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Table 3 Number of patients who experienced adverse
events according to CCTAE grade

Toxicity Grade 2 Grade 3 Total
Anemia 1 0 1
Lymphopenia 3 3 6
Platepenia 2 0 2
Hypoalbuminiemia 1 0 1
Constipation 5 0 5
Total 12 3 15

CCTAE: Common Terminology Criteria for Adverse Events

subjects were patients with second recurrence of
glioblastoma in our analysis. This is compatible
with previous reports that the PFS-6 and ORR were
numerically higher in patients experiencing first
relapse compared to those experiencing second
relapse.®®

The phase II study to evaluate effect of bevaci-
zumab-alone and bevacizumab-plus-irinotecan for
recurrent glioblastoma demonstrated no significant
difference of survival endpoints, median OS times
were 9.2 months and 8.7 months, respectively.
However, our analysis showed that in two patients
(Cases 2 and 3) who received more than 8 cycles of
ICE, bevacizumab improved their disease progres-
sions refractory to ICE chemotherapy. Many previous
reports also have implied that bevacizumab may
have potential to affect tumor in combination with
another chemotherapeutic agent.”'®' A possible
mechanism is that antiangiogenic therapy affects
tumor vascular structure and blood perfusion. The
study to assess tumor blood perfusion in recurrent
glioblastoma treated with cediranib, a pan-VEGF
receptor tyrosine kinase inhibitor, demonstrated
that tumor blood perfusion increased in 7 of 30
patients. Increase of tumor blood perfusion was
associated with longer survival. Antiangiogenic
therapy induced-vascular normalization probably
changes the efficacy of the combination drugs.?

Recently, two phase III studies, AVAglio and
RTOG 0825, to evaluate the addition of bevaci-
zumab to standard temozolomide management in
patients with newly diagnosed glioblastoma were
performed.?® These studies showed that the addi-
tion of bevacizumab did not improve OS but did
improve PFS. Based on these results, it is a contro-
versial matter whether bevacizumab is combined
with the standard temozolomide management as
the initial treatment. And there are clinical ques-
tions to resolve. First, what is the factor to bring
effect of bevacizumab? Bevacizumab-plus-irinotecan
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also resulted in high ORR and an increased PFS-6
value, but showed no improvement in OS. Some
patients with recurrent glioblastoma and well
respond to bevacizumab have survived significantly
longer than non-responders.'” In our analysis,
salvage effects of additional bevacizumab tend to
be prominent in ICE responders. Second, how do
we use bevacizumab to be more effective and less
harmful, for example, continuation or short-period
administration similar to steroid? The retrospective
study demonstrated that bevacizumab continuation
beyond initial progression was associated with
modestly improved outcome compared with non-
bevacizumab therapy.*® Third, no difference was
seen in bevacizumab dose-response benefit between
5 mg/kg and 10 mg/kg to 15 mg/kg. The lack of a
dose-response effect would require confirmation in
a prospectively conducted clinical trial. A model
for the potential therapeutic benefits of low-dose
antiangiogenic therapy was introduced.?® Antian-
giogenic therapy is perspective tool in association
with tumor vascularity and drug delivery.

There is no established standard salvage chemo-
therapy for recurrent glioblastoma after the failure
of standard management with temozolomide. Phase
II studies of ICE chemotherapy in patients with
recurrent glioblastoma showed clinical benefit
with a PFS-6 of 35%." In our hospital, we use
dose-reduction regimen of ICE as second-line
chemotherapy for first relapsing glioblastoma. A
Germany retrospective study, which was reported
by Schéfer et al., showed that ICE was not effec-
tive in patients with recurrent high-grade glioma if
applied at second or third relapse.' In our analysis,
PFS-6 was 37.5% in patients treated with ICE
chemotherapy at the first relapse of glioblastoma.
Retrospective studies of chemotherapy containing
bevacizumab and carboplatin have also shown
favorable effect that PFS-6 rates were 22-50% in
recurrent glioblastoma.?”'12 These suppose that the
regimen containing carboplatin has potency to be
active in malignant glioma, and that the efficacy
of regimen combined with bevacizumab and ICE in
patients with first relapse of glioblastoma should
be addressed.

In conclusion, we consider that the combination
of bevacizumab and ICE is well tolerated and may
derive some clinical benefits in recurrent glioblas-
toma patients, in spite of the limitations of our
analysis. Bevacizumab seems to be more active with
in patients with first recurrence of glioblastoma
compared those with its second recurrence. The
dose intensity and schedule of bevacizumab and
ICE need be optimized in future studies.
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Glioblastoma is a highly vascular tumor that expresses vascular endothelial growth factor, a
key regulator of angiogenesis and tumor blood vessel permeability. Bevacizumab is a mono-
clonal antibody that inhibits vascular endothelial growth factor and the growth of gliomas.
Bevacizumab monotherapy has proven effective for recurrent glioblastoma, and it extended
progression-free survival and improved patient quality of life in various clinical trials. Some
patients who receive bevacizumab experience improvements in neurological symptoms and
steroid dose reductions. Bevacizumab induces a dramatic and rapid radiological response,
but non-enhancing lesions are often detected on magnetic resonance imaging without enhan-
cing lesions. Rebound phenomena such as rapid tumor regrowth are occasionally observed
after the discontinuation of bevacizumab therapy. Therefore, Response Assessment in
Neuro-Oncology criteria were recently devised to evaluate the efficacy and radiological re-
sponse of bevacizumab treatment. Hypertension and proteinuria are characteristic adverse
events associated with bevacizumab therapy. In addition, many fatal adverse events such as
intracranial hemorrhage and venous thromboembolism are reported in patients treated with
bevacizumab. However, these events are also associated with glioma itself, and careful atten-
tion needs to be paid to these events. Bevacizumab is used to treat various diseases includ-
ing radiation necrosis and recurrent brain tumors such as brain metastases, schwannoma
and meningioma, but additional clinical trials are necessary. The efficacy and current prob-
lems associated with bevacizumab in the treatment of glioblastoma and other brain tumors
are reviewed.

Key words: bevacizumab — glioblastoma — glioma — brain metastases — rebound

INTRODUCTION

Glioblastoma (GBM), the most common malignant brain
tumor, is associated with a survival time of 12 years. The
standard therapy for a newly diagnosed GBM is maximum
resection in patients without neurological deficits and radio-
therapy (RT) plus the alkylating agent temozolomide
(TMZ) (1). GBM is a highly vascular tumor, and an alterna-
tive therapeutic approach that inhibits angiogenesis is
expected to inhibit the growth of GBM.

Vascular endothelial growth factor (VEGF), a key regula-
tor of angiogenesis, is highly expressed in GBM (2—4). The

expression of VEGF correlates with the grade of gliomas
(5), and VEGF expression is also observed in meningioma
and brain metastases (3). The molecular bases for the upre-
gulation of VEGF gene expression in gliomas are as follows:
(1) hypoxia or the hypoxia inducible factor (HIF)-related
mechanism, (ii) epidermal growth factor receptor signaling,
(iii) upregulation of the Forkhead box M1B (FoxMI1B) tran-
seription factor in GBM but not in low-grade glioma, which
stimulates VEGF expression independently of HIF and (iv)
upregulation of HuR, a member of the Elav family of
RNA-binding proteins, in GBM, which suppresses the post-

© The Author 2013. Published by Oxford University Press. All rights reserved.

