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Metastatic Breast Cancer

» Biopsy confirmation of recurrence and
markers

= Germline testing

* NGS
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HERZ2 Positive Disease

T

15t Line Trastuzumab, Pertuzumab, + Taxane

2nd Line

CITY OF HOPE



HERZ2 Positive Disease

T

15t Line Trastuzumab, Pertuzumab, + Taxane

2nd Line
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DESTINY 03 — Study Design

Received T-DXd

5.4 mg/kg Q3W
n =257

Received T-DM1
» 3.6 mg/kg Q3wWe
n =261°

Primary data cutoff: May 21, 2021 Safety update: Sept 7, 2021
Median treatment duration:

Patients with HER2+ mBC?
treated with trastuzumab
and/or taxane

A e ————————
A e ————————

Median treatment duration’:
T-DXd: .14.3 months T-DXd: 16.1 months
T-DM1: 6.9 months T-DM1: 6.9 months

+ Prespecified analysis of TEAEs
+ Selected TEAESs (ILD/pneumonitis,
nausea, vomiting, fatigue, alopecia,
hematologic events), including
EAIRs

Objective of the study was to provide updated safety data with additional analyses in patients with
HER2+ mBC treated with T-DXd or T-DM1 in DESTINY-Breast03

Cortes, New Engl J of Med 2022;386:1143-54



DESTINYO3 Progression Free Survival

A Progression-free Survival

100+
90+
80 Median 12-Mo
Progression-free Progression-free
g 70 v Survival Survival
= Trastuzumab deruxtecan (N=261
5 60 m‘ ( ) (95% ClI) (95% ClI)
- 4 mo %
o 50 Trastuzumab NR (18.5-NE)  75.8 (69.8-80.7)
5’ 40 Deruxtecan
: —
] ~ Trastuzumab 6.8 (5.6-8.2)  34.1 (27.7-40.5)
B M Emtansine
& 30 (-
‘_w A — — — — — -
20+ Trastuzumab emtansine (N=263) Hazard ratio for disease progression
or death, 0.28 (95% Cl, 0.22-0.37)
10+ P<0.001
c I I I I I I I I I I I | I | I |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
Months
No. at Risk

Trastuzumab 261 250 240 214 200 168 150 112 79

deruxtecan
Trastuzumab 263 200 155 108 93
emtansine

65

51

37 29

53 36 25 10 5 2

21 12 6 1 1 1 1 0

Cortes, New Engl J of Med 2022;386:1143-54



Overall Survival 12 months in the |IT population

100~
90—
2 Trastuzumab deruxtecan (N=261)
< 80- Median
5] — = — Overall 12-Mo Overall
;o 70 Trastuzumab emtansine (N=263) Survival Survival
; 60— (95% Cl) (95% Cl)
@ mo %
g 50+ Trastuzumab NE (NE-NE) 94.1 (90.3-96.4)
;_5 Deruxtecan
« 405 Trastuzumab NE (NE-NE)  85.9 (80.9-89.7)
Emtansine
& 30 .
g Hazard ratio for death, 0.55
Q 204 (95% Cl, 0.36-0.86)
- P=0.007
& 10-
0 LU (N B SN B N S R BN SN B B S B SR N R S B N SR B R T T 1T 1T 71
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Months
No. at Risk
Trastuzumab 261 256 254 249 243 237 218 180 133 86 56 42 24 11 762210
deruxtecan
Trastuzumab 263 253 243 236 231 224 188 151 120 75 52 32 18 5 33110
emtansine

Cortes, New Engl J of Med 2022;386:1143-54



Treatment of metastatic HER2+ breast cancer

T e

15t Line Trastuzumab, Pertuzumab, + Taxane
2nd Line Trastuzumab-Deruxtecan
3rd Line Trastuzumab, Tucatinib, Capecitabine

Additional Therapies TDM1
Neratinib + Capecitabine
Trastuzumab + Lapatinib
Margituximab + Chemotherapy
Trastuzumab + Chemotherapy

With 8 year follow-up on CLEOPATRA, 37% of patients are alive.



