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We Encourage Clinicians in Practice to Submit Questions

!

Feel free to submit questions now before the program
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

How to answer poll questions

When a poll question pops up, click your answer choice from the available options.
Results will be shown after everyone has answered.
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We Encourage Clinicians in Practice to Submit Questions

You may submit questions
using the Zoom Chat
option below

\ 4

Feel free to submit questions now before the
program begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

When a poll question pops up, click your answer choice from the available
options. Results will be shown after everyone has answered.
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Traina T et al. SABCS 2020;Spotlight Session SS3. Used with permission from Dr Traina.



Murthy RK et al. SABCS 2020;Spotlight Session SS3. Used with permission from Dr Murthy.
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Case Presentation: A 42-year-old premenopausal
woman with ER-positive, HER2-positive, node-

negative breast cancer
Laurie Matt-Amaral, MD, MPH

 Mastectomy for ER-positive DCIS revealed a 1.3-cm, ER-positive,
PR-negative, HER2-positive, node-negative IDC

* PMH: Depression
* Genetic testing: PMS2 VUS
e Patientis not interested in receiving adjuvant chemotherapy

e Plan: Trastuzumab plus either tamoxifen or Al/ovarian suppression

Questions
* For which patients do you decide to use post-adjuvant neratinib?

e Any tips about how to manage the diarrhea?



Current Approach for Treatment of HER2+ Breast Cancer: 2020

Tolaney S. ESMO Breast Cancer Virtual Meeting 2020.
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Continued efficacy of neratinib in patients with HER2-
positive early-stage breast cancer: Final overall survival
analysis from the randomized phase 3 ExteNET trial

Holmes FA et al.
SABCS 2020; Abstract PD3-03



ExteNET: Final Overall Survival Analysis

Holmes FA et al. SABCS 2020;Abstract PD3-03.



Final analysis of PERTAIN: A randomized, two-arm, open-
label, multicenter phase Il trial assessing the efficacy and
safety of first-line pertuzumab given in combination with
trastuzumab plus an aromatase inhibitor in patients with
HER2-positive and hormone receptor-positive metastatic or
locally advanced breast cancer

Arpino G et al.
SABCS 2020; Abstract PD3-02



PERTAIN: Progression-Free Survival

Received Induction Therapy No Induction Therapy
Median (95% Cl) Median (95% ClI)
> Log-rank, test p = 0.0758 - Log-rank, test p = 0.0867
% HR (95% Cl) 0.71 (0.49-1.04) % HR (95% Cl) 0.68 (0.44-1.03)
_"8" + censored Median _rgu + censored Median
a 5
i 3
z z
z z
PFS (months) PFS (months)

Arpino G et al. SABCS 2020;Abstract PD3-02.



The DAPHNE trial: A feasibility study of chemotherapy de-
escalation based on response to neoadjuvant paclitaxel-HP
(THP) in HER2-positive breast cancer

Waks AG et al.

SABCS 2020; Abstract PD3-05



DAPHNe: Trial of Chemotherapy De-escalation

TRIAL SCHEMA

Open at Dana-Farber/Harvard Cancer Center (+ satellites)

Enroliment 11/2018 - 1/2020

Eligibility:
* Anatomic stage Il-lll

HER2+ breast cancer
* Breasttumor 21.5cm
* ER/PR pos or negative

THP x 12 weeks
 Pacitaxel

" « Trastuzumab

e  Pertuzumab

Assessment of adjuvant therapy
decision-making:

Patient questionnaires administered

Standardized medical record review

If pCR* (breast and

REGISTRATION
\

Biopsy

* bCR defined as: ypT0/is ypNO
**concurrent endocrine tx allowed if HR+

Waks AG et al. SABCS 2020;Abstract PD3-05.

Definitive
surgery
Or, if clinical residual
disease post-THP:
biopsy = additional
pre-op chemo

nodes), complete 52
wks HP**

7

If no pCR, standard

therapy per

A

Surgical
tissue
collection

investigator
discretion, and
complete 52 wks
T-DM1

v

Follow-up for recurrence/survival




Patient perspectives on chemotherapy de-escalation: “Don’t de-
escalate! | don’t want to die!”

Rocque G et al.
SABCS 2020; Abstract PD3-10



Murthy RK et al. SABCS 2020;Spotlight Session SS3. Used with permission from Dr Murthy.



