPC arm)
and no TRAEs of cardiac failure or left ventricular dysfunction in either arm

Assessed in the safety population of patients who received =1 dose of study treatment. Patients may report more than one event per preferred term.

sKey All Grade and Grade =3 TRAES defined as those occurring in 210% and =5% of patients in one arm, respectively. ®Combined preferred terms of ‘neutropenia’ and ‘neutrophil count decreased.” “Combined preferred terms of ‘anemia,’
‘hemoglobin decreased,” and ‘red blood cell count decreased.” “Combined preferred terms of ‘leukopenia’ and ‘white blood cell count decreased.’ *Combined preferred terms of ‘lymphopenia’ and ‘lymphocyte count decreased’.

‘Combined preferred terms of ‘gait disturbance’, ‘hypoesthesia’, ‘muscular weakness’, ‘neuropathy peripheral’, ‘paraesthesia’, and ‘peripheral sensory neuropathy’;

SG, sacituzumab govitecan, TPC, treatment of physician’s choice; TRAE, treatment-related adverse event.
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FDA Approves Sacituzumab Govitecan for Pretreated HR+/HER2-
Metastatic Breast Cancer

) Feb 3, 2023

The FDA has approved sacituzumab govitecan-hziy for the treatment of adult patients with unresectable locally advanced or metastatic hormone

receptor-positive, HER2-negative breast cancer who have received endocrine-based therapy and at least 2 additional systemic therapies in the metastatic setting.

The FDA has approved sacituzumab govitecan-hziy for the treatment of adult

patients with unresectable locally advanced or metastatic hormone receptor-positive,
HER2-negative breast cancer who have received endocrine-based therapy and at least 2

=

additional systemic therapies in the metastatic setting.

© National Comprehensive Cancer Network, Inc. 2023, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form
or by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




National

comprehensive NCCN Guidelines Version 1.2023 NCCNTSEIE?::';“HS{S: A;Ldnii
NCCN et Breast Cancer ! ontents

SYSTEMIC THERAPY REGIMENS FOR RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASE?

HR-Positive and HER2-Negative with Visceral Crisis or Endocrine Refractory

Setting Subtype/Biomarker Regimen
First Line No germline BRCA1/2 mutation® Systemic chemotherapy see BINV-Q (5)
Germline BRCA1/2 mutation” PARPI (olaparib, talazoparib)® (Category 1, preferred)

Second Line |HER2 IHC 1+ or 2+/ISH negatived Fam-trastuzumab deruxtecan-nxki® (Category 1, preferred)

Not a candidate for fam-trastuzumab | Sacituzumab govitecan' (Category 1, preferred)

deruxtecan- nxki Systemic chematherapy see BINV-Q (5

Third Line and | Any Systemic chemotherapy see BINV-Q (5)
beyond

Biomarker positive (ie, MSI-H, NTRK, | Targeted agents see BINV-Q (G)
RET, TMB-H)

BINV-Q, 1 of 14. © 2023 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the
express written permission of NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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Treatment Roadmap for HR+/HER2- MBC Today in Clinic

Newly diagnosed Metastatic qst L: - AI/SERD + CDK4/6i
HR+/HER2neg BC
2ndor 3rd L: - SERD + PI3Ki (PIK3CA mutant)
- ET + mTORi
- SERD + CDK4/6i
1- 3 lines of Sequential Endocrine Based/Targeted Therapy” |<_
1-3rd |- - gBRCA1/2+: PARPi
22nd | : - Larotrectinib/Entrectinib (NTRK fusion)
- - - Pembrolizumab (MSI-H/dMMR, High TMB)
| Sequential Single Agent Chemotherapy |
[ HER2Low | HER2 “Zero” |
219/3rdL Chemo: 3rd-5th L Chemo:
Trastuzumab ““,.)“" Sacituzumab
Deruxtecan : Govitecan

*Chemotherapy for visceral crisis

Courtesy of Dr. Komal Jhaveri, MD FACP

© National Comprehensive Cancer Network, Inc. 2023, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form
or by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




SABCS 2022 Updates

© National Comprehensive Cancer Network, Inc. 2023, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form
or by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




EMERALD Phase 3 Study Design

Elacestrant
/o 400 mg daily*
! Inclusion Criteria
» Men and postmenopausal women with PD or y
advanced/metastatic breast cancer withdrawal BRALCEZ LTS

» ER-positive, HER2-negative
* Progressed or relapsed on or after 1 or 2 lines

criteriond Endpoints:e
—— i
Follow Up * PFSin all pts
* PFS in £SR7-mut

of endocrine therapy for advanced disease,
one of which was given in combination with a 1:1¢
CDK4/6i

Gnv&stigator's choice (SOC):

+» =1 line of chemotherapy for advanced disease :ﬂg’;ﬁgza:lte
+ECOGPSOori1 Letrozole
Exemestane
Stratification Factors: 1
« FESRI-4mutation status® E
» Prior treatment with fulvestrant ~
» Presence of visceral metastases ITT 2 8 VS 1 9 m

ESR1 mut+~3.8vs 1.9 m

=Documentation of ER+ tumor with = 1% staining by immunchistochemistry; PRecruitment from February 2019 to October 2020; “Protocol-defined dose reductions permitted; “Restaging CT scans every & weeks;
=Blinded Independent Central Review; fESRI-mutation status was determined by ctDNA analysis using the Guardant360 assay (Guardant Health, Redwood City, CA). .
1. Bardia et al. JCO 2022

PFS, progression-free survival; Pts, patients; R, randomized; SOC, standard of care.
2. Bardia et al. SABCS 2022; GS03-01

© National Comprehensive Cancer Network, Inc. 2023, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form
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Elacestrant SOC
All ESRI-mut All ESRI-mut
Parameter (N=239) (N=115) (N=239) (N=113)
Median age, years (range) 63.0 (24-89) 64.0 (28-89) 63.0 (32-83) 63.0 (32-83)
0,
Gepgﬁglz (%) 233 (97.5) 115 (100) 238 (99.6) 113 (100)
Male 6 (2.5) 0 1(0.4) 0
ECOG PS, n (%)
0 143 (59.8) 67 (58.3) 135 (56.5) 62 (54.9)
i 96 (40.2) 48 (41.7) 103 (43.1) 51 (45.1)
>1 0 0 1(0.4) 0
Visceral metastasis*, n (%) 163 (68.2) 81 (70.4) 170 (71.1) 84 (74.3)
Pricr CDK4/6i, n (%) 239 (100) 115 (100) 239 (100) 113 (100)
Number of prior lines of endocrine therapy,** n (%)
1 129 (54.0) 73 (63.5) 142 (59.4) 69 (61.1)
2 110 (46.0) 42 (36.5) 97 (40.6) 44 (38.9)
Type of prior endocrine therapy,** n (%)
Fulvestrant 70(29.3) 27 (23.5) 75(31.4) 28(24.8)
Al 193 (80.8) 101 (87.8) 194 (81.2) 96 (85.0)
Tamoxifen 19 (7.9) 9(7.8) 15 (6.3) 9 (8.0)
Number of prier lines of chemotherapy,** n (%)
0 191 (79.9) 89 (77.4) 180 (75.3) 81 (71.7)
1 48 (20.1) 26 (22.6) 59 (24.7) 32(28.3)
*Includes lung, liver, brain, pleural, and peritoneal involvement .
#KIn the advanced/metastatic setting Bardia et al. SABCS 2022, GS03-01
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All Patients: PFS by Duration of CDK4/6i

Duration on CDK4/6i in the metastatic setting

At Least 6 Months

At Least 12 Months

At Least 18 Months

(87.5%) (66.7%) (46.7%)
SOC SOC SOC
Elacestrant Hormonal Elacestrant Hormonal Elacestrant Hormonal
(n=202) Therapy (n=150) Therapy (n=98) Therapy
(n=205) (n=160) (n=119)
Median PFS, months 2.79 1.91 3.78 1.91 5.45 3.29
(95% CI) (1.94 - 3.78) (1.87 - 2.14) (2.33 - 6.51) (1.87 - 3.58) (2.33 -8.61) (1.87 - 3.71)
PFS rate at 6 months, % 34.40 19.88 41.56 21.72 44.72 25.12

(0.535 -

0.884)

(0.453 -

0.828)

(95% CI) (26.70 - 42.10) | (12.99 - 26.76) | (32.30 - 50.81) | (13.65 - 29.79) | (33.24 - 56.20) | (15.13 - 35.10)
PFS rate at 12 months, % 21.00 6.42 25.64 7.38 26.70 8.23
(95% CI) (13.57 - 28.43) | (0.75 - 12.09) | (16.49 - 34.80) | (0.82 - 13.94) | (15.61 - 37.80) | (0.00 - 17.07)
PFS rate at 18 months, % 16.24 3.21 19.34 3.69 21.03 411
(95% CI) (8.75-23.74) | (0.00 -8.48) | (9.98 - 28.70) (0.00-9.77) | (9.82-32.23) | (0.00-11.33)
[ Hazard ratio (95% CI) Lhoes 0.613 0'7013019) ]

(0.482 -

Bardia et al. SABCS 2022; GS03-01
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Patients with £SRZ-mut Tumors: PFS by Duration of CDK4/6i

Duration on CDK4/6i in the metastatic setting
At Least 6 Months At Least 12 Months At Least 18 Months

(92.3%) (71.6%) (50.0%)
[ [ L)
I A0 — - » »
U
Median PFS, months 4.14 1.87 8.61 1.91 8.61 2.10
(95% CI) (220-7.79) | (1.87-3.29) | (4.14- 10.84) | (1.87-3.68) | (5.45-16.89) | (1.87 - 3.75)
PFS rate at 6 months, % 42.43 19.15 55.81 22.66 58.57 27.06
(95% CI) (31.15 - 53.71) | (9.95 - 28.35) | (42.69 - 68.94) | (11.63 - 33.69) | (43.02 - 74.12) | (13.05 - 41.07)
PFS rate at 12 months, % 26.02 6.45 35.81 8.39 35.79 7.73
(95% CI) (15.12 - 36.92) | (0.00 - 13.65) | (21.84 - 49.78) | (0.00 - 17.66) | (19.54 - 52.05) | (0.00 - 20.20)
e N
PFS rate at 18 months, % 20.70 0.00 28.49 0.00 30.68 0.00
(95% CI) (9.77-3163) | ( . -.) |(4.08-4289)| ( . -.) |@394-4742)| ( . -.)
i 0.517 0.410 0.466
0,
Hazard ratio (95% CI) (0.361 - 0.738) (0.262 - 0.634) (0.270 - 0.791)

Bardia et al. SABCS 2022; GS03-01
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Safety Summary

Updated safety data were consistent with previously reported results:

Most adverse events (AEs), including nausea, were Elacestrant SOC
grade 1 and 2, and no grade 4 treatment-related AEs (n=237) | (n=230)
(TRAEs) were reported.

Nausea Summary

» Only 3.4% of patients receiving elacestrant and 0.9% P Sl e

receiving SOC discontinued therapy due to any TRAE. Dose-reduction rate due to

0 .
nausea, n (%) 3(1.3%) Not applicable

» No deaths assessed as treatment-related were reported

in either arm. Discontinuation rate due to

A 3 (1.3%) 0 (0%)
nausea, n (%)
* No hematologic safety signal was observed, and none of

the patients in either treatment arm had Antiemetic use 8%

sinus bradycardia.

