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AUDIENCE POLL

A 60-year-old woman is diagnosed by core biopsy with a
2.2-cm, ER-negative/HER2-positive IDC and clinically
negative axilla. The patient is a candidate for breast
conservation. What treatment approach would you most
likely recommend?

Neoadjuvant chemotherapy/ |
trastuzumab = surgery

j 8%

Neoadjuvant chemotherapy/
trastuzumab/pertuzumab 2 surgery

Surgery = adjuvant chemotherapy/
trastuzumab

Surgery = adjuvant chemotherapy/
trastuzumab/pertuzumab

Other
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ResearchToPractice.com/YiRMultitumorl5




AUDIENCE POLL

A 60-year-old woman with a 6-cm, ER-negative/HER2-
positive tumor and palpable nodes receives TCH/
pertuzumab with good response but residual disease at
surgery. The patient completes 1 year of trastuzumab and
6 months later develops metastatic disease. What would
you most likely recommend?

Taxaneftrastuzumab

Taxane/trastuzumab/
pertuzumab |

T-DM1
Capecitabine/lapatinib 6%
Trastuzumab/lapatinib 3%

Other 2%
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Phase lll, Randomized Study of
Trastuzumab Emtansine * Pertuzumab
vs Trastuzumab + Taxane for First-line
Treatment of HER2-positive MBC:
Primary Results from the MARIANNE
Study

Ellis PA et al.
Proc ASCO 2015; Abstract 507
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MARIANNE: PFS (Primary Endpoint) and OS

T-DM1 T-DM1+P
Median PFS (mo.) 141 15.2
Events (no.) 236 217

Stratified HR 081 (0.73-1.13) 0.87 (D 69-1.08)
(97.5% Cl) vs HT P=03 P=0.14

Stratified HR — 081(0.73-1.139)
(97 5% CI) vs T-DM1

Prograssion-Free Survival (%)

24 30
Time {mo.)

At time of interim analysis, median OS had not been reached for any of the
treatment arms.

Ellis PA et al. Proc ASCO 2015;Abstract 507.

Conclusions

Critical finding(s): In first-line HER2+ MBC, there were
no efficacy differences between taxane + trastuzumab,
T-DM1 alone and T-DM1 + pertuzumab. T-DM1 was better
tolerated than taxane + trastuzumab.

Clinical implication(s): Taxane + pertuzumab +
trastuzumab remains the standard therapy for first-line
HER2+ MBC.

Research relevance: Trials are already under way to
evaluate these combinations in the adjuvant setting.
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Efficacy of 12-Weeks of Neoadjuvant
TDM1 with or without Endocrine
Therapy in HER2-Positive Hormone-
Receptor-Positive Early Breast
Cancer: WSG-ADAPT HER2+/HR+
Phase Il Trial

Harbeck N et al.
Proc ASCO 2015; Abstract 506

ADAPT HER2+/HR+: pCR (No invasive tumor in
breast and nodes)
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T-DM1 T-DM1 + ET Trastuzumab + ET

pCR rates were substantially higher in T-DM1-containing arms (p < 0.001
for T-DM1 or T-DM1+ET versus Tratuzumab+ET)

Harbeck N et al. Proc ASCO 2015; Abstract 506.
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Conclusions

Critical finding(s): T-DM1 was extremely active in the
neoadjuvant treatment of ER+, HER2+ breast cancer.
The addition of endocrine therapy to T-DM1 did not result
in a higher pCR.

Clinical implication(s): T-DM1 is active and well
tolerated.

Research relevance: Clinical trials evaluating the use of

T-DM1 versus taxane + trastuzumab (standard) are well
supported by this trial.

Five-Year Analysis of the Phase Il
NeoSphere Trial Evaluating Four
Cycles of Neoadjuvant Docetaxel (D)
and/or Trastuzumab (T) and/or
Pertuzumab (P)

Gianni L et al.
Proc ASCO 2015; Abstract 505

ResearchToPractice.com/YiRMultitumorl5



Progression-Free and Disease-Free Survival (ITT)

e

M T PD

B ) ] h-_!lll'.!' - n-ll}'."_ h‘ll‘]}'_ n--Sm:_
= iearPFS. & (0%9% (1] 81 (71-87) 86(77-93) 73(64-81) 736381

T T T
12 24 36

Maonths

T

rD P

n=107 n=107 n=107 n=%0

Syear DFS. % (935 0 81(72-58) B84(72-91) BO(70-8H6] 75(64-81)

L] T L )
12 24 36 48

Months

Gianni L et al. Proc ASCO 2015; Abstract 505.

o-year PFS
PTD: 86%
TD: 81%

HR = 0.69

5-year DFS
PTD: 84%
TD: 81%

HR = 0.60

Conclusions

Critical finding(s): Taxane + trastuzumab + pertuzumab
is very active in the neoadjuvant setting — this did not
result in statistically significant differences in DFS.

Clinical implication(s): Taxane + trastuzumab +
pertuzumab remains an approved choice for the
neoadjuvant treatment of HER2+ breast cancer.

Research relevance: The pending results of APHINITY
will be important in helping to determine the impact of
pertuzumab on the treatment of HER2+ early-stage breast

cancer.
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Invasive Disease-Free Survival Benefit
Following Neratinib as Extended
Adjuvant Therapy in Centrally-
Confirmed HER2+ Early-Stage Breast
Cancer: The ExteNET Phase lll
Randomized Placebo-Controlled Trial

Chan A et al.
Breast Cancer Symposium 2015;Abstract 117.

ExteNET: Invasive DFS (ITT; Primary Endpoint)

P-value = 0,009
HR (95% C1) = 0.67 (0.50-0.91)

Disease-free survival (%)

——— Neratinib
Placebo

T T T T
9 12 15 18

Months after randomization

1229 1189 1150 1108 1033 662
1292 1243 1208 1163 1090 704

Adjusted for HR status, prior trastuzumab (S1 vs > 1 year), LN status

Chan A et al. Breast Cancer Symposium 2015;Abstract 117.
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ExteNET: Centrally-Confirmed Invasive
DFS (Primary Endpoint) in HER2-Positive
and HR-Positive

iDFS centrally-confirmed HR+ and HER2+ (ITT)
98.6%

| 94.3%

P-value <0.001 765 HR+ and centrally

canfirmed HER2 positive
HR (95% CI) = 0.25 (0.12-0.48)

Events: Neratinib vs Placebo .
{10 vs 41) ; HR+: estrogen and/or

progesterone positive

Disease-free survival (%)

e Neratinib
— Placebo

T T T T T T
L] 9 12 15 18 21

Months after randomization
Mo, at risk
Neratinib 384 352 346 337 352 313
Placebo 381 162 351 340 333 316

Chan A et al. Breast Cancer Symposium 2015;Abstract 117.

Conclusions

Critical finding(s): The addition of neratinib for 1 year
after a year of trastuzumab results in an improvement in
DFS at 2 years. This was most pronounced in the ER+
subgroup, and the majority of recurrences were local-
regional ones.

Clinical implication(s): None at this point; additional
follow-up is necessary.

Research relevance: Longer follow-up of this very large
study population will help define the role of extended
HER2-targeted therapy with neratinib.
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