582

For Permissions, please email: journals.permissions@oup.com

€107 ‘81 sunf uo (v AL 21U Jaouer) [puoneN 1. /810 sjpumolpiogxo-ooflyidny woly papeojumod]



588 Bevacizumab for brain tumors

transcriptional degradation of VEGF mRNA under hypoxia
(6). VEGF signaling regulates angiogenesis and tumor blood
vessel permeability, which promote endothelial cell prolifer-
ation, survival and migration and cerebral edema (6).

Monoclonal antibodies against VEGF have been demon-
strated to inhibit the growth of GBM xenografts in an in vivo
mouse model (7,8). Bevacizumab (Avastin®), a monoclonal
antibody that inhibits the VEGE, is currently approved for
metastatic colorectal, non-small-cell lung, breast, ovarian
and renal cancers. Based on the results of many clinical
trials of bevacizumab for the treatment of GBM, bevacizu-
mab is currently recognized as a second-line chemotherapeu-
tic agent for GBM. The application of bevacizumab for
recurrent GBM  is also described in the National
Comprehensive Cancer Network guideline (9), and it has
been approved in more than 41 countries. This article
reviews the efficacy and current problems of bevacizumab
therapy against GBM and other brain tumors.

RECURRENT GBM

Bevacizumab is a standard therapeutic agent for recurrent
GBM or WHO grade III malignant gliomas after treatment
with RT plus TMZ, and no other effective therapy is avail-
able. Single-agent bevacizumab after the failure of initial
treatment with mainly TMZ for malignant gliomas has a
reported objective response rate (ORR), progression-free sur-
vival (PFS), 6-month PFS rate and overall survival (OS) of
20.9-42.6%, 1.0—4.2 months, 20.9-42.6% and 7.1-12
months, respectively, as calculated from the initiation of bev-
acizumab treatment (10—14) (Table 1).

Bevacizumab alone or in combination with irinotecan was
similarly effective for recurrent GBM in the BRAIN study
(11). The PFS times were 4.2 and 5.6 months in the bevaci-
zumab alone (7 = 85) and bevacizumab plus irinotecan
(n = 87) groups, respectively, and the OS times were 9.2 and
8.7 months, respectively, in the two groups. The 6-month
PFS rates for bevacizumab alone and bevacizumab plus iri-
notecan were 42.6 and 50.3%, respectively, and the ORRs
were 28.2 and 37.8%, respectively, for the two treatments.
Based on these results, the US Food and Drug

Table 1. Efficacy of single-agent bevacizumab for malignant gliomas

Study ORR (%) PFS 6-month 0OS from

PES rate (%) bevacizumab
BRAIN, 2009 28.2 42 42.6 9.2
1022506, 2012 27.6 33 339 10.5
Kreisl, 2009 35 3.7 29 7.1
Chamberlain, 2010 42 1.0 42 8.5
Kreisl, 2010 43 2.9 20.9 12

ORR; overall response rate, PFS; progression-free survival, OS; overall
survival.

Administration (FDA) first granted bevacizumab accelerated
approval for the treatment of recurrent GBM in 2009 (15).

The JO22506 study in Japan also revealed that
single-agent bevacizumab was effective for recurrent malig-
nant gliomas (n = 31) (14). The PFS and OS were 3.3 and
10.5 months, respectively, for this treatment. Additionally,
the 6-month PFS rate, ORR and disease control rate were
33.9, 27.6, and 79.3%, respectively, and these findings were
comparable with those of the BRAIN study. Approximately
70% of patients who received corticosteroids before treat-
ment were able to reduce their dose or discontinue cortico-
steroid therapy after bevacizumab treatment, and >70% of
patients displayed a lower tumor volume on magnetic reson-
ance imaging (MRI) 6 weeks after treatment in this study.

Combination therapy of bevacizumab and irinotecan
(11,12,16—18), carboplatin (19—21), erlotinib (22), etoposide
(23) and dose-intense daily TMZ (24,25) for malignant
gliomas was reported, and the treatment results were similar
to that of single-agent bevacizumab therapy.

Generally, the 6-month PFS rate and OS of recurrent
GBM are 10—20% and ~6 months, respectively (26—28).
Thus, single-agent bevacizumab has become the most
promising second-line agent for recurrent GBM in adult.
However, there are a few reports about the use of bevacizu-
mab to treat recurrent pediatric high-grade gliomas or brain-
stem gliomas, and the radiological response rate, response
duration and survival of children appeared to be inferior to
those of adult cases (29—-32).

Marked decreases in enhancing lesions and surrounding
cerebral edema have been observed after the initiation of
therapy, and patients exhibited improvements in clinical
symptoms. Approximately 30—70% of patients who received
bevacizumab could reduce their steroid doses (14,33).
Steroids have been used to treat patients with brain tumors to
control brain edema, and bevacizumab is occasionally con-
sidered an ‘expensive super steroid’. Thus, patients treated
with bevacizumab display improved quality of life due to
improvements in clinical symptoms and reductions of steroid
doses, even if for a short time.

Wong et al. performed a meta-analysis of bevacizumab
for recurrent GBM in 548 patients from 15 studies and
reported that the 6-month PFS rate and OS were 45% and
9.3 months, respectively. The treatment doses of bevacizu-
mab in most clinical trials were 10 mg/kg every 2 weeks, but
they reported no difference in the bevacizumab dose re-
sponse benefit between doses of 5 mg/kg and 10—15 mg/kg
(34). The efficacy of superselective intra-arterial cerebral in-
fusion of bevacizumab to increase the local concentration of
the drug around the tumor has been reported (35).

MRI FINDINGS AFTER BEVACIZUMAB
TREATMENT

Bevacizumab exhibited a dramatic and rapid reducing effect
on enhancing lesions on MRI (36,37), and >70% patients
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displayed smaller enhancing lesions 6 weeks after the initi-
ation of treatment (14). However, this effect is not caused by
the antitumor effect of bevacizumab, but is attributable to the
normalization of abnormally permeable tumor vessels or re-
gional cerebral blood volume (38). Non-enhancing lesions on
T2 or fluid-attenuated inversion recovery MRI are often

detected without enhancing lesions, which are indicative of

progressive infiltrative tumors. Iwamoto et al. reported that
46% of patients had larger enhancing lesions at the initial
tumor site, 16% had a new enhancing lesion outside the
initial site, and 35% had progression of predominantly non-
enhancing tumors at the time of bevacizumab discontinuation
for recurrent GBM (36).

The Macdonald criteria have been used for response assess-
ment in glioma (39). These criteria are based on the two-
dimensional WHO response criteria, and they use the
enhancing tumor area on computed tomography (CT) or MRI
as the primary measure while considering the use of steroids
and changes in the neurologic status, However, these criteria
cannot evaluate the enlargement of the non-enhancing area
upon bevacizumab treatment or a pseudoresponse, which is
often visualized as a transient increase in the enhancing lesion
in patients receiving TMZ treatment. Thus, the Response
Assessment in Neuro-Oncology Working Group developed
new standardized response criteria for clinical trials of brain
tumor treatment to evaluate the clinical response to recent treat-
ment including antiangiogenic therapy (40).

REBOUND PHENOMENON AND
BEVACIZUMAB CONTINUATION BEYOND
PROGRESSION

No effective agent other than TMZ or bevacizumab is avail-
able to treat malignant gliomas, and TMZ or bevacizumab
therapy, with or without other chemotherapeutic agents, often
continues after progressive disease (PD) is observed.
Increased doses of TMZ were reported to be beneficial for
some patients (41—44). It is unclear whether continued beva-
cizumab treatment is effective in patients after PD is detected.

