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BACKGROUND KEY ELIGIBILITY

RESULTS - Figure 2. iDFS and iBCFS

10-15% of cancers in older women are HER2+ (Laird-Fick, JGO, 2013) Key Inclusions Key Exclusions o) IDFS Survival L IBCFS Survival
Age 260, stage I-Ill breast cancer T4 tumors 5 M 3 — |
Despite expected benefits of trastuzumab-based regimens, many older women do not receive HER2+ disease by central review Acute cardiac disease £ ] c% oo,
standard adjuvant therapy, in large part because of toxicity and comorbidity concerns (Freedman et al ECOG PS 0-2 | Concurrent 2¢ malignancy or past malignancy ® 0
BCRT 2014, Reeder-Hayes et al JCO 2016) Cardiac ejection fraction = 50% with >30% estimated 5-year risk of relapse 2 501 @ 050/
. . S . . Surgical excision with negative margins; Prior T-DM1 or trastuzumab 2 2
IT-DM1 .|Sk’;o:erabIIeHaEn:2h|ghlzfefflcamous in the metastatic, pOSt neoadjuvant, and 'IF')ret.atn][ednt (?.f a)((;llat pedr CI(;n;maT d|s(irgt;(?)n Any neoadjuvant chemotherapy § 0.95 (;-E 0.954
ower-risk/stage + setlings atient declined standard treatmen i : . o S
patient was not a candidate for standard therapy Synchronous HER2-negative breast cancer requiring i " 0.00-
Appealing (potential) alternative adjuvant treatment option for older patients chemotherapy o 12 3 4 5 6 6o i 2 3 4 5 6
111 evaluable patients started protocol T-DM1 during 12/2015 - 9/2020; Years after First T-DM1 Treatment Years after First T-DM1 Treatment
Median follow-up 4.9 years (IQR 4.2, 5.5 years) Number at Risk Number at Risk
Study Hypothesis: T-DM1 will show promising efficacy and will be tolerable for older patients m 101 9% 91 77 42 8 Mo 101 e o1 77 42 8

N Events 3-yeariBCFS (90% CI) 5-year iBCFS (90% CI)
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RESULTS - SELECTED BASELINE CHARACTERISTICS [N=111]

111 17 91% (86%, 97% 84% (77%, 92% M 10 94% (90%, 99%) 92% (87%, 97%)
STUDY OBJECTIVES Age (yrs) (Median 71, range 60-88) n (%) | Selected Comorbidity (patient report) n (%) — ( : ) ( : ) T-DM1 Total Cycles n (%)
Primary Objective: Invasive disease-free survival (iDFS) (STEEP) - occurrence of any of the following: 66-70 2 (19.8%) | Cardiac disease 2 (19.8%) treatment (grade 2+) reported in n=5+ 1-9 cycles 19 (17_1?,)
|psilateral invasive breast cancer/regional Contralateral invasive breast cancer 71-75 25 (22.5%) Diabetes 14 (12.6%) TOXICITY GRADE 2+ | GRADE 2 GRADE 3 GRADE 4 13'25033(3'63 ég Eéggoﬁi

recurrence Second non-breast invasive cancer, excluding 76-80 8 (16.2%) Stroke 5 (4.5%) All Toxicities 91 (82°/g) P 99 (53-2:@ 31 (27-?%) 1 (0-?)%)

Distant recurrence in-situ events >80 13 (11.7%) | Cancer Stage Eztr'i%‘;iral Sensory 34 (306%) | 32(28.8%)  2(1.8%) 0 (0%)

Death attributable to any cause Race | 77 (69.4%) Neuropathy Ziilenetl) 8 USllezral & (Bei) 0 (0%) e Ras° T

