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analysis. The article contains no information about the interrelatedness of
PF, EF, and FA.

Kart and Ford (2002) used the same patients of Ford et al. (2001).
They ran separate principal component analyses in the two samples. They
obtained seven principal components (factors) for the 30 items of the QLQ-
C30. In the Caucasian sample, one factor replicated EF and a second factor
consisted of FA and four items of PF. In the African American group, EF and
CF were replicated as separate factors, In both groups, the remaining factors
show mixtures of the items of various scales and symptoms.,

Gotay et al. (2002) conducted three studies on the content validity of
the QLQ-C30. Study 2 used confirmatory factor analysis on the data of 367
heterogeneous cancer patients in Hawail. One latent factor was found that
could explain the relations between the five functioning scales, QL, and a
variable that counted the number of symptoms endorsed by a patient. By
combining PF and RF into one scale, the model was improved and showed
excellent fit.

In a study of 150 women with metastatic breast cancer McLachlan et al.
(1999) analyzed the intercorrelations among the 12 items of EF, CF, RF, SF,
and QL. They found two principal components that were labeled “emotional
distress” {EF, CF} and “functional ability” {RF, SF, QL}.

Using the data before and after chemotherapy of 535 patients with
several types of cancer, Osaba et al, (1994) performed several factor analyses
on the items of the nine multi-item scales of the QLQ-C30. They reported nine
orthogonal factors that reproduced the nine postulated scales reasonably
well. For the total group of patients, the matrix of intercorrelations among
the 15 QLQ-C30 scales showed high correlations (|r | > .60) between PF,
RF, and FA and between FA and QL.

Studies of the Interrelations among the QLQ-C30 Scale

Boehmer and Luszczynska (2000) tested the model of Fayers, Hand, Bjordal,
and Groenvold (1997) who proposed that the functioning scales of the QLQ-
C30 are indicators of the patient’s quality of life, whereas the symptom
scores are seen as causal variables that influence quality of life. Boehmer and
Luszcynska tested two structural equation models. The first model hypothe-
sized that there is one latent factor “symptomatology” underlying nine latent
variables for the symptom scales, which are supposed to influence one latent
construct HRQOL. This construct in its turn effects separate latent factors for
PF, RF, CF, SF, and EF, which are measured by the corresponding items.
The second model hypothesized that both the functioning and the symptom
scales can be explained by one underlying latent construct. The first model
was supported by confirmatory factor analyses, although it was not signifi-
cantly better than the simpler model in which one latent factor underlies all
scales and items of the QLQ-C30.
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Study 3 of Gotay et al. (2002) used the same 367 heterogeneous cancer
patients as Study 2. Factor analysis of QL, CF, EF, SF, two combinations
of PF and RF items, and 22 new questions, yielded one single factor with
eigenvalue >1, which demonstrates the connectedness of the six QLQ-C30
scales,

Gundy et al. (2012) used the data of 4541 cancer patients who were
heterogeneous with respect to cancer type and nationality to compare seven
structural equation models that differed with regard to the postulated rela-
tions between 14 QLQ-C30 scales (FI was excluded) and the number and
structure of explanatory factors. The best fitting model, labeled the Phys-
ical/Mental health model, contained three correlated higher-order factors:
Physical Health, Mental Health, and QL. PF, NV, DY, AP, CO, and DI were
explained by Physical Health; CF and EF were explained by Mental Health.
To explain RF, SF, FA, PA, and SL both factors were needed. The estimated
correlation between Physical Health and Mental Health was .74; the correla-
tions of those factors with QL were not reported.

In a sample of 177 heterogeneous Norwegian cancer patients, Ringdal
and Ringdal (1993) used Mokken Scale Analysis on subsets of the 30 items.
They replicated the CF, EE, SF, QL, PA, and FA scales and found evidence
that PF and RF belonged to one “personal functioning scale” and that NV
and AP could be combined. Principal component analysis of the above scales
except QL, yielded two oblique factors (r = .47) with high loadings of {PF
& RF}, {NV & AP}, PA, and FA on the first factor, and high loadings of FA,
CF, EF, and SF on the second factor. QL was related to both factors. The
authors interpreted the first factor as a physical one and the second factor
as psychological. They regarded the positive correlation of these factors “as
a weak argument for the existence of a general QOL dimension” (Ringdal &
Ringdal, 1993, p. 139).

Using data from 187 women with advanced breast cancer, van Steen
et al. (2002) found three principal components in 12 scales of the QLQ-C30
(CO, DI, and FI were not studied). The first factor contained high absolute
loadings of PF, RF, SF, QL, and PA. The second factor showed a cluster of
AP, DY, FA, NV and CF. The third factor primarily consisted of SL. EF had
substantial loadings on Factor 2 and Factor 3.

Studies Relating QLQ-C30 Scales and Items with Other Instruments

In a study of 201 head and neck cancer patients, Arraras et al. (2002) reported
correlations of .67 and .70 between PF and RF on two subsequent occasions.
The correlations between PF and FA were —.49 and —.67, between RF and
SF .49 and .70, and between RF and FA —.40 and —.68.

A study of 137 prostate cancer patients by Arraras Urdaniz et al. (2008)
yielded correlations between PF and RF of .65 on two subsequent occasions.
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The correlations between PF and SF were .57 and .50. PF and FA correlated
—.71 and —.63, RF and FA —.65 and —.62, and EF and FA —.51 and —.57.