Two large observation studies showed that bevacizumab
continuation beyond the initial diagnosis of PD improved the
OS of patients with metastatic colorectal cancer (45,46). In
the BRIiTE study, patients with metastatic colorectal cancer
receiving first-line bevacizumab with or without chemother-
apy received further treatment after the first observation of
PD as directed by a physician, and they were observed there-
after. The OS times beyond the first instance of PD for the
no post-PD treatment (n = 253), post-PD treatment without
bevacizumab (n = 531) and post-PD treatment with bevaci-
zumab (n = 642) groups were 12.6, 19.9 and 31.8 months,
respectively. Multivariate analyses demonstrated that the
continuation of bevacizumab therapy was strongly and inde-
pendently associated with improved survival after PD
[hazard ratio (HR) = 0.48, P < 0.001] (45). Similar results
were obtained in the ARIES study (46).
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Reardon et al, analyzed the outcomes of patients who
received subsequent therapy after PD to evaluate the efficacy
of bevacizumab regimens against recurrent GBM in five
studies (47). In the studies, bevacizumab was used in com-
bination with irinotecan, daily TMZ, etoposide, bortezomib
and erlotinib. The OS times of patients in the no post-PD
treatment (n = 41), post-PD treatment without bevacizumab
(n = 44) and post-PD treatment with bevacizumab (n = 55)
groups were 1.5, 4.0 and 5.9 months, respectively (HR =
0.64, P = 0.04). The PFS times of patients in the post-PD
treatment without bevacizumab (n = 44) and post-PD treat-
ment with bevacizumab (n = 55) groups were 1.6 and 2.8
months, respectively (HR = 0.64, P < 0.0001). They con-
cluded that bevacizumab continuation beyond the initial
detection of PD modestly improves OS compared with avail-
able non-bevacizumab therapy for recurrent GBM.

Zuniga et al. (48) reported a rebound phenomenon after
the discontinuation of bevacizumab in patients with malig-
nant gliomas. Rebound PD was defined as an increase in the
largest cross-sectional area of enhancement on MRI of at
least 50% compared with that at the time of bevacizumab
failure. Among 40 patients who did not respond to bevacizu-
mab therapy, 11 patients (27.5%) displayed rebound PD, and
they had poor prognoses with an OS of 6.8 weeks. Of three
patients who were restarted on bevacizumab treatment aflter
rebound PD, two exhibited a partial response, and the OS
was extended to 21.3 weeks. Clark et al. (49) analyzed the
survival of patients who underwent reoperation and reported
that patients who received bevacizumab preoperatively had a
worse postoperative OS (HR = 3.1, P < 0.001) and PFS
than patients who did not receive bevacizumab.

Abrupt discontinuation of bevacizumab after PD may lead
to a rebound phenomenon and incrcased tumor-associated
cerebral edema, and therefore, continuation or slow tapering
of the bevacizumab dose after PD might be necessary to
prevent rebound PD.

NEWLY DIAGNOSED GBM

RT plus TMZ plus bevacizumab was applied for newly diag-
nosed GBM, and the OS and PFS times were 19.6—23 and
13—13.6 months, respectively (50,51). The efficacy of this
combination therapy was superior to that of RT plus TMZ
(OS = 14.6 months; PFS = 6.9 months) (1).

A Phase III trial of RT plus TMZ plus placebo vs. RT
plus TMZ plus bevacizumab was conducted for 921 patients
with newly diagnosed GBMs from 26 countries (52,53). The
primary endpoints were PFS and OS, and the final PFS and
interim OS results were presented at a Society of
Neuro-Oncology meeting at the end of 2012. The PFS times
of the placebo (n = 463) and bevacizumab groups (n = 458)
were 4.3 and 8.4 months (P < 0.0001, HR = 0.61), respect-
ively, and the addition of bevacizumab to RT plus TMZ sig-
nificantly extended PFS. The median lengths of time for
which patients maintained a Karnofsky performance status
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score of >70 in the placebo and bevacizumab groups were 6
and 9 months, respectively. The bevacizumab group exhib-
ited a significantly prolonged median duration of stability or
improvement from baseline for health-related quality of life
(HRQoL) as assessed by the EORTC QLQ-C30 and BN20
scores for global health status, physical functioning, social
functioning, motor functioning and communication deficit
compared with the placebo group. Considering that bevaci-
zumab in addition to TMZ improves PFS and HRQoL in
patients with newly diagnosed GBM, it is possible that RT
plus TMZ plus bevacizumab will be a new standard therapy
for a newly diagnosed GBM. The final results including OS
will be presented in 2013.

BRAIN METASTASES

The standard therapy for brain metastases is RT or surgery
plus RT depending on the size and number of tumors (54).
The role of chemotherapy in the treatment of brain metasta-
ses has not been established. Because bevacizumab is
believed to induce ICH in patients with brain metastases
(55), patients with brain metastases have previously been
excluded from clinical trials of bevacizumab. The
PASSPORT study of patients with non-small lung cell car-
cinoma (NSCLC) and nonprogressive brain metastases after
RT demonstrated that bevacizumab in addition to chemother-
apeutic agents or erlotinib did not induce >grade 2 ICH and
that bevacizumab can be safely used in patients with brain
metastases (56).

A small series of patients with progressive brain metasta-
ses who failed on RT or surgery plus RT and received treat-
ment with bevacizumab with or without chemotherapeutic
agents were reported for breast cancer (57,58), NSCLC (59)
and colorectal cancer (60). The ORR of the studies was 33—
100%, and the PFS and OS of patients with breast cancer
and brain metastases were 2.8—9 and 7.8 months, respective-
ly. No >grade 2 ICH was reported in these studies. These
studies were very small, but they suggest that bevacizumab
can be effective in patients who fail to respond to RT. No ef-
fective chemotherapy for patients with radiation-naive brain
metastases is available, and further investigation of
bevacizumab-based therapies is necessary.

SCHWANNOMA AND MENINGIOMA

Surgery is the first choice for WHO grade I benign brain
tumors such as schwannomas and meningiomas, and no che-
motherapeutic agent is available for these tumors. These
benign tumors occasionally recur, and repeated surgery is
necessary, resulting in the deterioration of patient health.
Recent reports demonstrated that bevacizumab is effective
against these tumors. Neurofibromatosis type 2 (NF2) is an
autosomal-dominant syndrome characterized by bilateral ves-
tibular schwannomas, meningiomas and gliomas. The effect-
ive treatment options include surgery and stereotactic

radiosurgery, and these patients often lose hearing activity.
Bevacizumab was reported to be effective for schwannomas
in NF2 (61-65). Plotkin et al. reviewed 31 cases of vestibu-
lar schwannomas in NF2 and reported that the ORR was
55% and that 88% of patients had stable or decreased tumor
size after 1 year (63). Ninety percent of patients had stable
or improved hearing activity after 1 year of bevacizumab
treatment, and hearing was stable or improved in 61% of
patients after 3 years.