Which neoadjuvant systemic therapy, if any, would you
generally recommend for a 65-year-old patient with a
1.5-cm, ER-negative, HER2-positive, node-negative
infiltrating ductal carcinoma (IDC)?

None

Paclitaxel/trastuzumab

Paclitaxel/trastuzumab/pertuzumab

ACTH (doxorubicin/cyclophosphamide/paclitaxel/trastuzumab)
ACTHP (ACTH/pertuzumab)

TCH (docetaxel/carboplatin/trastuzumab)

TCHP (TCH/pertuzumab)

Other

S Y B T



Which neoadjuvant systemic therapy, if any, would you generally
recommend for a patient with an ER-negative, HER2-positive IDC
with the following characteristics?

Age: 65, Tumor size: 1.5 cm, Nodal status: Node-negative

Paclitaxel/trastuzumab @@@@@@@@D@@@ 12
None (EOOOO s

TcH (@@ 2
TCHP (docetaxel/ @@2

carboplatin/trastuzumab/pertuzumab)
@A -

AcTHP ()1

Survey of 25 Breast Cancer Clinical Investigators

Paclitaxel/trastuzumab/
pertuzumab



A 65-year-old woman presents with a 3.4-cm, ER-negative,
HER2-positive IDC with biopsy-proven axillary nodes and receives
neoadjuvant TCHP. Regulatory and reimbursement issues aside, what
adjuvant anti-HER2 therapy would you recommend if at surgery the
patient were found to have a pathologic complete response?

Trastuzumab
Trastuzumab/pertuzumab

T-DM1

Trastuzumab > neratinib
Trastuzumab/pertuzumab = neratinib
T-DM1 - neratinib

Other

S Y Y



A 65-year-old woman presents with a 3.4-cm, ER-negative,
HER2-positive IDC with biopsy-proven axillary nodes and receives
neoadjuvant TCHP. Regulatory and reimbursement issues aside, what

adjuvant anti-HER2 therapy would you recommend if at surgery the
patient were found to have a pathologic complete response?

Trastuzumab/pertuzumab 8888888[3@@@@@@@ .

Trastuzumab @@@ 3

Survey of 25 Breast Cancer Clinical Investigators



An 80-year-old woman presents with a 0.6-cm, ER-negative,
HER2-positive, node-negative IDC. Regulatory and
reimbursement issues aside, what adjuvant systemic therapy
would you recommend?

None

Paclitaxel/trastuzumab
Paclitaxel/trastuzumab/pertuzumab
TCH

TCHP

T-DM1

Other

S Y Y



Regulatory and reimbursement issues aside, what adjuvant systemic
therapy would you recommend for a patient with an ER-negative,
HER2-positive, node-negative IDC with the following characteristics?

Age: 80, Tumor size: 0.6 cm

Paclitaxel/trastuzumab OOOOO@@OOOOOO 13
None @@@@@ 5

Tov1 (@@ 4

Paclitaxel/trastuzumab/ @1
pertuzumab

Survey of 25 Breast Cancer Clinical Investigators



A 65-year-old woman presents with a 1.3-cm, ER-positive,
HER2-positive IDC with 2 positive sentinel nodes. Regulatory and
reimbursement issues aside, what adjuvant anti-HER2 therapy
would you recommend?

Trastuzumab
Trastuzumab/pertuzumab

T-DM1

Trastuzumab > neratinib
Trastuzumab/pertuzumab = neratinib
T-DM1 - neratinib

Other

S Y Y



Regulatory and reimbursement issues aside, what adjuvant
anti-HER2 therapy would you recommend for a 65-year-old patient
with a 1.3-cm, HER2-positive IDC with the following characteristics?

ER-positive, 2 positive sentinel nodes

Trastuzumab/pertuzumab O%OOOOOOOOOOOOO 17

rom @EEOOOs
Trastuzumab @@ 2

Postadjuvant neratinib?

v HEEe0eeeee
v @EEOEEEEEEEEEE

Survey of 25 Breast Cancer Clinical Investigators




Agenda

Module 1: Dr Matt-Amaral — A 42-year-old premenopausal woman with ER-positive,
HER2-positive, node-negative breast cancer

Module 2: SABCS 2020 Review — Part 1

Module 3: Dr Hussein — A 43-year-old woman with ER/PR-negative, HER2-positive

breast cancer with brain metastasis
Module 4: SABCS 2020 Review — Part 2
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Case Presentation: A 43-year-old woman with
ER/PR-negative, HER2-positive breast cancer with
brain metastasis

