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Cultural Linguistic Competency (CLC) & Implicit Bias (1B)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate to patient care must
include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022, all continuing education courses for a
physician and surgeon must contain curriculum that includes specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may impact their access to care.

EXEMPTION:

Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care
component.

The following CLC & IB components will be addressed in this presentation:

= Access to the clinical trials in HER2 positive disease in minority groups.
= Racial disparities in receiving treatment and the outcomes of metastatic HER2 positive breast cancer.
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https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
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OUTLINE

Incidence and prognosis of metastatic HER2 positive breast cancer

New treatment options for metastatic HER2 positive breast cancer

Ongoing studies in HER2 positive MBC

Future directions
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ER+
65-75%

Basaloid

15%

20-30% of early-stage breast cancer patients develop metastasis

6-10% of patients have MBC at the time of diagnosis

MBC = metastatic breast cancer.
American Cancer Society (2016).
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Hoé%‘, Racial Disparity in US Breast Cancer Mortality

Breast cancer mortality was slightly lower among black women before

1980

The death rates diverged sharply after 1980 (HR+, 19% higher in AA

and triple negative more than twice higher)

Multifactorial including limited access of black women to screening
mammography and lack of access to new medical interventions
81% higher rate of triple negative BC in black women compared to

non-Hispanic whites (21.9 vs. 12.1 cases per 100,000)

Incidence of Breast Cancer and Breast-Cancer Mortality amon g Black Woman and Non-His panic White Woman in the United States According to H R Status, 2014 through 2018

Variable

Incidence
Any HR status
HR-pogitive status
HR-megative status

HR status borderline or
wnknown

Death cerificate-based
rrvartal ity

Incid ence-based mortality
Any HR status
HR-positive status
HR-negative status

HR status borderdine or
Unkmwn

N, of Cazes (3)

17,025 {100)

12,458 {73)

3,885 (23)
582 3]

Mo, of Deaths (2)
3,694 (100)

3,575 (100}

2,154 (60)

1,077 (30)
339 9)

Black Women

Cages par 1000, 000
Waman (95%5 Cl)

1258 (1233 to 127.8)
921 (304 to 93.7)
293 (28.4 to 30.2)

45 (4.1 0 4.9)

Deaths per 100,000
Waomen (95% Cl)

27.7 (268 to 28.6)

26,6 (25.8 to 27.6)

161 (154 to 16:8)
80 (7.5 10 8.5)
26 (2.3 1o 2.9)

MNan-Hispanic W hite Women

M. of Cases (3)

103,332 (100)

87 865 (85)
12,614 (12)
2,853 (3)

Mo, of Deaths (%)
16,384 (100)

15,274 (100)

11017 (72)
2,743 (18)
1.514 {10)

Cases pear 100, 000
Waomen (959 Cl)

1332 (138.3 1o 140.1)
1180 {1172 12 118.9)

17.7 (174 1o 18.1)
3.4 (3.3 10 3.6)

Deaths per 100,000
‘Weomen (95% Cl)

20,0 (19.7 to 20.4)

188 (18.5 to 19.1)
135 (133 to 13.§)
36 (3.4103.7)
L7 (16 o 1.86)

Women (9596 C

13,38 {-15.51 to-11.25)
-75.99 (-2783 to-24.14)
11.56 {1057 to 12 54)

1.05 {066 to 1.45)

Dreaths per 100,000

‘Women (35% C
7.64 (6.67 to B.60)

7.83 (6.89 to 8.78)
2.55 {181 to 3.30)
4,39 (3.88 to 4.89)
089 (0.59 10 1.19)

Difference
Casas par 100,000

Incidence Rate Ratio
1} (3595 Cl)

0.90 0,89 to 0.92)
0.78 (0.7 to 0.80)
165 {159 o L.71)
131 (1.19 o 1.43)

Maortality Rate Ratic
1} (95% Cl)

1.38 {133 to 1.43)

142 (1.36 to 1.47)
118 (1.13 to L25)
223 (107 to Z.40)
1.52 {135 ta L.71)
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* Drata are from the Serveillance, Epidemiclegy, and End Results (SEER) registries, which cover 13.4% of the LS. population. Black women inclede Hispanic and non-Hispanic Black
women. Differences in rates were caboulated with the wse of the Mational Cancer Institute’s Health Disparities Caloulator. Incidence-based mortality was estimated amaong breast can-

cers diagnosed from 1932 through 2018 and within 21 years before death in the SEER 13 registry database. Cases identified from only autopsy reconds or death cortificates were excled-

ed. Percemages may not total 100 becawse ormundlnx_. Cl denotes confidence interval and HR hormone receptor.

Trends in Breast-Cancer Mortality among Black Women and White Women in the
United States, 1970 through 2018,

Age-standardized breast-cancer mortality (deaths per 100,000 women per year) was
calbculated with the use of SEER*Stat software, version 8.3.9.2, on the basis of the
underlying cause of death reported on death certificates. Before 1990, the Census
Bureau provided county-level population estimates according to three radial categories:
‘White, Black, and other races. Thus, White race includes Hispanic and non-Hispanic
‘White persons, and Black race includes Hispanic and non-Hispanic Black persons.
Adapted and updated from DeSantis et al.’

Jatoi et al. NEJM 2022, 386;25
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Hope. HERZ2 overexpression

* Tumors that overexpress HER2 are more aggressive and
used to be associated with worse outcomes compared
to HER2- cancers

* Trastuzumab has altered the natural history of HER2+
BC and addition of trastuzumab to chemotherapy
significantly improves DFS and OS in early-stage BC and
PFS and OS in MIBC.
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ANTIBODY DEVELOPMENT

@ Nobelprize.org

The Official Web Site of the Nobel Prize m Educational o Video ” About Us

Nobel Prizes and Laureates Nomination Ceremonies Alfred Nobel Events

Nobel Prizes and
Laureates

| Medicine Prizes +| < 1984 > the Nobel Prize in
Physiology or Medicine
Physss;c:lorﬁ');;r Medicine 1984 1984

Press Release

@ The Nobel Prize in Physiology or Medicine 1984
" Niels K. Jerne, Georges |.F. Kéhler, César Milstein

Speed Read

Award Ceremony Speech

NOBELPRIZE QUIZ.

Test your knowled
the Nobel Prize

» Niels K. Jerne

» Georges J.F. Kéhler

» César Milstein

All Nobel Prizes in Physiology or .

e Gt i Discover features
Medicine 4y

St ’ and trivia about the

All Nobel Prizes in 1984 ‘ i
© Niels K. Jerne Georges J.F. Kéhler César Milstein Nobel Prize

The Nobel Prize in Physiology or Medicine 1984 was awarded jointly to
Niels K. Jerne, Georges J.F. Kéhler and César Milstein "for theories

concerning the specificity in development and control of the immune

system and the discovery of the principle for production of monoclonal
antibodies".

Sign up for Nobelprize.org Monthly

Leavy O: The Birth of monoclonal antibodies, Nature Immunology 17: S13-S13, 2016
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HER2 Testing by Validated IHC Assay

IHC 3+

HER2-Positive

HER2-negative BC ——

IHC 2+

|
| |
ISH Test ISH Test
POSITIVE NEGATIVE

IHC 1+

HER2-positive BC ——;

30-40%

IHC 0+

HER2-Negative

- HER2-low BC

Tarantino et al. JCO. 2020 38(17)



Targeted Therapies for HER2+ Breast Cancer and FDA Approvals

HER2-Targeted mAbs

Trastuzumab HER2-Targeted ADCs
Pertuzu m?b T-DM1
Margetuximab T-DXd

== .
Y/  HER2 HE

SBUBASBLBSBUARIULEY

p
Lapatinib &
Neratinib
Tucatinib

V4

HER2-Targeted TKis

Trastuzumab Lapatinib Pertuzumab T-DM1 Neratinib T-DM1 Tucatinib
(metastatic)* (metastatic)? (metastatic)® (metastatic)* (adjuvant)® (adjuvant)? (metastatic)®
Trastuzumab Pertuzumab Pertuzumab Tras| tuzul i Neratinib
(adjuvant)- (neoadjuvant)?® (adjuvant)? n (metastatic)®
(metastatic)’
Margetuximab
(metastatic)®
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HER2-Positive MBC

Overall Survival in HER2+ MBC by Year of Diagnosis

ESME-MBC Registry
Median OS5 [95% CI) (months)

mD—m—Eﬂ1D—EﬂlE‘—E‘D14—E‘DlE

— 009 — P01 — POAE — POIS by year of diagnosis of MBC
1.00 2008 39.1 (36.2-46.5)
2009 42.1 (38.2-50.8)
2010 384 [359-45.4)
. 2011 41.1 (35.5-48.3)
= 2012 50.8 (45.0-55.5)
= 2013 58.0 (52.0-68.4)
gc& 50 2014 MR [(50.6-MNR)
E 2015 NR (55.7-NR)
& , 2016 NF (NA-NA)
[ ]
000 :
0 = 40 &0 &0 0 . in