Most of meningiomas, the most common benign primary
brain tumors, are WHO grade I, but some of them are ag-
gressive WHO grade II or III malignant tumors. Some
patients with WHO grade I meningioma in the skull base
recur at the same tumor site, and repeated surgery or radio-
surgery is often performed. The VEGF is highly expressed
in meningiomas, and it plays a role in tumor angiogenesis
and peritumoral edema (66). Bevacizumab with or without
chemotherapeutic agents was reported to control recurrent
meningioma (67—70). Lou et al. (68) reviewed 14 cases of
grade I-III progressive/recurrent meningioma and reported
that 1 patient had a partial response and 11 patients had
stable disease, and the PFS was 17.9 months. In their study,
bevacizumab was administered as a single agent to 4
patients, and 10 patients received bevacizumab with chemo-
therapy with etoposide or TMZ.

Bevacizumab is also reported to be effective for heman-
giopericytoma and malignant solitary fibrous tumors that
often arise in the brain and are highly angiogenic. Park et al.
reviewed 14 patients with these tumors including 6 brain
tumors who were treated with bevacizumab and TMZ and
reported that the ORR and PFS were 79% and 9.7 months,
respectively (71).

RADIATION NECROSIS AND RE-IRRADIATION
THERAPY

Radiation necrosis is the most severe delayed toxicity asso-
ciated with RT. The standard therapy for radiation necrosis
includes steroids, anticoagulation and the removal of necrotic
tissues. The pathophysiological mechanism of radiation ne-
crosis is RT-induced endothelial dysfunction with elevated
levels of cytokines such as VEGF, resulting in increased ca-
pillary permeability of the blood brain barrier, subsequent
extracellular edema, loss of the myelin covering of neurons,
and finally hypoxia and necrosis (72,73). Thus, the VEGF is
a target in the treatment of radiation necrosis, and bevacizu-
mab was demonstrated to be effective for radiation necrosis
via restoration of the blood brain barrier (74-80).

A Phase III study of patients with radiation necrosis and
progressive neurological symptoms was conducted (81). All
patients who received bevacizumab treatment (n=7) at a
dose of 7.5 mg/kg every 3 weeks showed a decreased
volume of radiation necrotic lesions on FLAIR and
T1-weighted gadolinium-enhanced MRI and improved
neurological symptoms at 6 weeks after treatment; however,
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patients in the placebo group (saline treatment; n = 7) exhib-
ited no improvements. Five (71%) patients in the placebo
group experienced worsening of neurological symptoms, and
the other two patients showed progression on MRI.
Bevacizumab at a dose of 7.5 mg/kg every 3 weeks for 12
weeks can stop the progression of radiation necrosis in most
patients for least at 10 months aflter treatment. Levin et al.
concluded that the study provided class T evidence for the ef-
ficacy of bevacizumab in the treatment of radiation nccrosis
secondary to the treatment of head-and-neck cancer and
brain tumor.

Approximately 80% of patients with GBM have local re-
currence at the original tumor site (82,83), and re-irradiation
is a salvage treatment option, although it is limited by the ra-
diation tolerance of surrounding normal brain tissue. Re-
irradiation with hypofractionated stereotactic RT (HFSRT) at
a dose of 2036 Gy appears to be effective with acceptable
toxicity (84—88). The OS after re-irradiation was reported to
range between 3 and 10 months. Because bevacizumab is ef-
fective for recurrent high-grade gliomas and reduces the tox-
icity associated with RT, re-irradiation with HFSRT or
radiosurgery combined with bevacizumab has been attempted
for recurrent high-grade gliomas (88-90). OS after
re-irradiation was reported to be 7.2—18 months in this
series, compared with 3.3—12 months in the absence of bev-
acizumab as per historical data. Re-irradiation with bevacizu-
mab is a promising therapeutic option, but further
randomized clinical trials are needed.

ADVERSE EVENTS

Major adverse events associated with treatment with bevaci-
zumab alone for recurrent gliomas include hypertension
(HT), ICH, venous thromboembolism (VTE), proteinuria,
and wound-healing complications, and the proportions of
these events that were all grades/>grade 3 (according to the
National Cancer Institute Common Terminology Criteria for
Adverse Events version 3.0: NCI-CTCAE) were 12.6—
35.7%/4.2—16% (HT), 0—3%/0% (ICH), 3.2—16.0%/2.0—
12.6% (VTE), 2.1-41.9%/0-3.2% (proteinuria), and
0—6.0%/0—2.4% (wound-healing complications), respective-
ly (10—14) (Table 2). The rates of various types of hemor-
rhage including ICH, epistaxis, gingival bleeding,
conjunctival hemorrhage and infusion site hemorrhage and
the presence of blood urine were reported to range as high as
30% in previous studies (11,14). Arterial thromboembolism
was also reported (11), but gastrointestinal perforation is a
rare complication in the treatment for gliomas (10—14).

HT, the most common adverse event in patients treated
with bevacizumab, is a cause of ICH, cerebral ischemia, and
myocardial infarction. A recent meta-analysis revealed that
the incidences of all-grade and grade 3—4 HT in patients re-
ceiving bevacizumab were 23.6 and 7.9%, respectively, and
that the relative risk (RR) of high-grade HT is 5.3 (P <
0.001) (91). The mechanisms of bevacizumab-induced HT
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Table 2. Major adverse events of single-agent bevacizumab for malignant
gliomas (% All grades/% > grade 3)

Study BRAIN, J022506, Kreisl, Kreisl, Chamberlain,
2009 2012 2009 2010 2010

Number of 85 31 48 31 50

patients

35.7/83 32.3/9.7 12.6/42 32.0/16.0 14.0/6.0

Intracranial 2.4/0 3.2/0 0/0 0/0 4.0/0
hemorrhage

Hypertension

Venous 3.6/3.6  3.2/32 12.6/12.6 6.4/6.4  8.0/2.0
thromboembolic

events

Proteinuria 4.8/0 41.9/0 2.1/0 28.8/3.2  10.0/2.0
Wound-healing  6.0/2.4  0/0 0/0 3.2/0 4.0/2.0
complications

Gastrointestinal ~ 0/0 0/0 21721 0/0 0/0

perforation

are renal thrombotic microangiopathy, glomerular damage,
and vascular effects. Bevacizumab decreases the production
of nitric oxide in the wall of arterioles, which induces endo-
thelial dysfunction and increases systemic vascular resistance
(92). Several reports suggest that very early HT is associated
with the tumor response to bevacizumab in patients with
colorectal cancer and non-small lung carcinoma (93,94), but
Wick et al. reported that there was no prognostic correlation
between HT and bevacizumab treatment in patients with
GBM (95).

Proteinuria is a characteristic adverse event of VEGF inhi-
bitors that may lead to renal failure, HT, and cardiovascular
complications. One of the mechanisms of proteinuria is the
injury of glomerular endothelium due to VEGF inhibition
mediated by bevacizumab (96). A recent meta-analysis
revealed that the incidence of grade 3—4 proteinuria in
patients treated with bevacizumab was 2.2%, and its RR was
4.8 (97). High-dose (5.0 mgkg'week™") and low-dose
(2.5 mg'kg ™ 'week ') bevacizumab treatment is associated
with increased risk of proteinuria, with RRs of 2.2 and 1.4,
respectively (98). Close monitoring of blood pressure, blood
pressure examination and urine tests are necessary because
patients who require dialysis or who have been diagnosed
with persistent nephrotic syndrome even after bevacizumab
discontinuation were reported. When grade 3—4 proteinuria
is observed, the dose of bevacizumab should be reduced or
discontinued.