Brain metastases
Options for therapy in HER2 positive disease

Trial Agent tested

LANDSCAPE Lapatinib

NALA Neratinib

PATRICIA HD trastuzumab and pertuzumab
HER2CLIMB Tucatinib

DESTINY BreastO1 Trastuzumab-deruxtecan




Triple Negative Breast Cancer

e Check PDL1 status
e NGS

* Germline testing

________Therapy

15t Line Taxane + Pembrolizumab if PDL1+ or high TMB
2" Line Sacituzumab

3+ Other chemotherapy, Investigational agents



Hormone Receptor Positive Breast Cancer



> " @ CDK4/6 inhibitor treatment for patients with hormone
receptor-positive, HER2-negative, advanced or metastatic
breast cancer: a US Food and Drug Administration pooled
analysis

Jennifer ] Gao*®, Joyce Cheng*, Erik Bloomquist, Jacquelyn Sanchez, Suparna B Wedam, Harpreet Singh, Laleh Amiri-Kordestani, Amna Ibrahim,
Rajeshwari Sridhara, Kirsten B Goldberg, Marc R Theoret, Paul G Kluetz, Gideon M Blumenthal, Richard Pazdur, Julia A Beaverf, Tatiana M Prowellt

Lancet Oncol 2020;21:250-60



FDA pooled analysis of CDK4/6i

(DKlagent Hormonal  Randomly assigned Patient population inthe  Primary endpoint Secondary
therapy patients, n locally advanced or endpoints
metastatic setting
MONARCH 2* Abemaciclib  Fulvestrant 713 First-line, second-line, or Local investigator-assessed  Overall survival;
later, postmenopausal progression-free survival objective response
women
MONARCH 3’ Abemaciclib  Letrozoleor 493 First-line, postmenopausal  Local investigator-assessed  Overall survival;
anastrozole women progression-free survival objective response
PALOMA 2’ Palbociclib  Letrozole 666 First-line, postmenopausal ~ Local investigator-assessed  Overall survival;
women progression-free survival objective response
PALOMA 3¢ Palbociclib Fulvestrant 521 Second-line or later, Local investigator-assessed  Overall survival;
postmenopausal women® progression-free survival objective response
MONALEESA 2"  Ribociclib Letrozole 668 First-line, postmenopausal  Local investigator-assessed  Overall survival;
women progression-free survival objective response
MONALEESA 3™  Ribocilib Fulvestrant 726 First-line, men and Local investigator-assessed ~ Overall survival;
postmenopausal women progression-free survival objective response
MONALEESA 7°t  Ribociclib Letrozoleor 672(495 in aromatase  First-line or second-line, Local investigator-assessed  Overall survival;
anastrozolet inhibitor subgroup)t  premenopausal and progression-free survival objective response

perimenopausal women

CDKlI=cyclin-dependent kinase 4/6 inhibitor. *Premenopausal and perimenopausal women were eligible if they also received goserelin.tAll patients on MONALEESA 7

received goserelin. $In this trial, 177 patients received tamoxifen as their endocrine therapy; ribocidlib is not indicated in combination with tamoxifen.

Lancet Oncol 2020;21:250-60
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FDA Kaplan Meier pooled analysis of PFS with CDK4/6i

A
100 4 —— Placebo plus aromatase inhibitor
—— CDKI plus aromatase inhibitor
Aromatase Inhibitors
z 754
Median PFS 28.0 mos
vs 14.9 mos
g 5
°3 6 2 18 2 ) 3 @ 48 54
Number at risk
(number censored)

Placebo plus aromatase inhibitor 932 (0) 646(57)  457(115) 209(265) 111(332)  48(370)  34(373) 4(396) 2(398) 0(400)
CDKI plus aromatase inhibitor  1320(0) ~ 1045(93)  814(179) 491(397) 328(508) 174(620) 125(652)  19(751)  0(768) 0(768)

B
100 —— Placebo plus fulvestrant
—— CDKI plus fulvestrant
o 7 Fulvestrant
Median PFS 18.6 mos
vs Not Estimable
3 : ) 5 B »
Number at risk Time since randomisation (months)
(number censored) Lancet Oncol 2020;21:250-60
Placebo plus fulvestrant 134 (0) 95(3) 80(6) 45(27) 5(59) 0(64)