Henoch et al. (2009) analyzed the correlations among those items
of the QLQ-C30 that were also present in the Symptom Distress Scale
(McCorkle & Young, 1978). They obtained three clusters of items. The first
cluster—"mood”—contained two items of the EF scale, one item of the CF
scale, and SL. The second cluster—"pain”—contained FA, AP, one of the PA
items, one of the NV items, and the mean score of the DI and CO items.
The third cluster—"respiratory”—consisted of DY and the non-QLQ-C30 item
“cough”.

King et al. (1996) performed a multitrait-multimethod study on the scales
of the QLQ-C30 and seven subscores of the Function Living Index-Cancer
(FLIC; Schipper, Clinch, McMurray, & Levitt, 1984). The correlations among
the QLQ-C30 scales were substantial and suggested the existence of three
clusters {RF, PF}, {EF, SF}, and {QL, FA, PA}, which possibly could be
merged into one cluster.

Using a structural equation model for the effects of socioeconomic fac-
tors on the HRQOL of 130 Japanese cancer survivors, Kobayashi et al. (2008)
presented evidence for one latent HRQOL factor underlying PF, RF, EF, CF,
and SF.

Pagano and Gotay (2000) applied item response theory to the data of
366 heterogeneous cancer patients in Hawaii to obtain a unidimensional
scale from the items of the QLQ-C30 and 35 items of two other instruments.
The resulting 22-item scale contained 15 items from the QLQ-C30: the two
QL items, one PF items, one RF items, both SF items, all four EF items, all
three FA items, one PA items, and the item for AP.

Strasser et al. (2009) used PF, EF, and CF scores of 61 patients with
advanced cancer in a principal component analysis with several scales of
other measuring instruments, and obtained two factors—"cognitive” and
“physical’—with high loadings of CF and PF, respectively. EF had a high
loading (.71) on the first factor and a substantial loading (.49) on the second
factor.
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Abstract Addition of carboplatin to neoadjuvant che-
motherapy in HER2-negative breast cancer may improve
pathological complete response (pCR) rates. We evaluated
the efficacy and safety of carboplatin and weekly paclitaxel
(WPTX) followed by cyclophosphamide, epirubicin, and
S-fluorouracil (CEF) as neoadjuvant chemotherapy for
HER2-negative breast cancer. Patients with stage I/IIIA
HER2-negative breast cancer were randomly assigned to
preoperatively receive CP-CEF (four 3-week cycles of
carboplatin {area under the curve 5 mg/mL/min, day 1} and
wPTX [80 mg/mz, day 1, 8, 15] followed by four 3-week
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cycles of CEF [500/100/500 mg/mz} or P-CEF (four cycles
of wPTX followed by four cycles of CEF). The primary
objective was pCR rate. Of 181 eligible patients, 89 were
randomly assigned to the CP-CEF and 92 to the P-CEF.
Two patients in each arm refused to receive neoadjuvant
chemotherapy. Overall 88 patients in the CP-CEF and 91
patients in the P-CEF were assessable for efficacy and
safety. The pCR rate in the CP-CEF was significantly
higher than that in the P-CEF (31.8 vs. 17.6 %, one-sided
P = 0.01). Among patients with triple-negative breast
cancer, the pCR rate in the CP-CEF was significantly
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higher than that in the P-CEF [61.2 (23/37) vs. 26.3 % (10/
38), P = 0.003]. Grade 3-4 neutropenia was observed in
the CP-CEF more frequently than in the P-CEF (65.9 vs.
38.5 %). Adding carboplatin to neoadjuvant wPTX fol-
lowed by CEF for HER2-negative breast cancer improved
the pCR rate and exacerbated hematotoxicity.

Keywords Breast cancer - Carboplatin - HER2 negative -
Neoadjuvant chemotherapy

Introduction

Neoadjuvant chemotherapy is a widely accepted treatment
option for patients with operable breast cancer [[, 2].
Currently, anthracyclines and taxanes in sequence or in
combination are recommended for patients with HER2-
negative disease, and anthracyclines followed by combi-
nations of taxanes and trastuzumab are recommended for
patients with HER2-positive disease [3-5]. Pathological
complete response (pCR), which is defined as disappear-
ance of all invasive carcinomas in primary and axillary
nodes and is associated with long-term survival, occurs in
about 15-20 % of patients with HER2-negative discase
treated with anthracyclines and taxanes [3, 4].

Several new chemotherapeutic regimens have been
evaluated in patients with HER2-negative disease. Adding
capecitabine or gemcitabine to epirubicin and cyclophos-
phamide followed by taxane therapy did not improve pCR
rates in the neoadjuvant setting [6, 7]. Carboplatin, a
platinam compound, has yielded response rates of
20-35 % in phase 1l studies of previously untreated
patients with metastatic breast cancer (MBC) [8-10]. In
patients with HER2-positive disease, combinations of
carboplatin, taxanes, and trastuzumab are active in both the
adjuvant and metastatic settings [[1, 12]. In a phase III
study of MBC patients who previously received anthracy-
cline-based adjuvant chemotherapy, ~70 % of whom had
HER2-negative disease, first-line therapy consisting of
triweekly carboplatin and paclitaxel resulted in similar
progression-free survival as gemcitabine plus docetaxel
[13]. Weekly paclitaxel (wPTX) followed by cyclophos-
phamide, epirubicin, and S-fluorouracil (CEF) is a com-
monly used neoadjuvant chemotherapy regimen for
patients with HER2-negative breast cancer [14]. Recently,
triple-negative breast cancers (TNBC) were classified into
six subtypes depending on gene profiles, and basal-like 1-2
subtypes were suggested as highly sensitive to cisplatin in
the vitro study [15]. The previous randomized phase II
study suggested a potential benefit of platinum for meta-
static TNBC [16].