ICH can be a life-threatening event for patients with ma-
lignant brain tumors. ICH occurs primarily via intratumoral
bleeding. Velander reviewed the incidence of ICH in patients
with cancer and reported that its incidence is as high as 10%
(99). ICH occurs in all cancers, and GBM, oligodendroglial
tumors, lung cancer, breast cancer, melanoma, renal cell car-
cinoma, hepatocellular carcinoma, choriocarcinoma and
thyroid cancer are the common malignancies in which ICH
occurs as part of the natural history of the lesion. Since the

€107 81 2uny uo (v PAL) 2D Jaoue)) [euoneN 1e /B0 sfewmoelpioyxoooflydiy woiy papeojumoq



592 Bevacizumab for brain tumors

occurrence of fatal ICH in a patient in an early phase I study
of hepatocellular carcinoma, bevacizumab has been contrain-
dicated in Japan and Europe for use in patients with brain
metastases from systemic cancers. Besse et al. analyzed the
incidence of ICH in various clinical studies and reported that
its incidence was 0.8—3.3 or 1.0% in patients with brain
cancer who were treated with bevacizumab or were not
treated with bevacizumab, respectively (100). Khasraw et al.
(101) also reported that there was no difference in the inci-
dence of ICH between patients with malignant brain tumors
including GBM and brain metastases receiving bevacizumab
(3.7%) and those not receiving bevacizumab (3.6%). Based
on these findings, bevacizumab does not appear to increase
the incidence of ICH compared with its natural incidence in
gliomas or brain metastases, and bevacizumab is not contra-
indicated for malignant brain tumors.

Bevacizumab is reported to increase the risk of arterial
thromboembolic events including myocardial infarction and
angina with an RR of 2.1 (102) or a HR of 2.0 (103).
Whether it increases the risk of cerebral stroke is controver-
sial (102). Cerebral stroke is often observed in patients with
brain tumors. Kreisl et al. reported that the majority of
strokes are caused by surgery or RT and that the median
latency from RT to stroke was 3.2 years (104). Fraum et al.
reported that ischemic stroke occurred in 1.9 and 1.7% of
patients who were treated with and without bevacizumab, re-
spectively (105).

Patients treated with bevacizumab were reported to have a
significantly increased risk of VTE with an RR of 1.3 com-
pared with controls, and the risk was not different between
patients receiving bevacizumab doses of 2.5 and 5.0
mg-kg 'week ™' (106). However, GBM and malignant
gliomas themselves are risk factors for VTE. The 2-year cu-
mulative incidence of VTE was reported to be 7.5% in
patients with malignant gliomas, and 55% of these patients
were diagnosed within 2 months after surgery (107). Risk
factors for VTE include older age (HR = 2.6), GBM hist-
ology (HR = 1.7), and chronic comorbidities (HR = 3.5)
(107). Another study showed that the cumulative incidence
of VTE was 21% at 3 months and 26% at 12 months after
surgery and that residual tumors represented a risk factor
(HR = 3.6) (108). Thus, VTE is often observed in patients
with malignant glioma; however, and importantly, anticoagu-
lation does not appear to increase the risk of ICH, and thera-
peutic anticoagulation for patients with malignant brain
tumors and arterial or venous thromboembolism should be
recommended (99). Treatment with bevacizumab concomi-
tant with anticoagulation for VI'E possibly increases the risk
of ICH; however, these treatments did not necessarily cause
severe hemorrhages with clinical symptoms, and patients
treated with bevacizumab should be given low-molecular-
weight heparin or warfarin with close monitoring of blood
test examination whenever needed (109,110).

Posterior reversible encephalopathy syndrome (PRES) is a
syndrome clinically characterized by HT, headache, confu-
sion, visual disturbances and seizures. The causes of PRES

are severe HT, eclampsia, cerebrovascular events, immuno-
suppressive agents and chemotherapeutic agents, and PRES
was reported as an adverse effect of bevacizumab in the
treatment of systemic cancers (111—113). Most patients who
develop PRES during bevacizumab treatment had an in-
crease in blood pressure from baseline, and PRES resolved
after prompt withdrawal of bevacizumab and normalized
control of blood pressure (113).

VEGF plays an important role in the healing of surgical
wounds, and the preoperative and postoperative use of beva-
cizumab may increase the risk of wound-healing complica-
tions. Because the half-life of bevacizumab is approximately
3 weeks (20 days), patients should wait at least 6—8 weeks
to have surgery after the cessation of bevacizumab treatment
(114). Postoperative initiation of bevacizumab should be
delayed by 4 weeks to prevent an increased risk of wound-
healing complications. Clark et al. (115) analyzed 209
patients who underwent a second or third craniotomy and
showed that patients receiving preoperative bevacizumab
therapy developed wound-healing complications more com-
monly than those not receiving bevacizumab therapy (35 vs.
10.0%, P = 0.004). Patients with an interval of <28 days
between the last dose of bevacizumab and surgery tended to
have an increased risk of this complication compared with
those with an interval of >28 days (odds ratio = 6.5, P =
0.07), albeit without significance. In total, 1 of 18 patients
(6%) with a median of 43 days (range 22—65 days) between
surgery and postoperative bevacizumab initiation had
wound-healing complications, a rate that was not significant-
ly different from that for controls not receiving bevacizumab
treatment. The authors recommend performing repeated cra-
niotomy more than 28 days after the last administered dose
of bevacizumab whenever possible.

CONCLUSIONS

Single-agent bevacizumab is effective for recurrent GBM
and improves the quality of life of patients. HT and protein-
uria are characteristic adverse events associated with bevaci-
zumab treatment. Many fatal adverse events such as ICH
and VTE are reported in patients with gliomas. However,
these events are also associated with glioma itself, and these
events should receive due attention. Bevacizumab is used to
treat various diseases including brain tumors and radiation
necrosis, but further clinical trials are necessary.
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Multidisciplinary Approach to Management of Patients with Brain Metastases: Yusuke Tabei*', Shingo Miyamoto **
and Ichiro Suzuki™ (*'Dept. of Neurosurgery, and **Dept. of Clinical Oncology and Chemotherapy, Japanese Red Cross
Medical Center)
Summary

The incidence of brain metastases has increased over time as a consequence of an increase in the overall survival of patients
with various types of cancer and the improved detection by magnetic resonance imaging (MR, In this study, the guidelines
and evidence for the radiotherapeutic, surgical, and chermotherapeutic management of patients newly diaghosed with brain
metastases have been reviewed. For patients with good prognosis (expected survival, =3 months) and single brain metasta-
ses (>3-4cm) inwhom safe complete resection is possible, whole brain radiotherapy (WBRT) and surgery (level 1) should
be considered. Another alternative is surgery and radiation boost to the resection cavity (level 3). For single brain metastases
(<3-4cm) that are not resectable, WBRT and radiosurgery, or radiosurgery alone should be considered (level 1). For select-
ed patients with a limited number of multiple brain metastases (all<<3-4cm) and good prognosis (expected survival, 23
months), radiosurgery alone, WBRT and radiosurgery, or WBRT alone should be considered (level 1). However, data from
recent clinical trials have shown that adjuvant WBRT after radiosurgery or surgery for a limited number of brain metastases
reduces intracranial relapses and neurologic deaths but fails to improve the duration of functional independence and overall
survival. Many clinical studies have reported the effectiveness of molecular targeted therapies for brain metastases. Gefitinib
or erlotinib should be considered for the treatment of asymptomatic patients harboring activating epidermal growth factor
receptor (EGFR) mutations. Lapatinib should also be considered for the treatment of patients with brain metastases from
human epidermal growth factor receptor (HER) -2-overexpressing metastatic breast cancer. In Japan, the intravenous admin-
istration of bevacizumab is currently being used for the treatment of symptomatic radiation necrosis of the brain. Key words:
Brain metastases, Radiotherapy, Radiosurgery, Molecular targeted therapy, Corresponding author: Yusuke Tabei, Depart-
ment of Neurosurgery, Japanese Red Cross Medical Center, 4-1-22 Hiroo, Shibuya-ku, Tokyo 150-8935, Japan