White 79 (71.2%) | 1A 27 (24.3%) Anemia 5(135%) | 10 (9%) 5 (4.5%) 0 (0%) Prr‘f)fog‘oel” ompieted et 65 (58.6%)
Secondary Objectives: Overall survival (OS), iBCFS (invasive breast cancer-related events or Black 5 (4.5%) 1B 2 (1.8%) Anorexia 13 et | IS (J1-5) 0 (0%) 0 (0%) Relapse During Active .
any-cause deatns), toxicity OSSN Al kel || A e Aminotransferase 13(1.7%) | 1(9.9%) 2 (1.8%) 0(0%)  reatment . Lo
Correlative Objectives: {results all forthcoming}: associations of toxicity & outcomes with Geriatric ECOG PS 1HC 1(0.9%) Increased }A‘g\é?nr;ici\t/ii:t/S'de =fiect 32 (28.8%)
assessment (GA) measures, patient-reported outcomes, quality of life, biomarkers of aging 0 88 (79.3%) | Tumor Size (pathologic T stage) ';'\Iau%"eaA R 13 (11.7%) ¢ 13 (11.7%) 0 (0%) 0 (0%) Sifer Carmsle(ie i
1 21(18.9%) | <1cm 22 (19.8%) oo SIHOTANSIETESE 41 (9.9%) | 6 (5.4%) 5 (4.5%) 0 (0%) Disease 1(0.9%)
. 2 2 (1.8%) 1-2 cm 56 (50.5%) Dry Mouth 10 (9.0%) © 9 (8.1%) 1(0.9%) 0 (0%) Patient Withdrew 7(6.3%)
Figure 1. STUDY SCHEMA Reason for Enrollment 2.1-5 cm 29 (26.1%)  Urinary Tract Infection 10(9%) | 10(9%)  0(0%) 0(0%)  Death on study 1(0.9%)
caline Goriatr Patient declined std treatment 77 (69.4%) | >5cm 4 (3.6%) s 0(8.1%) | 6(54%) 3 (2.7%) 0(0%)  Other 4 (3.6%)
- aseline Geriatric L .
Age 60 and stage I-Ill T assessment (GA) T-DM1 x 17 cycles, Fomorbidtly concems 4136%) 1 Mode Positive 1o (14.4%) =i Neloasse 0(8.1%) 1 8(r2%)  1(0.9%) 0 (0%) STUDY LIMITATIONS
9 9 = . . ini Concerned std treatment too toxic 18 (16.2%) | Hormone Receptor Positive 78 (70.3%) Headache 8 (7.2%) 6 (5.4%) 2 (1.8%) 0 (0%) . . . .
HER2+ Z blomarkers atient- administered every 3 Treatment paradigms have shifted to neoadjuvant
(@] P o . o Platelet Count Decreased 8 (7.2%) 6 (5.4%) 1(0.9%) 1(0.9%) treatment for stage 1I-I1 patients
breast cancer O  reported outcomes (PROs), weeks as 3.6 mg/kg IV UG 12 (88 || IEeasy Fress el 28 ([52197) Myalgia 7(6.3%) | 7(6.3%) 0 (0%) 0 (0%) e
: : S b Il, limiting detailed analysis b
— Quality of Life QOL)_> —— : : Hypertension 7 (6.3%) 5(4.5%) 2 (1.8%) 0 (0%) tu?;:,? feuatggsjpasnzn;Ze TR AR
RESULTS — iDFS AND iBCFS EVENTS Watering Eyes 6 (5.4%) 6 (5.4%) 0 (0%) 0 (0%)
| iDES Events n (%) Weight Loss 6 (5.4%) 5 (4.5%) 1(0.9%) 0 (0%) CONCLUSIONS
Senal PROS/QOL, 6—12-month fO”OW'Up X 1 FO”OW—Up per |psi|atera| invasive breast cancer 1 (09%) Alkaline Phosphatase 5 (45%) 5 (45%) 0 (O%) (O%) ‘ .
biomarkers, cardiac with GA, biomarkers, EF, i Contralateral invasive breast cancer 3(2.7%) Increased ATOP demonstrated encouraging 5-year
evaluations PROs, QOL TOENINE (E=lis Distant recurrence (n=2 for chest wall, n=1 for liver) 3 (2.7%) Dysgeusia 5 (4.5%) 5 (4.5%) 0 (0%) 0 (0%) iDFS and manageable toxicity, with only
— —] Non-breast cancer primary (n=1 for colon, biliary, mesothelioma, rectal; n=3 for skin) 7 (6.3%) Lymphocytes Decreased 5 (4.5%) 3 (2.7%) 2 (1.8%) 0 (0%) 3 distant recurrences and 2 breast
Death due to breast cancer 2 (1.8%) Constipation S (4.5%) S (4.5%) 0 (0%) 0 (0%) cancer-related deaths among 111 pts
Death due to other reason (pulmonary infection, deemed not related to tx) 1 (0.9%) Dyspnea 5 (4.5%) 4 (3.6%) 1 (0.9%) 0 (0%) _ _ _ _ § g
M ETHODS TRIAL DESIGN Alive at last follow-up 94 (84.7%) Epistaxis 5 (4.5%) 5 (4.5%) 0 (0%) 0 (0%) Desplte. higher-risk disease and more
= iBCFS Events n (% » ' ' competing non-breast cancer events,
(%) Mucositis Oral 5 (4.5%) 4 (3.6%) 1 (0.9%) 0 (0%) .

. _ . _ Ipsilateral invasive breast cancer 1(0.9%) e e e ° breast cancer outcomes were similar to
Single-arm, open-label, multicenter, phase 2 study S5-year iDFS Iaanark was estlmated from K-M Contralateral invasive breast cancer 3 (2.7%) historical controls (e.g., 97% in ‘ATEMPT’)
Summarized iDFS for evaluable patients with curve, and a 2-sided 90% Cl will be provided DUEEL e e 3(2.77%) Future endpoints include analyses of

: . . Death due to breast cancer 2 (1.8%) ) :
Kaplan-Meler (K-M) curve Characterized toxicity Death due to other reason 1(0.9%) patient-reported outcomes, biomarkers
Alive at last follow-up 94 (84.7%) of aging, longitudinal functional status.
Censored at new primary non-breast invasive cancer 7 (6.3%)
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