We hypothesized that carboplatin would enhance the
anti-tumor activity of wPTX and that this combination
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would improve pCR rates over the conventional regimens
of wPTX followed by CEF. We conducted this randomized
phase II trial to assess the efficacy and safety of adding
carboplatin to wPTX followed by CEF in the neoadjuvant
setting for patients with HER2-negative breast cancer.

Patients and methods
Patient eligibility

Eligible patients had previously untreated, unilateral, his-
tologically confirmed, invasive, non-inflammatory, breast
carcinoma. Histologic confirmation of invasive cancer was
performed by core needle biopsy (CNB). HER2-negative
disease was defined as a score of 0 or 1 + by immuno-
histochemistry (JHC) or HER2 gene copy: chromosome 17
ratio of <2.0 by fluorescence in sita hybridization (FISH).
Patients with a tumor >2.0 cm at the largest dimension by
ultrasonography, or <2.0 cm with axillary lymph node
metastasis clinically diagnosed as positive, were eligible
(clinical stage II and IIIA). Patients with axillary nodes
enlarged by >1 cm at the largest dimension according to
ultrasonography were considered to be clinically node
positive. Patients with T4, N3, (supraclavicular lymph
node), or distant metastatic disease (M1) were excluded
from this study.

Other requirements included age 18-70 years, ECOG
performance status 0-2, adequate bone marrow function
(absolute granulocyte count >1,500/mm> and platelet
count >100,000/mm?>), liver function (total bilirubin
<1.5 mg/dL. and liver transaminase [aspartate amino-
transferase (AST) and alanine aminotransferase (ALT)]
<60 IU/L), and vrenal function (serum creatinine
<1.5 mg/dL), and written informed consent. Patients
with a history of ischemic cardiac disease were excluded.
Patients with clinically negative axillary lymph nodes
had the option of undergoing pretreatment sentinel lymph
node biopsy (SLNB).

Study design and neoadjuvant chemotherapy

This was a randomized, multicenter (10 institutions), non-
blinded phase II study. The study design is shown in Fig. 1.
Enrolled patients were randomly assigned to receive either
wPTX (P) followed by CEF (P-CEF arm) or combination
carboplatin and wPTX (CP) followed by CEF (CP-CEF
arm) by the minimization method, with balancing of the
treatment arms according to disease status (stage II vs.
[IIA), hormone receptor (HR) status, and institution. Pac-
litaxel was administered at 80 mg/m” IV over 1 h on days
1, 8, and 15 every 3 weeks for four cycles. Carboplatin and
wPTX were administered at area under blood concentration
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time curve (AUC) S mg/mL/min IV over 1 h on day 1 and
at 80 mg/m? IV over 1 h on days 1, 8, and 15, respectively,
every 3 weeks for four cycles. CEF consisted of CEF (500/
100/500 mg/mz) IV on day 1 every 3 weeks for four
cycles. Carboplatin was provided by Bristol-Myers Squibb
K.X., Tokyo, Japan as an investigational drug.

If a patient developed grade >3 febrile neutropenia,
thrombocytopenia <25,000/mm°, or grade >3 non-hema-
tologic toxicity while receiving CP or CEF, the doses of
carboplatin and epirubicin were reduced by 20 and 25 %,
respectively, in subsequent cycles. The doses of paclitaxel
during CP and P were reduced by 25 % in subsequent
cycles if a patient developed grade 3 neurotoxicity. Before
administration of the following cycle of CP, P, or CEF,
patients were required to have a granulocyte count
>1,500/mm®, platelet count >75,000/mm>, and no non-
hematologic toxicity of grade <2 (excluding alopecia).
Before administration of CP on day 8 and 15, patients were
required to have a granulocyte count >500/mm>, platelet
count >75,000/mm?>, and peripheral neuropathy of grade
<2. If toxicity did not improve within 2 weeks on the P or
CP regimen, chemotherapy was discontinued and initiation
of CEF was recommended. If toxicity did not improve
within 2 weeks on CEF, chemotherapy was discontinued
and surgery was recommended.

Therapy after neoadjuvant chemotherapy

Patients who were considered candidates for breast-con-
serving therapy (BCT) were offered lumpectomy. Axillary
lymph node dissection (AXLND) was mandatory, except in
patients diagnosed as having no metastases by SLNB
before neoadjuvant chemotherapy. Surgery was performed
within 8 weeks after completion of preoperative chemo-
therapy. All patients who underwent BCT received whole-
breast irradiation. After completion of neoadjuvant che-
motherapy and surgery, patients with HR-positive disease
received adjuvant endocrine therapy.

Study evaluation and criteria

The HER?2 status of CNB specimens was determined by
THC and/or FISH performed at each institution before study
enrollment, and was not subject to central review. HR
status [estrogen receptor (ER) and progesterone receptor
(PgR)] of CNB specimens was assessed by IHC, for which
>10 % staining of cancer cell nuclei was diagnosed as
positive. HR positivity was defined as ER-positive and/or
PgR-positive disease. Histological grade was scored
according to the modified Scarff~Bloom—Richardson clas-
sification [17]. After completion of neoadjuvant chemo-
therapy, resected specimens and CNB specimens were
evaluated centrally by 3 breast pathologists. A pCR was
defined as the absence of viable invasive tumor in both the
breast and axillary nodes. Patients with residual ductal
carcinoma in situ (DCIS) in the breast and no viable
invasive tumor in the axillary nodes were also classified as
having a pCR. Clinical response was evaluated by palpa-
tion and caliper after each cycle according to the Response
Evaluation Criteria In Solid Tumors version 1.1. All
adverse events were evaluated according to the Common
Terminology Criteria for Adverse Events version 4.03.

