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Response to Neoadjuvant Therapy Predicts Outcomes
for Early-Stage HER2-Positive Breast Cancer

Event-free survival Overall survival
100 = 100 =
80+ g0 HER2-paositive
£ g 100 -
[ =
S 604 E 60+ _
: ) E 8o-
o p— -
= 404 T 404 §
§ HR 0-48 (95% C1 0-43-0-54) 5“ HR 0-36 (95% Cl 0-31-0-42) F 60
=
204 _ 20 -
— Pathological complete response g 404
No pathological complete response ";
0 0 E
0 3| 6 l;lg 12 1'5 18 0 3I 6 9‘- 12 1'5 18 E 204
Number at risk Time since randomisation (years) Time since randomisation (years) HR 0-30 I:El Ces C10-31-0 -SD:I
Pathological 2131 1513 583 337 124 35 2 2131 1618 640 383 145 43 3 0 I I — T T |
[as] mplete response 1] 1 2 3 4 é 7 é ]
No pathological 9824 6169 2674 1523 525 165 1 9824 7119 3173 1859 659 209 3

complete response

» Pathological response to NACT correlates with risk of recurrence and long-term prognosis
= Strongest prognostic value in TNBC and HER2-positive BC
» Hazard ratios for EFS for HER2+/HR-: 0.25; HR for HER2+/HR+: 0.58

Cortazar et al, Lancet 2014



Residual Cancer Burden Further Refines Outcomes

In a pooled analysis of 5161 patients

treated with NACT, RCB was
strongly prognostic in each breast
cancer subtype, with progressive
worsening of prognosis with
increasing RCB score

The binary division between pCR
and non-pCR disregards degree of
residual disease

RCB better captures prognosis
depending on extent of residual
disease

Yau et al, Lancet Oncology 2022

Event-free survival (%)

——RCB-0
—RCB-1
——RCB-2
——RCB-3

Distant relapse-free survival (%)

(number censored)

T
2

1434
575
1638
551

eLeee

Time since start of necadjuvant chematherapy (years)

353(1195) 227

146) 1084 (533) 1188) 168 (1314)

D
el
T T T T T
0 2 4 6 8 10
Time since start of neoadjuvant chemotherapy (years)
1676(0)  1442(179) 960(626) 536(1039) 356(1210) 229(1333)
662 (0) 580(47)  405(199) 227(361) 163(418) 108 (471)
2017(0) 1668 (148) 1110(547) 695(896) 496 (1060) 315(1222)
806 (0) 567(49)  350(188) 204(294) 151(328) 87(381)



Early
stage
HER2+

Current Standard of Care for HER2+ EBC

< 2cm and
node negative
or N1mic

Surgery

 pT1aNO0: No systemic therapy (ET if HR+)
 pTlb-1c, NO:

 TH x 12 weeks, continue trastuzumab to 6-12 months.
« Can also consider T-DM1 (ATEMPT)
« Can consider neoadjuvant treatment if desires BCS or delay in surgery

> 2 cm and/or

node positive

Slide courtesy of Laura Huppert, MD

Neoadjuvant chemo:
e TCHP or THP-AC

(APHINITY)

* Anthracycline-sparing
regimens generally
preferred

PCR

Surgery

No PCR

Complete 1 yr anti-HER?2 tx
HR+: ET for 5-10 yrs

T-DML1 x 14 cycles
(KATHERINE)

Consider neratinib x 1yr if
high risk, HR+ (ExteNET)
HR+: ET for 5-10 yrs



TRYPHAENA: Neoadjuvant Therapy for HER2+ EBC
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Schneeweiss A, et al. Eur J Cancer. 2018;89:27-35.



KATHERINE: iDFS/OS with T-DM1 vs Trastuzumab for Residual Disease

Centrally confirmed HER2+ breast cancer

* ¢cT1-4/NO-3/MO0 at presentation (¢T1a-b/NO excluded) T-DM1
* Received neoadjuvant therapy consisting of 3.6 mg/kg Y q3w
— Minimum of 6 cycles as neoadjuvant therapy 14 cycles
* All chemotherapy as neoadjuvant therapy )
* Minimum o.f 9 weeks of taxane N=1486 Trastuzumab
. .- Anthracyclines and alkylators allowed 6 mglkg \Vi q3W
— Minimum of 9 weeks of trastuzumab
14 cycles
» Second HER2-targeted agent allowed
» Pathologic residual invasive tumor in breast or axilla Radiation and endocrine therapy per
» Randomization within 12 weeks of surgery protacol and local guidelines
Switch to trastuzumab permitted if T-DM1
discontinued due to AEs
Primary endpoint: IDFS*
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Geyer et al, NEJM 2025




