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WA I A 78— (cancer survivors)

B A BARERESS (cancer treatment related pain)

b2 gER S R AR REE (chemotherapy induced peripheral neuropathy)

# EF 4 K (opioids)

4 %37 K2 (oxycodone)
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: induced pain. Especially, accompanying with the population
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only pain due to cancer itself, but also cancer treatment

: the prevalence of treatment related pain has augmented

annually and become the important subject in oncology
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Treatment Qutcomes and Prognostic Factors for Patients with Brain Metastases from Breast Cancer: A Multicenter cohort analyses
Norikazu Masuda(1), Naoki Niikura(2), Naoki Hayashi(3), Seiki Takashima(4), Rikiya Nakamura(5), Ken-ichi Watanabe(6), Chizuko Kanbayashi(7), Mayumi Ishida(8}, Yasuo Hozumi(9), Michiko Tsuneizumi({10), Naoto Kondo(11), Youichi

Naito{12),(13), Yayoi Honda(14), Akira Matsui{15), Tomomi Fujisawa(16}, Risa Oshitanai{2), Hiroyuki Yasojima{1), Yutaka Tokuda(2), Shigehira Saji{17), Hiroji lwata(11), the breast division of the Japan Clinical Oncology Group (JCOG)
Patients characteristics

Background

Brain metastases {BM} are associated with poorer
prognosis, impaired QOL and have an increasing
problem because of progressive neurological
impairments,

ly, a trend of i d incid of BM
has been noted among the advanced breast
cancer patients{pts).

Limited information is available for each breast
cancer subtype with regard to clinical course of
pts with BM because of no large-scale study.

Ta define prognostic factors for BM, we had
compared their clinical courses and prognoses

ding to the subtypes, and analyzed the
causes of death.

Methods

We retrospectively collected data for 1466 pts
diagnosed with BM between 2001 and 2012 fram
24 institutions of the breast division of the Japan
Clinical Oncalogy Group {JCOG).

We pectively identified pts d with
8M as the first recurrence as well as those who
developed BM during for

metastatic disease.

8M was defined on the basis of appropriate
imaging and/or histolegical findings.

After exclusion 210 pts’ data due to the lack of
enough data, overall 1256 pis with BM were
evaluated.

Objectives

To define prognostic factor and to estimates the
prognostic impact of breast cancer subtypes based
on ER and HER2 status

To analyzed cause of death in pts with BM to use
large multicenter retrospective dataset.

Definition of death due to BM

According to information from patient charts, we

classified the causes of death as follows:

(i} “Certainly/Definitely related” if the cause of death
was related to the BM, for example, altered
consciousness or coma

Overall Survival according to subtype

{ii) "Probably related” for pts who
treatment because of 8M
(iif) “Possibly related” for pts who changed systemic

treatment because of BM to a less toxic t
{iv) “Not related” if the cause of death was systemic
disease without any symptoms of BM

Results

*» The median overall surviva! (OS) was 8.7 months (m)
{95% C1, 7.8-9.6). Univariate and multivariate analyses
revealed that pts with BM within 6 m of metastatic
breast cancer diagnoses, asymptomatic brain disease, or
HER2-positive/ER-positive tumors had increased OS.

+ Median OS after BM was 9.3 m (95% CJ, 7.2-11.3) for

the luminal type, 16.5 m {11.9-21.1) for the luminal-

HER2 type, 11.5 m {9.1~13.8} for the HER2 type, and 4.9

m (3.9-5.9) for the triple-negative type.

The duration from MBC diagnosis until BM was longer in

pts with luminal-type tumors than in pts with luminal-

HER2 (HR=1.24, P= 0.03), HER2 {HR=1.83, P<0.0001),

and triple-negative {HR=2.00, P<0.0001). Luminal-HER2

pts had significantly longer OS than pts with the luminal

[HR=1.50, P< 0.0001) and triple-negative (HA=1.97,

P<0.0001).

As the first-line treatment for BM, 186 (14.8%) pts

underwent surgery, 291 (23.2%) received stereotactic

radiotherapy and 611 {48.6%) underwent whole-brain
radiotherapy. Pts treated with surgery and stereotactic
radiotherapy showed longer 0S (16.3 m) than those

treated by whole-brain radiotherapy (7.2 m) (HR=0.52;

P<0.0001).

More than 50% of pts (695/1256) died directly due ta

8M.