Endpoints and statistical analysis

The primary endpoint was the pCR rate. Secondary end-
points included disease-free survival, clinical response rate,
breast conservation rate, and safety. Efficacy and safety
analysis were performed in the intent-to-treat (ITT) popu-
lation, which consisted of subjects fulfilling the study
inclusion criteria who had received at least one .dose of
study chemotherapy. The per-protocol population consisted
of subjects who had completed chemotherapy and under-
went surgery in this stady without serious violations of the
inclusion criteria.

Based on previous studies of neoadjuvant anthracyclines
and taxanes, patients with HER2-positive disease account
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Fig. 2 CONSORT flow diagram. Disposition of study participants. 4
6 of the 61 patients who discontinued neoadjuvant chemotherapy or
showed disease progression after the completion of chemotherapy
were diagnosed as ineligible by pathological central review (3
patients in the CP-CEF and 3 patients in the P-CEF arm), - patients

for 6-30 % of the treatment population, and pCR rates
(defined in the same manner as the present study) ranged
from 16 to 26 % [4, 6, 13]. The present study was designed
for patients with HER2-negative disease, and P-CEF was
expected to produce a pCR rate of 15 %. The study was
originally planned to enroll 110 patients in each treatment
arm in order to detect a 30 % increase in pCR in the CP-
CEF arm with 90 % power using the Pearson’s chi squared
test and one-sided 10 % significance level. Due to an
administrative reason (the termination of financial support
due to the end of a government-sponsored clinical trial
program), the revised sample size with 87 % power was a
total of 180 patients. Study accrual was not stopped on the
basis of an interim analysis. An exploratory logistic
regression analysis was conducted to examine the influence
of clinical stage (1, Il[A), clinical nodal status (positive,
negative), histological grade (grade 1, 2, 3), HR status
(positive, negative), and age (<50, =50 years) on pCR.
The primary test of the pCR rate was reported as one-sided
and other reported P values were two-sided tests. Analyses
were conducted using IMP® software version 8.0.2 (SAS
Institute Inc., Cary, NC, USA).

Results
Patient characteristics

Between March 2010 and September 2011, 181 patients
entered into this study. Of these, 88 patients treated with

_@ Springer

who were diagnosed as ineligible by pathological central review, and
+---} patients who were determined to have Stage IIIC disease after
enrollment. I77 intent to treat, PCT preoperative chemotherapy by
study protocol, and PPP per-protocol population

CP-CEF and 91 treated with P-CEF were evaluable in the
ITT population. Two patients in each arm refused to
receive necoadjuvant chemotherapy. Furthermore 38
patients in the CP-CEF arm and 29 patients in the P-CEF
arm were excluded from the per-protocol population
(Fig. 2). According to central review, 9 patients were
considered ineligible [HER?2 score 2 + by IHC and FISH
not done (n = 6), CNB specimen not evaluable for inva-
sive component (n = 1), and CNB specimen not evaluable
(n = 2)]. Two patients had proven stage IIIC disease after
enrollment.

Characteristics of the ITT population are shown in
Table |. The median age was 47 years old. Distributions of
tumor size, nuclear grade, and clinical axillary node status
were similar; and more than 95 % of patients were diag-
nosed with invasive ductal carcinoma in the two arms. In
the both arms, 42 % of patients had HR-negative (and thus
triple-negative) tumors and 41 % had ER- and PgR-posi-
tive disease.

Treatment exposure

In the CP-CEF and P-CEF arms, 55 of 88 patients (62.5 %)
and 67 of 91 patients (73.6 %), respectively, received all of
the planned treatment cycles. In the CP-CEF arm, 64
patients (72.7 %) completed four cycles of CP; while in the
P-CEF arm, 82 patients (90.1 %) completed four cycles of
P (Table 2). In the CP-CEF arm, 33 patients did not
complete chemotherapy due to adverse events (n = 29) or
disease progression (n = 4). In the P-CEF arm, 24 patients
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Table 1 Characteristics of eligible patients treated with neoadjuvant
chemotherapy (n = 179)

Table 2 Treatment exposure, clinical response, breast surgery, and
adjuvant therapy

CP-CEF (n = 88) P-CEF (n =91)

Age (range; years) 47 (30-69) 47 (30-70)
<50 52 (59.1 %) 51 (66.0 %)
>50 36 (40.9 %) 40 (44.0 %)

Menopausal status
Premenopausal 60 (68.8 %) 54 (59.3 %)
Postmenopausal 28 (31.2 %) 37 (40.7 %)

Performance status 88 (100 %) 91 (100 %)

Clinical stage
I 71 (80.7 %) 75 (82.4 %)
IITA 17 (19.3 %) 14 (15.4 %)
c 00 %) 222 %)

Clinical tumor size (cm)
<20 223 %) 4 (4.4 %)
2.1-50 64 (72.7 %) 63 (69.2 %)
>5.1 22 (25.0 %) 24 (26.4 %)
Median, cm (range) 4.0 (1.0-11.0) 4.0 (1.5-8.0)

Clinical axillary nodal status
Negative 32 (36.4 %) 30 (33.0 %)
Positive 56 (63.6 %) 61 (67.0 %)

Pathology
Invasive ductal carcinoma 84 (95.5 %) 89 (97.8 %)
Invasive lobular carcinoma 334 %) 0 (0 %)
Others 1 (1.1 %) 2 (22 %)