BE LEOWRAIEETINCRS ALt odl, ST RE0E A & B EATHMRE OF ROt MRIZ LD
EFHMMERBH OIS LY ERERIEEO SRS L T b E# X bild, FRCR. IR 5 1K
SVEERE, B, LEHECMT AT A V94 P E R EF Y ARERY . WREIMER T3 AL LOTFRFEE SN DY
£, 3~4 cm BLLOSE L FH -+ 2B (evel 1) &5 WIIRELEDR 7 — A MRS (evel 3) %, 3~4 om OB ERE
BB EE TR D B v AN - RO R T A (level Do SHEB I L TR, 32U LOTHITH
BENBEE, PEMOIEE T 3~4 cm RiGOWA 1, ELBIHBTEEMND 2 v & E RGN+ SN, SN
oINS EERT B 2723 LIREORRRET, FAib X UM snita o apiit o & 0 It
H3 D D00, BHENNAZT TR PSAET 2 £ TOMMB AR LW S DIk o 7o BIERIHT 520159
SEOHHEDE P ENT W Do IWEREMEDIE AN T EGFR 2SS0 IBEITH L T gefitinib % 7243 erlotinib
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L &I

VE A S5 TP 23 4RI AT EEMTH ) o B A
PNS X BT 35T 7T AT, MBHD 20~40%
AR E QL. Z0 60~T5% MMM E 2 5 L il
22 s 5 TR IS % & 0 BB 5~10 T A L4k
s, B OHHB PGSO 2 2 T b FUE A TE VIR &
o T b IAEOYRTHEETI B 5 La ko
Mk, - TREGIEOI RIS & B MTRUEE O T R ol
& MRI #3 UL 2MEBN oMLY, SR,
SSRMIEERMLTWB EE X 5N 5, HAFOEEH
WERE A EF (45 12 M 1984~2000)" i Bk S /s 13,393
I OIETEVEIRIESS o L, Wi 51.9%, FL#6 9.3%.,
BB 5.7%. S/BA0EHE 5.3%, W 4.8%, Ky 4.7%.
FHETA 3.2%, 1T2.1%, FEM1.7%, 20 11.3%
T, RS AR f B LED KOS AR, M

3547.6%, 16.2%. HHT21.9%, 4.6% &RZITHE

BRI 20 D v, AR, IR RIITHI
H B B T LERHNT B A KT 4
YETEF YRR BT B

1. B RS0 EFHRET
1. ERBMRIERICHY BBRAC RS

National Comprehensive Cancer Network (NCCN)
HEAGEIE MRS 7 4 K5 4 > 2013 Tk, 1~3FE <o
IREEM A MRS I LT, &SilmsRidFd s vtz
OHEDEELEFHEORBRBA S 56, W IEA M
2o, O JEE AT+ 4B SS (whole brain
radiotherapy: WBRT) & & Wd AN (ster-
eotactic radiosurgery:SRS), @ WBRT+SRS, ® SRS
BowvFnpZBIR L, WRATHERBLCH LT,
@ WBRTSRS #Hid LT A" s 4 2T L%
EERACH LT, WBRT 5 Wik SRSY & L T
b, MBI PABEO IEMOMRI 7427 v
TR, BEFESSICR L TERIEAT - WBRT - SRS @
BEFRICHE U C, fHAT - SRS & % v i34 SRS WBRT -
{edeftik &, MM L O3 3 Tl LS & ML
4 L1 1x WBRT & v id b3 ik st L T 5,
LB OB performance status (PS) DT #
B BE L. WBRT OBEEELHRTIUE WBRT H 5 ik
BT 7 %, WBRT OBEFSH LB BSCHD 01
TSI R D B A1 WBRT (FFIRG) 2 #E e
LTwWho ASTROHZ A FF4 2012 TR, £1DLB
YHSEE LRILGT T, THRTWEEHAN R B
P, SRESIRRP, AR iho O
DY 4 XBUOHEFEHERL T
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2. EREREEOFREF & FHTHE

TGRS OFHRFICM L T Gaspar & i
1979~1993 4 ¥ T ® Radiation Therapy Oncology
Group (RTOG) OEEREBICEHENA 1,200 W%
ML, ZRTRICHS T 5 HF %M L recursive
partitioning analysis (RPA) class 1~3 24 LA™, &
b AT B R IT & RPA class 143, 65 iEskil, Karnof-
sky performance status (KPS) 70 L L, BUIEHEHHIH S
THY, WERLUIORBRHISFIRE Lo Wil T4
TR 7.1 A Th o oo b FHRARL KPS
70 i RPA class 313 2.3 2 FC, 0o RPA
class 2 1% 4.2 » A CdH o 7o RTOG RPA 4M38iE, B
LM R UET A L CHEBELIRETH %, MIEH
DFHETWL T, FEE, XY HR) &GS Lsan
HAMER SN B & S h o i ol (1985~2007
) OF - HEDTBHTEOTFHRBEFEAITY ¥
74k L 7z diagnosis-specific graded prognostic assess-
ment (DS-GPA) 7498 (£ 2, LHk™ £ )W) g &
. ASTRO #4 F5 4 »CHTHTFDHEEE L
BahTwna®,

3. EERMERIEGICXY BIREEE

YT, #A4F54 2 ORILE 4 %IRRT
LEMR B L B EO TR 5 v & LIS
(randomized control trial: RCT) # HuLICIFHT %,

1998 4E Patchell S, HUBEMMER W L CRMAT &
174 MRI L4H38 & AP+ 2 470 WBRT
PHEFMICHESE Vo0, JREB O E 4%
B 5 & & 2l L7z% PS 0-2 © 1~3 Mo lRiE
BIEPLCH LC, SRS F - ldafib#i#o WBRT (30
Gy/10Fr) o X 5 PS 3 ML EICEST 2 2 ol
M % i L 7= European Organisation for Research and
Treatment of Cancer (EORTC) 22952-26001 (45114
1996~2007 4E) O#FHAT 2011 SR HEE S A