Grinda T, et al. ESMO Open. 2021;6(3):100114.
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HER2 + MBC (CLEOPATRA)
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Docetaxel/Trast +/- Pertuzumab in 1L HER2+ MBC

100 -
100 - HR 0.69 (95% CI =0.59, 0.81) 90 8 years
Median investigator-assessed PFS: 12.4 mo (Pla) vs. 18.7 mo (P) T
90 +
80 4
70 4

60
50 +

Landmark 0S: 37%

40 + Events: 235 (58.5%)

PFS (%)
g8 8 8 8 8 8

Events: 304 (75.6%)

- r/,“// e Landmark OS: 23%
o "’/-"}.";.‘II.I,;.".‘. LA

10 4 Events: 280 (69.0%)
w4 Ny Evems:329(810%) S 0 | Y e e
o 0 Ll Ll L) Ll L) L} L)
0 1l0 2;) 3'0 42) s'o 6'0 7'0 s;) 9'0 1('” 110 120 130 0 10 20 30 40 S0 /60 70 80 90 100 110 120 130
Time (mo) Time (mo)
Patients were enrolled from February 2008 - July 2010. 8-year landmark OS of 37%

Median PFS: 18 mo
Median OS: 57 mo

Swain S, et al. Presented at: ASCO Annual Meeting; 2019. Swain S, et al. Lancet Oncol. 2020;21(4):519-530.
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EMILIA Study

TDM1 vs Lapatinib-Capecitabine in 2L HER2+ MBC

Median No. No. of

100~ . 100+ 5.2% (95% Cl, 82.0-88.5) of Months Events
Median No.  No. of | ' Lapatinib-Capecitabine  25.1 182
1 of Months  Events T.OM1 309 149
§ Lapatinib-Capecitabine 6.4 304 J )
80 P P“T.DMl S 4 80 64.7% (95% €1, 59.3-70.2) Stratified hazard ratio, 0.68
1 A (95% C1,0.55-0.85)

Stratified hazard ratio, 0,65
(95% C1, 0.55-0.77)
P<0,001

P<0.001
Efficacy stopping boundary,
P=0.,0037 or hazard ratio, 0.73

60- 78.4% (9% C1, 74.6-82.3) T.OM1

Progression-free Survival (%)
3

404 51.8% (95% CI, 45.9-52.7)
' Lapatinib-capecitabine
20+ 20 i
Lapatinib-capecitabine 1 ‘ '
005;é5l'(')llz1'4l'61'82‘02'22‘42'62'83'0 L L ) S T A R . S s
0 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Months Months
No. at Risk No. at Risk
Lapatinib- 496404 310176129 73 53 35 25 14 9 8 5 1 0 O Lapatinib- 496 471 453 435 403 368 297 240 204 159 133 110 86 63 45 27 17 7 4
capecitabine capecitabine
T-DM1 495419341 236183130101 72 5S4 44 30 18 9 3 1 0 T.0M1 495 485 474 457 439 418 349 293 242 197 164 136 111 86 62 38 28 13 §
- H .
Patients were enrolled from February 2009 - October 2011 Median OS: 25.1 vs 30.9 mo

T-DM1 = trastuzumab emtansine.
Verma S, et al. N Engl J Med. 2012;367(19):1783-1791.



Cityof
Hope.

Trastuzumab deruxtecan is an ADC composed of 3 components:

* A humanized anti-HER2 IgG1 mAb with the same
amino acid sequence as trastuzumab

* A topoisomerase | inhibitor payload, an exatecan derivative

* Atetrapeptide-based cleavable linker

Deruxtecan’?

Humanized anti-HER2
Q H ' 2 H
;L‘/\/\/YNQLN/Y, ))LH/\ ’ ~NA \)j\ '..‘VI
O . i aM
0 -
H

IgG1 mAb*?
ia lL .
A K

N
Tetrapeptide-Based Cleavable Linker
Topoisomerase | Inhibitor payload
T-DXd Mechanism of Action

HER2-positive cancer cells

HER2-negative cancer cells
\\ .'.'- Binding —
~.

Internalization

- —~° L
\§ Linker Cleavage e 3 ‘o an
) o / ® e ES

—/e
8 S = oDXd ®DXxd

. =
. .
Vo= ! 4 @

v

°
Bystander
Lysosome Effect
ase

Cell Death

Trastuzumab Deruxtecan

Payload: topoisomerase | inhibitor
(10 times more potent than SN38)

High drug to antibody ratio = 8

Membrane-permeable payload

Half-life of intact ADC is 6 days

Nakada T, et al. Chem Pham Bull (Tokyo). 2019;67(3):173-185. Ogitani Y, et al. Clin Cancer Res. 2016;22(20):5097-5108. Trail PA,
et al. Pharmacol Ther. 2018;181:126-142. Ogitani Y, et al. Cancer Sci. 2016;107(7):1039-1046. Mosele, ESMO Breast 2022
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+ HER2 positive
(centrally confirmed

T-DM1

DESTINY-Breast01: Phase 2 Study of T-DXd in HER2-Positive MBC

5.4 mg/kg
(n=22)

Part 1 Part 2
+ 218 years of age oK Sndi Continuol
+ Unresectable and/or f‘age n:!ng o tmuf S _—
: (n=865) (n=54) (n=134)
metastatic BC

Median lines of therapy = 6 (range: 2-27)
* 100% received prior trastuzumab

+ | Prior T-DM1 l resistant/refractory
+ Excluded patients (n = 249) (n=29) 6.4 mglsiig . =
with history of AN .=.<0)
rmmmm— T-DM1 (n=21)
+ |Stable, treated brain intolerant >
metastases were (n=4)
‘allowed

184

Primary endpoints: confirmed ORR by independent «  100% received prior T-DM1

patients

central imaging facility review per RECIST v1.1

* 66% received prior pertuzumab

« Secondary endpoints: investigator-assessed ORR,
DCR, DOR, CBR, PFS, OS, PK, and safety

« 54% received other HER2 therapies

Confirmed Overall Response Rate was 61.4%
(95% CI, 54.0%-68.5%)

. N =169
Updated ORR Results with 20.5 Months Follow-Up l o
==
$ I e et
2 0
o
E -20 o
L 404 PR
2
£ 50 1
b
Median of 6 (range 2-27) prior lines
ILD = interstitial lung disease; CBR = clinical-benefit rate; PK = pharmacokinetics. -100 -

Modi S, et al. N Engl J Med. 2020;382(7):610-621.

for MBC
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DESTINY-BreastO1:
Trastuzumab Deruxtecan for 3L+ HER2+ MBC

Progression-Free Survival Overall Survival
Median: 16.4 months (95% Ci, 12.7-NE) Median: Not reached (95% Cl, NE-NE)
I 10 e b R T
g 081 S ki, S 0.8 e meme o —mpmr
D o, S S ETIE
é 0.6 R SN EREA Y i
p B — i %
- 0.44 I 5 0.4
3 0.2 : l_'_‘ 3 0.2
,-E ' Censored: 68.5% ks & 021 censored: 86.4%
3 Events: 31.5% - Events: 13.6%
& 0'0- vvvvvvvvvvvvvvvvvvv 0.0- vvvvvvvvvvvvvv
01234567891011121314151617181920 0123456789101112!314151617181920
Months Months
No. atrisk: 184 182174155153135121107103 94 69 54 38 17 11 10 9 4 3 1 0 No. atrisk: 184 183 182179174171 167 161155147133 101 66 36 21 16 12 9 8 4 0

* Maedian follow-up, 11.1 months (range, 0.7-19.9 months)
* Maedian PFS in the 24 patients with brain metastases was 18.1 months (95% Cl, 6.7-18.1 months)

Patients who recelved T-DXd 5.4 mg/kg.
O, confidence interval; NE, not estimable.