10.3% (AI)
1.3% (Ful)

Bardia et al. SABCS 2022; GS03-01
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FDA approves elacestrant for ER-positive, HER2-
negative, ESR1-mutated advanced or metastatic
breast cancer

“On January 27, 2023, the Food and Drug
Administration (FDA) approved elacestrant

for
postmenopausal women or adult men with ER-
positive, HER2-negative, ESR1-mutated advanced
or metastatic breast cancer with disease

progression following at least one line of endocrine
therapy”.

www.fda.org
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SERENA-2 study overview

Key inclusion/exclusion criteria:

+ Recurrence or progression on at
least one line of ET

m - No prior fulvestrant or oral SERD
in ABC

» * No more than one line of ET in
ABC setting

m) - No more than one line CTin
ABC setting

» Measurable and non-measurable
disease

50% had prior CDK 4/6 inh

Tumors; SERD: selective estrogen receptor degrader

*disease progression assessed by the Investigator and defined using RECIST, version 1.1
ABC: advanced breast cancer; CBR24: clinical benefit rate at 24 weeks; CDK4/6i: CDK4/6 inhibitor; CT: chemotherapy; CTC: circulating tumor cells; ctDNA: circulating tumor DNA; ER: estrogen receptor;
ESRTm: mutation in estrogen receptor 1 gene; ET: endocrine therapy; HER2: human epidermal growth factor, PFS: progression-free survival; R: randomization; RECIST: Response Evaluation Criteria for Solid

camizestrant 300 mg (n=20)
=P (CSP v5 amendment: 16Dec20)

Stratification:
Prior CDK4/6i

Post-menopausal Lung/liver mets
ER+/HER2- ABC
candidates to
receive fulvestrant
monotherapy in the

ABC setting camizestrant 150 mg (n=73)

camizestrant 75 mg (n=74)

fulvestrant (n=73)

* Primary endpoint: PFS (investigator assessment®)
+ Secondary endpoints: CBR24, ORR, OS, safety
+ Translational endpoints: serial ctDNA analysis including ESRTm, serial CTCs analysis

Oliveira et al. SABCS 2022; GS03-02
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Primary endpoint: PFS by investigator assessment

€ 75(n=74) C 150 (n=73)| F(n=73)

10 4 Median duration
of follow-up, months 16.6 16.6 174
Events [n (%)] 50 (67.8) 51(69.9) 58 (79.5)
08 ‘ Median PFS, months 7.2 7.7 37
- (90% CI) (3.7-10.9) (5.5-12.9) (2.0-6.0)
n i Adjusted HR 0.58 0.67
o |L (90% CI)? (0.41-0.81) (0.48-0.92)
T 06 |T'_\ P value 0.0124* 0.0161*
£ J -
E
3
2 04
02
Camizestrant 75 mg
Camizestrant 150 mg
Fulvestrant 500 mg
00
0 3 6 9 12 15 18 21 24 27

Time (months)

74 50 33 27 21 14 7 2 1 0
73 50 37 32 25 12 6 2 0
73 7 28 22 14 8 5 0

*Statistically significant; 3HRs adjusted for prior use of CDK4/6i and liver/lung metastases
CDK4/6i: CDK4/6 inhibitor; CI: confidence interval; HR: hazard ratio; PFS: progression-free survival

In the overall population,
camizestrant produces a
statistically significant and clinically
meaningful improvement in PFS
for both 75 and 150 mg
camizestrant doses over
fulvestrant

Oliveira et al. SABCS 2022; GS03-02
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PFS in patients by prior use of CDK4/6i

No Prior CDK 4/6 in

PFS
7.2vs 14.7vs 9.2
Prior CDK4/6i No prior CDK4/6i
10 C 75 (n=38) | C 150 (n=37) | F 500 (n=37) 1.0 C 75 (n=36) | C 150 (n=36) | F 500 (n=36)
: Events [n (%)] 29 (76.3) 29 (78.4) 33 (89.2) b Events [n (%)] 21(58.3) 22 (61.1) 25 (69.4)
Median PFS, 55 38 21 Median PFS, 7.2 147 92
w 08 months (90% CI)  (3.7-10.9) (2.0-7.6) (1.9-3.7) [ months (90% CI) (3.7-16.6) (5.6-18.4) (2.8-14.7)
& Adjusted HR 0.49 0.68 & Adjusted HR 0.78 0.65
s (90% CI)= (0.31-0.75) (0.44-1.04) S (90% CI)2 (0.47-1.28) (0.40-1.06)
z 06 : : z 06
3 Prior CDK 4/6 inh 5
g o4 PFS g)o4
a a
02 55vs3.8vs2.1m 0.2 T
) Camizestrant 75 mg - Camizestrant 75 mg
Camizestrant 150 mg Camizestrant 150 mg L
UU Fulvestrant 500 mg OU Fulvestrant 500 mg
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
Time (months) Time (months)
38 27 18 15 10 5 2 0 [ 36 23 15 12 1 9 5 2 1 0
37 21 15 11 7 0 C 150 gl 29 22 21 18 12 6 2 0
37 16 8 5 3 1 1 0 g 36 21 20 17 1 7 4 0

=

* In the sub-population of patients previously treated with CDK4/6i + endocrine therapy, camizestrant at both

doses produces a clinically meaningful improvement in PFS over fulvestrant

*HRs adjusted for liver/lung metastases
CI: confidence interval, CDK4/6i: CDK4/6 inhibitor; HR: hazard ratio; PFS: progression-free survival

Oliveira et al. SABCS 2022; GS03-02
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PFS in patients by detectable ESRTm

ESR1IWT

PES

1.0

0.8

0.6

04

Probability of PFS

0.2

ESR1m detectable at baseline

C75(n=22) | C 150 (n=26)

F 500 (n=35)

o Events [n (%)] 15 (68.2) 22 (84.6) 31 (88.6)
Median PFS, 6.3 9.2 22
months (30% Cl)  (3.4-12.9) (3.7-12.9) (1.9-3.8)
Adjusted HR 0.33 0.55
(90% Cl)? (0.18-0.58)  (0.33-0.89)

ESR 1 mut
PFS
6.3vs9.2vs 2.2 m

Camizestrant 75 mg

Camizestrant 150 mg

Fulvestrant 500 mg

0 3 6 9 12 15 18 21 24 27
Time (months)

22 15 10 8 ] 4 1 0

26 18 15 14 9 3 2 0

35 15 10 6 3 2 1 0

Probapility of PFS

1.0

08

0.6

02

0.0

ESR1m not detectable at bagetine 2 /S > VS 72

Camizesfrant 75 mg

Camizestrant 150 mg

Fulvestrant 500 mg

0 3 6

51 34 23
46 N 21
37 21 18

C 75 (n=51)

C 150 (n=46) | F 500 (n=37)

Events [n (%)] 34 (66.7) 28 (60.9) 26 (70.3)
Median PFS, 72 58 7.2
months (80% Cl) _ (3.7-10.9) (3.8-14.9) (2.0-10.7)
Adjusted HR 078 076

(90% CI)* (0.50-1.22)  (0.48-1.20)

9 12 15 18 21 27

24
Time (months)
19 15 10 6 2 1 0
17 15 9 4 2 0
16 1" 6 4 1 0

* In the sub-population of patients with detectable ESR7m at baseline, camizestrant at both
doses produces a clinically meaningful improvement in PFS over fulvestrant

3HRs adjusted for prior use of CDK4/6i and liver/lung metastases

Cl: confidence interval; CDK4/6i: CDK4/6 inhibitor; ESR1m: mutation in estrogen receptor 1 gene; HR: hazard ratio; PFS: progression-free survival

Oliveira et al. SABCS 2022; GS03-02
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CAPItello-291: Study overview

Phase lll, randomized, double-blind, placebo-controlled study (NCT04305496)

Patients with HR+/HER2- ABC Capivasertib

* Men and pre-/post-menopausal women

400 mg twice daily, Dual primary endpoints
4 days on, 3 days off

PFS by investigator assessment

; » Overall

* Recurrence while on or <12 months from 500 mg: cycle 1. days 1 &

end of adjuvant Al, or progression while on Fulvestrant 15: ﬂgen }évery 4 Wieks * AKT pathway-altered tumors

prior Al for ABC ’ (21 qualifying PIK3CA, AKT1, or
» =2 lines of prior endocrine therapy for ABC o PTEN alteration)
+ =1 line of chemotherapy for ABC Siratlicaton Etors:

= Py « Liver metastases (yes/no)
* Prior CDK4/6 inhibitors allowed (at least 51% « Prior CDK4/6 inhibitor (yes/no)

required) » Region’ Key secondary endpoints
* No prior SERD, mTOR inhibitor, PI3K o Il fial

inhibitor, or AKT inhibitor e ‘é‘iﬁal;s”“’“’a

. wice daily, *

» HbA1c <8.0% (63.9 mmol/mol) and diabetes Placebo . )

not requiring insulin allowed 4 days on, 3 days off AKT pathway-altered tumors
» FFPE tumor sample from the Olc))]eCtl\ITe response rate

primary/recurrent cancer available for 500 ma: cvele 1. davs 1 & + Lvera

retrospective central molecular testing Fulvestrant 15: thgen Sévery,-ﬂf W}éeks + AKT pathway-altered tumors
HER2- was defined as IHC 0 or 1+, or IHC 2+15H-. *Reqgion 1: United States, Canada, Westem Europe, Ausiralia, and Israel, Region 2: Latin America, Eastern Europe and Russia vs Region 3: Asia.
ABC, advanced (locally advanced [inoperable] or metastatic) breast cancer.
Pre- or peri-menopausal women also received a luteinizing hormone-releasing hormone agonist for the duration of the study treatment
This presentation is the intellectual property of the author/presenter. Contact them at nick.tumer@icr.ac.uk for permission to reprint and/or distribute. TU rner et al. SABCS, 6503'04
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Baseline and tumor characteristics
Overall population AKT pathway-altered population
Characteristic Capivasertib + Placebo + Capivasertib + Placebo +
fulvestrant (N=355) | fulvestrant (N=353) | fulvestrant (N=155) | fulvestrant (N=134)
» Median age; years (range) 59 (26-84) 58 (26-90) 58 (36-84) 60 (34-90)
Female; n (%) 352 (99.2) 349 (98.9) 153 (98.7) 134 (100)
Post menopausal; n (%) 287 (80.8) 260 (73.7) 130 (83.9) 105 (78.4)
White 201 (56.6) 206 (58.4) 75(48.4) 76 (56.7)
] Asian 95 (26.8) 94 (26.6) 48 (31.0) 35 (26.1)
0,
Rece: ) Black or African American 4(1.1) 4(1.1) 2 (1.3) 1(0.7)
Other 55/(19:5) 49 (13.9) 30 (19.4) 22 (164)
1 197 (55.5) 198 (56.1) 80 (51.6) 6 (56.7)
Region’; n (%) 2 68 (19.2) 68 (19.3) 29 (18.7) 24 (17.9)
3 90 (25.4) 87 (24.6) 46 (29.7) 34 (254)
L Bone only 51 (14.4) 52 (14.7) 25(16.1) 16 (11.9)
» an(f/a)Sta“C sites; Liver 156 (43.9) 150 (42.5) 70 (45.2) 53 (39.6)
? Visceral 237 (66.8) 241 (68.3) 103 (66.5) 98 (73.1)
Hormone recentor ER+/PR+ 255 (71.8) 246 (69.7) 116 (74.8) 101 (75.4)
status; n (%)f P ER+/PR- 94 (26.5) 103 (29.2) 35 (22.6) 1(23.1)
’ ’ ER+/PR unknown 5(14) 4(1.1) 4(2.6) 2(1.5)
Endocrine resistance; Primary 127 (35.8) 135(38.2) 60 (38.7) 5 (41.0)
n (%) Secondary 228 (64.2) 218 (61.8) 95 (61.3) 79 (59.0)
"Baseline stratification factors. TOne patient in the capivasertib + fulvestrant group was ER negative. Region 1: United States, Canada, Westem Europe, Australia, and Israel, Region 2: Latin America, Eastern Europe and Russia, Region 3: Asia.
Primary and secondary resistance were defined using the 4th ESO-ESMO Intemational Consensus Guidelines for ABC.
’ ’ ’ Turner et al. SABCS; GS03-04
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Prior treatments

Overall population AKT pathway-altered population
Characteristic Capivasertib + Placebo + Capivasertib + Placebo +
fulvestrant (N=355) | fulvestrant (N=353) | fulvestrant (N=155) | fulvestrant (N=134)

Prior endocrine 0 54 (15.3) 20 (14.9)

» therapy for ABC; 1 286 (80.6) 252 (71.4) 130 (83 9) 96 (71 6)
n (%) 2 29 (8.2) 47 (13.3) 11(7.1) 18 (13.4)

» Previous CDK4/6 inhibitor for ABC; n (%) 245 (69.0) 244 (69.1) 113 (72.9) 91 (67.9)
Previous Adjuvant/neoadjuvant 180 (50.7) 170 (48.2) 79 (51.0) 67 (50.0)
chemotherapy; n (%) ABC 65 (18.3) 64 (18.1) 30 (19.4) 23 (17.2)

Turner et al. SABCS; GS03-04
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AKT pathway alterations

Alteration; n (%)

Capivasertib + fulvestrant (N=355) Placebo + fulvestrant (N=353)

Any AKT pathway alteration 155 (43.7) 134 (38.0)
Any 116 (32.7) 103 (29.2)
PIK3CA only 110 (31.0) 92 (26.1)
FIKSCA PIK3CA and AKT1 2(0.6) 2(0.6)
PIK3CA and PTEN 4(1.1) 9 (2.5)
» AKT1 only 18 (5.1) 15 (4.2)
» PTEN only 21 (5.9) 16 (4.5)
Non-altered 200 (56.3) 219 (62.0)
AKT pathway alteration not detected 142 (40.0) 171 (48.4)
Unknown 58 (16.3) 48 (13.6)
No sample available 10 (2.8) 4(11)
Preanalytical failure 39 (11.0) 34 (9.6)
Post analytical failure 9(2.5) 10 (2.8)
AKT pathway alteration status was determined centrally using next-generation sequencing in tumor tissue with the
FoundationOne®CDx assay (and Burning Rock assay in China)
Turner et al. SABCS; GS03-04
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Dual-primary endpoint: Investigator-assessed PFS in the

overall population
Capivasertib + Placebo +
fulvestrant (N=3535) fulvestrant (N=353)
PFS events 258 293

Median PFS
(95% CI); months

Adjusted HR (95% ClI):

7.2 (5.5-7.4) 3.6 (2.8-3.7)

0.60 (0.51, 0.71); two-sided p-value <0.001

Progression-free survival (%)

O T T T T T T T T T T T T T T T T T T T T T T II T

0 1 2 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26
Time from randomization (months)

