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Adjuvant/Neoadjuvant 
Treatment



Trastuzumab improves outcomes…



Evolving Landscape: More or Less?

Escalate Treatment:
• Node positive
• LABC/Inflammatory
• no pCR

De-escalation of Treatment

• T1a/T1b/T1c
• Node Negative
• Patients achieving pCR





APT Trial Results



Duration of Trastuzumab

Pondé, N., Gelber, R.D. & Piccart, M. npj Breast Cancer 5, 1 (2019).



Pondé, N., Gelber, R.D. & Piccart, M. npj Breast Cancer 5, 1 (2019).



KATHERINE STUDY: For Patients with 
noPCR after Neoadjuvant Therapy



Katherine Study Results



ExteNet Trial



Aphinity Trial



ExteNet Trial Results









Adjuvant Dual Her2 Blockade

Bulbul A, et al. Front. Oncol., 30 May 2018



Metastatic 
Management 
Her2+ BC



Current Approach to MBC HER-2+ Disease

Trastuzumab + Pertuzumab + 
Taxane

TDM-1

Cap+Lapatinib
Chemo+Trastuzumab

Lapatinib+Trastuzumab
Endocrine RX+antiHer2 Rx (HR+)

Pertuzumab or TDM1 if not received 
earlier

First 
Line

Second 
Line

Third 
Line & 
Beyond



New and Emerging Therapies

Pyrotinib

Tucatinb

Neratinib

Trastuzumab Deruxican

Margituxumab











HER2CLIMB: Phase III Study Design

 Randomized, double-blind, placebo-controlled, active comparator phase III trial at 155 sites in 
15 countries (February 2016 to May 2019); data cutoff: September 4, 2019; median f/u: 14.0 
mos

Patients with HER2+ MBC; 
prior trastuzumab, pertuzumab, 

and T-DM1; ECOG PS 0-1; 
brain mets allowed*

(N = 612)

Tucatinib 300 mg PO BID +
Trastuzumab 6 mg/kg Q3W (loading dose: 8 mg/kg C1D1) +

Capecitabine 1000 mg/m2 PO BID, D1-14
(n = 410)

Placebo PO BID +
Trastuzumab 6 mg/kg Q3W (loading dose: 8 mg/kg C1D1) +

Capecitabine 1000 mg/m2 PO BID, D1-14
(n = 202)

*Including previously treated stable mets, untreated 
mets not needing immediate local therapy, and 
previously treated progressing mets not needing 
immediate local therapy.

21-day cyclesStratified by brain mets (yes vs no), ECOG PS (0 vs 1), 
and region (US or Canada vs rest of world)

Murthy. SABCS 2019. Abstr GS1-01. Murthy. NEJM. 2019;[E-pub]. Slide credit: clinicaloptions.com

 Primary endpoint: PFS (RECIST v 1.1 by BICR) 
among first 480 randomized patients

 Secondary endpoints (total population): OS, 
PFS in patients w/ brain mets, ORR in patients 
w/ measurable disease, safety in patients 
who received ≥ 1 dose of study tx

47%, which included 28% who had treated brain metastases 
and 19% who had progressive or untreated brain metastases



46.3

HER2CLIMB: PFS (Primary Endpoint Population)

Murthy. SABCS 2019. Abstr GS1-01. Murthy. NEJM. 2019;[E-pub]. Slide credit: clinicaloptions.com

Events, 
n/N

7.8 (7.5-9.6)
5.6 (4.2-7.1)

Median PFS, 
Mos (95% CI)

Tucatinib + Trastuzumab/Cape
Placebo + Trastuzumab/Cape

178/320
97/160

33 (27-40)
12 (8-21)

1-Yr PFS, 
% (95% CI)

46% reduction in risk of disease progression
HR: 0.54 (95% CI: 0.42-0.71; P < .00001)
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Only 5.7% of the 
patients discontinued 
tucatinib because of 
adverse events.



HER2CLIMB



26.6

HER2CLIMB: OS (Total Population)

Murthy. SABCS 2019. Abstr GS1-01. Murthy. NEJM. 2019;[E-pub]. Slide credit: clinicaloptions.com

21.9 (18.3-31.0)
17.4 (13.6-19.9)

Median OS, 
Mos (95% CI)

Tucatinib + Trastuzumab/Cape
Placebo + Trastuzumab/Cape

130/410
85/202

45 (37-53)
27 (16-39)

2-Yr OS, 
% (95% CI)

HR: 0.66 (95% CI: 0.50-0.88); P = .0048)
34% reduction in risk of death
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Neratinib in HER2+ MBC: Study Design

 Pooled analysis of 3 multicenter phase II or III trials

NALA
Metastatic HER2+ BC, ≥ 2 lines of HER2-directed 

therapy for metastatic disease, asymptomatic 
and stable brain metastases permitted

(N = 621)

Neratinib 240 mg/day + Capecitabine 1500 mg/m2 14/21 days*
(n = 307)

Lapatinib 1250 mg/day + Capecitabine 2000 mg/m2 14/21 days
(n = 314)

Slide credit: clinicaloptions.comAwada. SABCS 2019. Abstr P2-20-01.

*Dosed with loperamide in cycle 1.