Patients were enrolled from October 2017 — September 2018

Additional 9.4 mo F/U showed PFS 19.4 mo and median OS was 24.6 mo

Median OS update at ESMO 2021: 29.1 months in exploratory analysis with 31.1 months of F/U.
Modi S, et al. N Engl J Med. 2020;382(7):610-621.
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1
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L] L] L] 1 L2 ]
2 34567
Time (months)

NoMrisk 24 23 2 18 18 7 177 ¢ 13 3 1110 6 2 1 1 1

Median PFS in patients with brain metastases:

Drug-Related ILD/Pneumonitis

8 9 10 11 12 13 14 15 16 17 18 19 20

SOC arm: 3 mo

Confrmed ORR by ICR. n (%)
(95% CY)
DCR.n (%)
- TTR, medan, months
(95% C1)
DOR (CR or PR). medan, months
95% CI)
PFS, medan, months
L] L 1 m*c‘)
1 0O
T-DXd: 15 mo

T-DXd 5.4 mgikg (N=184)
Interstitial lung Any grade/
disease, n (%) Grade 1 Grade 2 Grade 3 Grade4 Grade5 Total
Aug 2019 data cutoff 5(2.7) 15(8.2) 1(0.5) 0 4(22) 25(13.6)
June 2020 data cutoff 5(3.3) 16(8.7) 1(0.5) 0 5(2.7) 28{15.2)

w5 determinsed by an inde penden mtersttal lung disease adpdicaton commeties. At data ctolf 1 grade 1 event and 1 gracke 3 event weere pending adpcaton

T-DXd Showed Similar Efficacy in Patients with a History of CNS Metastases at

Baseline to the Overall Population
PFS: CNS subgroup (N=24)

CNS subgroup All patients
(N=24) (N=184)
14 (58.3) 112 (60.9)
(386-77.9) (53.4-630)
2(091.7) 179(97.3)
28 16
(1341) (1.4-286)
1695 148
(57-169) (13.8-16.9)
181 164
(6.7-18.1) (12.7-NE)

e Median time to onset of ILD
was 27.6 weeks

* Requires awareness via
monitoring, dose
interruptions/modification, and
early institution of steroids

*  Majority of cases occur within
12-14 months of therapy; no
cumulative risk

Jerusalem G, et al. Presented at: ESMO Breast Cancer Virtual Meeting; 2020. Hurvitz S, et al. SABCS2021, Modi S, et al.

Presented at: SABCS; 2020.
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Diagnostic Algorithm for managing ILD

—> History and physical examination e
Laboratory tests If other etiology identified, treat
CBC, liver and kidney function, electrolytes, CRP, ESR, PCT, LDH accordlngly
+/- KL-6, SP-A and SP-D
If ADC-related ILD confirmed
~ N Additional infective analysisbased on suspect (blood culture, foll reia t di 2
i i = ollow management accorain
Discontinue the expectorated sputum, urinary antigens, B-D glucan, other) g g
to grade ;
ADC Ifindicated, assesstumor markers and autoimmune antibodies - 5
Suspect of & |
y R
ADC related ——— Start —_— HRCT scan of the chest E— I SRAE ]
ILD corticosteroid Oral prednisolone 0.5 mg/kg/day
treatment - y
according to Pneumological consultation with pulmonary & CRADED: Y
grade function testing Oral prednisolone 1 mg/kg/day >
4 increase to 2 mg/kg/day or switch to
IV if no improvement after S days
Bronchoscopy and - GRADE Sandii: ~N
—> bronchoalveolar lavage E— Hospitalization, IV methylprednisolone
+/- transbronchial lung biopsy (0,5-1g/day), followed by oral
4 prednisolone after 3 days 4
e y ALWAYS CONSIDER: N
Differential diagnosis
- Broad-spectrum antibiotics
h - 02 supplementation if hypoxia
-  Excludecancer progression - Supportive treatments for
> - Excludeinfectiveetiology prolonged CCS use
- ExcludeILDrelated to otherdrugs
- IfconcomitantRT, exclude RT-induced pneumonitis If steroid-refractory, consider
S EESS frequent causeslistedin Table 2 S infliximab, MMF, IVIG or other IS //
N A —

Tarantino P, et al. JAMA Oncol 2021
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DESTINY-Breast03 — T-DXd in 2" line

Trastuzumab
+ taxane-treated
mBC

Primary endpoint: PFS

Positive Trial for T-Dxd

11

Archived sample

HER2+ (central)

Presidential presentation on 9/18 at ESMO 2021 by Dr. Cortes: PFS HR: 0.28 for T-DXd

Primary Endpoint: PFS by BICR Key Secondary Endpoint: OS

T mPFS, ma (85% CI MR (18 5-NE 6.8 (56.82 1
2 100 {85% CI) ( ) (5682 100 - _
- 12-mo PFS rate, % 758 .1 ———
E (95% CI) (69.8-80.7) (27,7.40.5) s b ‘\M\'
8 g4 : . 0.28 (0.22-0.37) - B0 ot
——
'E B\ HR (95% CI) P=Tp x 100 Z -y
a
& .
T 601 \L gﬁﬂﬂ
; — :
1 K 1-DXd T-DM1
H 401 e 2 404 _
ﬁ 7\'. - 3 mOE, mo (85% CI) NE (NE-NE) ME {NE-NE)
s Sty g 12:mo O rate, % 941 859
8 h L N " £ 2l (95% CI) 90,9964 0,9-69.7
g 207 3 0.56 (0.36-0.86)
+  Consos 8 it 5
¢ - —— ToRet0n HR (95% CI) P=.007172¢
g —— T.DXd {n = 201) of = rom e
o d ToTomimsEny s ey S A PO S S S P S s S S S s P S S S S S S S S S S
e 0 1 23 4 56 7 8 9101112 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33
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 30 31 32 Time. months
Time, months Patients Still at Risk: !
Patients Still at Risk: T-DXd (261) 261 256 256 255 254 251 249 244 243 241 237 230 218 202 180 156 133 108 86 71 56 50 42 33 24 18 11 10 7 6 2 2 1 0
T-OXd (261) 261 256 250 244 240 224 214 202 200 163 168 164 150 132 112105 79 &4 53 45 36 29 25 19 10 6 5 3 2 O T-DM1 (263) 263 266 263 248 243 241 236 232 231 227 224 210188 165,151 140120 91 75 56 62 44 32 27 18 11 6 4 3 3 1 1 0
T-DM1 (263) 263 252 200 163 155 132 108 96 93 78 65 60 51 43 37 24 29 20 21 6 2 & & 4 1 1 1 1 1 1 1 1 0

Early OS data with relatively few events (33 in the T-DXd arm, 53 in the T-DM1 arm)
P = 007172, but does not cross pre-specified boundary of P < 000265

- Median treatment duration was 14.3
months (range, O.7-29.8) for T-DXd and
6.9 months (range, O.7-25.1) for T-DM"1

The most common T EAE associated with
treatment discontinuation for T-DXd was
ILD/pneumonitis® (8.29 ) and for T-DM1
was thrombocytopenia® (2.79%)

TEAE = treatment-emergent AE.
Cortes J, et al. Presented at: ESMO Congress; 2021, NEJM 2022 March 24; 386 (12):1143-1154
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DESTINY-Breast03 — T-DXd in 2" |ine
Number of Events Median PFS (mo, 95% Cl) HR (95% Cl)
. TDXd  T-DM{ T-DXd T-DM1
P TesmenfomB,n : :
" 0 Bl All patients 87/261 158/263  NE(185NE)  68(56-82) e+ : 0.2840 (0.2165-0.3727)
s mm 23‘4|8§U‘1 Hormone Receptor  Positive (1=272)  46/133  84/139  224(17.7.NE)  69(4.298)  re— i 0.3191 (0.2217-0.4594)
: - Status
Pt ey n et et ce Negative (n=248) 41126 731122  NE(180-NE)  6.8(54-8.3) e~ : 0.2965 (0.2008-0.4378)
g pogesors s e e et Prior Pertuzumab  Yes (n = 320) 57162 981158  NE(185NE)  6.8(54-83)  re ! 0.3050 (0.2185-0.4257)
! I il Treatment :
1 gy gl No (n = 204) 30099 601105  NE(165NE)  7.0(42:97) re— : 0.2999 (0.1924-0.4675)
! S i Visceral Disease  Yes (n =384) 72195 1231189  222(165NE) 57 (4270) ve- i 0.2806 (0.2083-0.3779)
3 A(id Ay No (n = 140) 15/66 3574  NE(NENE)  113(68NE) r—e— | 03157 (0.1718-0.5804)
| |
:5 gg;j ggg: Prior Lines of 0-1 (n = 258) 46132 75126  224(179NE)  80(5797) e~ : 0.3302 (0.2275-0.4794)
- : o Therapy? I
i 22 (n = 266) 411129 83137  NE(168NE)  56(4271) e~ : 0.2828 (0.1933-0.4136)
ﬂ@ it it Brain Metastases  Yes (n = 114) 3162 3152  150(126222) 57(2971) ~—e— | 0.3796 (0.2267-0.6357)
|
P“"W““b i i No (n = 410) 56/199  127/211  NE(224NE)  7.0(5597) re- : 0.2665 (0.1939-0.3665)
Ofer bR !
hEHER N fif fil 00 05 10 15 20
OferabER b oA ] I

HR (T-DXd vs T-DM1)

Cortes J, et al. Presented at: ESMO Congress; 2021, NEJM 2022 March 24; 386 (12):1143-1154