Number of patients at risk
[e=T VBRGNS (E ) 355 330 266 252 207 199 172 166 138 133 115 98 78 64 55 44 43 25 25 21 8 8 a 2 2 1 0
[ZEUELLER NI =108 353 320 207 182 142 136 106 100 83 81 66 59 51 41 33 24 23 12 11 10 4 4 3 1 1 0 0

+ indicates a censored observation. HR was estimated using the Cox proportional hazard model stratified by the presence of liver metastases, prior use of CDK4/6 inhibitor, and geographic region.
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Dual-primary endpoint: Investigator-assessed PFS in the
AKT pathway-altered population

Capivasertib + Placebo +
fulvestrant (N=155) fulvestrant (N=134)

100

L 90 - PFS events 121 115
® 80 7 Median PFS
'§ il (95% Cl): months 7.3 (5.5-9.0) 3402 06-3.7)
=3
2 60 Adjusted HR (95% Cl):  0.50 (0.38, 0.65); two-sided p-value <0.001
£ 50
S 407
® 30 -
o)
g 207
O 10

O T T T T T T T T T T T T T T T T T T T T T T T T

0 1 2 3 4 5 6 7 8 9 10 11 1213 14 15 16 17 18 19 20 21 22 23 24 25 26

Time from randomization (months)

Number of patients at risk
=T VEEEL LRRTIT D ET e 155 150 127 121 99 97 80 76
MECELERTITDENE 134 124 77 64 48 47 37 35
+ indicates a censored observation. HR was esfimated using the Cox proportional hazard model stratified by the presence of liver metastases and prior use of CDK4/6 inhibitor.
This presentation is the intellectual property of the authoripresenter. Contact them at nick tumer@icr.ac.uk for permission to reprint and/or distribute.
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Exploratory analysis: Investigator-assessed PFS in the

non-altered population (including unknownt)
fulvestrant (N=200) fulvestrant (N=219)

PFS events 137 178

Median PFS
(95% CI); months

HR (95% ClI):

7.2 (4.5-7.4) 3.7 (3.0-5.0)

0.70 (0.56, 0.88)

Progression-free survival (%)

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26
Time from randomization (months)
Number of patients at risk
e 200 180 139 131 108 102 92 90 73 71 61 49 40 33 20 22 22 13 13 12 5 5 3 1 1 1 0
TS 210 205 130 118 94 89 69 65 55 54 42 39 34 27 2 18 17 10 9 8 3 3 2 1 1 0 0

+ indicates a censored observation. *Patients with no valid NGS results. HR was estimated using the Cox proportional hazard model stratified by the presence of liver

metastases and prior use of CDK4/6 inhibitor. EXC|Ud\l'Ig UnknOWnS:
This presentation is the intellectual property of the author/presenter. Contact them at nick.tumer@icr.ac.uk for permission to reprint and/or distribute. HR 079 (95%) Cl 061 , 1 02)
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Adverse events (>10% of patients) — overall population
Total (%)/Grade 3 (%) | Grade2 | Grade3' W Grade3' | Grade2 | Total (%)/Grade 3 (%)
) Diarhea 72.4/9.3 20.0/0.3
mp Nausea 34.6/0.8 15.4/0.6
Rash 22.0/5.4 4.300.3
Fatigue 20.8/0.6 12.9/0.6
\Vomiting 20.6/1.7 4.9/0.6
Headache 16.9/0.3 12.3/0.6
Decreased appetite 16.6/0.3 6.3/0.6
Hyperglycemia 16.3/2.3 3.7/0.3
Rash maculo-papular 16.1/6.2 2.6/0 The adverse event profile was
Stomatitis 14.6/2.0 4,910 comparable in the AKT
Asthenia 13.211.1 10.3/0.6 pathway-altered population
Pruritus 12.4/0.6 6.6/0
Anemia 10.4/2.0 4.9/1.1
Urinary tract infection 10.1/1.4 6.6/0
100 80 60 40 20 00 20 40 60 80 100
Percentage of patients (%)
Adverse events of any grade related to rash (group term including rash, rash macular, maculo-papular rash, rash papular and rash pruritic) were reported in 38.0% of the patients in the capivasertib + fulvesfrant arm (grade =3 in 12.1%) and in 7.1% of
b A i 1 T s S T T Turner et al. SABCS; GS03-04
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Summary

* Capivasertib + Fulvestrant I PFS over Fulvestrant + Placebo
in all and AKT pathway altered pts

e Safety Profile as expected

* This combination has potential to become another SOC after
POD on prior endocrine-based Rx
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VERITAC
ARV 471

» Phase 1 trial expansion cohort (Hurvitz et al
SABCS 2022)

e N=71;

am -

* Median 3 prior Rx in met setting

100% prior CDK4.5i, 79% prior fulvestrant and b

45% prior chemo = — —_—
NR:PROTACigase e 4
. ternary complex 4 NR . .
* CBR: 38%; 51% in ESR1m (2 cPR) .
e . NR is degraded;
. ’ PROTAC is recycled
. },)’Einding of co-
M) mPFS: 3.5m; 5.5m in ESR1m (n=41) " i g
‘ transcription \
/ machinery |+ !
. . | (S NR target ,’I
« Grade 1/2 nausea, fatigue, arthralgia, hot flush, ‘ genes
AST increase "+ NR response element r
"y - (\\K-\e_“—s"/
T ___.—-c‘vioso\

* Median ER degradation was 69%
* (range: 28%—-95%)
Hurvitz et al. SABCS 2022; GS03-03
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[ ] [ 4 [ 4 [ ]
Option: CDK4/6i after CDK 4/6i — Pace Trial (Ph 1)
Aim: (1) Role of maintaining CDK4/6i beyond progression, with change of ET to fulvestrant, (2) adding ICPi
100
R F | t t — 6-month PFS:
m F: 42.9%
Eligibility Criteria A ulvestran g™ Fep  enom
< F+P+A: 50.8%
- HR+/HER2- MBC N 12-month PFs:
- Progression on CDK4/6i D Fulvest_ra.nt 2 Fap:  13.0%
and ET, with >6mo SD on {0 . Palbociclib z F+P+A: 35.6%
prior regimen M g
- <2 prior lines ET for MBC §
- No prior fulvestrant | Fulvest.ra.nt *o
- 0-1 prior chemo for MBC N=220 z Palbociclib
E Avelumab - 0
0 2 4 6 8 10 12 14 16 18
Months since randomization
Patient/tumour characteristics Prior CDK4/6i therapy Guardant 360 ctDNA
80% postmenopausal Palbo 90% 54% ESR1 alteration Median
60% visceral disease Prior CDK4/6i for >12m in 75% 35% PIK3CA alteration Pts Eps:nts F;:‘;/:‘gl) Eg},g EI) Pvaloe
15% 1 prior chemo for MBC 88% went straight from prior CDK4/6i to PACE 11% RB1 alteration 55 34 4.8 _
F &e
.. - . . F+P 11 79 4.6 1.11 P=0.62
Combining palbociclib with fulvestrant beyond progression on (36,59  (0.74-1.66)
prior CDK4/6i did not significantly improve PFS compared with S ?3;12 o) ?67274 ) _——
using fulvestrant alone.
Mayer E et al. SABCS 2022, #GS3-06
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Treatment Roadmap for HR+/HER2- MBC Today in Clinic

Newly diagnosed Metastatic qst L: - AI/SERD + CDK4/6i
HR+/HER2neg BC
Elacestrant (ESR1 mut) 2nd or 3rd L: - SERD + PI3Ki (PIK3CA mutant)
? Capivasertib/Fulvestrant - ET + mTORI
- - - - - SERD + CDK4/6i
1- 3 lines of Sequential Endocrine Based/Targeted Therapy |<_
1-3rd L: - gBRCA1/2+: PARPI
22nd | : - Larotrectinib/Entrectinib (NTRK fusion)
- - - Pembrolizumab (MSI-H/dMMR, High TMB)
| Sequential Single Agent Chemotherapy |
|  HER2Low | HER2 “Zero” |
219/3rdL Chemo: 3rd-5th L Chemo:
Trastuzumab ““,.)“" Sacituzumab
Deruxtecan : Govitecan

*Chemotherapy for visceral crisis

Courtesy of Dr. Komal Jhaveri, MD FACP
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Thank You!
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Objectives

e Describe the current therapeutic approaches for first-line
management of metastatic HR-negative, HER2-negative
metastatic breast cancer.

e Utilize evidence-based approaches to select first- and
subsequent-line treatment options for patients with metastatic
HR-negative, HER2-negative metastatic breast cancer.

e Outline new and emerging therapeutic options for HR-negative,
HER2-negative metastatic breast cancer.
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or by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




First line metastatic TNBC

e Critical factors to assess include disease burden, organ function, prior
treatment history if not de novo particularly DFI from prior treatment

* Clinically actionable testing for 15t line therapy
* PDL1 CPS score (pembrolizumab)
* Germline testing for pathogenic BRCA mutations (PARP inhibitors)

* Priority is to utilize pembrolizumab as early as possible based on
KEYNOTE-086 data
e Cohort A pretreated response rate ~5%
* Cohort B metastatic treatment naive response rate ~21%
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KEYNOTE-355 Study Design (NcTo2819518)

Key Eligibility Criteria

- Age 218 years

= Central determination of TNBC and Pembrolizumab® + Chemotherapy®
PD-L1 expression?

- Previously untreated locally recurrent
inoperable or metastatic TNBC Progressive

De novo metastasis or completion of : disease®/cessation of
treatment with curative intent 26 months . study therapy
prior to first disease recurrence
ECOG performance status 0 or 1

- Life expectancy 212 weeks from Placebod + Chemotherapy®
randomization

- Adequate organ function

- No systemic steroids

- No active CNS metastases

= No active autoimmune disease

Stratification Factors:

+ Chemotherapy on study (taxane or gemcitabine-carboplatin)

= PD-L1 tumor expression (CPS 21 or CPS <1)f

« Prior treatment with same class chemotherapy in the
neoadjuvant or adjuvant setting (yes or no)

© National Comprehensive Cancer Network, Inc. 2023, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form
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A PD-L1 combined positive score
n Median, months Hazard ratio for
progression or death
(95% CI)

Pembrolizumab- Placebo-
chemotherapy chemotherapy

Cutoff of 1

=1 636 76 56 —— 0-74 (0-61to 0-89)
<1 211 63 62 —t— 1-08 (0-77 to 1-53)
Cutoff of 10

=10 323 97 5-6 —— 0-65(0-49 to 0-86)
<10 524 58 57 —— 0-94 (0-76 to 1-16)
Cutoff of 20

=20 204 95 54 —— 0-61 (0-43t0 0-87)
<20 643 6-6 5-8 — 0-89 (0-73t0 1.07)
Overall 847 7.5 5.6 — 0-82 (0-69 to 0-97)

1
00 05 10 15 20

B Combined positive score =10

Age, years

<65 257 95 55 —— 063 (0-46t0 0-87)
=65 66 107 76 — 0-67 (037 t0 1-23)
Geographical region

North America-Europe- 212 9-6 57 — 0-69 (0-49 to 0-97)
Australia and New Zealand

Asia 56 173 56 —— 0-45 (0-22 to 0-91)
Rest of world 55 76 62 ——— 0-65 (0-40 to 1.55)

Eastern Cooperative Oncology Group
performance status

o 196 9.8 75 —t 0-74 (0-51t0 1-07)
1 127 7-6 39 —_—— 0-50(0-33to 0-78)
On-study chemotherapy
Nab-paclitaxel 399 99 55 —_— 0-57 (0-34tc 0-35)
Paclitaxel 44 9-6 36 —— 0-33 (0-14 t0 0-76)
Gemcitabine-carboplatin 180 8-0 7-2 —r 077 (0-53to 1-11)
Previous same class chemotherapy
Yes 65 75 54 —_— 0-60(0-32to 1-15)
No 258 99 57 —— 0.66 (0-48 to 0.90)
Previous necadjuvant or adjuvant chemotherapy
Yes 193 79 57 ——1 078 (0-551t0 1-12)
No 130 11-0 54 — 0-47 (0-30to 0-74)
Disease-free interval
De novo metastasis 103 9.7 53 — 0-48 (0-29to 0-79)
<12 months 66 7-5 7-2 R EE— 1-00 (0-51 to 1-95)
=12 months 153 99 6-6 —_—— 0-64 (0-43 to 0-95)
Number of metastatic sites
<3 184 118 9.0 —] 0.68 (0-46 to 1.00)
=3 138 76 4-5 —— 0-52 (0-3410 0-78)
Overall 323 9.7 5.6 — 0-65 (0-49 to 0-86)

00 05 10 15 20 25
+— —>
Favours Favours
Cortez et al. The Lancet 2020 pembrolizumab-chemotherapy placebo-chemotherapy
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Pembrolizumab for 15t metastatic TNBC

Subgroup No. of Patients Median Overall Survival Hazard Ratio for Death (95% Cl)
Pembrolizumab-  Placebo-
chemotherapy chemotherapy
mo

