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Current/ Previous Standard of Care
ADJUVANT CHEMOTHERAPY
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New Standard of Care
NEOADJUVANT CHEMOTHERAPY

@ Give the chemotherapy BEFORE the surgery
/ Hormone therapy

Antibody



KATHERINE Trial

All patients who are Her 2 positive, unless <5 mm, LN negative
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Herceptin
+ chemo
Before surgery
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(N=1486)

TDM-1

* Antibody-drug Conjugate

KADCYLA (TDM-1)

3.6 mg/kg
(n=743)
7
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One year of her 2 directed therapy
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Triple Negative Breast Cancer

TRIPLE-NEGATIVE BREAST CANCER CELLS _
LACK HR AND HER2 PROTEINS * Hormone receptor negative

* Her 2 negative

TRIPLE-NEGATIVE



Current/ Previous Standard of Care
ADJUVANT CHEMOTHERAPY for TNBC
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New Standard of Care
ADJUVANT CHEMOTHERAPY for TNBC
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Carboplatin




WINDSOR Triple Negative Trial

e 88 women from Windsor

* All Triple Negative Breast Cancer

* Median age 57 (26 — 72)

* Added Carboplatin in the adjuvant setting

* Adjusted the protocol to improve compliance
* Improved outcomes vs historical controls
* No relapses in patients with final protocol
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WINDSOR TNBC Trial

| Regimen1 |Regimen2 |
n=_ B 17
Median age (range) 52 (26-72) 48 (33-62)

12(21)  1(14)
24(42)  14(82)

Stage IIB (%) 6(11) 0

6(11)  2(12)
5 (9) 0
4(7) 0

Gradel [NV 0
Grade 2 (%) 5(9) 0
Grade 3 (%) 55 (91) 17 (100)




Survival Probability

WINDSOR TNBC Trial

Product-Limit Survival Estimates
With Number of Subjects at Risk and 95% Hall-Wellnar Bands
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Product-Limit Survival Estimates
With Number of Subjects at Risk and 95% Hall-Weliner Bands
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Red line — historical control — Windsor patients treated before the clinical trial with TNBC



WINDSOR TNBC Trial

S Tt [t
57 17

Relapses 14 (26%) 0 (0%)

Median follow-up (years) 4.03 1.8

Median time to relapse (years) 1.8 N/A



New Standard of Care
NEOADJUVANT CHEMOTHERAPY in TNBC
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More chemo IF there
is residual disease at

Rate of complete
surgery

remission (CR) in TNBC
is higher than non-
TNBC, between 33 -
66% CR



CREA

E X Trial

NEOADJUVANT Ch

emotherapy in TNBC

or node +

NeoAdjuvant Chemo Residual disease
All stages

Her 2 negative

fication factors:
3e, NAC, ypN,
5FU and institution

CREATE-X: Tri
HER2- -
Pathology e
non-pck

(n=900

Standaxd therapy:

al Design

i Control:
748 Standard therapy

"Wl Standard therapy

+ Capecitabine

6 more months of chemotherapy

HR+: Ho
HR-: No fyrther systemic treatment




CREATE X
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PD-L1 Inhibitors in Breast Cancer:
Immunotherapy

T-cell receptor

P Antigen
Y‘

e Used in Lung Ca, Hodgkin’s

T-cell PD-1 T‘f;}f' lymphoma, melanoma, etc.
inhibitor
- * Now used in Breast cancer —
PD-1 triple negative
PD-L1

PD-L1



THE EXPANDING SCOPE OF
CANCER IMMUNOTHERAPEUTICS

AS OF JANUARY 2017, THE FOLLOWING CHECKPOINT INHIBITORS WERE FDA-APPROVED:

Head and Melanoma:
neck cancer: ipilimumab
pembrolizumab (Yervoy)
(Keytruda) nivolumab
nivolumab (Opdivo) pembrolizumab
) combination of
Hodgkin ipilimumab and
lymphoma: nivolumab
nivolumab
Lung cancer:
Kidney cancer: nivolumab
nivolumab pembrolizumab
Bladder cancer: atezolizumab
atezolizumab
(Tecentriq)

Adapted from the American Association for Cancer Research (AACR) Cancer Progress Report 2016



Toxicity Profile of Immunotherapies

Takes the Brakes OFF of the immune system

Brain:

Hypophysitis

Multiple Scherois
Guillain-Barre Syndrome

Ocular
gkln:
sh "
Pruritis Thyroid:

Hashimoto’s Thyroiditis

Vitiligo
s Graves Disease

Lungs:
Pneumonitis
Asthma Gl Tract:
Wegener's Granulomatosis Ulcerative Colitis
Diarrhea

Chron's Disease

Liver:
Autoimmune Hepatitis

Blood:
. Nerves:
Bor?hmg,owcy/t\g'eﬁ: Peripheral Neuropathy
Hemolytic Anemia
Dysglycemia

Muscles: v”

Myositis

Bones: \ |
Arthritis AL |
I\

diabetes



IMPASSION trial: TNBC: Stage 4

D Overall Survival in the PD-L1-Positive Subgroup

Atezolizumab + Nab-Paclitaxel
Placebo+ Nab-Paclitaxel
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Median 2-Yr Rate of
No. of Events/  Overall Survival Overall Survival
No. of Patients (95% CI) (95% Cl)
mo %
64/185 25.0 (22.6-NE) 53.5 (42.3-64.6)
88/184 15.5 (13.1-19.4) 36.6 (26.4-46.7)

118 E——

Stratified hazard ratio for death, 0.62 (95% Cl, 0.45-0.86)

Atezolizumab +nab-paclitaxel

0 |
0 3

No. at Risk

Atezolizumab+ 185 177 160

nab-paclitaxel

Placebo+ 184 170 147

nab-paclitaxel

9 12 15 18 21 24 27 30 33 36

Months

142 113 61 36 22 15 9 5 NE NE

129 8 44 27 19 13 6 NE NE NE

T-cell receptor

T-cell PDA
inhibitor

PD-1

PD-L1

Adding a PD-L1 inhibitor improved Survival



Summary

1. NEOADJUVANT chemotherapy for her 2 positive breast cancer and
Triple Negative breast cancer improves outcomes

2. Immunotherapy is moving into breast cancer (TNBC)
3. Carboplatin offers improvements in outcomes in TNBC