BRI & #7% WBRT LTk, FHREo
IBETTESE 3L 59% & 27% (p<<0.001), Hiflymgsbsse
1 42% & 23% (p=0.008) "¢, WBRT {Z & O GHZEEMH
AU LRSI RA Uiz SRS &L 7— %
73, ATEWIMIZ 1090 & 107 A TEIER L,
Patchell 5 OE & FMOFRE o7z, UL, EFE
i ECTH % PS 3 BLLIICHIEST 2 F COUIMA 10 A
BE 9558 (p=0.71, HR=0.96) THEMNLRhorzZ
£S5, WBRT EHFFAEE LIRS HIECE RS S
50N R B R A ROWR RO ST, W
7oA O—FTRIEHR L EPTRT, BHRERIT
EDAZ BRSO T DMIED T — 2 N IR
FTARE LMARTWD, WHRIECHS 57— A MG (R
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]l WIEIIBERICH D ASTRO 74 FI 4 > 2012 (radiotherapeutic and surgical management for newly diagnosed
brain metastasis(es): an American Society for Radiation Oncology evidence-based guideline)

o S e

YsRER M
48 S RRTHE BRI 3~4 om BIFY

(T3 ABL) < R A RIS (level 1) o O O
- SENIUE AR AR (level 1) O O O
+ SERPOEHER RN (evel 1) O O
ST EAL L R A L — A R J——
L &R (evel 3)° O O +alil
DREB D 3~d cm BLE
R - Al (evel 1) O O O
< P A SERC USRS R RE D T — X ] W
o 2T (level 3)" O O (+alisn
T B RN SRS 3~4d em DT
(F#H3PARL) o SER TR A IE + NI (level 1) O O O
- SERCB RN Qevel 1) O @)
NEEE R 2 A% 3~4 em PAL
- I (evel 3), BEEEARWOWEAMATE2EM O O O
THAR - gl (level 3) O O
(12 3 2 H i) » WIS Lol 7 (level 3)
Z5INIER R
Ttk BT Mass AT DJFEIHZEH 3~4 cm BT
(F#H3MHAVLE) effect L~ FERCBHTETE SIS (evel 1) O O
« SERBHHEREEIR (level 1) O O
Al (evel 1) O
PRI Mass IRIEFE 2R & BRIk h ¢
(P SPHBL) effectdH - Mass effect D DIWEOLEERNE LT o o
Rt Oevel 3)°
- RIHEY (level 3) O O O
FHAR < GNIBE (level 3) O @)

(P 3 5 A Fii) - GIR A Loy 7 (level 3)

Level L % € &b —2 @I 7 4 » 8, RCT »ofshln iy A

Level 2-1: 9 ¥ ¥ AL 8 LTy, L FYA Y ENAWmE HEREr ool s A

Level 2-2: & { FH 4 ¥ &NicTsk— b TGRSR RFTUT) ol ohlyy R

Level 2-3: S ADH % DS, MEOHRYASEH LAz EF VA

Level 3: BRBRAERR, TaBMTIZEH B v T MR oMo M 5 BMROTR

KPS: Karnofsky performance status, LC:local control, S:survival, WB: whole brain

BWEASRE LTy (Ak 2 BRI 2 WO B D S EMANMEIL T D T & 2R BEAMEN £ R L) 8

AR FHBIED SN B,

TR MO TIRE T (2 2B,

by e R O R (72 & ZEAMIEERE, S, U > osIE IEEIITEE) %R <o RTOGI508 ¢ 6~9% ANl
BT o,

o ERLIIEERE (B3 VIR TR S NN &R R ORIERORIED B IR, ARt oM
JRA T Lo e ds BEC R ™ Cl, 4 10 % CORROREISER SN2 4R LORIBERICN T 5 BAMEMERO
FHD % B L2 BRI OME S 3 2 B0,

FHIRGD lCDwnwT, §0 & AEMRY & BT & o
RCT id4nas, WL ANEL v & — COflf BT

AH Y, LEREPTHEE, TR 79%, 47%,
AR 15.1 2 R TP CHO RCT Al s b,

5 L Wi STRIRGT OB T BURET T, AARE (139
B, 16.7 2 B), BIEHE (9.4%, 12.19%), #isms
SBAER (42.2%, 33.3%), PlEERAIYE L (35.6%, 36.7%)
DTS HEEEE S o2, Stanford K& L Y94
2= F 4 Tk B RIEAN O AR SRS O Wi

2004 4R 217 RTOGY508 i, 4em BAT D 1~3
WO BIERE % 41C WBRT Hil 164 il & WBRT+SRS
167 B % Ll L 72" MSSEROYE, EFNHIE 4.9
PHE6.5H,F (p=0.039) THEIC WBRT+SRS #*
BoTenieds, £5ENER (2~340) OPaE6.74H



w404 W10% 2013410 7

1201

& 2 DS-GPA A2 7 il & AR teftn (MST) (U™ & b &%)

T ET 0 0.5 1.0

G (7)) >60 50~60 <50

KPS <70 70~-80

TGRSR HhH — L

it e 2 e >3 2~3 1
A0

FERT 0 0.5 1.0 1.5

KPS =50 60 70~80

ER/PR/HER2 Triple ER/PR+

Subtype Negative HER2—

SERE (%) =60 <60 — —
bR a2

FEHEF 0 0.5 1.0 1.5

KPS <70 70 80 90

90~100

90-~100
ER/PR—
HER2+

0~1.0 3.02 254 (14%)
1.5~2.0 5,49 705 (38%)
2.5~3.0 9.43 713 (40%)
3.5~4.0 14.78 161 (9%)
Over all 7.00 1.833 (&xfk)
2.0 0~1.0 3.35 23 (6%)
—_ 1.5~2.0 7.70 104 (26%)
Triple - o
Positive 2.5~3.0 15.07 140 (35%)
- 3.5~4.0 25.30 133 (33%)
Over all 13.80 400 (2xfh)
2 0~1.0 3.13 76 (36%)
100 1.5~2.0 4.40 65 (31%)
2.5~3.0 6.87 50 (24%)
3.5~4.0 13.54 18 (9%)
Over all 5.36 200 (&)

LS8 HTHEBREE P 1L, 60A%D
KPS & XFu 4 Fogditik WBRT+SRS #°lF- T
7o

H A Bk S SUE SR £ 9E 7 v — 7 (Japanese Radiation
Oncology Study Group: JROSG) &, JROSG 99-1 &£ LT
1999~2003 442 1~4 1 £ TOMIEEME DT TH 3
cm BUF, KPS 70 2 Lo 4E % 1 442 SRS Wil 61 il &
WBRT+SRS 59 & @ RCT 47072, Z 0k, 4
X802 HE TS PP THEZEER L (o=
0.42), AEESMICLE, 14ERICKPS 70 BLETH B A,
1 AEP LA L /2JER ¢ O Mini-Mental State Examina-
tion (MMSE) {2 b HRED L d o fze BIEEHHTIHIE
76.4% & 46.8% (p<0.001) THMIT SRS EpiAsds b,
BB EELEAL S Lo iz, SO LY SRS
HAlh¢ WBRT 24T 4 I MCHERTEEE L
FOBMEROLEREHL 224, MR 7 ro—
%479 7 & SRS Hgkd BHGRIRO—2 L LCTwb, &
RETIX, MMSE LT3 5 £ COMHA, WBRTH+
SRS ¥ 16.5 2 A% LT, SRS HAA 7.6 28 L4
IR (p=0.05), WEBOBIEARRMBIECIEYL T
W EHERI LT A, B TIZH B 3em BT 1~
3HOMfEZ I LT SRS #Ak 30 fl & SRS+WBRT
28 I TEDAARE R IE L2 RCT &, 402038 S
X USFEREESHE (Fopkins Verbal Learning Test-Revised:
HVLT-R) OIETHA29% & 52% T SRS+WBRT @ V)
AYNETESE LRl S, SRS Bk Bk
EBME LR L T 5", EORTC22052-26001 @
SRS T UTid, 1 MOMZE TR A®A 35 mm ¥ T,