Histological grade
1 16 (18.2 %) 13 (14.3 %)
2 29 (33.0 %) 35 (38.5 %)
3 43 (48.9 %) 43 (47.3 %)

Hormone receptor status
ER—-/PgR— 37 (42.0 %) 38 (41.8 %)
ER+/PgR+ 36 (40.9 %) 37 (40.7 %)
ER-+/PgR— 13 (14.8 %} 14 (154 %)
ER—/PgR+ 222 %) 222 %)

CP-CEF carboplatin and weekly paclitaxel followed by cyclopho-
sphamide/epirubicin/5-fluorouracil, P-CEF weekly paclitaxel fol-
lowed by cyclophosphamide/epirubicin/5-flucrouracil, ER estrogen
receptor, PgR, progesterone receptor

¢ These 2 patients were determined to have clinical stage ITIC disease
after enrollment

did not complete chemotherapy due to adverse events
(n = 6), refusal (n = 6), ineligibility (n = 2), or disease
progression (n = 10).

Of 88 patients treated with CP, 65 (73.9 %) required
delayed administration or at least one dose reduction of
paclitaxel, 18 of whom required one dose reduction of
carboplatin. Of 91 patients treated with P, 28 (30.8 %)
required delayed administration or at least one dose
reduction of paclitaxel. Sixteen patients in each treatment
arm required at least one dose reduction of CEF,

CP-CEF P-CEF
(n=88) (n=91)
Completion of each treatment cycle
CP or P 1st cycle 87 (98.9 %) 89 (97.8 %)
CP or P 2nd cycle 81 (92.0 %) 88 (96.7 %)
CP or P 3rd cycle 73 (83.0 %) 85 (934 %)
CP or P 4th cycle 64 (72.7 %) 82 (90.1 %)
CEF lst cycle 59 (67.0 %) 76 (835 %)
CEF 2ad cycle 58 (65.9 %) 75 (824 %)
CFF 3rd cycle 58 (65.9 %) 69 (75.8 %)
CEF 4th cycle 55 (62.5 %) 67 (73.6 %)
Clinical response rate
CR 40 (45.5 %) 30 33.0 %)
PR 34 (38.6 %) 34 (374 %)
SD 6 (6.8 %) 5 (55 %)
PD 5 (5.7 %) 13 (14.3 %)
NE 3334 %) 9 (9.9 %)
Breast surgery 88 (100 %) 89 (98.9 %)
Breast-conserving surgery 54 (61.4 %) 59 (64.8 %)
Axillary lymph nodes 59 (67.0 %) 64 (70.3 %)
dissection
No. of nodes
Negative 21 27
1-3 nodes 20 27
4-9 nodes 11 9
>10 nodes 7 1
Adjuvant radiotherapy 50 (56.8 %) 56 (61.5 %)
Adjuvant endocrine therapy 37 (42.0 %) 33 (36.3 %)

CP carboplatin and weekly paclitaxel, CEF cyclophosphamide/epir-
ubicin/5-fluorouracil, P weekly paclitaxel, CR complete response, PR
partial response, SD stable disease, PD progressive disease

Efficacy

After chemotherapy, 88 patients in the CP-CEF arm and 89
patients in the P-CEF arm underwent breast surgery. Two
patients in the P-CEF arm did not undergo surgery due to
proven stage IIIC disease after enrollment (# = 1), and
patient refusal to continue treatment due to adverse events
experienced during CEF (n = 1). The breast conservation
rates were 61.4 % in the CP-CEF arm and 64.8 % in the
P-CEF arm. Fifty-nine patients (67.0 %) in the CP-CEF
arm and fifty-nine patients (67.0 %) in the P-CEF arm
underwent AXLND (Table 2).

The overall clinical response rate to CP-CEF was sig-
nificantly higher than that to P-CEF (84.1 vs. 70.3 %,
P = 0.03). Disease progression was observed in 4 patients
who received CP-CEF (3 during CP and 1 during CEF) and
10 patients who received P-CEF (8 during P and 2 during
CEF). After completion of neoadjuvant chemotherapy, 1
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Table 3 Odds ratios for pCR rates according to subgroups

Subgroup Non-  pCR Univariative analysis
pCR*
No. No. (%) Odds ratio P value
(95 % CI)
Arm
CP-CEF 60 28 (31.8) 2.19 (1.08-4.41) 0.04
P-CEF 75 16 (17.6) 1.00
Age (years)
<50 75 28 (27.2)  0.71 (0.35-1.44) 0.38
>50 60 16 (21.1) 1.00
Clinical T stage
T1-2 935 39 (29.1)  1.00 0.02
T3 40 5(11.1)  0.30(0.11-0.83)
Clinical N status
Negative 43 19 (30.6) 1.00 0.20
Positive 92 25(21.3) 061 (0.31-1.24)
Histological grade
1 26 3(10.3)  1.00 0.06
2-3 109 41 (27.3) 326 (0.94-11.35)
Hormone receptor status
Negative 42 33 (44.0) 0.15(0.07-0.33) <0.01
Positive 93 11 (10.6) 1.00
ER+/PgR+ 68 5(6.8)
ER+/PgR~ 21 6(22.2)
ER~/PgR+ 2 2 (50)

ER estrogen receptor, pCR pathological complete response, PgR
progesterone receptor, T tumor size, 71 (<2.0 em), 72 (2.1-5.0 c¢m),
and 73 (=5.1 cm)

# Including 3 patients in the P-CEF arm (1 patient with stage IIC
disease and 2 patients who did not undergo breast surgery)

patient in the CP-CEF arm and 3 patients in the P-CEF arm
experienced disease progression. All 3 patients in the CP-
CEF arm and 10 of 13 patients in the P-CEF arm who
experienced disease progression had HR-negative disease.