Overall 847 17/ 1585 o 0.89 (0.76—-1.05)
PD-L1 CPS cutoff of 1

CPS =1 636 17.6 16.0 —e—h 0.86 (0.72-1.04)

CPS <1 211 16.2 14.7 —e— 0.97 (0.72-1.32)
PD-L1 CPS cutoff of 10

CPS =10 323 23.0 l6.1 —— 0.71 (0.54-0.93)

GPS <10 524 14.7 15,7 —— 1.04 (0.85-1.26)
PD-L1 CPS cutoff of 20

CPS =20 204 24.0 15.6 —— 0.72 (0.51-1.01)

CPS <20 643 15.9 15.5 —&— 0.96 (0.80-1.14)

T T T T
0.25 0.50 1.00 2.00 4.00

Pembrolizumab—Chemotherapy Better Placebo-Chemotherapy Better

Cortez et al. N Engl J Med 2022; 387:217-226
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Olaparib in germline BRCA mutated breast cancer

* OlympiAD trial phase 3 in HER2- BRCA 1/2 germline mutated
metastatic breast cancer

* No more than 2 prior lines of chemotherapy

* Randomized 2:1 to olaparib 300mg PO BID or SOC (capecitabine,
eribulin, or vinorelbine)

* Powered to show PFS HR .635 with 90% power at 5% significance
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A Progression-free Survival

100+
90+
80+
£
— 704
]
i
§ 60 Hazard ratio, 0.58 (95% Cl, 0.43—0.80)
@ P<0.001
o 50+
o
<
S 40 Olaparib (N=205)
a
[
& 304
6_9 Standard therapy
20+ (N=97)
10+
B mmm
Ot—7—7 T T T T T 7 T T T & T T T T T T T T T T T T T T T T T3
0 1 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30
Months since Randomization
No. at Risk
Olaparib 205201177159154129107100 94 73 69 61 40 36 23 21 21 11 1111 4 3 3 2 2 1 1 1 O
Standard therapy 97 88 63 46 44 29 25 2421 13 1111 8 7 4 4 4 1 1 11 1 1 1 1 0 O 0 O

B Overall Survival

1005
90+
80+
= 704 Hazard ratio, 0.90 (95% Cl, 0.63-1.29)
S P=0.57
= 60
=]
S soq
v Olaparib (N=205)
T 40
7}
>
© 304
Standard therapy
20 (N=97)
104
R S s e e L I s s [ S O S S O S S S S S D S S B s S
0O 1 2 3 4 5 6 7 8 9 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30
Months since Randomization
No. at Risk
Olaparib 205205205201199195189183178170159153146133109 93 78 59 46 38 30 25 18 15 14 12 8 6 4 2 O
Standard therapy 97 93 92 88 85 82 78 77 74 71 69 65 62 57 5039 34 28 24 21 1312 9 8 7 5 4 4 2 0 0

Robson M et al. N Engl J Med 2017;377:523-533.
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Subgroup

All patients

Previous chemotherapy for metastatic
breast cancer

Yes
No
Hormone-receptor status
Hormone-receptor positive
Triple negative
Previous platinum-based therapy for breast cancer
Yes
No
Measurable disease
Yes
No
Progressive disease at the time
of randomization
Yes
No
BRCA mutation type
BRCA1
BRCA2
Age
<65 yr
=65 yr
Region
Asia
Europe
North America and South America
Race
White
Other

Olaparib

163/205 (79.5)

119/146 (81.5)
44/59 (74.6)

82/103 (79.6)
81/102 (79.4)

50/60 (83.3)
113/145 (77.9)

139/165 (84.2)
24/40 (60.0)

127/159 (79.9)
36/46 (78.3)

94/114 (82.5)
64/84 (76.2)

154/194 (79.4)
9/11 (81.8)

46/59 (78.0)
77/97 (79.4)
40/49 (81.6)

109/134 (81.3)
54/71 (76.1)

Standard Therapy
no. of patients with events/total no. (%)

71/97 (73.2)

51/69 (73.9)
20/28 (71.4)

31/49 (63.3)
40/48 (83.3)

21/26 (80.8)
50/71 (70.4)

56/72 (77.8)
15/25 (60.0)

53/73 (72.6)
18/24 (75.0)

41/50 (82.0)
30/45 (66.7)

67/93 (72.0)
4/4 (100.0)

21/28 (75.0)
34/35 (75.6)
16/24 (66.7)

47/63 (74.6)
24/34 (70.6)

Hazard Ratio (95% ClI)

_._

—e— !
———
— e
—

'
'
'
'
'
'
— e

—

—_—

—_—

—
—_—

—

— R
i

_—

—_—

T
0.125

——
—_—
T T f 1
0.250 0.500 1.000 2.000
Olaparib Better Standard
Therapy
Better

0.58 (0.43-0.80)

0.65 (0.47-0.91)
0.56 (0.34—0.98)

0.82 (0.55-1.26)
0.43 (0.29-0.63)

0.67 (0.41-1.14)
0.60 (0.43—0.84)

0.58 (0.43-0.80)
0.57 (0.30-1.12)

0.60 (0.43-0.83)
0.72 (0.41-1.30)

0.54 (0.37-0.79)
0.68 (0.45-1.07)

0.66 (0.49—0.88)
Not calculated

Q.57 (0.34—0.97)
0.71 (0.48-1.08)
0.39 (0.22-0.73)

0.67 (0.48-0.95)
0.51 (0.32-0.85)

Robson M et al. N Engl J Med 2017;377:523-533.
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Talazoparib in germline BRCA mutated breast cancer

 EMBRACA trial phase 3 in HER2- BRCA 1/2 germline mutated
metastatic breast cancer

* No more than 3 prior lines of chemotherapy, taxane and anthracycline
exposed

e Randomized 2:1 to talazoparib 1 mg PO QD or SOC (capecitabine,
eribulin, gemcitabine, or vinorelbine)

* Powered to show PFS HR .67 with 90% power at 5% significance

© National Comprehensive Cancer Network, Inc. 2023, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form
or by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




A Progression-free Survival
100~ No. of Patients  No. of Events (%)  Median (95% Cl)
904 mo
E 80-] Talazoparib 287 186 (65) 8.6 (7.2-9.3)
= e Standard Therapy 144 83 (58) 5.6 (4.2-6.7)
s -
" £ 60 Hazard ratio for progression or death, 0.54 (95% Cl, 0.41-0.71)
2 P<0.001
B0 el e e B B B B e A A S s
3%
o £
P
g
2
i
= Talazoparib
a
Standard therapy
0 T T 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
Months
No. at Risk (events/cumulative events)
Talazoparib 287 (0/0) 229 (50/50) 148 (53/103) 91 (34/137) 55 (17/154) 42 (9/163) 29 (9/172) 23 (2/174) 16 (5/179) 12 (4/183) 5 (2/185) 3 (0/185) 1 (0/185) O (1/186) O (0/186)
Standard therapy 144 (0/0) 68 (41/41) 34 (20/61) 22 (8/69) 9 (7/76) 8 (0/76) 4 (3/79) 2 (2/81) 2 (0/81) 1(1/82) 0(1/83) 0 (0/83) 0(0/83) 0 (0/83) 0(0/83)
B Progression-free Survival, According to Subgroup
Hazard Ratio for Disease Progression or Death
Subgroup No. of Patients (%) (95% CI)
All patients 431 (100) —— 0.54 (0.41-0.71)
BRCAI mutation type, according to central testing
BRCAL 183 (42.5) | 0.59 (0.39-0.90)
BRCAZ 225 (52.2) | 0.47 (0.32-0.70)
Hormone-receptor status according to most recent biopsy
Triple-negative breast cancer 190 (44.1) | s — 0.60 (0.41-0.87)
Hormone-receptor positive 241 (55.9) —a— 0.47 (0.32-0.71)
History of CNS metastasis
Yes 63 (14.6) i 0.32 (0.15-0.68)
No 368 (85.4) — { 0.58 (0.43-0.78)
Visceral disease assessed by investigator
Yes 303 (70.3) —a— 0.51 (0.37-0.70)
No 128 (29.7) —_— ] 0.59 (0.34-1.02)
Previous platinum treatment
Yes 76 (17.6) t 0.76 (0.40-1.45)
No 355 (82.4) I ’ 0.52 (0.39-0.71)
Previous regimens of cytotoxic chemotherapy for advanced breast cancer
0 165 (38.3) —_— 0.57 (0.34-0.95)
il 161 (37.4) —— 0.51 (0.33-0.80)
=2 105 (24.4) 0.56 (0.34-0.95)
r T T T T 1
0.00 0.25 0.50 0.75 1.00 125 1.50 175 2.00
Talazoparib Better Standard Therapy Better
JK Litton et al. N Engl J Med 2018;379:753-763.
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Summary of 15t line TNBC Treatment

CPS > 10 BRCA mut/wt and appropriate for pembrolizumab

Taxane resistant or BRCA mutated

KY-355 may prefer carboplatin/gemcitabine

CPS < 10 and BRCA germline mutation

Carboplatin if unable to get PARPiI

Olaparib, Talazoparib (TNT trial)

CPS < 10 and BRCA germline normal

}4'

Standard chemotherapy Taxane, carboplatin doublet

© National Comprehensive Cancer Network, Inc. 2023, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form
or by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




Second line TNBC therapy options and beyond

Systemic Chemotherapy for HR-Positive or -Negative and HER2-Negative® st
Preferred Regimens Other Recommended Regimens | Useful in Certain Circumstances
« Anthracyclines +» Cyclophosphamide + AC (doxorubicin/cyclophosphamide)
» Doxorubicin + Docetaxel « EC (epirubicin/cyclophosphamide)
» Liposomal doxorubicin + Albumin-bound paclitaxel « CMF (cyclophosphamide/
. Taxanes . Epirubi‘cin methotrexate/ﬂuqroqracil)
» Paclitaxel + [xabepilone + Docetaxel/capecitabine
] ) + GT (gemcitabine/paclitaxel)
+ Anti-metabolites - Gemcitabine/carboplatin
» Capecitabine « Carboplatin + paclitaxel or albumin-bound paclitaxel
» Gemcitabine
+ Microtubule inhibitors
» Vinorelbine
» Eribulin

« For specific lines of systemic therapy options for HR-positive and HER2-negative with visceral crisis or endocrine refractory,
see BINV-Q (1).

« For specific lines of systemic therapy options for HR-negative and HER2-negative (TNBC), see BINV-Q (2).

» For specific lines of systemic therapy options for HR-negative or -positive and HER2-positive, see BINV-Q (3).

The NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) Breast Cancer (Version 4.2022). BINV-Q, 5 of 14.
© 2023 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express written permission of NCCN®.
To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.
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ASCENT TRIAL

Metastatic TNBC Sacituzumab Govitecan (SG)
22 chemotherapies for 10 mgl/kg IV
advanced disease days 1& 8, 9("‘2?7)21'day cycle e
n= eatment un
[no upper limit; 1 of the required _,  progression
prior regimens could be from unaccoerptable
progre1s;eon tr;ﬁt °°Fu;re?t Wil Treatment of Physician’s toxicity
e Choice (TPC)
completion of (neo)adjuvant (n=262)
therapy)]
N=529

Stratification factors

*  Number of prior chemotherapies (2-3 vs >3)

+ Geographic region (North Americavs Europe)

+ Presence/absence of known brain metastases (yes/no)
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A Progression-free Survival among Patients without Brain Metastases

Median
No.of No.of Progression-
Patients Events free Survival
mo (95% Cl)
Sacituzumab Govitecan 235 166 5.6 (4.3-6.3)
Chemotherapy 233 150 1.7 (1.5-2.6)

< 100 Hazard ratio for disease progression
R or death, 0.41 (95% CI, 0.32-0.52)
g 20 P<0.001
E Sacituzumab govitecan
':) 60 —— Chemotherapy
]
T 40
2
@
g‘ 20
o
o 0 T T T T T U T T 1
0 3 6 9 12 15 18 21 24
Months
No. at Risk
Sacituzumab govitecan 235 154 91 49 28 15 9 i
Chemotherapy 233 39 14 5 1 1 0 0

B Overall Survival among Patients without Brain Metastases

g\’B:
®
2
2
3
[
K
@
>
o
No. at Risk
Sacituzumab govitecan
Chemotherapy

Median
No.of No.of  Overall
Patients Events  Survival

mo (95% Cl)
155 12.1 (10.7-14.0)
185 6.7 (5.8-7.7)

Sacituzumab Govitecan 235
Chemotherapy 233

Hazard ratio for death, 0.48

100,
i (95% Cl, 0.38-0.59)
20 P<0.001
Sacituzumab govitecan
60 —— Chemotherapy
40
20
0 T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27
Months
235 214 190 153 107 70 37 13 0
233 173 117 74 45 30 11 3 1

C Change in Tumor Size among Patients without Brain Metastases
1254
100

Sacituzumab Govitecan

504

0

504

Change from Baseline (%)

~100-

Chemotherapy

Change from Baseline (%)

Patients

D Progression-free Survival in the Full Population

Progression-free Survival (%)