. 1/2016: Stage IlIC Grade 3 left, ER/PR-negative, HER2-positive IDC Atif Hussein, MD, MMM
— S/p neoadjuvant TCH-P x 6 = left MRM and ALND, adjuvant RT and trastuzumab (completed 2/2017)
— 3/2018: Completed adjuvant neratinib study (ExteNET)

e 3/2019: Resection of 4-cm ER/PR-negative, HER2-positive left parietal mass = SBRT
— CT chest/abdomen/pelvis and bone scan: Negative

e 4/2019: Capecitabine/lapatinib

e 7/2019 brain MRI: New left parietal lesion at previous site = second subtotal resection
 10/2019: T-DM1

e 1/2020 brain MRI: Complete resolution of left parietal mass

e 12/2020: T-DM1 cycle 22. Brain MRIs, CT and bone scans — No evidence of disease

Question

e If this patient presented today post-neratinib, lapatinib and capecitabine, what treatment would you
recommend — T-DM1, tucatinib, capecitabine/trastuzumab, other?
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Tucatinib vs placebo in combination with trastuzumab and
capecitabine for patients with locally advanced unresectable
or HER2-positive metastatic breast cancer (HER2CLIMB):
Outcomes by hormone receptor status

Hamilton E et al.
SABCS 2020; Abstract PD3-08



OS by HR Status in the Total Study Population

* Clinically meaningful improvement of OS was observed in patients on the tucatinib arm
regardless of hormone receptor status.

OS in HR+ Subgroup OS in HR- Subgroup
E :f' TUC+Tras+Cape
E TUC+Tras+Cape §
<) o
a a
e e
Pbo+Tras+Cape Pbo+Tras+Cape
Time (months) Time (months)

Hamilton E et al. SABCS 2020;Abstract PD3-08.



OS by HR Status in Patients with Baseline Brain Metastases

 OS was numerically improved in patients with brain metastases in the tucatinib arm in both

hormone receptor subgroups.

OS in Patients with Brain Metastases
in HR+ Subgroup

TUC+Tras+Cape

OS Probability

Pbo+Tras+Cape

Time (months)

Hamilton E et al. SABCS 2020;Abstract PD3-08.

OS in Patients with Brain Metastases
in HR- Subgroup

TUC+Tras+Cape

OS Probability

Pbo+Tras+Cape

Time (months)



Updated results from DESTINY-Breast01, a phase 2 trial of
trastuzumab deruxtecan (T-DXd ) in HER2 positive metastatic

breast cancer

Modi S et al.
SABCS 2020; Abstract PD3-06



DESTINY-Breast01: Best Percentage Change in Tumor Size
from Baseline

Modi S et al. SABCS 2020;Abstract PD3-06.



DESTINY-Breast01: Progression-Free Survival

Modi S et al. SABCS 2020;Abstract PD3-06.



DESTINY-Breast01: Overall Survival

Modi S et al. SABCS 2020;Abstract PD3-06.



Trastuzumab deruxtecan (T-DXd; DS-8201) with nivolumab in
patients with HER2-expressing, advanced breast cancer: A 2-part,
phase 1b, multicenter, open-label study

Hamilton E et al.

SABCS 2020; Abstract PD3-07



T-DXd with Nivolumab: Trial Schema

Hamilton E et al. SABCS 2020;Abstract PD3-07.



A randomized, open-label, phase lll trial of pertuzumab re-
treatment in HER2-positive, locally advanced/metastatic
breast cancer patients previously treated with pertuzumab,
trastuzumab, and chemotherapy: The Japan Breast Cancer
Research Group-MO05 (PRECIOUS) study

YamamotoY et al.
SABCS 2020; Abstract PD3-11



A 65-year-old woman with an ER-negative, HER2-positive IDC
experiences disease recurrence in the liver 6 months after
completing neoadjuvant TCHP followed by adjuvant T-DM1.
Regulatory and reimbursement issues aside, what systemic
treatment would you recommend?

1. Trastuzumab/pertuzumab/docetaxel
T-DM1

Neratinib + paclitaxel

Neratinib + capecitabine

Tucatinib + trastuzumab/capecitabine
Trastuzumab deruxtecan

Trastuzumab + capecitabine
Other
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A 65-year-old woman with an ER-negative, HER2-positive IDC
experiences disease recurrence in the liver 6 months after
completing neoadjuvant TCHP followed by adjuvant T-DM1.