The pCR rate in the CP-CEF arm was significantly
higher than that in the P-CEF arm (31.8 vs. 17.6 %, one-
sided P = 0.01). Among these pCR patients, 9 of 28
patients in the CP-CEF arm and 4 of 16 patients in the
P-CEF arm had DCIS. In the per-protocol population, the
difference in pCR rates between the two arms was not
significant [28.0 % (14/50) in the CP-CEF arm vs. 24.2 %
(15/62) in the P-CEF arm, one-sided P = 0.179]. By uni-
variate analysis, treatment arm, clinical tumor size, and HR
status were significantly associated with pCR (Table 3),
and these were all shown to be independent factors by
multivariate analysis. Among HR-negative patients, 23 of
37 patients (61.2 %) in the CP-CEF arm achieved a pCR;
this rate was significantly higher than that in the P-CEF
arm [26.3 % (10/38), P = 0.003, Fig. 3]. Among patients
with HR-positive and histological grade 1 disease, 0 of 12
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patients in the CP-CEF arm and 1 of 11 patients in the
P-CEF arm experienced a pCR. In contrast, among patients
with HR-positive and histological grade 2-3 disease, 5 of
39 patients (12.8 %) in the CP-CEF arm and 5 of 42
patients (11.9 %) in the P-CEF arm experienced a pCR.
Other factors associated with significantly higher pCR rates
in the CP-CEF arm included age (>50 years), clinical
tumor size (T1-2), and histological grade (grade 2-3).
After a median follow-up of 12.0 months, 4 and three
patients experienced disease recurrence in the CP-CEF and
P-CEF arms, respectively.

Safety

Grade 3-4 hematologic toxicities were more common in
patients treated with CP than in those treated with P
(neutropenia 58.0 vs. 9.9 %, anemia 15.9 vs. 0 %, and
thrombocytopenia 1.1 vs. 0 %, respectively, Table 4).
Non-hematologic toxicities were similar between the two
treatment arms. In the CP-CEF arm, 26 patients discon-
tinued CP due to adverse events, which were predomi-
nantly hematologic toxicities [prolonged neutropenia
(n = 19), febrile neutropenia (n = 1), thrombocytopenia
(n = 2), peripheral sensory neuropathy (n = 2), infection
(n = 1), and elevation of liver transaminase (n = 1)], and
3 patients discontinued CEF due to adverse events. Five
and six patients in the P-CEF arm discontinued P and CEF,
respectively, due to adverse events. One patient in the CP-
CEF arm developed acute monocytic leukemia 1.5 years
after completion of ncoadjuvant chemotherapy.

Discussion

The addition of carboplatin to wPTX followed by CEF
significantly improved the pCR rates in the ITT population
in the present study. No difference in pCR rates was
observed in the per-protocol population, although this
could be due to the high rate of discontinuation of neoad-
juvant chemotherapy in the CP-CEF arm (37.5 %) and the
small sample size.

A meta-analysis of 12 randomized neoadjuvant trials for
breast cancer (12,993 patients total) suggested that pCR
rates differed by tumor subtype [I8]. In patients with
HER2-negative and HR-positive disease, the pCR rates of
patients with grade 1-2 and 3 were 7 and 16 %, respec-
tively. The pCR rate of patients with TNBC was 34 %.
Furthermore, the association between pCR and event-free
survival in patients with HR-positive and grade 3 disease or
TNBC was significant. In the present study, the difference
in pCR rates between the two arms was not significant in
patients with HR-positive disease. However, in patients
with TNBC, the pCR rate in the CP-CEF arm was
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Fig. 3 Odds ratios for pCR
rates between the two treatment
arms by subgroup. pCR
pathological complete response,
T tumor size, 71 (<2.0 cm), 72
(2.1-5.0 cm), and T3

(=5.1 cm). Asterisk including 3
patients in the P-CEF arm (1
patient with stage ITIC disease
and 2 patients who did not
undergo breast surgery)

Table 4 Grade 3-4 adverse
events (NCI-CTCAE version
4.03)

ALT alanine aminotransferase,
AST aspartate aminotransferase,
CP-CEF carboplatin and
weekly paclitaxel followed by
cyclophosphamide/epirubicin/5S-
fluorouracil, P-CEF weekly
paclitaxel followed by
cyclophosphamide/epirubicin/5-
fluorouracil, GGT gamma-
glutamyl transpeptidase, CP
carboplatin and weekly
paclitaxel, and P weekly
paclitaxel

Subgroup

P-CEF* CP-CEF

Odds Ratlo (35% Cl)

Age (years)
<50

250

16/55 28/48

12136 4/40

Clinlcal T

T2 14/68 25/66
T3 223 322

1.44 (0,60 - 3.46)

> 4.50 (1.30 - 15.61)

> 2.35 (1.08 - 5.08)

Clinlcal N
Negative

Positive

7/30 28/32
9/61 16/56

Histological grade
G1 3 216

> 1.66 (0.25 ~ 11.01)

1.97 (0.65 - 5.97)

> 2.31(0.93~-5.77)

G2-3 1578 26/72

HR status
Negative

Positive

10/38 23/37
6/53 5/51

> 1,71 (0.14 - 21.33)

3> 2,37 (1.13 - 4.98)

m 4.60 (1.72 - 12.27)

Total
16/91 28/88

0.85 (0.24 ~ 2.99)