No. at Risk
Sacituzumab govitecan
Chemotherapy

Median
No.of No.of Progression-
Patients Events free Survival
mo (95% Cl)
4.8 (4.1-5.8)
1.7 (1.5-2.5)

190
171

Sacituzumab Govitecan 267
Chemotherapy 262

100 Hazard ratio for disease progression
or death, 0.43 (95% Cl, 0.35-0.54)
20 P<0.001
Sacituzumab govitecan
60 —— Chemotherapy
40
20
0 T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27
Months
267 145 32 38 23 14 8 )
262 41 13 6 2 1 0 0

Bardia et al. N Engl J Med 2021; 384:1529-1541
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7
Patients with confirmed HER2-low mBC T-DXd 5.4 mg/kg Q3W"*°
(IHC 1+ or IHC 2+/ISH-) (N=557)" (n=373: HR+ n=331; HR- n=42)
HR+ HR- 21
(n=494) (n=63) Physician's Choice
! . Single-Agent Chemotherapy'*
0% 10% (capecitabine, eribulin, gemcitabine, paclitaxel, or nab-paclitaxel)*?
V2 (n=184: HR+ n=163; HR- n=21)
A 4 .
100 Hormone receptor-negative
g
2
% 80 mPFS (95% Cl), mo 85(4.3 11.7) 29(14,51)
©
2 1 HR (95% CI) 0.46 (0.24,0.89)
a s
© 607
=
2
5
w
8 407
s
5
T g i
2 -
Y S——
5 1
° e . T-DXd (n =40)
X n=
& TPC(n=18)
0- L] L] T T L] L] T T L} L] L] L] T T L] Ll T L] L] L] L] L] L] T T Ll L] T T
0 1 2 3 4 5 6 7 8 90 10 11 12 13 14 15 16 17 18 10 20 21 22 23 24 25 26 27 28
No. at Risk Months
T-DXd (40)40 39 33 20 28 25 21 20 19 18 13 13 11 11 10 8 7 5 5 4 4 4 4 3 1 0
Physician's choice(18)18 17 11 7 6 4 3 3 2 2 2 2 2 2 1 1 1 1 1 1 0
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B 100 1 Hormone receptor-negative
— mOS (95% CI), mo 18.2 (13.6, NE) 8.3 (5.6, 20.6)
o 80
o= = 0
| HR (95% CI) 0.48 (0.24, 0.95)
= Tl
E |
8 01 3
o I
= |
o I - _
= | m————- -DXd (n = 40)
= [ ! : —
E 40 7 |
= |
CLJ I ____________ I
© |
Q201 R .
(@) |
|
Physician's choice (n = 18) :
- ]
0 T T L] T T T L] T T L] T T T T L] 1 ) ] ) Ll ] L} ] 1 T 1 1 | ]
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28
Time (Months)
No. at Risk

T-DXd(40) 40 39 38 37 36 34 34 32 31 30 28 27 26 26 23 23 19 14 13 ¢ 9 8 7 7 6 6 5 4 4
Physician's choice (18) 18 17 16 14 14 14 13 11 10 8 8 8 7 6 6 5 5 5 5 3 3 2 2 2 0
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No. of Events/No. of Patients Median Progression-free Survival, months Hazard Ratio for Disease Progression
(95% CI) or Death (95% CI)
T-DXd Physician's choice T-DXd Physician's choice

Prior CDK &/6 Inhibitors

Yes 1497233 74115 10.0(8.3-11.4) 54(4.0-7.8) —— | 0.55 (0.42-0.73)

No 60/96 35/47 11.7(9.517.7) 59(4.382) —— : 0.42 (0.28-0.64)
IHC status i

IHC 1+ 119192 66/96 10.3(8.6-12.3) 53(4.1-7.8) re— ! 0.48 (0.35-0.65)

IHC 2+/SH- 92/139 44/67 10.1(8.2-12.2) 59(4.3-79) —— 0.55 (0.38-0.80)
Prior lines of chemotherapy :
In the metastatic setting M

1 1207203 63/03 109 (8.5-12.3) 68(4.582) —— | 0.54 (0.40-0.73)

=2 811127 4769 9.9 (8311.7) 46(2862) — 0.47 (0.33-0.68)
Age !

<65 years 170/260 79120 9.8(8.4-11.3) 5.4(4.1-7.8) o | 0.51 (0.39-0.67)

265 years 4a1m 31/43 12.0 (9.5-14.7) 5.6 (4.3-10.8) —— 0.47 (0.29-0.77)
Race ]

White 100/156 4378 10.0(8.5-12.2) 7.1 (4.0-10.0) -—o—-: 0.64 (0.44-091)

Aslan 837131 54/66 11.0(8.4-138) 48(4.2-64) G 1 0.40 (0.28-0.56)

Ofther 25/37 1116 6.0 (5.4-10.5) 7.0 (1.4-11.0) .—oq'—- 0.83 (0.41-1.69)
Reglon :

Asla 81/128 48/60 10.9(8.4-14.7) 53(4.2-6.8) —o— | 0.41(0.28-0.58)

Europe and Israel 901149 4473 10.8 (8.5-13.0) 7.1(3.0-10.7) |—0—|: 0.62 (0.43-0.89)

North America 40/54 18/30 85(6.3-113) 45(2982) —— | 0.54 (0.30-0.97)
ECOG performance status |

0 116/187 55/05 10.9(9.5-13.0) 7.0(4.285) —e— : 0.56 (0.40-0.77)

1 95/144 55/68 9.7 (7.3115) 46(29-62) —o— ! 0.45 (0.32-0.64)
Visceral disease at baseline I

Yes 196/298 1001146 9.8 (8511.1) 5.8(44-7.1) —e— : 0.54 (0.42-0.69)

No 15/33 117 17.9 (10.9-26.4) 45(16124)  r@— ! 0.23 (0.09-0.55)

0.0 05 1.0 15 20
Favors Favors
T-DXd  Physiclan's cholce
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Selection of 2" line and beyond for mTNBC

BRCA germline mutated and did not get PARPi in 1%t line

Olaparib Talazoparib

BRCA not mutated meeting ASCENT or DESTINYO4 criteria

Sacituzumab gov TDX-d

BRCA not mutated treated with ADCs

Alt chemo (eribulin, carbo/gem) Clinical trials with novel agents
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or by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




SABCS 2022 Metastatic TNBC Updates

 BEGONIA phase 1b/2 trial update shows combination of TDX-d plus
durvalumab has ORR 56.9% and median PFS of 12.6 months in 15t line
TNBC HER 1-2+ patients. No new safety signals. PD11-08 (Schmidt)

 BEGONIA phase 1b/2 trial update shows that combination of
datopotamab deruxtecan plus durvalumab is active in 1t line TNBC
with ORR of 73.6% and adverse events consistent with each of the
agents’ safety profiles. Follow up is immature at time of reporting.
PD11-09 (Schmidt)
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Conclusions

* Prioritization of checkpoint therapy early in CPS 10 or greater patients

 |dentification of patients with particularly gBRCA mutations important for
PARPi selection. Somatic mutations or alternative DDR mutations such as
PALB2 may be considered

* ADCs will likely be important agents and may move up the therapeutic
seguence as activity is high. TBD how efficacy will be impacted if multiple

ADCs with similar payloads/targets are used sequentially.

e Must continue to prioritize novel agents for TNBC aggressively!
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with Updates from the 2022 San Antonio Breast Cancer Symposium

Advances in the Management of Metastatic Breast Cancer with
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HER2-Positive Metastatic Breast Caner
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National

Comprehensive
h(el&@ Cancer

Network®

NCCN Guidelines Version 4.2022
Invasive Breast Cancer

SYSTEMIC THERAPY REGIMENS FOR RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASEI

HER2-Positive
Setting Regimen NCCN Category of Preference NCCN Category of Evidence
e K Pertuzumab + trastuzumab + docetaxel™ Preferred Regimen 1
First line
Pertuzumab + trastuzumab + paclitaxel™ Preferred Regimen 2A
.| | Fam-trastuzumab deruxtecan-nxkiln.0 Preferred Regimen 1
Second line
Ado-trastuzumab emtansine (T-DM1)! Other Recommended Regimen 2A
Tucatinib + trastuzumab + capecitabine™-P Other Recommended RegimenP 1
Trastuzumab + docetaxel or vinorelbine™4 Other Recommended Regimen 2A
Third line Trastuzumab + paclitaxel + carboplatin™d Other Recommended Regimen 2A
and
beyond Capecitabine + trastuzumab or lapatinib™d Other Recommended Regimen 2A
(optimal Trastuzumab + lapatinib™d (without cytotoxic Other Recommended Regimen 2A
sequence therapy)
is not
known) Trastuzumab + other agents™4"s Other Recommended Regimen 2A
Neratinib + capecitabined Other Recommended Regimen 2A
Margetuximab-cmkb + chemotherapyd Other Recommended Regimen 2A
(capecitabine, eribulin, gemcitabine, or vinorelbine)
Additional targeted therapy options (See BINV-R)

To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.

© 2023 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the express written permission of NCCN®.
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patona ensive NCCN Guidelines Version 1.2023

. Cancer
B Network Breast Cancer

SYSTEMIC THERAPY REGIMENS FOR RECURRENT UNRESECTABLE (LOCAL OR REGIONAL) OR STAGE IV (M1) DISEASEk

HR-Positive or -Negative and HER2-Positivel-k

Setting Regimen
First Line! Pertuzumab + trastuzumab + docetaxel (Category 1, preferred)
Pertuzumab + trastuzumab + paclitaxel (preferred)
Second Line" Fam-trastuzumab deruxtecan-nxki™ (Category 1, preferred)
P + ——
Third Line Tucatinib + trastuzumab + capecitabine™ (Category 1, preferred)

Ado-trastuzumab emtansine (T-DM1)°

Trastuzumab + docetaxel or vinorelbine

Trastuzumab + paclitaxel £ carboplatin

Fourth Line and
Beyond (optimal
sequence is not
known)P Trastuzumab + other chemotherapy agents%"

Capecitabine + trastuzumab or lapatinib

Trastuzumab + lapatinib (without cytotoxic therapy)

Neratinib + capecitabine
Margetuximab-cmkb + chemotherapy (capecitabine, eribulin, gemcitabine, or vinorelbine)
Additional Targeted Therapy Options see BINV-Q (6)

] See additional considerations for those receiving systemic HER2-targeted therapy (BINV-Q 4).
Assess for germline BRCA1/2 mutations in all patients with recurrent or metastatic breast cancer
to identify candidates for PARP inhibitor therapy. While olaparib and talazoparib are FDA-indicated
in HER2-negative disease, the panel supports use in any breast cancer subtype associated with a
germline mutation. There is lower-level evidence for HER2-positive tumors, therefore category 2A for © May be used as an option for third-line and beyond; the optimal sequence for third-line therapy and

this setting. beyond is not known. If not a candidate fam-trastuzumab T-DM1 could be considered in the second-line.
I Maintenance trastuzumab/pertuzumab after response (with concurrent endocrine therapy if ER+and P Multiple lines of concurrent chemotherapy with anti-HER2 therapy (trastuzumab or a TKI) offer clinical
HER2+ metastatic breast cancer). benefit for recurrent unresectable HER2+ metastatic breast cancer and have been studied in phase 2 or
™M Fam-trastuzumab deruxtecan-nxki may be considered in the first-line setting as an option for select 3 trials. Clinical experience suggests frequent clinical benefit for such treatment. However, there are no
patients (ie, those with rapid progression within 6 months of neoadjuvant or adjuvant therapy [12 meaningful data for use of any of these regimens among patients previously treated with pertuzumab-
months for pertuzumab-containing regimens]). Fam-trastuzumab deruxtecan-nxki is associated based chemotherapy, ado-trastuzumab emtansine, fam-trastuzumab deruxtecan-nxki, or trastuzumab/
with interstitial lung disease (ILD)/pneumonitis. Regular monitoring for this serious side effect is capecitabine/tucatinib regimens. Thus, the optimal sequence or true benefit of therapy is not known.
recommended. For patients with a history of ILD/pneumonitis, there are no data on managing safety 9 Trastuzumab given in combination with an anthracycline is associated with significant cardiac toxicity.
or toxicity of this drug in a trial. Concurrent use of trastuzumab and pertuzumab with an anthracycline should be avoided.
N Tucatinib + trastuzumab + capecitabine is preferred in patients with both systemic and CNS " Trastuzumab may be safely combined with all non-anthracycline-containing preferred and other single
progression in the third-line setting and beyond; and it may be given in the second-line setting. agents listed on (BINV-Q 5) for recurrent or metastatic breast cancer.
_ _ _ BINV-Q
© 2023 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the 3 OF 14
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CLEOPATRA: End-of Study Results

Median follow-up was 99:9 months in the pertuzumab group (IQR
92-9-106-4) and 98-:7 months (90-9—105-7) in the placebo group

End-of-Study OS in ITT Population*

A
100+ p<0.0001
90 -
80+ Median OS,
g Mos (95% Cl)
3 60
§ w0 b Landmark overall survival ot 8 yoars 37%, 235 events (S8%) Pertuzumab + 57.1
5 4 Trastuzumab/Doc
B
B s Placebo + 40.8
204
% —— Pertuzumab, trastuzvmab, and docetaxe Landmark overall srvival at 8 years 23%, 280 cvents (69%) Trastuzumab/DOC
—— Placebo, trastuzurmab, and docetxeel
0 T T T T T T )
0 10 20 ) 40 50 60 ) 80 %0 100 10 120
Number at risk
(number censored)
Petwzumab  402(0) I71(14) 383 269(32) 28(41) 188(48) 165(50) 150(54) 1I(56) 120(59) 71(102) 20(147) O(167)
Puccho 406(0) 350(19) 289(30) 230(36) 181(41) M49(48) MS(S2) 96(53) B8(SY /SG/) 4E4) NS 1K)

*Crossover patients were analyzed in the placebo arm.

