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Background

+ Many patients with Stage | HER2+ breast cancers have a sufficiently high risk of
to justify the of therapy'?

«P and (TH) is with 7 year DFS 93% in patients
with node-negative HER2+ disease with tumors < 3cm?®4

+ Trastuzumab emtansine (T-DM1) is active in metastatic HER2+ breast cancer and
in patients with residual disease after preoperative HER2-directed therapy®*’

+ Associated with less toxicity P to with
* ATEMPT investigated whether T-DM1 is with a
event rate in patients with Stage | HER2+ breast cancer and if T-DM1 is
with less toxicity p toTH
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Study Design: ATEMPT Trial

83

Ky Eliaibility Criteria T-DM1
- Stage 1 HER2+ breast cancer
+ MER2 centrally tested .- AN IV 83 Whe 297

(ASCO CAP 2013
guidelines)

- N0 or Nimic

* Left Ventricular EF 2 50%

+ No prior invasive breast cancer

+ 580 days from last surgery TH

Paclitaxel 80 mg/m? IV + Trastuzumab 2 mg/kg IV wkly
x12 > Trastuzumab & mg/kg every 3 wks x13
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Study Endpoints

+ Co-primary Endpoints:
+ Evaluate 3 year disease-free survival (DFS) in the T-DM1 arm

+ Compare the of y toxicities (CRT) between the
2arms
+ grade 23 non-hematologic toxicity
« grade 22 neurotoxicity
« grade 24 hematologic toxicity
« febrile neutropenia
« any toxicity requiring dose delay or discontinuation of protocol
therapy

*The study Is not powered to evaluate the efficacy of TH or to compare the efficacy of T-DM1 to TH
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Statistical Considerations

+ For evaluation of DFS, the T-DM1 arm (n=375) was designed to have 95%
power to distinguish between 3.year failure rates of 9% vs. 5%

+ With 375 and 125 pts randomized to T-DM1 and TH, respectively, there was
81% power to detect a 40% in (CR

+ Planned interim analyses were designed to stop early for futility and T-DM1
would be deemed worthy of further study with <39 failures after 1600 patient
years of follow-up (PYFU)

+ Study activated 5/17/2013; closed to accrual 12/13/2016 (34 sites in United
States)

+ Results are based on all data available as of 8/26/2019; median follow-up 3.1
years, PYFU:1650 years
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Study Treatment and Analysis Populations

+ Allocated 1o Intervention (n = 128)
« Received intervention (n = 114)
@ Intervention (n = 14)
+ Withdrew consent (n = 13)
+ Death (n = 1)

+ Lost to follow-up (n = 0)
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Study Population

Median Age (Range) 56 (32-85) 55 (2362) 9 (23-85)
Tumor Size
“0.5em 42(1%) 14 (12%) 9 (11%) | 43%
2051.0em 121 (32%) 38 (33%) 159 (32%)
21015cm 18.(31%) 29 25%) 7 30%) | 7%
21520 em 102 27%) 33 (20%) 135 @7%)
Histologic Qrade
Wed Diferentiated 1% 4 (4%) 15 (9%)
Oifferentiated 148 (30%) 46 (40%) 194 30%)
Poarly 219 (57%) 62(54%) 261 (57%)
Unknown 5(1%) 202%) T2%)
HR status
Positive 280 (75%) 84 (74%) W
Negative ™ (25%) 30 (20%)
HER2 Status (Central)
1 5(1%) 1(1%) 6(1%)
20 92 (24%) 28 (22%) 17 @4%)
3 277 72%) 87 (76%) 364 (73%)
Not done* 9% 1(1%) 10 2%)
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Disease-Free Survival: T-DM1

L
3 No.of 3-yr DFS 95% Conf.
S Events Interval
s
3 p<0.0001
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Disease-Free Survival Events: T-DM1

DFS Event: T-DM1 N (of 383) Time to event (months)
Any recurrence or death 10
Local/Reglonal Recurrence*

Ipsilateral axilla (HER2+) 1 s

Ipsilateral breast (HER2-) 1 "
New Contralateral Primary Breast Cancer

HER2+ 1J

HER2- 3 12,18, 21
Distant Recurrence 2 22,51
Death

Non-breast cancer related* 3 12,32, 39

*Deaths due to: Disbetic coma, Stroke, Creutzieldt Jakob disease
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Disease-Free Survival: T-DM1
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Recurrence Free Interval: T-DM1

ol ——— e

| “Invasive Local/Regional Recurrence
- *Distant Recurrence
} +Death from Breast Cancer
! Arm N No. of 3.yr RFI 95% Conf.
| Events Interval
o
383 Kl 99.1% 98.1-100%
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Disease-Free Survival: TH

TH (ATEMPT Trial): n=114 TH (APT Trial): n=406
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Tolaney S et al, NEIM 2015
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Disease-Free Survival Events: TH

DFS Event: TH N (of 114) Time to event (months)
Any recurrence or death T
Local/Regional Recurrence*
Ipsilateral axilla (HER2+) 2 18,33
Ipsilateral breast (HER2+) 2 31,32
New Contralateral Primary Breast Cancer
HER2+ 0
HER2- 1 2
Distant Recurrence 2 12,30
Death 0
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Clinically Relevant Toxicity