2.19 (1.08 - 4.41)

R
02 04 06 08

1.0

20

Higher pCR with P.CEF

Higher pCR with CP-CEF

3.0

Treatment arm CP-CEF P-CEF
Adverse events All CP phase All P phase
G3% G4% G3% G4% G3% G4% G3% G4 %
Anemia 182 1.1 14.8 1.1 1.1 0 0 0
Neutropenia 46.6 193 523 5.7 17.6 20.9 88 L1
Thrombocytopenia 1.1 0 1.1 0 0 0 0 0
Febrile neutropenia 20.5 0 2.3 0 154 0 0 0
Abdominal pain 1.1 0 1.1 0 0 0 0 0
Oral mucositis 1.1 0 0 0 1.1 0 0 0
Nausea 34 0 23 0 22 0 0 0
Vomiting 23 0 1.1 0 0 0 0 0
Fatigue 23 0 23 0 1.1 0 0 0
Infection 44 0 22 0 1.1 0 0 0
Elevation of ALT 23 0 23 0 22 0 1.1 0
Elevation of AST 1.1 0 1.1 0 1.1 0 1.1 0
Elevation of GGT 1.1 0 1.1 0 0 0 0 0
Anorexia 23 0 23 0 0 0 0 0
Dehydration 11 0 1.1 0 0 0 0 0
Hypertriglyceridemia 1.1 0 1.1 0 0 0 0 0
Hypokalemia 1.1 0 0 0 0 0 0 0
Arthritis 1.1 Q L.l Q Q 0 Q Q
Peripheral motor neuropathy 1.1 0 1.1 0 4] 0 0 0
Peripheral sensory neuropathy 1.1 0 1.1 0 1.1 0 1.1 0
Syscope 1.t 0 1.1 0 4] 0 0 0

significantly higher than that in the P-CEF arm (Fig. 3). In
the randomized studies of the addition of carboplatin to
anthracycline and taxane for TNBC in neoadjuvant set-
tings, one study showed no improvement of the pCR rate
by addition of carboplatin (GEICAM/2006-03: n = 93,

298 vs. 3.48 %, P =— 0.606) and the other two studies
suggested any improvement of the pCR rates (GeparSixto:

n = 315, 58.7 wvs.

379 %, P <0.05; CALGB40603:

n =233, 60 vs. 46 %, P < (0.0018) [19-21]. The present
results combined with those of previous studies suggested
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an advantage associated with the addition of platinum
compounds to anthracyclines and taxanes as neoadjuvant
therapy for TNBC.

The dosage and schedule of carboplatin and wPTX in
the experimental arm of our study were chosen on the basis
of the results of a previous study in advanced ovarian
cancer, in which improved survival was observed in
patients who received wPTX compared with the conven-
tional triweekly schedule. In that study, 312 patients were
treated with carboplatin (AUC of 6 on day 1) plus wPTX
(80 mg/m?® on day 1, 8, and 15) every 3 weeks, and car-
boplatin doses were reduced for hematologic toxicities in
48 % of patients. Therefore, the AUC of carboplatin in the
present study was reduced to 5 [22]. In the present study,
hematologic toxicities were more common in the CP-CEF
arm, and they resulted in delayed administration or at least
one dose reduction of paclitaxel (73.9 %) and dose
reduction of carboplatin (20.5 %). In the CALGB 40603
trial, 4 cycles of triweekly administration of carboplatin
(AUC6) with wPTX increased grade 3/4 peutropenia and
thrombocytopenia [21]. In the 18 weekly administrations of
liposomal doxorubicin, paclitaxel, and carboplatin (AUC2)
of the GeparSixto study, all treatments were completed by
52.2 % and discontinuations due to adverse events occur-
red in 37.7 % [20]. The optimum dosage and schedule of
carboplatin and wPTX have not yet been established. The
frequency of neutropenia in patients who received paclit-
axel and carboplatin, which were given every week, was
lower than that reported in the present study. A weekly
carboplatin and paclitaxel may be an alternative regimen
with mild hematologic toxicities. A randomized trial of
sequential taxane and anthracycline neoadjuvant regimens
showed no significant difference in pCR rates between the
two sequences, although the regimen of a taxane followed
by an anthracycline was associated with milder hemato-
logic toxicity [23]. In the present study, due to concerns
about hematologic toxicities associated with the combina-
tion of carboplatin and wPTX, a sequence of a taxane
followed by an anthracycline was chosen.

The present study has a number of limitations, and was
stopped early before full accrual keeping with 87 % power
and one-sided 10 % significance level. In the present study,
the definition of HR negativity was <10 % staining of
cancer cell nuclei by IHC. Out of concerns about false
negative or positive, The ER- and PgR-negativities are
recommended <1 % staining of cancer nuclei irrespective
of staining intensity with the objectives of clinical trial
eligibility for TNBC [24]. In the vitro study, basal-like
subtypes of TNBC depending on gene profiles were sug-
gested a highly sensitive to cisplatin, and pragmatic
selection method of basal-like subtypes is an issue in the
future [15]. The primary endpoint was a pCR rate rather
than indicative of long-term outcome. A meta-analysis of
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neoadjuvant breast cancer trials showed that the magnitude
of improvement in pCR did not predict long-term out-
comes. However, in patients with TNBC, improvement of
pCR was significantly associated with improvement of
event-free and overall survival [18]. Therefore, the
improvement of pCR associated with the addition of car-
boplatin in patients with TNBC in the present study may
contribute to improved long-term outcomes.