Swain SM et al. Lancet Oncol 2020; 21: 519-30.
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T-DM1: Standard Second-Line Therapy

HER2+ (central) LABC ' o W
or MBC (N = 980) gy

= W

) -

* Prior taxane and

trastuzumab {

- Progression on Capecitabine £ M}
metastatic tx or within 6 + La atinib Physiclan’s Trastuzumab ’H_* g |” B | I
mo of adjuvant tx P choice emtansine "'DH‘_* Y

Number at risk

EMILIA
ape itabine and

THLANTSIN

Overall Survival

Dieras V, et al. Lancet Oncol. 2017;18:732-742.
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Why do we need more anti-HER2 treatment options?

The losses we want to prevent

CLEOPATRA 12

The plateau we want to expand and
consolidate

EMILIA 34

HER2Climb 56

Adapted from: 1. Swain SM, et al. Lancet Oncol 2020; 2. Swain SM, et al. N Engl J Med 2015; 3. Dieras V, et al. Lancet Oncol 2017; 4. Verma S, et al. N
EnglJ Med 2012; 5. Murthy R, et al. N Engl J Med 2020; 6. Curigliano G, et al, Ann Oncol 2022

Why do we need more anti-HER2 treatment options?

DestinyBREAST-03 !

Progression-free Survival

Estimate post-T-DXd treatment
will be needed when T-DXd is
used in second line:

- In 25% of patients after 1yr
- In 50% of patients after 2yr

Percentage of Patients

R T i ]
0 2 4 6 3 10 12 4 16 18 20 2 24 26 28
Manths

1. Adapted from Cortes J, et al N Engl ) Med 2022
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Clinical Trial Design
(Phase llI- Destiny-Breast03)

Patients

» Unresectable or metastatic HER2-positive?
breast cancer

*+ Previously treated with trastuzumab and
taxane in advanced/metastatic setting”

* Could have clinically stable, treated brain
metastases

Stratification factors

* Hormone receptor status

* Prior treatment with pertuzumab
* History of visceral disease

ORR

* T-DXd (n = 245)

= T-DM1 (n = 228)°

Best % Change in Sum of Diameters From Baseline

Destiny-Breast 03 Study

T-DXd

5.4 mg/kg Q3W
(n =261)

T-DM1

3.6 mg/kg Q3W
(n =263)

T-DXd T-OM1
(n =261) S{N=263)
Confirmed ORR
n (%) 208(79.7) ©0(34.2)
[95% CI) [74.3-84.4) [28.5-40.3)
P < 0001
CR 42 (16.1) 23(8.7)
PR 166 (63.6) 67 (25.5)
SD 44 (16.9) 112 (426)
PD 3(1.1) 46 (17.5)
Not evaluable 6(2.3) 15(5.7)
CR+PR+SD
(OCR) 252(96.6) 202(76.8)

Progression-Free Survival Probability, %

40+

PFS

mPFS, mo (#5% C1)

12-m0o PFS rate, %
(95% CI)

HR (95% CI)

NR (18.5-NE) 68(5682)
758 341
69.8-80 7) (27.7-40 8)

0.28 (0.22-0.37)
P=78 x 10%

8

Overall Survival Probability, %

L

————e

Time, months

0S

10RO

B —

NE (NE-NE)

mOS, mo (985% CI

12-meOS rte. %
96% Ci

HR (95% CI)

a1

903864

0,56 (0.36-0.86)
P=_007172*

NE (NE-NE!

L3 ]
806887

3R]

2 3 4 5 6 7 8 0 101112 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33

Time, months

Cortes J, et al. ESMO 2021

© National Comprehensive Cancer Network, Inc. 2023, All Rights Reserved. No part of this publication may be reproduced or transmitted in any other form
or by any means, electronic or mechanical, without first obtaining express written permission from NCCN®. Contact education@nccn.org with any questions.




==
#%"s DESTINY-Breast03
4
Updated Primary Endpoint: PFS by BICR
T-DXd T-DM1
. 100 mPFS was ~4X longer for T-DXd compared with T-DM1 Median 28.8 6.8
N (95% Cl),  (22.4-37.9)  (5.6-8.2)
= ]
= T-DXd: 75.2% (95% Cl, 69.3-80.2) months
% 80 | T-DM1: 33.9% (95% Cl, 27.7-40.2) HR 0.33 (95% ClI, 0.26-0.43)
xe b
b
09_ . v : T-DXd: 53.7% (95% Cl, 46.8-60.1) P < 0.000001#
= ¥ I T-DM1: 26.4% (95% Cl, 20.5-32.6)
o 60 . 1
= _% |
c i R | I
U:) Ty ! '
1
o 40 “”‘; | |
9 _“-LL 1
L 7 I-k__H*+ e :
1 .
c 1 — i —+—I—+m+._,+_ -
% 20 : : i:n-—-|—+—|-o—|
8 +  Censor | 1 b e +
=4 1 — T-DXd (n = 261) : !
n% ol — T-DM1(n=263) !
01234567 89 101112131415 1617 1819 2021 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45
Patients still at Risk: Time, months
T-DXd 261256 250 244 240 225 216 207 205191 176 173 167 154 146 140 134 131 130125 123117 113107 99 96 90 82 73 64 55 41 32 28 23 20 18 13 7 5 4 2 1 0
T-DM1 263253 201 164 156134 111 99 96 81 69 67 63 58 54 51 49 49 47 47 42 41 39 37 36 32 28 27 22 19 15 14 8 7 6 4 2 2 2 1 1 1 1 1 1 0
Hurvitz S, GS2-02, SABCS 2022
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iy
#%"s DESTINY-Breast03
A
T-DXd T-DM1
T-DXd: 94.1% (95% Cl, 90.4-96.4) Median NR NR
100 - T-DM1: 86.0% (95% ClI, 81.1-89.8) (95% Cl), (40.5-NE) (34.0-NE)
T-DXd: 77.4% (95% Cl, 71.7-82.1) months
o 1 1 - . o, 0, .
= | T-DM1: 69.9% (95% Cl, 63.7-75.2) HR 0.64 (95% Cl, 0.47-0.87)
> 80 T
= : P 0.00372.
o)
® ) 1 -}-% "
2 ! 1 M |—|—o—o—o—¢-»—o—o—
© 60 ! ! T
o ! 1 %_mﬁm-m—lw-ﬁ
_— 1 1 H- HH— H— —— —— —+
© T 1 |
= ! 1
S 404 ! 1
S ! 1
w | : 1
% \ : Anti-cancer therapies in post-trial setting:
o 204 ! 1 + T-DXd arm: 64/182 (35.2%) received T-DM1
5 +  Censor : ! * T-DM1 arm: 42/243 (17.3%) received T-DXd
1 —— T-DXd (n = 261) I |
o — T-DM1 (n=263) | :
(I) ’II 2I 3I 4‘- 5I é 7I é 9I 1I01I1 1I21:31I41i‘3 1I6 1I7 1l81I9 2I02I1 2IZZI32I42I5 2I62I7 2I82I9 3|03I1 3I23l3 3I43I5 3I63I7 3I83l94I04I1 4I2423 4|44I5 4I64I7
Patients still at risk: Time, months
T-DXd 261256 256255 254 251 249244 243241 238236 236 236 231224 218 213 211206 201200 196 193 187 182 173156 142124 109 91 73 64 51 44 38 30 22 18 11 9 7 6 1 1 1 O
T-DM1 263257 252248 243242 237 233232227 224217 211203 199197 191 186 183179 172169 167 164 164 158 140129 117106 90 70 59 45 41 38 27 20 15 8 7 4 3 3 1 1 0
Hurvitz S, GS2-02, SABCS 2022
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Adjudicated Drug-Related Interstitial Lung Disease/Pneumonitis

Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Any grade

2;2’?57) 11(4.3)  26(10.1)  2(0.8) 0 0 39 (15.2)
2;2”;161) 4 (1.5) 3(1.1) 1(0.4) 0 0 8 (3.1)

«  Adjudicated drug-related ILD/pneumonitis rates were similar to other mBC trials with T-DXd"2

«  With longer treatment exposure and follow-up, the ILD/pneumonitis rate increased from 10.5% in the
PFS interim analysis® to 15.2%

* There were 4 additional grade 1, 8 additional grade 2, and no additional grade 3 events
«  The overall incidence of grade 3 events (0.8%) was the same as in the PFS interim analysis®

«  There were no adjudicated drug-related grade 4 or 5 events
Hurvitz S, GS2-02, SABCS 2022

1. Modi S et al. N Engl J Med 2020; 382(7): 610-21. 2. Powell CA et al. ESMO Open 2022; 7(4): 100554. 3. Cortes J et al. N Engl J Med. 2022;386:1143-1154.
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DESTINY-Breast02 Trial for HER2+ MBC

T-DM1 pre-treated
MBC

Investigator’s
choice*
(n=200)
trastuzumab + capecitabine
or lapanitib + capecitabine

Positive Trial for Dual Primary Endpoints of PFS and OS!
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iy San Antonio Breast Cancer Symposium® — December 6-10, 2022
#% DESTINY-Breast02 ymp ’
A
L] L]
Primary Endpoint: PFS by BICR
n
100 Median (95% CI), months
° T-DXd TPC
= 17.8 (14.3-20.8) 6.9 (5.5-8.4)
3 804 % HR (95% Cl): 0.3589 (0.2840-0.4535)
8 . P < 0.000001
o 1 T-DXd: 62.3% (95% CI, 57.0-67.1)
o th TPC: 27.2% (95% CIl, 20.1-34.8)
—_ Ye,
g 60 ; i
E & 1
S - 1 T-DXd: 42.2% (95% Cl, 36.5-47.8)
(9] -“L% : TPC: 13.9% (95% Cl, 7.9-21.6)
) +
u + |
L?L_) 40 +.H'_ | 1
é ‘!1:___ 1 1 H——H—————H o
s S, :
7] .,
n | —,_ |
g 204 . - 1
o)) + Censor 1 e HPRT I P e
o) — 4+ T-DXd (n = 406) | I |
o ———+-— TPC (n = 202) 1 1 |
1 ! !
0 1 1 :
T T 1 1 1. T T 1 1 1 1t T 1T 1 1 1 T T 1 1 T T [ T T T T T T 71 1 T T T T T T T T T T T T TT
01234567 8 91011121314151617 18 192021 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46
Patients still at risk Time, months
T-DXd (406) 406 400 374 359 355 330 296 278 260 239 213 203 194 179 170 161 149 141 132119109 88 83 76 65 60 55 47 38 35 31 27 23 19 15 14 12 10 6 4 4 3 1 1 1 1 0
TPC (202) 202180148 126118 95 78 72 64 48 39 37 32 28 24 20 17 13 11 9 9 8 8 6 3 3 3 2 2 2 2 2 1 1 1 1 1 0
BICR, blinded independent central review; HR, hazard ratio; mo, month; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
Krop I, SABCS 2022. GS2-01
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AL

» DESTINY-Breast02

Key Secondary Endpoint: OS

1007 T-DXd: 89.4% (95% Cl, 85.9-92.1)
TPC: 74.7% (95% Cl, 67.4-80.4)
X
807 "
= E T-DXd: 65.9% (95% Cl, 60.7-70.7)
o) R TPC: 54.3% (95% Cl, 46.3-61.6)
8 1 Pt
© 60 ! b
o 1
®© 1
2 | 1 T4 = =t -~ —H—Hh
c 20 1 | " — A - — A == - +
@ ! ! .
— : : Median (95% CI), months
©
S 1 | T-DXd TPC
> 20 1 1
() 1 1 39.2 (32.7-NE) 26.5 (21.0-NE)
1 1
+ Censor 1 | HR (95% CI): 0.6575 (0.5023-0.8605)
—+—— T-DXd (n = 406) | | P =0.00212
04—+ TPC(n=202) X X
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
012345678 91011121314151617 18 192021222324 2526272829 3031323334 353637383940414243444546
Patients still at risk Time, months

T-DXd (406) 406 404 400 390 385 382 374 366 357 352 350 346 339 331 317 306 295 282 277 257 234 215 196 183 160 144 139122104 93 82 72 63 51 40 34 29 25 19 10 8 6 3 1 1 1 0
TPC (202) 202192 187 182178 173 167 161 157 151 142 136 130 124 118 114111110106 95 89 79 76 72 61 53 50 46 38 33 29 28 25 22 22 18 15 13 12 7 6 5 4 3 1 1 0