2~3 MO TR KRIE 25 mm F T 199§ % Hgic
SRS %8 122 100 ¥ & SRS+WBRT 99 % ik L
Foo 2 AEB BT SE I RM ISR 31% 1% L T SRS+
WBRT 19% (p=0.040), 2 ‘EHOHIBIRIL 840
48%%$33% (p=0.023) ~k WBRT D&M L Y 5%
WA Lize 72750, o & B Y BFHIEE TH 5 PS
3P LT 2 F oMM S EFENMM b 2l b o
7%

FHBF R 4, s Lo2RKER IS L TR
WBRT HHRHLEHT, 4D E A SRS Hlc2n» T
FLBLT LY F Y AR LRV L LRAS,
DABETRTrwF A7, Y45~ 4 7 ED SRS
BB OW R LD SIIWEIICH L TH SRS 2 Th s
#1235, Pittsburgh KE2» L OBRETL, 48 L
DIREHT 5 SRS (46% 1k WBRTHSRS) Difd, 4:
RIS 2 H, 14ERIHM 71%, WEHIEPHEE SN 9
PH, RPASGT, 0, OHo4HFNME, 1844, 9
PR, 3PATH o SEIMAT T, RIBEERL
RPA 4B L OIS HM A B FRET ¢, BBM
BudEN % h o 720 Serizawa Hid, 1,030 40, 10,163
WOH r=F 4 7HFOEW 2 HTRIBT LY, LEHE
AEHEERIE 1~4 M oOERHRHE T 42.8%, 5~10H T
65.8%., 108BAET67.1% & S LDIEBRE T
FCHmEERAE, SERMNCCD 5 HU LOWENT
BARRAFTHH I LERBELTVS, B 10T,
Sem R OEBAMMWIEEF 3§27 =+ 4 7HIT
W & B (JLGK090L) AEfTh T, HEFHh
B,
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0. YRS RIS § B LA

TR IS (3 A Abaseakit, W atiahite
IRYF - R S VT Wi, 2012 ARG IE S 4
T4 T, IREROSUCREGEOINER 45 2 e

S Lt & L COALSERHEO RIS Tlad B 45, {ba
ﬁe&;@ IRIETE A § B 28RN ER S 20~40% £ 4K <, ar,%m
FRIEATRTHE(T0~9096) (A & A1 5 B M e e & JiEd: U ¢
WM MR IRIERS & AT B I NI I L T
W, 7T R G UL & RS & @
RCT #d %™, WHNZEEIE (27% & 33%. p=0.12),
6 AR (6% & 40%), HAFMIM (248 L 21 38,
p=0.21) TH#Edk {, BUHMERo 7 4 3 ¥ 28k
(early) ThH., #50d 2 VLN (delay) T AHIC
W U dr o 72 2 L h B ALSEEEEAT b FIB o 4l d
Ho FoALAE, MNERCHFEHIE pemetrexed HIEE (T
W LA 2 i 2d 59, Ortuzar b O T b HELT
JE/ANINITAG 0> W) BT SEEAL & L CIMiESS o0 S5 A BUE A
pemetrexed @ & LGRS CH MG < (3.2% vs 6.6%),
MR A7 2 WA CTELTHRMESEMFES LT

55,
. ERRERERIERRC RS 0 FARA0EE

LR 244K (epidermal growth factor recep-
tor: EGFR) @10 ¥ » ¥+ —F%EH (thyrosin kin-
ase inhibitor: TKI) T& % gefitinib (4 L v #%),
tinib (¥ k8% (1220 T, hAEORK mmrrm
gefitinib OISR 4 B8P 13 42~60% ICHH S 1L
LB @O Wu S, WS ONIER 40 H11C gefi-
tinib O & BB E 1TV, 285058 32%, ARl
72%, MEEAREAAZHIN O A H, AAEIIND 15 2 H ARG L
TWAB®, ik, 4dem BF, 1~3 MORER 243 59k
ARG 126 BlCH L€ WBRTHSRS I TMZ & %
Wi erlotinib @ L@ b3 MEET % RCT (RTOG
0320) DFsRAAE SN/ WBRT-HSRS &, WBRT
+SRS+TMZ, WBRT-+SRS+erlotinib o4 1]
13.4%H. 6.32° 0, 6.1 &, JEUEFEHHT &0)74%“'1
HAORIIMC & 9 REDET L AT ieEAoR 2 i/,
b5, EGFR METEREAASTIE WBRT & erlotinib
OUFE AN 191 2 A L oRELHHY, EGFR
BHR T RGP ERE 2 F 4 s 410 —%
T EGFR-TKI & 5N & 2, WA HHTE 2 5%
73 2 WIBHIT 2 REPHERIZTTVARY,

FLRRITH 9 % trastuzumab #1E Lo &3 L5
DRI X Y T O FRILELEE L A2, HER2 Wik
AT T trastuzumab EFE T EBH O 25~34%

596

AL

VRS 2 SE0E L. WHERIAG D & iR o fE 0 T ol
M 4~24 A & vebiua™, HER] & HERZ 35 &
4545 TKI T, trastuzumab & Y {85571k o> lapati-
nib LRI %l 5 &2 ST Y, ik
T SRR E R TV B, BIERE A4 5 tras-

tuzumab HFEH O HER2 Btk B 7T R 33 % 485 1T
WREFT, lapatinib HUC X 2 SRS ARIR 2.7 0 A,
EALEMINL 9.6 20 AT o 7o F 72 20% BLLOIER
Difi/ME lapatinib L7 219%, lapatinib-4-capecitabine
T 40% DIENIT D B 7™ kG 8 N7z lapati-
nib plus capecitabine in patients with previously un-
treated brain metastases from HERZ2-positive metastat-
ic breast cancer (LANDSCAPE) O#%8LClE, 65.9% 2
509% LA O IR O Ri/NASTRG B, SEI AR
5.5 ). IR GE AR C o A AF NI 17.0 2 & f&
TRk HE B 72,

V. FEFEMUEMMTHURIEICH T D bevacizumab FE#%

PHE T bevacizumab &, JIEH, %, LR
LT85 0, 2013 4F 6 A & 0 BEMEFIREING 02 b s
WK E Ao foe MANZTRREERNEES 2 & 5 M T, ik
Wbz RO TR AA D - 7o S Ep bRRE ENRT
Wishi FOHBORE TN ’leL@"EJ;C’J} FEA AR
W BN BN, BRI RIS IS D o Tn BB,
FLAE, SRS 7 & ORI i;z"ﬂiz:kr LCHRD %
Wik A5, BmRICL Y 200045 4 A5, FISERC
LB S MRk RS [ B BBt 1o 3 3 B4R
ERNEBIT & RN Y A= T ONRINE S ) BT h Ty
B TRF NS % B AR & U e e i A 78
FHSe LR WORKRRTS 0, FEEELFEW
SRIERANREHIC & D YR O T RE DS B,

BhHUIC

S B LEFRR ORI & ) R M NRIEEE FE R
flcd s EFMEND, ERICHTDHEMED P2 TO
WBRT HAlih 5, P4, SRS, WBRT, & 535K
RY3EE Lo & B LSRRI X 2 BRI O = ¥ 7 v
APEMENBBOBIRMEPIEN Y 2055, ThEHD
IEF Y ALMAOBFEE, SIRECHENR &
Bl IO TEEIRIE, RO EGERIE, J it

BARES I LB ER R d 2 2 L ARE
THbHEFER b

X W
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W, FEIE AP A RIE TR - JECEE (AT
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