Conclusions

. The prognosis and clinical course of pts before
and after developing BM vary according to the
subtype. Good prognostic factors for OS included
the early detection of BM, asymptomatic brain
disease, and HER2/ER-positive status.

. Focusing on the subtypes can optimize the
fon, earl ion, and imp d

p
treatment of BM.

" Corresponding author: Norlkozu Masuda, NHO Osaku National Hospital, E-mall; nmosuda@alpha.ocn.ne jp
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“The aim of this study was to determine the clinicopathologic factors

Prognostic factors of HER2-positive breast cancer patients who develop b

: ‘B'tékvround“ : .

Patients with HER2-positive breast cancer have a high risk of developing
brain metastasis compared {o other subtypes of breast cancer. In a
retrospective analysis using the largest dataset to date of 1,256 patients
with brain metastasis, we recently reported that the prognosis and clinical
course of patients with brain metastasis from breast cancer before and
after developing the metastases vary according to subtype [Niikura N,
Hayashi N, et al Breast Cancer Res Treat 2014 Aug; 147(1):103-12].

A standard systemic treatment including the HER2-targeting agents for
‘brain metastasis has not been established. In addition, the clinical course
and prognostic factors of HER2-positive breast cancer patients with brain
melastases are not well known because of the relatively small population
of these patients.

Aim

associated with the prognosis of patients with HER2-positive who
developed brain metastasis.

~Materials:& Methods
This study was planned under the auspices of the Japan Clinical
Oncology Group, Breast Cancer Study Group, which includes 34 clinical
institutions in Japan.

A large dataset of 432 HER2-positive breast cancer patients who were
diagnosed with brain metastases between April 1, 2001 and December 31,
2012 were collected from 24 institutions.

This study was approved by the institutional review board of cach
participating institute.

Overall survival (OS) for patients with brain metastases according to ER
status, histological grade, presence of symptoms at the time of diagnosis
of brain metastasis, number of brain metastases, and treatment with
HER2-targeting agents were assessed.

Brain metastasis-free survival (BMFS) was defined as the time interval
from the diagnosis of primary breast cancer until the diagnosis of brain
metastasis or the last follow-up date. Overall survival was defined as the
Jength of time from the diagnosis of brain metastases to death or to the
last follow-up date.

BMFS and 08 were estimated using the Kaplan-Meier method. Cox
proportional hazards models were used to determine the association
between prognosis and clinicopathologic factors,

Table 1:
Patients and clinicopathologic charncteristics
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‘Table 2:
Univariate and nuftivariate analysis of factors associnted
with survival after developing brain metostasis

Univariate analysis Multivariate amalysis
HR 95.0% CI P HR 954% C1 P
Symptom of brgin metstates  LB47 08) 135 07

{symplomatic’msymplometic)

Nugbwrofbuinmelsines 062 049 077 @0NI BTS  05% a9 0%
(3 or ssfmore than 3)

ER (positivanegative) 983 467 14 a7
Trastuzumal before dovelopiog 1674 084 134 08%
brsin mctstases

Trstwmbafier dcloping 039 031 049 <0000 0445 0352 0563 <00001
brein metastases

Lapolinbafler doscloping brain 046 033 061 <0900 0316
metastases

Histologiaal grads 1965 088 1412 068

(€ and G2

033 0679 <0001

Fig. 1
Overall survival after developing brain metastases in HER2-positive

hreast cancer
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Overadl survival after
devetoping braio metastases
according to anti-IHER2
agents in HER2-positive
breast cancer patients
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It has been thought that trastuzumab is unable to penetrate the blood~

rain metastasis: A multicenter retrospective analysis

asudHozumi™, Michiko T

roto Kondo!

Discussion

brain barrier (BBB) and can better control extracranial metastases,
which would lead to an increased risk of brain metastases in paticots
with HER2-positive breast cancer and a decreased risk of extracranial
distant metastases. However, results from these clinical trials indicate a
potential of these novel HER2-targeting agents for patients with brain
metastases. Further studies are warranted to reveal the mechanism of
BBB penetration and the effects of these agents on brain metastasis.

- Conclusions -

« HER2-positive patients with more than 3 brain metastases at the time
of diagnosis had a poor prognosis,

Regardless of the use of rastuzumab before developing brain

i with both tr ab and lapatinib after

.

developing brain metastasis might improve patients survival.
» Further studies are needed to determine the best treatment strategy,
including these HER2-targeting agents, for this patient population.
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