CDKI plus fulvestrant 262 (0) 202(26) 175(34) 107(79) 15(160) 0(175)




FDA pooled analysis of CDK4/6i

What about OS?

perimenopausal women

(DKlagent Hormonal Randomly assigned Patient population inthe  Primary endpoint Secondary
therapy patients, n locally advanced or endpoints
metastatic setting
MONARCH 2* Abemaciclib  Fulvestrant 713 First-line, second-line, or Local investigator-assessed  Overall survival;
later, postmenopausal progression-free survival objective response
women
MONARCH 3’ Abemaciclib Letrozoleor 493 First-line, postmenopausal Local investigator-assessed  Overall survival;
anastrozole women progression-free survival objective response
PALOMA 2° Palbociclib Letrozole 666 First-line, postmenopausal  Local investigator-assessed  Overall survival;
women progression-free survival objective response
PALOMA 3¢ Palbociclib Fulvestrant 521 Second-line or later, Local investigator-assessed  Overall survival;
postmenopausal women* progression-free survival objective response
MONALEESA2"  Ribociclib Letrozole 668 First-line, postmenopausal  Local investigator-assessed  Overall survival;
women progression-free survival objective response
MONALEESA 3™  Ribociclib Fulvestrant 726 First-line, men and Local investigator-assessed  Overall survival;
postmenopausal women progression-free survival objective response
MONALEESA 7°t  Ribociclib Letrozoleor 672(495 inaromatase  First-line or second-line, Local investigator-assessed  Overall survival;
anastrozolet  inhibitor subgroup)t premenopausal and progression-free survival objective response

CDKl=cyclin-dependent kinase 4/6 inhibitor. *Premenopausal and perimenopausal women were eligible if they also received goserelin_tAll patients on MONALEESA 7
received goserelin. 2In thistrial, 177 patients received tamoxifen as their endocrine therapy; ribocidlib is not indicated in combination with tamoxifen.

Median 47.7 mos OS 46.7 vs 37.3 mos'

Median 39 mos PFS advantage 2

?

Median 80 mos OS 63.9 vs 51.4 mos3

I Median 56.3 mos OS 53.7 vs 41.4 mos*

Median 53.4 mos OS 58.7 vs 48 mos?®

!Sledge JAMA Oncol 2020;6:116-124

2Johnston, NPJ Breast Cancer 7 no1(20221) 1-5 3Hortobayhi, ESMO 2021

4Slamon, Ann Oncol 2021;32:1015-1024
5Lu Cl Cancer Res OF1-9



PALOMA2 OS - ITT

Median Follow-up
90 months

Median OS, months
(95% CI)

Stratified hazard ratio
(95% ClI)

1-sided P value

PAL+LET PBO+LET
(N=444) (N=222)

53.9 51.2
(49.8, 60.8) (43.7, 58.9)

0.956
(0.777, 1.177)

0.3378
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0 12 24 36 48 60

Number of patients at risk Time (Month)

PAL+LET 444 400 325 280 222 174
PBO+LET 222 203 168 126 95 72

ITT=intent-to-treat; LET=letrozole; OS=overall survival, PAL=palbociclib; PBO=placebo.

Finn, ASCO 2022



N
Hormone Receptor Positive Metastatic Disease

Postmenopausal Premenopausal

1st Line therapy Al or Fulvestrant + CDK4/6ib LHRH agonist + Tamoxifen or Al + CDK4/6i°

2" Line therapy Fulvestrantd + CDK 4/6i OR LHRH agonist + Fulvestrantd or Al + CDK4/6i
Alpelisib + Endocrine therapy OR Alpelisib + Endocrine therapy OR
Everolimus + Endocrine therapy Everolimus + Endocrine therapy

Other options Megestrol acetate, Estradiol, Abemaciclib

b |n phase 3 randomized controlled trials, ribociclib + endocrine therapy has shown overall survival
benefit in the first-line setting

4 In phase 3 randomized controlled trials, fulvestrant in combination with a CDK4/6 inhibitor
(abemaciclib, palbociclib, and ribociclib) has shown overall survival benefit in the second-line
setting