In the TPC arm
*  69.3% (140/202) of patients received a new systemic anticancer treatment
*  25.7% (52/202) of patients received T-DXd in the post-trial setting

aThe boundary for statistical significance is 0.0040. HR, hazard ratio; mo, month; NE, not estimable; OS, overall survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

Krop I, SABCS 2022. GS2-01
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DESTINY Breast-09 Trial : 1st Line HER2+ MBC

T-DXd
(n =378)

T-Dxd +Pertuzumab

Un-treated mBC (n=378)

Taxane +HP

(n=378)

Primary endpoint: PFS
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HER2CLIMB Pivotal Trial Design: Capecitabine/Trastuzumab +/- Tucatinib

Tucatinib Celular Selectivty Data : : Primary
Patient Population I endpoint:
capecitabine o i
UNPEN Compound EGFR 0 Metastgtic HER2+ _breast trzstuzumab PFS in all pts
| 1Csq (nV1) cancer with progression after + tucatinib Secondary
N, pertuzumab, trastuzumab, and . endpoints:
H HN \‘:,)\l tucatinib 8 >10,000 T-DM1 - « PFSin pts w/
N._N N . . . . itabine + :
\7/ 4 A « Patients with and without brain capecitabine brain
)l\l neratinib 7 8 . trastuzumab TS S
e \N o + placebo + 0Sin all pts
lapatinib 49 31
Sample size Med to N =612 [NCT02614794]
Data from Phase Ib Trial "
wocatinh A — CNS metastases = 48%
ucatinib + capeci ine + trastuzumab (n =
il E B e e R Untreated 22% and
Median Duration of Response: 10 months (95% ClI: 2.8-19.3) Treated, pl'Og reSSIng 1 8%

Maximum Change in Sum of Diameters (%)
§ § 8 e
-~
-~
~ -
~
~ I
P
'
<
'
v
|
i EEs—
|
=
'
~
1
1
|
]
|
~
\
~
'

20%
-40% \
60%

W Without brain mets (n = 14)
-80% W With brain mets (n = 9) P

P = Prior pertuzumab treatment (n = 18) Screening Post-cycle 6

(Images selected to demonstrate {ong et auis of lesions )

100% ] .

Note: Bars represent change in measurable lesions but some patients also have nonmeasurable lesions. In addition, 4 patients in the

Triplet cohort had nonmeasurable lesions only and are therefore not able to be represented on the waterfall. Mu rthy R, et al. Lancet Oncol ogy 2018
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Progression-Free Survival with Tucatinib Added to Capecitabine and Trastuzumab in
HER2+ MBC (Including with Brain Metastases): HER2CLIMB Study Results

Treatment arm with Trastuzumab + Events, HR
1.0+ Capecitabine N=480 (95% CI) P Value
Tucatinib 178/320 0.54 <0.00001
e (0.42,0.71)
< 0.8 - Placebo 97/160
©
=
c
U:‘; 0.6 - Risk of progression or death was reduced by 46%
o) Median in the primary endpoint population
(O]
—_
u- One-year PFS (95% Cl):
S 0.4
g Tucatinib Placebo
) 33% 12%
o
o 0.2 (27, 40) (6,21)
o
i 0, .
Median PFS (95% Cl):
0.0 T . 7.8 months 5.6 months

0 33 36 (7.5, 9.6) (4.2,7.1)
No. at Risk Prespecified efficacy boundary for PFS: P=0.05
TUC+Tras+Cape 320 235 152 98 40 29 15 10 8 4 2 1 0 Data cut off: Sep 4. 2019
Pbo+Tras+Cape 160 94 45 27 6 4 2 1 1 0 0 0 0 Foep S,

Murthy R, et al. NEJM 2019
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Overall Survival with Tucatinib Added to Capecitabine and Trastuzumab in HER2+ MBC

(Including with Brain Metastases): HER2CLIMB Study Results

Treatment arm with Events HR P Value
10 - Trastuzumab + Capecitabine N=612 (95% Cl)
Tucatinib 130/410
0.66 0.00480
Placebo 85/202 (0.50, 0.88)
0.8 4
S !
= : Risk of death was reduced by 34% in the total
.g 0.6 ~ : population
c | Median
(g : Two-year OS (95% Cl):
(=5 0.4 i ! Capecitabine Placebo
o ! | | S 45% 27%
3 F - (37,53) (16, 39)
i ' 127%
0.2 . ! .
\ | Median OS (95% Cl):
| |
E | 21.9 months 17.4 months
0.0 : , n ', ; r . ! ' ; ; . (18.3, 31.0) (13.6, 19.9)
0 3 6 9 12 15 18 21 24 27 30 33 36
Months since Randomization Prespecified efficacy boundary for OS (P=0.0074)
No. at Risk o .
TUC+Tras+Cape410 388 322 245 178 123 80 51 34 20 10 4 0 was met at t[he first interim analysis.
Pbo-Tras+Cape 202 191 160 119 77 48 32 19 7 5 2 1 0 Data cut off: Sep 4, 2019

Murthy R, et al. NEJM 2019
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Intracranial CNS-Specific Outcomes: HER2CLIMB Study Results
Patient with Brain Metastases (active or treated/stable)
No. of Medi
No.of  Median » events  (95% ) Intra-Cranial CNS .
iy events  (95%Cl) Tucatinib, trastuzumab, Tucatinib Placebo
1.0 4 Tucatinib, trastuzumab, 1.0 4 and capecitabine 68 of 198 18.1({165t0 -} Response
. and capecitabinea 710f198 9.9 (8.0 t0 13.9) Placebo, trast b N=55 N=20
= an"ﬁa;;c;f:b‘i‘::’““ " 460193 12.0(1221015.2) (RECIST) . :
E 0.8 4 Pla(;:ebo, tfas;yzumab, 160f93 42(361057) = 0.8 N=75 N (A’) N (A’)
= and capecitabine = HR, 0.58 (95% CI, 0.40 to 0.85) —
= =
o 0.6 HR, 0.32 (95% Cl, 0.22 to 0.48) 2 964 P=.005
= P < .00001 8 Tucatinib, trastuzumab, CR 3 (55) 1 (50)
; 04 o 04 and capecitabine
o 044 S 0.4
D,' Tucatinib, trastuzumab, wl PR 23 (418) 3 (150)
C£ 0.2 J Placebo, and capecitabine o 0.2 4
o ::;T:;;I:;:'bine Placebo, trastuzumab, and capecitabine SD 24 (43 6) 16 (80 0)
T T T T T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 3 0 3 6 9 12 15 18 21 24 27 30 33 36 PD 2 (3 6) 0
Time Since Random Assignment (months) Time Since Random Assignment (months) ’
Not Available 3 (5.5) 0
Patient with Brain Metastases (active :
( ) Confirmed ORR 26 (47.3) 4 (20.0)
No. of Median
No. of Median Tucatinib, trastuzumab, events (95% G 33.7-
1.0 4 events (95% CI) 1.0 4 and capecitabine 390f118  20.7{15.7to-) 95% C| . 5_7-43_7%
Tueatinib, trastuzumab, Placebo, trastuzumab 61.2%
E. and capecitabine 540f 118 95(75t011.1) and cap;mabine " 300f56 11.6 (10.5t0 13.8)
= 084 — 0.8 e
Placebo, trast b, .
3 a:d“ Zaoe;if:b'i‘,f:ma 330f56 4.1(29105.6) E HR, 0.49 (95% Cl, 0.30 to 0.80) Stratified p value 0.03
= P = P=.004
o 0.6 = 0.6 =
= HR, 0.36 (95% CI, 0.22 to 0.57) <
‘J,’Q P - 00001 = _ DOR (months) 6.8 3.0
bk 0.4 4 ‘5_ 0.4 Tucatln\b,rtrasrtuzurnab,
— d tab
; Tucatinib, trastuzumab %) and capeciiabing CR=complete response; PR=partial response; SD=stable
= 0.2 placebo, and capecitabine ! © 02 disease; PD=progressive disease; ORR=0bjective response
o tradstuzumalb,b_ Placebo, trastuzumab, and capecitabine rate (CR+PR); DOR=duration of intracranial response
and capecitabine
T T T T T T T T T T T 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 0 3 6 9 12 15 18 21 24 27 30 33 36
Time Since Random Assignment (months) Time Since Random Assignment (months)
Lin NU, et al. JCO 2020
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T-DXd in Breast cancer brain metastases

Table 1. Studies on T-DXd in brain metastases from advanced HER2-positive breast cancer.

Intracranial Intracranial
Study Type of study Number of patients with BM response PFS
DESTINY-Breast 01 Single-arm phase |l 24 with asymptomatic BM ORR: 58.3% Median:
NCTO03248492 (10) CR: 4.2% 18.1 months
PR: 54.2%
SD: 33.3%
DESTINY-Breast O3 Phase 1l 62 (T-DXd arm) and T-DXd arm: T-DXd arm:
NCTO3529110 (1D randomized (T-DXd vs. 52 (T-DM1) stable BM - ORR: 63.9% median:
T-DM1D) - CR:27.8% 15.0 months
- PR: 36.1% T-DM1 arm:
T-DM1 arm: median:
- ORR: 33.4% 5.7 months
- CR:28%
- PR: 30.6%
TUXEDO-1 Single-arm 15: ORR: 73.3% Median:
NCT04752059 (12) phase Il - 6 stable/untreated BM CR: 13.3% 14.0 months
- 9 active/progressing BM PR: 60.0%
after local therapy SD: 33.3%

Per protocol
population: ORR 78.6%

DEBBRAH Single-arm 21 Cohort 2: At 6 months: 78.7%
NCT04420598 (13) phase Il - Cohort 1: 8 HER2 stable BM after - ORR: 50.0%
surgery and/or RT Cohort 3:

- Cohort 2: 4 HER2' asymptomatic -« ORR: 44%
untreated BM

- Cohort 3: 9 HER2" progressing

BM after surgery and/or RT

Kabraji et al. (1D Retrospective 15 asymptomatic or ORR: 73.0% Median: 7.0 to not
active/progressing BM PR: 73.3% reached
SD: 13.3% 12 months: 74.7%

Modi S NEJM 2022; Cortes J NEJM 2022; Bartsch R Nature Med 2022; Perez-Garcia JM Neuro Oncol
2022; Kabraji S Clin Cancer Res 1;2023;
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-.BOstCHS tesponse.

=3

Intracranial Tumor Activity by RANO-8M

I Cohort3

ge from baseline (96)
ShRoxaszns

Charw
S
T 3

\
\

TUXEDO-1 trial
Bartsch et al, ESMO Breast 2022

DEBBRAH trial
Vaz Batista et al, SABCS 2021

ORR-IC = 73% in pts with

ORR-IC =44% in pts with
active BM

Active BM

CNS Activity of TDXd in Pts with HER2+ Breast Cancer Brain Metastases

Best CNS response [ r [ so Bl 70

Change from baseline (%)

I
Participant
Figure 5 : Best CNS response to T-DXd. Waterfall plot of best CNS
ponse in with (n = 15). PR = partial response

DFCI/Duke/MDACCC series
Kabraji et al, SABCS 2021

ORR-IC =73%
(70% in pts with active BM)

Lin N, ASCO 2022
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2023 Approach to Therapy for Metastatic HER2+ BC:

1st line Taxane + trastuzumab + pertuzumab**
v

Active CNS disease

I Trastuzumab Deruxtecan Trastuzu;gﬁgla]:)t:acitabine
l Trastuzumab Deruxtecan
> Tucatinib/Trastuzumab/

4th line T-DM1

v
Neratinib + capecitabine (esp for CNS benefits

: : )
or
or

3rd line

5th line+

Margetuximab + chemotherapy
Trastuzumab + lapatinib or other chemotherapies?

: - ican « ¥
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Trastuzumab Duocarmazine (SYD985)!-2

* HER2-targeting
ADC!

* Duocarmycins are
DNA-alkylating
agents composed

Cleavable
- linker
—‘_ 2 ‘ Of a
ayload LW .
= : DNA-alkylating

and a DNA-
binding moiety?