K [ — Tucatinib—HER2CLIMB

Tucatinib +

N=410 300 mg PO BID

—@

N=202

Key Eligibility Criteria
* HER2+ metastatic breast cancer

* Prior treatment with trastuzumab,
pertuzumab, and T-DM1

* ECOG performance status 0 or 1
* Brain MRI at baseline

Placebo o

*Stratification factors: presence of brain metastases (yes/no),
ECOG status (0 or 1), and region (US or Canada or rest of world)

Patients with or without brain mets
PFS HR 0.54; medians 5.6 vs 7.8 months; p <0.001
0OS HR 0.66; medians 17.4 months vs 21.9 months; p=0.005

1.0 4

Trastuzumab
6 mg/kg Q3W, loading
dose 8 mg/kg C1D1

Trastuzumab +

6 mg/kg Q3W, loading
dose 8 mg/kg C1D1

= Median of 4 prior lines for MBC
= (range 2-14) in tucatinib arm
=
=
A 0.6
g Median
i
5 0.4 <4
7
o
g o2
[+ "
i12%
0.0 T t T T T u T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Months since Randomization

No. at Risk
TUC«Tras+Cape 320 235 152 98 40 2 15 10 ] 4 2 1 0
Pto«Tras+«Cape 160 o4 45 27 6 N 2 1 1 0 0 o 0

Patients were enrolled from February 2016 — May 2019

EGFR = estimated glomerular filtration rate.

+ Capecitabine

1000 mg/m? PO gt

BID Days 1-14 inhibitor
21-day cycle

Capecitabine

1000 mg/m? PO
BID Days 1-14

21-day cycle

* Extracranial and intracranial ¢
observed in phase 1 program

1.0 -
0.8 -
g
=
%’ 0.6 -
? .
' Median
1% ' 45%
e H
s 0.4 - : '
! '
) : :
0.2 - ' 127%
' H
.
H
'
0.0 v v T t T T v + r T T \
o 3 6 9 12 15 18 21 24 27 30 33 36
Months since Randomization
No. at Risk
TUC+Tras+Cape 410 388 322 245 18 123 80 51 34 20 10 4 o
PbosTras+Cape 202 191 160 ns 77 48 3z 19 7 5 2 1 [

21.9 months
(18.3, 31.0)

17.4 months
(13.6, 19.9)

* Oral, HER2-selective, tyrosine kinase

* Preclinical activity in HER2+ breast cancer
models, including intracranial models

Cellular Selectivity Data

Compound ~ HERZ ..o HER2ICs(nM)

(rlacric) ol "
‘ ARRY-380 8 4000 67
Neratinib 7 8 39
Lapatinib 49 31 810
o s e 80,70

= NTD

"y, QD PO)
A = ARRY-380 (75 mg'p. BD, PO)

vity

Survival (%)
2

s

2

0
0 5 10 15 20 25 30 35 40 45 %0 55 €0 €5
Day Post-Tumor Cell implantation

ClinicalTrials.gov. Accessed September 21, 2021. https://clinicaltrials.gov/ct2/show/NCT02614794. Pheneger T, et al. Presented at:
AACR Annual Meeting; 2009. Moulder SL, et al. Clin Cancer Res. 2017;23(14):3529-3536. Murthy R, et al. Lancet Oncol.
2018;19(7):880-888. Metzger Filho O, et al. Ann Oncol. 2020;31(9):1231-1239. Murthy RK, et al. N Engl J Med. 2020;382(7):597-609.
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CNS Metastasis — HER2CLIMB
Improves ORR, CNS PFS, and OS

CNS-PFS Benefit in Patients with Brain Metastases
Confirmed ORR (RECIST 1.1)

i"ez';t: (95':/ch) - OS Benefit in Patients with Brain Metastases
| = o alue
P= 03 TUC+Tras+Cape 711198 0.32 <0.00001 Events HR
Pbo+Tras+Cape 46/93 (0.22, 0.48) N=291 (95% CI) P Value
: TUC+Tras+Cape 68/198 0.58 0.005
Median CNS-PFS (95% ClI):
( ) Pbo+Tras+Cape 46/93 (0.40, 0.85)
9.9 months 4.2 months 101 :
o= 80 - 47% " ‘\ (8.0, 13.9) (3.6, 5.7) "\ Median OS (95% Cl):
Darg i
o 33.7-61.2) g 2 ¥ > 08 . 18.1 months  12.0 months
° ( o 2 RN 70.1%| (155, NE) (11.2, 15.2)
s 60 - 20% g \ 3 ™
3 06 . A § 0.6 : h 3
* (57_437) ‘g \ \ Median g " \""«.,,._ 5 Median
2 40 - - \ % .40.2 A 04 46.7% "\, T e
- § -1 : r)/ e B ; — b
O g 1. 1 B ! L
; » @ LL‘ : - & o024 : ) K%
a@ b !
m 20 % 00 - “]J: OOA’ . 00+ r v r :y T T v T v v T \
O 0O 3 6 © 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Months since Randomization Months since Randomization
0 ?:x“:rﬂ:l_;,p womoono 1 " 6 Il ? 2 2 1 0 :r‘;;.»:l?:‘:(;s;-o e 1 B 18 1;;13 ] 7‘; x 1 | ! H 2 0
l C bo+Tras+Cape 43 n 6 0 0 0 0 0 0 0 0 ) o+ Tras«Cape 93 L 9 3 9 5 ( 0
TUC x Tffs < Cape P . Tras v CNS-PFS: time from randomization to disease progression in the brain or death by investigator
N=5§ N=20 assessment
HR computed from Cox proportional hazards model using stratification factors (ECOG PS: 0/1, and region of world: North America/rest of world) at randomization.
TUC = tucatinib.

Von Minckwitz G, et al. N Engl J Med. 2019;380(7):617-628. Pestalozzi BC, et al. Lancet Oncol. 2013;14(3):244-248. Lin NU, et
al. J Clin Oncol. 2020;38(23):2610-2619.
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HER2CLIMB: Updated Overall Survival

Median follow-up 29.6 months

Median OS

P Value ISon TN
=
z _—
2
<)
—
o
.
O
' R AS5.5mo
o0 0 . OO0 O O@OoOOOOOOOOOOoOOOOoOoOOOOOo_____ 3 Medan overall study
0 3 6 9 12 15 18 21 24 271 30 33 ¥ 39 42 45 48 51 sS4 followup 296 months
Time (Months)
Sobjects 2t Risk
TUCCapu=Trap &% »w k. 5 2% 3 M i e w2 ) % » s s ] " L
PooeCapaTrnp 200 " e 1% 5. ] 114 ©03 2 &3 & 2 by o3 8 : 3 2

+ OS benefitwith tucatinib was maintained with longer follow-up, with a 5.5 month improvementin
median OS in the tucatinib arm comparedto the placeboarm.

« Sensitivity analyses accounting for cross-over showed consistent results with ITT analysis

Curigliano G, et al. Presented at: ASCO Annual Meeting; 2021.
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HER2CLIMB: OS Benefit in Patients with BCBM

1.0 = 1 year 2 year
! ' Events/Total HR (95% ClI) P-value  Median OS (95% Cl)
TUC+Tras+Cape 118/198 21.6 months (18.1, 28.5)
0.600 (0.444, 0.811) 0.00078
0.8 — Pbo+Tras+Cape 71/93 12.5 months (11.2, 16.9)
: 70.0%
-.Z‘ ]
3 0.6 |
m ]
-Q 1
e L}
o 0.4 - ;
(D 1 :
o E E 4 :
o E : L AL L L LL L1 TUC+TraS+Ca e
0.2 E | 25,105 "HH— . it P
: : Pbo+Tras+Cape
0.0 f f
T T ] 1 T T ] T L ] I 1 ] T ] 1 ]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
, , Time (Months)
Subjects at Risk
TUC+Cape+Tras 198 183 166 147 131 118 105 92 68 54 36 22 14 9 8 6 2
Pbo+Cape+Tras 93 87 76 66 46 40 34 26 17 11 6 5 4 3 0 0 0

9.1 month absolute improvement in OS associated with tucatinib
Lin et al, SABCS 2021




C|ty°f Neratinib: A Pan-HER Kinase Inhibitor
Hope.