NCCN Guidelines 6.2022



With development of Endocrine Resistance —Chemotherapy

= Anthracyclines = Microtubule Inhibitors
o Doxorubicin o Vinorelbine
o Liposomal Doxorubicin o Eribulin

" Taxanes = PARP inhibitors
o Paclitaxel o Olaparib

= Antimetabolites o Talazoparib

o Capecitabine

o Gemcitabine

CITY OF HOPE



R
DESTINY 04 - Study Design

Archived
sample
HER2 Low
(central)

* Physicians Choice: Capecitabine, Eribulin, Gemcitabine, Paclitaxel, nab-Paclitaxel

Endpoints: Primary Efficacy PFS in HR+; Final Efficacy PFS all pts

Stratification
HER2 IHC

No. of prior
chemo

HR+/no prior CDK
vs HR+/prior CDK
vs HR-

Trastuzumab-
deruxtecan
9.4 mg/kg g21d

Physicians
Choice
Single agent™

Fresh biopsies (optional)

Modi, NEJM 2022; June 5



I
DESTINY-04 — Progression Free Survival Results

A Progression-free Survival in Hormone Receptor—Positive Cohort

1.0 No. of Median Progression-free
Patients Survival (95% Cl)
% § 0.8+ R mo
—
2 g § 0.6 B Trastuzumab Deruxtecan 331 10.1 (9.5-11.5)
— .2 N i .. v .
2 § S os *»% Physician’s Choice 163 5.4 (4.4-7.1)
o 9 4 —
3 gnm 02 Hazard ratio for pngI'ESSion or deatﬁ:‘* — = Trastuzumab deruxtecan
a £ . (2).5010§95% Cl, 0.40-0.64) T e — Physician's choice
<VU.
0.0 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 1
o 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

Months

No. at Risk
Trastuzumab deruxtecan 331 324 290 265 262 248 218 198 182 165 142 128 107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0
Physician’s choice 163 146 105 85 84 69 57 48 43 32 30 27 24 20 14 12 8 4 3 2 1 1 1 1 1 1 0

B Progression-free Survival among All Patients

1.0+ No. of Median Progression-free
Patients Survival (95% Cl)
o 8 0.8 o
S &
25T 06- N . Trastuzumab Deruxtecan 373 9.9 (9.0-11.3)
%S . Physician’s Choice 184 5.1 (4.2-6.8)
© T
o 93 04 R
e &Y d ratio ion or death.™
) 02_Hazar rat:)o or progression or death, ~— -~ —_ Trastuzumab deruxtecan
o : 0.50 (95% Cl, 0.40-0.63) R —,_Physician’s choice
P<0.001 -
0.0 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 I T T 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 29

Months
No. at Risk
Trastuzumab deruxtecan 373 365 325 295 290 272 238 217 201 183 156 142118 100 88 81 71 53 42 35 32 21 18 15 8 4 4 1 1 0
Physician’s choice 184 166 119 93 90 73 60 51 45 34 32 29 26 22 15 13 9 5 4 3 1 1 1 1 1 1 0

Modi, NEJM 2022; June 5



S
DESTINY-04 — Overall Survival Results

C Overall Survival in Hormone Receptor—Positive Cohort
No. of Median Overall Survival

Patients (95% ClI)
1.0+ . mo
= 034 Trastuzumab Deruxtecan 331 23.9 (20.8-24.8)
s E ' Physician’s Choice 163 17.5 (15.2-22.4)
£5 06 23.9 vs 17.5 mos
= 3 . . .
s ;%_j%‘*““*“—‘— Trastuzumab deruxtecan
2T 044 RNt ety
g 9 Hazard ratio for death, Physician’s choice
O 029 064 (95% Cl, 0.48-0.86)
P=0.003
0.0 I T | | | | 1 | I I I I I I I I I I I I I I I I I I I I I I I I I 1
01 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 31 32 33 34

Months

No. at Risk
Trastuzumab deruxtecan 331 325 323 319 314 309 303 293 285 280 268 260250228 199190168 144116 95 81 70 51 40 26 14 9 8 6 6 2 1 1 1 0
53 1 0

Physician’s choice 163 151 145143 139135130124115109104 98 96 89 80 71 56 45 37 29 25 23 16 14 7