KATHERINE Trial:
by Subgroups

Benefit of T-DM1 vs Trastuzumab

Trastuzumab (n = 743)

T-DM1 (n = 743)

Total Patients per 7T-year Patients per 7T-year Hazard T-DM1  Trastuzumab
Baseline risk factors n group nevents IDFS group n events IDFS ratio 95% ClI better  petter
1
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Geyer et al, NEJM 2025



KATHERINE: EFS for T-DM1 vs Trastuzumab for
Residual Disease Based on HER2 Expression at Surgery
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Geyer et al, NEJM 2025



ExteNET: Improvement in iDFS in HR+ Subgroup

Part A PartB Part C

HER2+ breast cancer
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Trial conducted prior to use of pertuzumab and T-DM1

Martin et al, Lancet Oncology 2017



Optimization of (Neo)adjuvant Therapy for HER2+
EBC: COMPASS and COMPASS-RD

Eligibility

HER2+ breast ca
Stage 2 or 3a
(T2-3, NO-2)
Newly diagnosed,
no prior therapy

Registration

Slide courtesy of Nadine Tung, MD

EA1181 preop
THP x 4 (12 weeks)

pac weekly or doc q3w (T)
PLUS
trastuzumab (H) &
pertuzumab (P) q3w

EA1181 if pCR (40%)

==ECOG-ACRI

Complete 1y of HP
> with no further chemo
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ASTEFANIA Trial: T-DM1 +
Atezolizumab/Placebo for High-Risk RD

Patients with HER2+ EBC (N ~1590)

= Residual invasive disease in breast and/or axillary lymph nodes at surgery
following preoperative therapy

- ER/PR/HERZ/PD-L1 status centrally confirmed
Stratification factors:

= Clinical stage at presentation: inoperable (T4/anyMN/MO or anyT/N2-3/M0D) vs
operable (T1-3/N1/M0)

=  Preoperative HER2-directed therapy: trastuzumab vs trastuzumab and
additional HER2-directed agent(s)

= Hormone receptor status: ER positive and/or PR positive vs ER negative and
FR negative

= PD-L1status: IC 0 vs 1C 1/2/3

1:1

Adjuvant Treatment Phase
14 Cycles Q3W

Placebo + Trastuzumab Emtansine
Placebo: 1200 mg IV q3w
Trastuzumab Emtansine: 3.6 mg/kg IV g3w

Slide courtesy of Ada Waks, MD

Rand.

Atezolizumab + Trastuzumab Emtansine
Atezolizumab: 1200 mg IV gaw
Trastuzumab Emtansine: 3.6 mg/kg IV q3w

Follow-Up




DESTINY-Breast05: T-DXd vs T-DM1 for High-Risk RD

End of

treatment

Disease follow-up

m T-DXd 5.4 mg/kg q3w
* Pretreatment * High-risk, * Every 3 mo (1-2'y)
* Surgical HER2+ early 800 x * Every 6 mo (3-5 )
specimen b'teaSt cancer Patients 14 40-Day
with residual R e Every 12 mo (6-10 y)
disease after G) J\ foll ty :
l neoadjuvant o T l
Central lab chemotherapy Confirmed :
DUE S and pregperative IDES event l;g:l'gv:i:':
treatment * Every 6mo
Study drug 800 oy x
assignment Patients 14
I Tissue Screening phase l Treatment phase Follow-up phase '|
collection?® (28 days) (14 cycles q3w) (max 10y)
Tissue Main Cycle 1, Cycle 14, End of
collection informed day 1 day 1 study
consent consent

Geyer et al, SABCS 2020

Key Eligibility

Inoperable breast
cancer at presentation

Operable breast
cancer at presentation
with node—positive
(ypN1-3) disease after
neoadjuvant therapy



Summary: Early HER2+ Breast Cancer

* Adjuvant therapy SOC for stage 1 disease

* Neoadjuvant chemo+HP is SOC for stage 2/3 disease

* T-DM1 SOC in pts with residual disease

* Neratinib can be considered in pts with HR+ residual disease

* Optimization of neoadjuvant and adjuvant therapy ongoing

* pCR: de-escalation of therapy

* Residual disease: T-DM1 +/- tucatinib, T-DM1 +/- immunotherapy, T-DM1 vs T-
DXd

e T-DXd in neoadjuvant setting in high-risk disease
* Role of predictive assays/ctDNA?
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