Regulatory and reimbursement issues aside, what systemic
treatment would you recommend?

Trastuzumab deruxtecan @O@@@@O@O@@ 11
Tucatinib + trastuzumab/capecitabine @@@@DD@ 7

Trastuzumab + pertuzumab + docetaxel DD@ 3

T-DM1 @1

Trast mab + pert mab +
uzu pertuzu D 1

paclitaxel or nab paclitaxel
Paclitaxel + trastuzumab @ 1

Neratinib + capecitabine D 1

Survey of 25 Breast Cancer Clinical Investigators



A 65-year-old woman with an ER-negative, HER2-positive IDC
experiences disease recurrence in the liver and brain 18 months
after completing neoadjuvant TCHP followed by adjuvant
trastuzumab/pertuzumab. Regulatory and reimbursement issues
aside, what systemic treatment would you recommend?

Trastuzumab/pertuzumab/docetaxel
T-DM1

Neratinib + paclitaxel

Neratinib + capecitabine

Tucatinib + trastuzumab/capecitabine
Trastuzumab deruxtecan
Trastuzumab + capecitabine

Other
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A 65-year-old woman with an ER-negative, HER2-positive IDC
experiences disease recurrence in the liver and brain 18 months
after completing neoadjuvant TCHP followed by adjuvant

trastuzumab/pertuzumab. Regulatory and reimbursement issues
aside, what systemic treatment would you recommend?

Tucatinib + trastuzumab/capecitabine DDDDDDDDDDOO 12
Trastuzumab + pertuzumab + docetaxel @@@@@@@@ 8

T-DM1 @@2

Trastuzumab + pertuzumab +
paclitaxel or nab paclitaxel O@ 2

Trastuzumab deruxtecan @ 1

Survey of 25 Breast Cancer Clinical Investigators



Agenda

Module 1: Dr Matt-Amaral — A 42-year-old premenopausal woman with ER-positive,
HER2-positive, node-negative breast cancer

Module 2: SABCS 2020 Review — Part 1

Module 3: Dr Hussein — A 43-year-old woman with ER/PR-negative, HER2-positive
breast cancer with brain metastasis

Module 4: SABCS 2020 Review — Part 2

Module 5: Dr Matt-Amaral — A 73-year-old woman with clinical T4 ER/PR-negative,

HER2-positive breast cancer

Module 6: Dr Hussein — A 36-year-old physician with ER/PR-negative, HER2-positive,
node-positive breast cancer during pregnancy



Case Presentation: A 73-year-old woman with clinical
T4 ER/PR-negative, HER2-positive breast cancer

Laurie Matt-Amaral, MD, MPH
 Presents with clinical T4 breast cancer — whole breast involved with

peau d’orange and lymphadenopathy
— Patient suffered a fall, experienced soreness afterwards, delayed seeking medical attention

* Neoadjuvant taxane/platinum plus dual anti-HER2 therapy

Question

*  Which patients should be considered for post-neoadjuvant T-DM1 therapy?
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Case Presentation: A 36-year-old physician with
ER/PR-negative, HER2-positive, node-positive breast
cancer during pregnancy

» 5/2019: Diagnosed with right, ER/PR-negative, HER2-positive, node-positive

IDC at 19 weeks pregnant with her second child

* 6/2019-9/2019: ACx 6

* 10/2019: Delivery of a healthy baby girl

 10/2019 PET/CT: Disease in right breast and axilla but no distant metastases
e 10/2019 —02/2020: Trastuzumab/pertuzumab/docetaxel/carboplatin x 6

» 3/2020: Right modified radical mastectomy, left prophylactic mastectomy
— Residual disease: 7-mm IDC in right breast, 7/12 positive axillary nodes
— Residual Cancer Burden: 3.753, Residual Cancer Burden Class: RCB-II|

3/2020 - 3/2021: T-DM1

Question
* What is the safest treatment regimen to administer during pregnancy?

*  Would you consider neratinib after completion of T-DM1?

Atif Hussein, MD, MMM



Year in Review — Clinical Investigators Provide
Perspectives on the Most Relevant New
Publications, Data Sets and Advances in Oncology:

Targeted Therapy for Lung Cancer

Tuesday, January 26, 2021
5:00 PM -6:00 PM ET

Faculty

Joel W Neal, MD, PhD
Paul K Paik, MD

Moderator
Neil Love, MD



Thank you for joining us!

CME credit information will be emailed
to each participant within 3 business days.