Clinically Relevant Toxicity T-DM1 (n = 383) TH (n = 114)

N (%) N (%)
Grade 23 non-hematologic toxicity 37 (10%) 13 (1%)

[ Grade 2 2 neurotoxicity 42 (1%) 26 (23%) ]
Grade 24 hematologic toxicity 4(1%) 0(0%)
Febrile neutropenia 0(0%) 2(2%)
Any toxicity requiring dose delay 106 (28%) 30 (26%)

[ Any toxicity requiring early discontinuation 67 (17%) 7 (6%) ]
Total 176 (46%) 63 (46%)

p=0.91
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T-DM1 discontinuations

Discontinuations for any reason 90 (23.5%)
Discontinuations for toxicity' 67 (17.0%)
Discontinuations for toxicity that 33(9%)
‘were protocol mas

‘Most common taxiciies leading 1o discontinuation inchude: iver

enzyme elevation, billubin elevaton. newropaty. and
thrombocylopenia

+ 66% of patients who discontinued T-OM1 early for
toxicity recelved further therapy with trastuzumab
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Timing of Discontinuation

*+ Probability of discontinuing within 6 months: 8.2%
* Probability of discontinuing between months 6-12: 10.7%

Treatment Related Adverse Events:
Grade 22 by Arm

Fatigue 84 (22%) 26 (23%)
Neuropathy 44 (11%) 27 (24%)
Neutropenia 13 (3%) 15 (13%)
Thrombocytopenia 43 (11%) 1(1%)
Nausea 39 (10%) 8 (7%)
Hypertension 35 (9%) 7 (6%)
ALT increase 33 (9%) 5 (4%)
Headache 24 (6%) 4(4%)
Bilirubin increase 21(5%) 1(1%)
Infusion related reaction 19 (5%) 12 (11%)
Arthralgia 18 (5%) 2(2%)
Anemia 18 (5%) 2 (2%)
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Treatment Related Adverse Events:
Grade 22 by Arm

Fatigue 84 (22%) 26 (23%)]
[Neuropathy 44 (11%) 27 (24% ]
ia 13 (3%) 15 (13%] ]
Thrombocytopenia 43 (11%) 1(1%)
Nausea 39 (10%) 8(7%)
Hypertension 35 (9%) 7(6%)
ALT increase 33 (9%) 5 (4%)
Headache 24 (6%) 4 (4%)
Bilirubin increase 21 (5%) 1(1%)
llnfulton related reaction 19 (5%) 12 (11%)
Arthralgia 18 (5%) 2(2%)
Anemia 18 (5%) 2 (2%)
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Treatment Related Adverse Events:

Grade 22 b* Arm

Health Network

Cardiac Toxicity

Fatigue 84 (22%) 26 (23%)
Neuropathy 44 (11%) 27 (24%)
Neutropenia 13 (3%) 15 (13%)

(T 43 (11%) 1(1%) )
Nausea 39 (10%) 8(7%)
sion 35 (9%) 7 (6%)
ALT increase 33 (9%) 5 (4%) )
Headache 24 (6%) 4 (4%)
[Bilirubin increase 21 (5%) 1(1%)
Infusion related reaction 19 (5%) 12 (11%)
Arthralgia 18 (5%) 2(2%)
Anemia 18 (5%) 2(2%)
Allegheny

v v v v v
| Baseline 12 weeks 6 months 9 months 12 months
W ECHO or MUGA
Arm 1: T-DM1 Arm 2: TH
(n=383) (n=114)
Symptomatic Congestive Heart Failure 3 (0.8%) 1(0.9%)
Asymptomatic declines in LVEF (215%) 5(1.3%) 7 (6.1%)
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Conclusions (1)

* This represents the first report of patients T-DM1 for
treatment of Stage | HER2+ breast cancer
* T-DM1 was with very few in the study population
*+ 3 year DFS 97.7% (95% Cl: 96.2-99.3), RF1 99.1% (95% ClI: 98.1-100)
+ Longer follow-up needed in a with P
positive disease
* T-DM1 was not with si fewer clini relevant than TH
with no new

+ Safety and rates of discontinuation are similar to
identifi

« T-DM1 was associated with more early discontinuation of therapy, though only 9% of
patients discontinued T-DM1 early for toxicity that was protocol mandated
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Conclusions (2)

+ No difference seen in the overall of (CRT)
between the two arms, but there were differences in toxicity profiles between
T-DM1 and TH

* Not all ies are cap in the CRT and
patient reported outcomes (PROs) should be considered when assessing
tolerability

* PROs were collected serially during this trial and favored T-DM1
[- Partridge A et al, Abstract # 1159, Friday (12/13/19) Spotlight Session 7-sam]

* Ruddy K et al, Abstract #454, Thursday (12/12/19) Poster Session 7-9am

&%
..:., Allegheny

Health Network

Conclusions (3)

+ Given the low event rate seen in this trial, T-DM1 may be an
alternative to TH for select patients with stage | HER2+ disease
who are concerned about specific TH related side effects and
understand the potential T-DM1 toxicities

* Further evaluation of shorter duration therapy with T-DM1 followed
by tr hould be idered
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