NEfERT-T
Metastatic HER2+ BC, previously untreated 

recurrent and/or metastatic disease, asymptomatic 
and stable brain metastases permitted

(N = 479)

Neratinib 240 mg/day + Paclitaxel 80 mg/m2 14/21 D1,8,15, Q28D
(n = 242)

Trastuzumab 4 mg/kg then 2 mg/kg QW + 
Paclitaxel 80 mg/m2 14/21 D1,8,15, Q28D (n = 237)

TBCRC 022
Metastatic HER2+ BC and measurable, 

progressive CNS metastases
(N = 37)

Neratinib 240 mg/day + Capecitabine 1500 mg/m2 14/21 days*
(n = 37)



Neratinib in HER2+ MBC: PFS by CNS Objective 
Response (Combined Trials)

Slide credit: clinicaloptions.comAwada. SABCS 2019. Abstr P2-20-01. Reproduced with permission.

*PFS for CNS and systemic disease.

Events, 
n (%)

11.3
5.6

Median PFS, 
Mos

Patients with CNS response
Patients without CNS response

20 (76.9)
19 (82.6)

0.58
(0.31-1.10)

HR 
(95% CI)

.087
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27.1
11.5

0.43
(0.24-0.76)

HR 
(95% CI)

.003

Log-Rank 
P Value

Neratinib in HER2+ MBC: OS by CNS Objective Response 
(Combined Trials)

Slide credit: clinicaloptions.comAwada. SABCS 2019. Abstr P2-20-01. Reproduced with permission.

Patients with CNS response
Patients without CNS response

21 (72.4)
36 (85.7)
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ADC comprising a humanized HER2-targeted mAb with a tumor-selective 
cleavable tetrapeptide linker and a topoisomerase I inhibitor “payload”
It has a higher drug-to-antibody ratio than trastuzumab emtansine (8 to 1 vs. 3 
to 1)

Trastuzumab Deruxtecan



DESTINY-Breast01: Phase II Study Design

 Open-label, multicenter, randomized, 2-part phase II study

Krop. SABCS 2019. Abstr GS1-03. Modi. NEJM. 2019:[Epub]. Slide credit: clinicaloptions.com

T-DXd 5.4 mg/kg
(n = 28)

T-DXd 6.4 mg/kg
(n = 26)

T-DXd 5.4 mg/kg
(n = 22)

T-DXd 6.4 mg/kg
(n = 22)

T-DXd 7.4 mg/kg
(n = 23)

Adult patients with 
HER2+ unresectable 

and/or metastatic BC; 
prior T-DM1; ECOG PS 

0-1; stable, treated 
brain metastases 

allowed; history of 
significant ILD excluded

Newly 
enrolled 
patients

T-DXd 5.4 mg/kg
(n = 130)

T-DXd 5.4 mg/kg
(n = 4)

Pharmacokinetics (n = 65)

 Primary endpoint: ORR by ICR (RECIST v1.1)

 Secondary endpoints: investigator-assessed 
ORR, DCR, DoR, CBR, PFS, OS, PK, safety

*5.4 mg/kg confirmed as RP2D.

Dose Finding* (n = 54) Continuation (n = 134)

Part 1 Part 2

Total enrolled at 5.4 mg/kg: n = 184

T-DM1 
Intolerant

(n = 4)

T-DM1 
R/R

(n = 249)

 Data cutoff: August 1, 2019

‒ 79 (42%) continuing treatment 

‒ 105 (57.1%) d/c (mostly for PD, 28.8%)



DESTINY-Breast01: Best Change in Tumor Size

Krop. SABCS 2019. Abstr GS1-03. Modi. NEJM. 2019:[Epub]. Slide credit: clinicaloptions.com

Patients (N = 168)
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Confirmed ORR: 60.9% (95% CI: 53.4-68.0); 11 CRs

Risk of interstitial lung disease 13.6%) , which led to death in 
2.2% of the patient
The exact mechanism leading to pulmonary toxicity is 
not clear.







SOPHIA Second Interim Survival Analysis: 
Response (ITT)

Slide credit: clinicaloptions.comRugo. SABCS 2019. Abstr GS1-02.

Outcome
Margetuximab + CT

(n = 266)
Trastuzumab + CT 

(n = 270)
Nominal 
P  Value

ORR*, n (%; 95% CI) 67 (25.2; 20.1-30.9) 37 (13.7; 9.8-18.4) .0006

CBR†, n (%; 95% CI) 128 (48.1; 42.0-54.3) 96 (35.6; 29.9-41.6) .0025

Best overall response, n (%)
 CR
 PR
 SD
 PD
 Not evaluable/available

5 (1.9)
62 (23.3)
143 (53.8)
40 (15.0)
16 (6.0)

4 (1.5)
33 (12.2)
158 (58.5)
57 (21.1)
18 (6.7)

--
--
--
--
--

Median DoR, mos (95% CI) 6.9 (5.45-7.49) 7.0 (5.55-8.15) .7400

*CR + PR. †CR + PR + SD > 6 mos.
Data cutoff: September 2019.



Take home messages

 Anti Her2 therapy has led to a remarkable improvement of 
outcomes for patients with Her2 + BC

 Patient selection is key to determine right patients for a 
“more or less” approach

 Dual targeted therapy may provide greater benefit for 
some patients

 Emerging therapies in the metastatic setting show promise, 
especially for patients with brain metastasis