1. Banerji U et al. Lancet Oncol. 2019;20(8):1124-1135; 2. Rinnerthaler G et al. Int J Mol Sci. 2019;20(5):1115.
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Trastuzumab-Duocarmazine
SYD-985

Clinical Trial Design

(Phase I) Best percentage change from Percentage change from baseline in
baseline in target lesions target lesions over time
100 1 1004
80 HER2+ (n=48): ORR 33% 80
- HER2 low/ER-(n=17): ORR 40% -
» o HER2low/ER+(n=32): ORR 27% .
|- |
d -h'l'h-._ -
§ | :
- 8
§ - 5
80 --"“..
-804 -d_
-100 1 L

LIS N B T T T T T T T T T T T T T

T T T T
Subject id 01 2 3 4 5 6 7 8 90 10 11 12 13 14 15 18 17

D ion of treatment | Ty

[HER2 IHC score B 0/1+ ™ 2+ O 34]

Saura C, et al. ASCO 2018
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New Antibody-Drug Conjugates

Clinical Trial Design

(TULIP) Trastuzumab-Duocarmazine PFS
100 Full Analysis Set (FAS) SYD985 Physiclan's choice
(N=291) (N=146)
'_E 80 .MedumPFS(BS%CIImomhs 70(54-72) 49(40-55)
. = E : | Events 140 (48.1%) 86 (56.9%)
Patients with HER2+, Trastuzumab Duocarmazine Q3W ; . N\ e T TR
unresectable, locally (planned n = 230) $
advanced and/or metastatic E -
BC; progression on or after £
2 2 HER2-targeted regimens Physician’s Choice: Lapatinib/Capecitabine, £
or after T-DM1; \ Trastuzumab/Capecitabine, Trastuzumab/Vinorelbine, —
ECOG PS 0‘2 Trasmlumablﬁribulin ¢ iT) 1 2 LI 5§ & T ] 9 10 11 12 13 WS ‘7') 7T 18 % 20N 2N el
(Planned N = 345) (planned n = 115) Time (months)
No. Patients ot Risk
SYD9SS 91 2TS 2O V6T V50109 K3 59 51 35 28 24 13 02 % & & 5 0§ 2 v v 0O
PhysiclansCholoe 146 125 86 &9 &4 &4 26 22 19 10 6 & 3 2 1 @
100 ."L{\“ Full Analysis Set (FAS) ;(:;0"::‘; Phyu::‘(\:“:‘,:lwu'n

= Median OS (95% CI) months 204 (180-237) 163 (134 -228) I

E 80 I {
Number of patients with SYD985 Physician’s choice E HR (95% CI) 0.83 (0.62 - 1.09); p = 0.153 |

(N=291) (N=146) 5
Measurable disease at baseline 252 (86.6%) 122 (83.6%) !
Overall Response Rate® (PR or CR) 70 (27.8%) 36 (29.5%) %
Reduction Target lesion measurement* 177 (70.2%) 71 (58.2%) | S
Clinical Benefit Rate 112 (38.5%) 47 (32.2%) : _ — - — i P
*pts with measurable disease used as denominator T—— Time ¢monthe)
Pk o449 125 FB 83 O 8 @ %6 @ W m m U & R .

Saura C, et al. ESMO 2021
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Proposal of an algorithm for defining HER2-low BC 5

HER2 Testing by Validated IHC Assay
I
I I | |

HC 3+ IHC 2+ IHC 1+ IHC 0+
HER2-Positive s ERelial 8 HER2-Negative

HER2-positive BC =

—— HER2-low BC
HER2-negative BC —

Adapted from Tarantino et al. J Clin Oncol. 2020 38{17)

2022 ASCO ;:;::: :1"' . Content of this presentation is the property of the As CO e sy cod b

ANNUAL MEETI NC? author, icansad by ASC0, Permission required for reuse. EHOWLEGaE COMB IR CANEER
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Role for HER2-directed agents in HER2-low breast cancer?
NSABP B-47

A phase 3 trial was conducted to understand if adjuvant trastuzumab was beneficial for HER2-low patients

* Node- Docetaxel/cyclophosphamide o
positive or 50 |
O_r high- AC — weekly paclitaxel (WP) < ol HR = 0.98 (95% Cl, 0.76-1.25); P = .85
risk °.
n
node- L g
negative - Treatment No. Events
breast 20 1 — Chemotherapy 1,602 133
—— Chemotherapy + trastuzumab 1,598 128
cancer 0 r r r r r r r r . )
TC + trastuzumab . 0 6 12 18 24 30 36 42 48 54 60
° + .
IHC 1+, trastuzumab x 1y Time, mo
2+ and No. at Risk
F I S H or Chemotherapy 1,602 1,558 1,423 1,003 595 140
AC — weekly paclitaxel + Chemotherapy + 1,598 1,528 1,404 1,010 592 118
i trastuzumab
negative trastuzumab — trastuzumab x _ _
1y No benefit of adjuvant trastuzumab for

HER2-low patients

Fehrenbacher L et al. J Clin Oncol. 2020;38:444-453.
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%5 DESTINY-Breast04

DESTINY-Breast04: First Randomized Phase 3 Study of T-DXd for
HER2-low mBC
An open-label, multicenter study (NCT03734029)

T-DXd

Patients? 5.4 mg/kg Q3W
+ HER2-low (IHC 1+ vs IHC (n=373)

2+/ISH-), unresectable, and/or
HR+ = 480
HR-=60

mBC treated with 1-2 prior
TPC

Primary endpoint
- PFS by BICR (HR+)

lines of chemotherapy in the
metastatic setting

Key secondary endpoints®
» PFS by BICR (all patients)

* HR+ disease considered Capecitabine, eribulin, + 0S (HR+ and all patients)
. gemcitabine, paclitaxel,
endocrine refractory nab-paclitaxel®

(n = 184)

Stratification factors
Centrally assessed HER2 status® (IHC 1+ vs IHC 2+/ISH-)
1 versus 2 prior lines of chemotherapy
«  HR+ (with vs without prior treatment with CDK4/6 inhibitor) versus HR-

ASCO/ICAP, American Society of Clinical Oncology/College of American Pathologists; BICR, blinded independent central review; CDK, cyclin-dependent kinase; DOR, duration of response; HER2, human epidermal growth factor receptor 2;

HR, hormone receptor; IHC, immunchistochemistry; ISH, in situ hybridization; mBC, metastatic breast cancer; OS, overall survival, PFS, progression-free survival, Q3W, every 3 weeks; R, randomization; T-DXd, trastuzumab deruxtecan;

TPC, treatment of physician's choice.

#lf patients had HR+ mBC, prior endocrine therapy was required. "Other secondary endpoints included ORR (BICR and investigator), DOR (BICR), PFS (investigator), and safety; efficacy in the HR- cohort was an exploratory endpoint. “TPC was
administered accordingly to the label. ‘Performed on adequate archived or recent tumor biopsy per ASCO/CAP guidelines using the VENTANA HER2/neu (4B5) investigational use only [IUO] Assay system.
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Progression-Free Survival Probability (%)

E21=
+%% DESTINY-Breast04

PFS in HR+ and All Patients

Hormone receptor—positive

5 ) o
o Hazard ratio: 0.51 "
95% CI, 0.40-0.64
P <0.0001
80 _ 80
60 -

T-DXd
mPFS: 10.1 mo

No. at Risk

TPC (n=183):

ok

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

Months

T-DXd (n=331). 331324 290 265 262 248218 198 182 165142128107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0
163 146 105 85 84 69 57 48 43 32 30 27 24 20

1412 8 4 3 2 111 1 110

A

PFS by bli

iH"Q;,

| review.

Progression-Free Survival Probability (%)

All patients

Hazard ratio: 0.50
95% Cl, 0.40-0.63
P <0.0001

T-DXd
mPFS: 9.9 mo

No. at Risk

T T~ 1 17T 77T 7T7r T 17171 1 17 17 ° 1 T T T °T T T 7T
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

Months

T-DXd (n=373). 373365 325295290 272 238 217 201 183 156 142118100 88 81 71 53 42 35 32 21 18 156 8 4 4 1 1 0

TPC (n=184). 184166119 93 90 73 60 51 45 234 32 29 26 22 15 13 9§ 5 4 3 1

111 1 10

HR, hormone receptor; mPFS, median progression-free survival; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
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OS in HR+ and All Patients

Hormone receptor—positive

Hazard ratio: 0.64

All patients

Hazard ratio: 0.64

100 - +*
95% CI, 0.48-0.86
P =0.0028

. 80+

s

2z

S T-DXd

a 60 1 -

9 mOS: 23.9 mo

o 1 .

3 [ I‘

2 - TPC Lawim | b

(7] s

= mOS: 17.5 mo

s

@

>

(] 20

5 4
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
01 23 45 6 7 8 9 10111213 14 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34
No. at Risk Months
T-DXd (n=331). 331325323319 314 309303 293 285 280 268 260 250228 198 190 168144 116 85 B1 70 51 40 26 14 © 8 6 2 1 11 0

TPC (n=163): 163151 145143139135130124 115109104 98 96 89 80 71 56 45 37 29 25 23 6 14 7 5 3 1 0

e 95% Cl, 0.49-0.84
P =0.0010
. 80
B3
2
B T-DXd
3 |
£ mOS: 23.4 mo
g "1.‘....,___|
B s TPC 1
@ -y
2 mOS: 16.8 mo s T
b
>
(=] 20
o
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
01 23 456 7 8 91011121314 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 3233 4
No. at Risk Months
T-DXd (n=373): 373 366 363357 351 344 338 326 315309 296 287 276254223 214188158129104 90 78 59 48 32 20 14 12110 8 3 1 1 1 0
TPC(N!184): 184 171 165161 157 153146 138128 120114108105 97 88 77 61 50 42 32 28 25 18 16 7 5 3 1 0

HR, hormone receptor; mOS, median overall survival; OS, overall survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
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PFS and OS in HR- (Exploratory Endpoints)

PFS OS

Hazard ratio: 0.46 1007
95% CI, 0.24-0.89

Hazard ratio: 0.48
95% CI, 0.24-0.95

80 1
T-DXd ] T-DXd
mPFS: 8.5 mo ” mOS: 18.2 mo

- TPC (L
mOS: 8.3 mo by

Progression-Free Survival Probability (%)
Overall Survival Probability (%)

20 b

|

i

1

i

i

04 1
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28

Months Months
No. at Risk No. at Risk

T-DXd(n=40) 40 39 33 29 28 25 21 20 19 18 13 13 11 11 10 8 7 5 5 4 4 4 4 3 1 0 T-DXd(n=40): 40 39 38 37 36 34 34 32 31 30 28 27 26 26 23 23 19 14 13 9 9 8 7 7 6 6 5 4 4

TPC(n=18: 18 17 11 7 6 4 3 3 2 2 2 2 2 2 1 1 1 1 1 1 0 TPC(n=18): 18 17 16 14 14 14 3 11 10 8 8 8 7 6 6 6 5 5 5 3 3 2 2 2 0

HR, hormone receptor; mOS, median overall survival; mPFS, median progression-free survival; OS, overall survival; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.
For efficacy in the hormone receptor-negative cohort, hormone receptor status is based on data from the electronic data capture corrected for misstratification.
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Confirmed ORR

Confirmed Objective Response Rate

Hormone receptor—positive Hormone receptor—negative

I
60 I
o/ a
52.6% : 50.0% I Complete Response
50 + | Y Partial Response
40 + I
& |
s
£ 30 |
o
; o 16.3% | a5 16.7%
20 - 0.6 I
I B E R
10 +
15.7 I At
0 I
T-DXd (n = 333) TPC (n = 166) : T-DXd (n = 40) TPC (n = 18)
Progressive disease, % 7.8 251 | 12.5 33.3
Not evaluable, % 4.2 12.7 | 7.5 5.6
Clinical benefit rate,® % 712 34.3 : 62.5 27.8
Duration of response, months 10.7 6.8 | 8.6 4.9

Hormone receptor status is based on data from the electronic data capture corrected for misstratification.
ORR, objective response rate; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
aThe response of 1 patient was not confirmed. “Clinical benefit rate is defined as the sum of complete response rate, partial response rate, and more than 6 months' stable disease rate, based on blinded independent central review.
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Next Challenge: How LOW can we go?

DAISY

Cohort 1 Cohort 2 Cohort 3
(HER2 over-expressing) (HER2 low-expressing) (HER2 non-detected)
BOR confirmedn /N 86 /177 (48.6%) 48 / 68 (70.6%) 27 /72 (37.5%) 11 /37 (29.7%)

[95%ClI] [41.0; 56.2] [58.3; 81.0] [26.4; 49.7] [15.9; 47.0]
Median DOR (months) 8.5 9.7 7.6 6.8

[95%ClI] [6.5; 9.8] [6.8; 13] [4.2;9.2] [2.8; Not reached]
Median PFS (months) 7.0 11.1 6.7 4.2

[95%Cl] [6.0; 8.7] [8.5; 14.4] [4.4; 8.3] [2.0; 5.7]

IHC 3+ IHC 1+ or 2+ IHC 0

Decreasing ORR by degree of HER2 expression
Dieras V et al, SABCS 2021
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Potential Future Challenge: HER2 “Ultralow”

deriving benefit from T-DXd

Archived sample
* HER2low (IHC 1+ 2+)
or
*  HERZ2 ultralow (IHC >0 <1+)
* HR+

« 22 lines ET or POD on 1st line CDK4/6
inhibitor

o

N =850

* DESTINY-Breast06 phase 3 includes IHC 0 with “ultralow” expression and may expand the population of patients

Trastuzumab
deruxtecan (T-DXd)

Physician’s choice
of single-agent
capecitabine, paclitaxel,
nab-paclitaxel

* Key differences with DESTINY-Breast04: includes IHC 0+ (“ultralow”), larger (N = 850), restricted to HR+

— Primary endpoint: PFS

disease, and includes chemo-naive patients

https://clinicaltrials.gov/ct2/show/NCT04494425.
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