HER1 (EGFR)

NALA: Phase 3 Trial of Neratinib for HER2+ MBC

Inclusion criteria

Neratinib 240 mg/d +
Capecitabine 1,500 mg/m? 14/21 days
Loperamide (cycle1)*

*« MBC

« Centrally confirmed HER2+
disease

+ 2 2 lines of HER-directed
therapy for MBC

« Asymptomatic and stable

Follow-up

No endocrine therapy permitted (survival)

Lapatinib 1,250 mg/d +
Capecitabine 2,000 mg/m? 14/21 days

brain metastases permitted

Endpoints
Co-primary: PFS (centrally confirmed) and OS
« Secondary: PFS (local), ORR, DOR, CBR,
intervention for CNS metastases, safety, health

Prior Pertuzumab and TDM1 not required

outcomes
NALA Trial: Centrally Confirmed Mean PFS _ o . NALA Trial: No Difference in OS
Primary Endpoint NALA Trial: CNS Benefits in favor of Neratinib Primary Endpoint
: Neratinib + Capecitabine Lapatinib + Capecitabine
v Mean PFS: 8.8 vs 6.6 mo 100 4 iEvesson (n = 55/307) (n = 75/314) . Mean OS: 24 vs 22.2 mo
10 A2.2mo 32 % Radiation therapy 11% 15% A 1.3 mo
1] P= 0003 & 0 Surgery/procedure 2% 3% 08 P=NS
. g Anticancer medication 1% 1% @ 07
70 o
8 e 3 % o
s Resmeteon 9 — Nerainib + capecitabine z
E 05 24 rmir £ 50 4 . —— Lapalinib + capecitabine s Restriction
1 g Overall cumulative incidence (Gray's test): 22.8% vs 29.2%; P = .043 § s 48 mo
2 0a = . o
§ 2 a0 03
03 5 07 — _‘*\—;L_\_‘_*‘
02 g 20 4 — . —-—T____
1 .__]_I_—_ O - v B
o 0 - T T T T T T T T nI:l 3 [ -] 2 OW 1B’ N N T X RN OE P LS 8N N W

T 1
0 -3 12 L] 24 30 kS 42 48 54 60

Time Since Randomization, mo
Time Since Randomization, mo

Baselga J, et al. Crit Rev Oncol Hematol. 2017;119:113-122. Kim JY, et al. Int J Cancer. 2019;145(6):1669-1678. Kunte S, et al.
Cancer. 2020;126(19):4278-4288. Xuhong JC, et al. Am J Cancer Res. 2019;9(10):2103-2119. Saura C, et al. J Clin Oncol.
2020;38(27):3138-3149.
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SOPHIA Study: Randomized Phase 3 Design

Arm 1
MARGETUXIMAB
HER2+ advanced breast cancer Investigator’s (15 mg/kg Q3W)
« 22 prior anti-HER2 therapies, choice of + chemotherapy
including pertuzumab chemotherapy 1:1 in 3-week cycles
- 1-3 prior treatment lines ™%  (capecitabine, ™= Randomization
in metastatic setting eribulin, (N=536) 5
« Prior brain metastasis OK if m‘w?&!’e' or
treated and stable MROEe) TRASTUZUMAB
(8 mg/kg loading — 6 mg/kg Q3W)
+ chemotherapy
Sequential Primary | - PFS (by CBA; n=257; HR=0.67; 0=0.05; power=90%) in 3-week cycles
Endpoints » 0S (n=385; HR=0.75; 0=0.05; power=80%)
Secondary Endpoints - PFS (Investigator assessed) Prior Therapy
» Objective response rate (ORR) by CBA 66-67% < 2 lines
Tertiary/Exploratory -« ORR (Investigator assessed) 100% Trastuzumab
Endpoints » Clinical benefit rate (CBR), duration of response (DoR) 100% Pertuzumab
» Safety profile, antidrug antibod 5
+ Effect of CD16A, CB%A, and On margetuximab 91-92% TOM1
efficacy

CBA = central blinded analysis.
Rugo H, et al. Presented at: SABCS; 2019.
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Phase 3 SOPHIA Trial: Primary Endpoint PFS

24% Risk Reduction of Disease Progression

100 4
Margetuximab Trastuzumab
+ Chemotherapy + Chemotherapy
80 A (n = 266) (n =270)
No. of events 130 135
Median PFS 5.8 months 4.9 months
<o 60 - (95% ClI) (5.52-6.97) (4.17-5.59)
o
S . T S ———— HR by stratified Cox model, 0.76
{{_’ (95% Cl, 0.59-0.98)
o 40 - Stratified log-rank P = .033
20 -
: e
— Margetuximab + chemotherapy ; A 09 mo
— Trastuzumab + chemotherapy
0 T T T T T
0 5 10 15 20 25
No. at Risk Time Since Randomization, mo

Rugo H et al.

Approved by the FDA in
December 2020 for patients with
HER2+ MBC that have received
two or more prior HER2-directed

regimens

JAMA Oncol 2021 Apr 1;7(4)573-584



p SOPHIA trial: exploratory analysis by genotype

CD16A FF or FV, n = 437 of 506 Genotyped (86%)
PFS 0S

100 -
Margetuximab Trastuzumab 100 - Margetuximab Trastuzumab
+ Chemotherapy + Chemotherapy + Chemotherapy + Chemotherapy
(n=221) (n=216) (n=221) (n=216)
80 - No. of 103 112 No. of events 103 114
‘ 80 4
events :\ggg/ia&?s 23.7 months 19.4 months
Median PFS 6.9 months 5.1 months ’ (18.89-26.32) IR
(95% ClI) (5.55-8.15) (4.14-5.59) HR by unstratified Cox model, 0.79
o 601 ) 60 (95% Cl, 0.61-1.04)
o~ HR by unstratified Cox model, 0.68 32 Unstratified log-rank P = .087
7 S e S (35%C1.061-104) ______ s
L Unstratified log-rank P =.005 8 """""""""""""""""""""""""""""""""""
o
40 40 - A4.3 mo
20 4 +—t ' 20
L, H —
— Margetuximab + chemotherapy + ' — Margetuximab + chemotherapy
—— Trastuzumab + chemotherapy — Trastuzumab + chemotherapy
0 v v v r 3 0 r r v s
0 5 10 15 20 25 0 10 20 30 40
— Time Since Randomization, mo —— Time Since Randomization, mo
Margetuximab 221 157 84 42 21 8 6 4 2 0 Margetuximab 221 219 212 204 196 181 157 135 111 91 68 55 42 31 27 19 13 8 2 1 1 0
Trastuizumab 216 129 62 30 11 2 2 1 1 1 1 Trastizumab 216 210 201 192 176 165 145 123 98 81 57 43 30 21 16 11 9 6 2 2 2 1

Rugo H et al. JAMA Oncol 2021 Apr 1;7(4)573-584



2022 Approach to Therapy for Metastatic HER2+ BC

Taxane + trastuzumab + pertuzumab™

{

1stline

'Y Y= —i.‘-‘uu-»i
1) N
% INQ OF TGO

2nd [ine

A

5th line+

Neratinib + capecitabine (for CNS benefits)
or

Trastuzumab + chemotherapy

*Al+TP in select cases and for maintenance in ER+ disease; * endocrine Tx + HER2 therapy at clinically appropriate points for ER+ MBC

T r;:ﬁ:jun: a:- . Trastuzumab MNeratinib + Margetuximab +
Capecitabine deruxtecan Capecitabine chemaotherapy
+ 085 Advanlage + High probability of + All oral regimen + MNovel immune
+ CNS activity tumor response + CNS aclivity mechanism
+ Effective post-TDM1 + Durable tumor + Favorable safety
control Gl Toxacity
diarrhea + Active in HER2 - NoOS - Modest activity
heterogeneity Activity post Na OS5 yet
Tucatinib & cape? - Patient selection?

Requires Pulmonary

. . Monitoring
Gl = gastrointestinal.

Modi S, et al. Presented at: ESMO; 2021.
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Trastuzumab Deruxtecan in Previously Treated HER2-low Advanced Breast Cancer
Her2 low subgroup:
e TNBC:34% and ER+: 63%
 HER2 is not the oncogenic driver
Her2 IHC  Benefit from ADC due to payload release before internalization —
: : 5 bystander effect
 Her2 low status variable over time

"Her2 ISH

DESTINY-BreastO4

Her2 2+ Zl e B ;
] HERZ2 Low Breast Cancer Phase 3 Study Design
. Stratification :( Ds-8201
N ' HER2 IHC L Every 3 weeks
- Archived No. of prior
sample h
HER2 Low ;Re";‘o ——
(central) HRo prion Phvsicans
v - } vs HR+/prior CDK cho?cst-lz ;?ngle J
' = vs HR- |
[ agent*®
o
€ t t
S g Fresh biopsies (optional)
uJ
=
o ol s NN OS in HR+ BC
- . PFSi Il HER2 i 2
-3 Her2 0 » PFS in HR+ BC Ii‘;; BC Including analysis
o ,El O S 1 long-term follow-up
- é_'-\ .
AP S TR |
Rl
~ \‘f?'\\.(-“". 1 *Capecitabine/eribulin/gemcitabine/paclitaxel/nab-paclitaxel.
% ( ’ L\ \“ Modi S, et al. SABCS 2019. Abstract OT1-07-02.

o Cityof
H Hope.