D Overall Survival among All Patients
No. of Median Overall Survival

Patients (95% ClI)
1.0+ o
T 08 Trastuzumab Deruxtecan 373 23.4 (20.0-24.8)
; % Physician’s Choice 184 16.8 (14.5-20.0)
25 06-
::Ev = Trastuzumab deruxtecan 234 VS 168 mos
R 0.4 ey
g g Hazard ratio for death, Physician’s choice
O 029 064 (95% Cl, 0.49-0.84)
0.0 P=0.001
. 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 1
01 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 31 32 33 34
Months
No. at Risk

Trastuzumab deruxtecan 373 366 363 357 351 344 338 326 315 309 296 287 276 254 223214188158 129104 90 78 59 48 32 2014 1210 8 3 1 1 1 0

Physician’s choice 184 171165161157 153 146138128 120114108105 97 88 77 61 50 42 3228 25 18 16 7 5 3 1 0

Modi, NEJM 2022; June 5



HERZ2 Definitions

HER2 “positive” IHC 3+ or FISH Amplified

HER2 “low” IHC 2+ and FISH Non-amplified
IHC 1+ and FISH Non-amplified

HER2 negative IHC 0 and FISH Non-amplified



TROPICS-02 — Design

NCT03901339 . } .
Treatment was continued until progression
Metastatic or locally recurrent or unacceptable toxicity
inoperable HR+/HER2- breast
cancer that progressed after?: Sacituzumab govitecan Endpoints
10 mg/kg IV n—
« At least 1 endocrine therapy, taxane, days 1 and 8, every 21 days Y
and CDK4/6i in any setting n=272 + PFS by BICR
« At least 2, but no more than 4, lines of Secondary
chemotherapy for metastatic disease Treatment of physician’s choice® + 0S
+ (Neo)adjuvant therapy for early-stage (capecitabine, vinorelbine, =1 3 tc))RLRII,'\’DO(?'B?CBIg
disease qualified as a prior line of gemcitabine or eribulin) i
chemotherapy if disease recurred within n=271 « PRO
12 months
: : g i + Safety
« Measurable disease by RECIST 1.1 Stratification:

» Visceral metastases (yes/no)
+ Endocrine therapy in metastatic setting 26 months (yes/no)

N=543 » Prior lines of chemotherapies (2 vs 3/4)




TROPICS-02 — PFS by Independent Review

g 100>, 6months 9 months 12 months _
= od BICR analysis SG (n=272) | TPC (n=271)
2 s0{ Median PFS, mo (95% Cl) 55 (4.2-70) 40(31-44)
g 20- " Stratified HR (95% Cl) 0.66 (0.53-0.83)
2o Y Stratified Log Rank P value 0.0003
3 50+ ““«\‘ 6-month PFS rate, % (95% Cl) 46.1(394-526) 30.3(236-37.3)
g 401 il | Ny 9-month PFS rate, % (95% Cl) 325(259-392) 17.3(115-24.2)
: ‘ N,
‘g 30 | My M 12-month PFS rate, % (95% Cl)  213(152-281)  7.1(28-139)
g 5 \_ . TN
-+ SG - : S - o o T
g 101 i ] S —
& o - TPC L] : E T Ll Ll Ll L} Ll : A
0 3 6 9 12 15 18 21 24
Time (months)
No. of patients at risk (events)
$G 272 (0) 148 (83) B2 (129) 44 (146) 22 (160) 12 (166) 6 (167) 3(169) 00170)
TPC 271 (0) 105 (91) 41 (136) 17(151) 4(159) 1(159) 1(159) 0(159)




With development of Endocrine Resistance —Chemotherapy

= Anthracyclines = Microtubule Inhibitors

o Doxorubicin o Vinorelbine

o Liposomal Doxorubicin o Eribulin

= PARP inhibitors
= Taxanes

o Paclitaxel o Olaparib

o Talazoparib
= Antimetabolites
= Antibody Drug Conjugates

o Capecitabine
o Trastuzumab-deruxtecan (HER2 1+ or 2+)

o Gemcitabine ]
o Sacituzumab HR+/HER2-

CITY OF HOPE