Modi, S et al. N Engl J Med. 2022;387(1):9-20. Schmid P, et al. J Clin Oncol. 2021;39(15_suppl):1023.



i
PFS

e Hormone receptor-negative
Hormone receptor—positive

. : 100 1 Hazard ratio: 0.46

" Hazard ratio: 0.51 95% CI. 0.24-0.89
95% Cl, 0.40-0.64 T '

ol P <0.0001

60 T-DXd
_______________ mPFS: 10.1 mo

40

+ +
- ————— - T ]1 & I Y. - -————————
L0 I 1 e A IS E™C . 7 () oo [ e
T 1— 1T 01— 10— a0 T 1T

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

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

No. at Risk Months  ERN) s (R N (R (R P EEN N S PR S ) e [ FR F S
T-DXd (n=331): 331324 290 265 262 248 218 198 182 165142128107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0 T 0 1 2 3 4 5 6 7 8 910 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28
TPC (n=163): 16314610585 84 69 57 48 43 32 30 27 24 20 14 12 8 4 3 2 1 1 1 1 1 1 0 T Months

Modi S, et al. Presented at ASCO 2022; NEJM 2022;387(1):9-20
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ope OS in HR+ and HR - Patients

Hormone receptor-positive Hormone receptor-negative

T-DXd TPC T-DXd TPC
(n = 331) (n=163) (n = 40) (n =18)
mOS (95% Cl), mo 23.9 (20.8-24.8) 17.5(15.2-22.4) mOS (95% ClI), mo 18.2 (13.6, NE) 8.3 (5.6, 20.6)
Hazard ratio (95% Cl) 0.64 (0.48-0.86) 1001 Hazard ratio (95% Cl) 0.48 (0.24, 0.95)
1007 P value 0.0028
- 80
- &0 2
3 z
£ z
= = .
E s ¥
2 ¥ &
g 3 T-DXd (n = 40)
3 % : =2 e
§ o iy Nn _-‘l;-DXd n = 331) 5 407 -
= TPC (n = 163) z o e— )
5 3 [
g 2 .
20" |
TPC (n=18)
2 0. L) L) L] L] L) L L] L) L) L) L] L) L) L) L) L) L) L) L] L) L) L] L] L] :l L] L) L) 1 I
'or,'z';",'o.7'8'9'._;,,11;,;,",;,:‘7',3',9'20'2|‘22'23'2:25'2;27'28.29'30'3:3;33'3‘ 0 1 2 3 4 5 06 7 8 0 10 11 12 13 14 15 16 17 18 10 20 21 22 23 24 25 20 27 28
No. at Risk Months No. at Risk Months
T-DXa (331) 331328320103 1430030320322528020820025022310010010814411005 81 7051 40 20 14 0 8 0 6 2 1 1 1 O T-DXI(40) 40 30 33 37 20 34 34 22 31 30 23 27 20 20 23 23 1014 13 0 9 8 7 7T @& 6 5 4 4
TPC(163)  16315114514313013513012411510010408 03 80 80 7156 4537202523 1614 7 5 3 1 0 TPC(18) 18 17 16 14 14 14 3 11 10 8 & 8 7 & & 5 5 85 5 3 3 2 2 2 0O

Modi S, et al. Presented at ASCO 2022; NEJM 2022;387(1):9-20
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E{I(%Oéﬂ Subgroup Analysis: PFS in HR+

. . 5
N(_:;:.S;(EventslNo. of Patle:':% l:fg),(:’nedlan (98% C!')',Prgo Hazard Ratio for Disease Progression or Death (95% ClI)
Prior CDK4/6 inhibitors ,
Yes 149/233 74/115 10.0 (8.3-11.4) 5.4 (4.0-7.8) —— | 0.55 (0.42-0.73)
No 60/96 35/47 11.7 (9.5-17.7) 5.9 (4.3-8.2) —— 1 0.42 (0.28-0.64)
IHC status :
IHC 1+ 119/192 66/96 10.3 (8.6-12.3) 5.3 (4.1-7.8) — | 0.48 (0.35-0.65)
IHC 2+/ISH- 92/139 44/67 10.1 (8.2-12.2) 5.9 (4.3-7.9) —_— | 0.55 (0.38-0.80)
Prior lines of chemotherapy :
1 129/203 63/93 10.9 (8.5-12.3) 6.8 (4.5-8.2) —_— | 0.54 (0.40-0.73)
22 81/127 47/69 9.9 (8.3-11.7) 4.6 (2.8-6.2) — 1 0.47 (0.33-0.68)
Age |
<65 years 170/260 79/120 9.8 (8.4-11.3) 5.4 (4.1-7.8) —— : 0.51 (0.39-0.67)
265 years 41/71 31/43 12.0 (9.5-14.7) 5.6 (4.3-10.8) —_—— 1 0.47 (0.29-0.77)
Race |
White 100/156 43/78 10.0 (8.5-12.2) 7.1 (4.0-10.0) B — : 0.64 (0.44-0.91)
Asian 83/131 54/66 11.0 (8.4-13.8) 4.8 (4.2-6.4) —— 1 0.40 (0.28-0.56)
Other 25/37 11/16 6.0 (5.4-10.5) 7.0 (1.4-11.0) o—1 0.83 (0.41-1.69)
Region :
Asia 81/128 48/60 10.9 (8.4-14.7) 5.3 (4.2-6.8) —— \ 0.41 (0.28-0.58)
Europe and Israel 90/149 44/73 10.8 (8.5-13.0) 7.1 (3.0-10.7) —_—— : 0.62 (0.43-0.89)
North America 40/54 18/30 8.5 (6.3-11.3) 4.5 (2.9-8.2) —— 0.54 (0.30-0.97)
ECOG performance status !
0 116/187 55/95 10.9 (9.5-13.0) 7.0 (4.2-8.5) — : 0.56 (0.40-0.77)
1 95/144 55/68 9.7 (7.3-11.5) 4.6 (2.9-6.2) —— | 0.45 (0.32-0.64)
Visceral disease at baseline !
Yes 196/298 100/146 9.8 (8.5-11.1) 5.8 (4.4-7.1) —— : 0.54 (0.42-0.69)
No 156/33 10117 17.9 (10.9-26.4) 4.5 (1.6-12.4) e — L 0.23 (0.09-0.55)
0.0 0.5 1.0 15 2.0
PFS by blinded independent central review. Based on derived data, which include protocol deviations. R

CDK, cyclin-dependent kinase; ECOG, Eastern Cooperative Oncology Group; HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; PFS, progression-free survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

Overall Safety Summary

Safety analysis set? * Median treatment duration
o 1-DXd TPC — T-DXd: 8.2 months (range, 0.2-33.3)
* (n=371) (=172 — TPC: 3.5 months (range, 0.3-17.6)
Total patient-years of exposure, years® 283.55 63.59 * Most common TEAE associated with treatment
T Dxd R 8 Z(y I LD i discontinuation
- . O. (0] L 369(99) e — T-DXd: 8.2%, ILD/pneumonitis®
_Gradaxd 195 (53) [FN16(07) — TPC: 2.3%, peripheral sensory neuropathy
Serious TEAEs 103(28) | 43(25) +Most common TEAE associated with dose reduction
TEAEs associated with dose discontinuations | 60 (16) 14 (8) — T-DXd: 4.6%, nausea and fatigue
[ ~ . "
TEAESs associated with dose interruptions 143 (39) 72 (42) TPC: 14.0%, neutropenia
« Total on-treatment deaths®
. TEAESs associated with dose reductions 84 (23) 66 (38) — T-DXd: 3.8%
Modi S, et al. Presented at ASCO 2022; NEJM 2022;387(1):9-20 T BT RC U 144 5(3) _ TPC: 4.7%
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DESTINY-Breast04 Summary and Impact

T-DXd treatment showed unprecedented improvement in efficacy for patients with HER2-low mBC

Current mBC paradigm?2 The new mBC paradigm

HER2+ s « T-DXd is the first HER2-targeted
HER2+ = IHC 3+, 2+/ISH+ IHC 3+ g
15%-20% IHC2+/ISH+ therapy to demonstrate improved
efficacy in HER2-low mBC
HER2-low
HR+/HER2- ISPVl - DESTINY-Breast04 establishes
e T-DXd as the new standard of
- - HER2-low: ~50%
HER2 care for HER2-low mBC
=~ IHC 1+ or
IHC 2+/ISH-
S » Potential improvement for ~50%
(TNBC) |~ of all mBC patients
L. ~15%

HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; mBC, metastatic breast cancer; T-DXd, trastuzumab deruxtecan; TNBC, triple-negative breast cancer; TPC, treatment of
physician’s choice.
1. Schettini F, et al. NPJ Breast Cancer. 2021;7(1):1. 2. Tarantino P, et al. J Clin Oncol. 2020;38(17):1951-1962.
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Mechanisms of resistance to ADCs

5. Defective HER2

1. Low HER2 levels internalization

2. Truncated forms
3. MUC4 expression
4. ERBB2 mutations

6. Increase HER2
recycling

7. Alterations in
lysosomes

14. Altered microtubule/tubulin
complex and
chromosomal instability

13. Defective cell cycle
and other cell
pathways

9. NRG-HERS signaling
10. Increase of alternative RTKs

11. PIK3CA mutations
12. Low levels or loss of PTEN

Diaz-Rodriguez E, et al. Cancers 2021
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DAISY: Secondary Resistance ;i

* 25 FFPE samples at baseline and progression: 9 HER2 IHC 3+ or IHC 2+/ISH+; 11 HER2 IHC 2+/ISH-
or IHC1+;5IHCO
* HER2 status by standard IHC

3 | 13/20(65%)
95% Cl [40.8-84.6]
Decrease
2 13 out of 20 (65%)
patients
1 presented a

decrease of HER2
expression at
. progression

5 patientsHER2 IHC 0: 4 stableand 1 to IHC

Stable

J
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T-DXd in the first-line setting

Patients

* Unresectable or metastatic HER2-positive®
breast cancer

* No prior chemotherapy or HER2-targeted
therapy for advanced or metastatic breast
cancer. Participants who have received
chemotherapy or HER2-targeted therapy in
the neoadjuvant or adjuvant setting are
eligible if > 6 months from treatment to
metastatic diagnosis

» Could have clinically stable, treated brain
metastases

Stratification factors

* Hormone receptor status

* De novo versus recurrent disease
+ Detection of PIK3CA mutation

Destiny-Breast 09

T-DXd
-
Pertuzumab

Taxanes
+

Trastuzumab

+
Pertuzumab

Primary endpoint
+ PFS (BICR)

Key secondary endpoint
« OS

Secondary endpoints

+ ORR(BICR and
investigator)

- DOR (BICR and
investigator)

* PFS (investigator)

« Safety

NCT04784715

CITY OF HOPE
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" BRIDGET/BRE21-516: Single arm, phase II, multicenter, clinical trial of

tucatinib added to trastuzumab/pertuzumab or T-DM1 in patients with

isolated intracranial progression in HER2+ advanced breast cancer

* Advanced HER2+ BC

* Adjuvant or Metastatic
HP/T-DM1

» Stable extracranial
disease

e 1%t or 2" intracranial
event

Tras/pertuz
+ tucatinib

T-DM1 + tucatinib

Staging q9 weeks: MRI brain, systemic
| J

extracranial progression, continue
m

tucatinib into next line
Primary objective: Intracranial PFS (RANO-BM)
Secondary objectives: PFS, 2" intracranial PFS, OS, CBR, PROs, safety, time to next line therapy

ER+/HER2+ disease allowed,
endocrine therapy can continue

N=50

Sarah Sammons/Carey Anders
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PERMEATE: Pyrotinib + capecitabine for HER2+ BCBM

Radiotherapy-naive Progressive dz after RT
CohortA CohortB
1 [l Confirmed complete response 300
I Confirmed partial response 80+
8 [ Confirmed stable disease
6 B Progressive disease 60+
[ Not evaluable
404

60

l-!"lll
20
40

-804

Best change in brain target kesions from baseline (%)
Best change inbrain target ksions from baseline (%)

-100 T | p— | p—  GE— | — T | p— T
Individual patients

Intracranial ORR 74.6% Intracranial ORR 42.1%

-100+

Across both cohorts, most pts had prior trastuzumab, 2-5% of pts prior pertuzumab, only 3 pts (in Cohort B) had prior TDM1
Cohort A: 85% of pts 0-1 prior MBC lines; Cohort B: 53% of pts 0-1 prior MBC lines Vari of al. Lahcet Oncol 2092
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A
100+ —— Pyrotimb plus capecitabine
—— Lapatinib plus capecitabine
Hazard ratio 0-39 (95% C10-27-0-56); p<0-0001
P 751
&
PFS ;
£ so-
g
254
H 4 6 8 10 12 14 16
) Tume since randomisation (months)
Number at risk
(number censored)
Pyrotinid plus capecitabine 134 (0) 116(12) 110(13) 761(33) 58(46) 32(62) 18(73) 0(88) &
Lapatingb plus capecitabine  132(0) 12(7) 92(11) 49(249) 34031 14(40) 6(44) 147 0(48)
B
Pyrotinib plus Lapatinib plus Hazard ratio
itabi itabi (95%Cn
group (n/N) group (n/N)
b therapy for desease
<3 months 14/28 182 —— 031(014-067)
3-6 months sn2 1931 e 1 042 (016-115)
26 months 12/39 26/37 —— 031(015-062)
Trastuzumab resistance®
No 3197 677100 — 033(021-051)
Yes 15/37 17132 et 060(029-121)
HER2 amphfication by FISH 14/36 30/50 e 0.45(023-086)
Pathological grading
] 15/42 23136 —— 0:56(0:29-1.09)
" 11/45 20037 — 035(0:16-0.74)
Unknown 20/47 37/sS —r— 036(020-063)
Metastatic sites
Visceral 35/103 69/108 —— 037 (0-24-0-56)
Non-viscenal 1/31 1524 e 048 (022-1.06)
ECOG status
° 17/47 24/43 —— 044(023-082)
1 29/87 60/89 —— 036(023-057)
Qestrogen and peogesterone receptor status
Positive? 26/62 36/58 - e 063(038-1.06)
Negative 2072 48174 —— 0-24(014-042)
Previous lines of chemotherapy for metastatic disease
0 18/57 24/46 e 042 (0-22-0.78)
1 22/56 46165 —— 0.44(026-0-73)
2 6/21 14721 —_— 024(008-067)
All patients 46/134 84/132 —o— 0-36 (0-25-053)

001 01 10 100
PRI o=l e T Xu B et al. Lancet Oncol. 2021 Mar;22(3):351-360..
plus capecitabine  plus capecitabine
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monarcHER: abemaciclib + trastuzumab + fulvestrant

About 50% of HER2+ MBC coexpress HR (triple positive). Could CDK4/6 inhibition improve outcomes
after progression to several lines of treatment?

1004 Numberof = Numberof  Medianmonths  Hazard ratio p value
patients events (95%Cl) (95% CI) (two-sided)
90 : ——GroupA 79 56 83(5-9-12:6) 0-673 (0-45-1-00) 0-05
804 : —GroupC 79 52 57 (5-4-7:0)
g 70
In a randomized phase 2 trial (n=237), £ oo
abemaciclib + trastuzumab + ¢ s
fulvestrant outperformed chemo + Bl
. . . s & -
trastuzumab in patients with triple " — b
g 20+ 1 1 1 1
positive MBC (mPFS 8.3 vs 5.7 —— |
months) 6 S S S |
0 6 8 10 12 14 16 18 20 22
(nur:::" l:eer:sa;rreits::;

GroupA 79 (0)

44(6) 36(6) 34(6) 29(6) 21(10) 14(14) 8(17) 8(17) 6(19)
GroupC 79(0) 54(13) 44(14) 27(16) 22(16) 20(16) 17(16) 15(16) 8(22) 7(22) 5(24) 5(24)

2(23)
0(27)

Tolaney SM et al. Lancet Onc 2020
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SYD985
Physician's Choice

duocarmazine

Other anti-HER2 treatments: trastuzumab

Novel anti-HER2 ADC, based on trastuzumab and a cleavable linker-duocarmycin payload (alkylator)

TULIP trial

HER2-positive
LABC or MBC
>2 therapies for

metastatic disease,
or T-DM1 for
metastatic disease

Treated brain mets
are allowed
N=437

Full Analysis Set (FAS)

Physician's choice treatment (PC)

SYD985 Physician’s choice

(N=291) (N=146)

Primary Endpoint

Continue treatment until
progression or —
unacceptable toxicity

N=146 *

Median PFS (95% Cl)months 7.0 (5.4-7.2) 49(40-55)
Events 140 (48.1%) 86 (58.9%)
HR (95% Cl) 0.64 (0.49 - 0.84); p=0.002

SYD985

T 1 7

4 1T 1 & & T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23

Time (months)
No. Patients at Risk

291 278 208 167 150109 83 59 51 35 28 24 13 12 9 8 6 5 3 2 1 1 0
146125 86 69 64 44 26 22 19 10 6 6 3 2 1 0

1 Physician's Choice

Significant improvement in PFS.
Similar ORR (28% vs 29%), no
significant difference in OS

Main TRAEs: ocular AEs, Gl
toxicity, interstitial lung disease
(7.6%)

Centrally assessed PFS

“pi=388 Secondary Endpoints

Investigator assessed
PFS

oS

ORR

HRQOL

Saura C et al. ESMO 2021
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ARX788

Novel anti-HER2 ADC, consisting of trastuzumab site-specifically conjugated to the tubulin inhibitor Zamdatamab (ZW25) + ChemOtherapy
AS269

HER2-targeted bispecific antibody targeting both trastuzumab and pertuzumab binding domains

Waterfall Plot for ACE-BREAST-01 (1.3 and 1.5 mgl/kg)

Phase 1 trial: ORR 50-66% g
among 108 heavily .
pretreated HER2+ MBC oy -
patients o Phase 1 trial: ORR 36% and i

g median PFS 7.3 months among
Main TRAESs: ocular AEs, ) 24 pretreated HER2+ MBC E
interstitial lung disease i patients
(34%), transaminitis — ] ;

s Main TRAEs: diarrhea, infusion-

13 S5 7 8 11 13 15 17 19 21 23 25 27 29 31 33 35 37 39 41 &

i Coniatst e S related reactions

A166

Novel anti-HER2 ADC, consisting of trastuzumab site-specifically conjugated to the anti microtubule

agent Duo-5
100.0%
Phase 1 trial: ORR 60-70% : 4.8 mg/kg
among 36 heavily pretreated 50.0% 6.0 mg/kg

HER2+ MBC patients

Main TRAEs: ocular AEs,
peripheral neuropathy,
electrolyte imbalances

0.0%

..-|||II||||||||
-30%
-50.0% Hu X et al. ASCO 2021; Presented at ASCO 2022 by Giuseppe Curigliano

Change in tumor size from baseline (%)

Hurvitz S et al. SABCS 2021

-100.0%
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"o Barriers to clinical trial enrollment in racial and ethnic
minority patients

* Enrollment in African American patients lower than whites

» Enrollment in clinical trials between 2 cohorts of patients, 2001-2010 with 1990-2000 compared and showed more diversity
= |n 1990-2000: 89% white, 10.5% African American, 0.4% Hispanic and 0.04% Asian

= 2001-2010: 82.9% white, 6.2% African American, Asian 3.3%, 2.2% Hispanic, Native American 0.1%

= Barriers: System: limited number of available studies since a lot of minorities receive care at under resourced centers, lack of community practice engagement
o Individual (healthcare professional, patient and family)

o Interpersonal level: doctor-patient relationship
= Open discussion about past abuse of minorities in research to create and sustain partnership in community
*  Minority based community clinical oncology program of NCl and to include patient advocacy group to work on future plans to increase minority enrollment
» To improve the funding for all clinical trials within NCI

= Awareness — sensitivity - knowledge - skills

CITY OF HOPE Hamel et al. Cancer Control 2016; 23(4) 327-337 44
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NCCN Guidelines-Version 3.2022

29

HER2-Positive
Setting Regimen NCCN Category of Preference NCCN Category of Evidence
First line! Pertuzumab + trastuzumab + docetaxel* Preferred Regimen 1
Pertuzumab + trastuzumab + paclitaxel® Preferred Regimen 2A
Second linel Fam-trastuzumab deruxtecan-nxkil"-"f Preferred Regimen 1
Ado-trastuzumab emtansine (T-DM1) Other Recommended Regimen 2A
Tucatinib + trastuzumab + capecitabine®" Other Recommended Regimen" 1
Trastuzumab + docetaxel or vinorelbine*.2 Other Recommended Regimen 2A
Third line Trastuzumab + paclitaxel + carboplatin®.° Other Recommended Regimen 2A
and beyond | Capecitabine + trastuzumab or lapatinib®-° Other Recommended Regimen 2A
(optimal  [Trastuzumab + lapatinib®.? (without cytotoxic therapy) Other Recommended Regimen 2A
::?l'::g;‘n')s Trastuzumab + other agentsk.0.P. Other Recommended Regimen 2A
Neratinib + capecitabine® Other Recommended Regimen 2A
Margetuximab-cmkb + chemotherapy® (capecitabine, Other Recommended Regimen 2A
erbulin, gemcitabine, or vinorelbine)

Additional targeted therapy options (See BINV-R)

https://www.nccn.org/professionals/physician_gls/pdf/breast. pdf




ASCO Guidelines Update 2022

Women diagnosed with
HER2+ advanced breast

cancer

Received adjuvant Recurrence occurs ool = 5
trastuzumab = pertuzumab? Yes = 12 months? Yes o Second:line =D
Eligible for first-line HER2-
targeted therapy for HER2+ No

advanced breast cancer?
First-line pertuzumab, =
trastuzumab, and taxane 1
Monitor

or
—_— ~ —_— m
Yes Endocrine therapy plus Hormonal therapy.

trastuzumab or lapatinib or
Endocrine therapy alone

No

v

First-line pertuzumab, -
trastuzumab, and taxane

If not prior T-DM 1, then third-line
T-DM1

Tucatinib plus trastuzumab plus
capecitabine
or
L 4 T-Dxd
or

_ . . Options Neratinib plus capecitabine
Progression? Yes —3 Second-line T-Dxd > Further progression thclude — > or
Lapatinib combinations
or

Trastuzumab combinations
or
Margetuximab plus chemotherapy
or
Pertuzumab
or
Abemaciclib plus trastuzumab
plus fulvestrant, if HR+

Monitor Monitor
I ]

FIG 1. Treatment algorithm. If the patient is receiving HER2-targeted therapy and chemotherapy combinations, provide chemotherapy for 4-6 months and/or to the time of maximal
response, if low toxicity and no progression. Continue HER2-targeted therapy after stoppage of chemotherapy. aExcept if contraindications to taxanes. ER, estrogen receptor; HER2,

human epidermal growth factor receptor 2; PgR, progesterone receptor; T-DM1, trastuzumab emtansine; T-Dxd, trastuzumab deruxtecan.

Published in: Sharon H. Giordano; Maria Alice B. Franzoi; Sarah Temin; Carey K. Anders; Sarat Chandarlapaty; Jennie R. Crews; Jeffrey J. Kirshner; lan E. Krop; Nancy U. Lin; Aki
Morikawa; Debra A. Patt; Jane Perimutter; Naren Ramakrishna; Nancy E. Davidson; Journal of Clinical Oncology 2022 402612-2635.

DOI: 10.1200/JC0.22.00519
Copyright © 2022 American Society of Clinical Oncology
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Conclusions

Disease-free survival

\

[ De novo or > 6 months"‘]

T-DXd

Lo

NO

-

*After completing chemotherapy or HER2 targeted
therapy in the necadjuvant or adjuvant setting

Taxanes + Trastuzumab + Pertuzumab

Recommended biopsy to reassess HER2 status

& o -

Brain mets?

!

!

HER2-positive

HER2Z-negative

To discuss

l YES

I Need for local therapy (LC)? ]

Brain MRI ]

Capecitabine + Trastuzumab + Tucatinib

YES / * -lT PD

Extracranial disease control?

NO

Capecitabine + Trastuzumab + Tucatinib**/T-DM1

** Preferred optionifbrain progression
HMP: Trastuzumab « Pertuzumab

\ YES

LC followedby HP

\

PD LC followed by T-DXd

PD Type of progression?
— Option for new LC?

.

[To discuss ]

Courtesy Jose Perez-Garcia
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Conclusions I

Disease-free survival

y

|

<=6 months™ ]

LT-DXd ] «— i

!

[ Recommended biopsy to reassess HER2 status

1 [ =/

*After completing chemotherapy or HER2 -targeted
therapy in the necadjuvant or adjuvantsetung

= /( Brain MRI |

Brain mets?

lYES

| Needfor local therapy (LC)? |

HERz-positiV. HERz-n.gativ. I Extracranial disease control? I

NO

To discuss

Capecitabine + Trastuzumab + Tucatinib**/T-DM1

lves

[ Capecitabine + Trastuzumab + Tuc.tlnlb]

PD

N“
| T-oxa |

(Neo)adjuvant HERZ targeted therapy ongoing?

e w To discuss
[LCO/ T-DXd ]

hd

** preferrad option iIf brain progression PD

D
[ LC followed by same prior HERZ «argeted th.r-pv] \

\ [ LC followed by T-DXd )

Type of progression?
PD\L ]

Option for new LC?

Courtesy Jose Perez-Garcia



Future Directions

= Significant advances in the management of Her2 positive breast cancers are made

= Strategies to control the cost of cancer care, choosing wisely and bridging the gap
and disparities in oncology care

“Science will only fulfill its promises when the benefits are
equally shared by the really poor of the world”

Cesar Milstein (Noble Prize recipient in 1984)

ji§ Cityof Hope