In conclusion, the addition of carboplatin to wWPTX
followed by CEF for HER2-negative breast cancer
improved the pCR rate but resulted in more hematologic
toxicity.
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T-DMIBECH IR -7 (757 H vs 3571, HR=
058, p=0022).

DAEN BT D THIEERRE (J022997i 8k, n=
73) IZHERZIGEEE - FIRHAOA (LB LT h
FAY AR VIR AL LTy N7 — LEER
ELTIDARD, TRFMEH CTH 58 E B0 &
SR 228412384 % (95%CI 1 27.2:50.5),  #l ek A
HH OPFSHLiIZs6 7 H (95%Cl:14682) TH- 7z
Ly b — F 3L oA BRI ORY (21.9%),
AST L (137%), ALT LY (8.2%). M.l (55%)
THolre HAEICHL TR, W55 1A L EE
EMILIA (#3) DR & #aidhoiz. ThH ORER
20134 1L Hih AT H T-DML (4 K
LA L7 A5 520144 3 ] Hond

2k B 2
HRE LT,

AT AR EL,
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MTIEE RIS E o Tude v,

3. FOHERR

CMILIARERIY, P AVARTBLIUY 34 R
HHRHERZB Y, WA GERATETT 3 2 BRI AT A
BEZHRIC, TDMIETRF T+ ARV T E
HEg Lo v ¥ 2L IHRE (n=991) TH5
U EREFMEN H IS E R X APFS, 0S. %
BHETH o 7z BHRELT - SR AT T 5 B
ELTIVLIAVUTFOERIZ61% TdH 7.

RS SE R L A O PESH LA T-DM1BE T9.6 7
H (95%CI : 825-10.64), F/3F =7 + h Xy ¥
T6.47 A (95%CI : 5.68-7.06), HR 0.650 (95%CI:
05490771, FE¥llogrank#Ep<0.0001} THY (B3},
T-DMIBCTHERENFBD SN/, OShdfiiz
T-DMIFT30.9% /3 (95%CI : 26.81-34.27), F/5F =
T+ ANRY I ELTE25.0H ) (95%CT 2 22.74-
2796). HR 0682 (95%CI : 05480849, i hllog-rankii
£p=0.0006) T. JiATicEE LA RN dniak kit
WL, OSOfERMEIHHEEIN: (B4), Fi%H
{20 CE, T-DMIEET436%, F/3F =7 +ARV ¥
¥ U BET30.8% & T-DMIBEDENR Tz (1 %HisEp<
0001). 7=, Z%DUHN (ZRHIE) o iz T-DM1
BT126# H (95%CI : 84-208), S /13F =7 +ARY
¢ CHTIE6SAH (95%Cl 1 55.7.2) Th o7z

I DWTE, FL— F3LofiEfifiokin
HAT-DMIFETA08%, F/3F T+ hRTFE VT
57.0% &, T-DMIBE Tt » 72 WL T-DMIE®
129 A3/ NG ANE, BRSE LA OREENELC, 7
IRFZ T+ AR YEEOIZHTH, EL BB
U R AR BBV EI TH - 72,

WK AT T 3 B SE R LA FACT -B-TOI
IO THRABIT DA, HEREL E TOMI O i
T-DMIBETIZ71% H (95%Cl : 5.59-844), F/8F=7
FHNTF Y BTG A (95%CT - 4.14578). HR
0.796(95%CI : 0.667-0.951, KG8llog-rankdfizg, p=0012D)
T. T-DMIFTH IR o7,

BHAH T > ¥ A B (TH3RESAMEL, n=
602} &, HERZEGHUIFEARERIET S L l3Egd

MHER2MKF 2 U VESBETESHE TDM1LR?

HAWAT, PIAVIATT, INFZT, FxYURE
G, 2LV AP ERRBEFYRTH DR,
T-DMIE (3.6mg/keg, 38T &) & EHERIRGH
TPC (treatment physicians’ choice) BfiZ2 @ 1 DA
TT vy sz, FYFMEEIZEGIERICES
PESEOQOSTH Y, MIKAHET E L B /mESC L 5%
B EREWTH o 7. WEENTHRETPCHEDS
T-DMIFEAND Z O Ak — A= 5F 0 2 N5 79 » &
T Twhs HEFT - IEEMEALA AT B iAo dt
ffEdFi#EE 4L YA THY, TPCHOHHANEL.
PHER2HEH: DO U: 1 H383.2%, (ARG A 168% T
oo PEMIREE, b5 AY X~ T + {LEHEE
(685%), FPIAVAXTT +I3F=7 (103%), +7
AW AT RV L (16%), 783727 + 4L
W (27%) THote {LERERER ¥/ LYY
RELYFE Y, ZNT Yy, KoY sFEl, Kby
Fo kb,

PESOH i T-DMIEE6.272 A, TPCEE33W HTH
9. HR 0528 (95%CI: 0422-0661. p<00001) Tah-
72o OSIZTPCEED44/198 A (22.2%) #T-DMI1EE~2
O AF—8—= L7, OSHYHMEIXT-DMLIFCIEREE,
TPCEHZ149% HC. HRIE0552 (95%C1 © 0.369-0.826,
p=0.0034) THot. BEFIELT-DMIBFT31.3%.
TPCEEIF8.6% Tdh - 7z (95%CI 1 16.2-29.2, p<0.0001).

b= F3LU LodiEJi 82 T-DM1#F TI332.3%.
TPCHIZ435% TH » 7. 7 b— F3L LAy EdL
T-DMIE T A, TPCRE Tl b i skif A,
BRI AE, THITH o7,

| BIEEFT 0BRSS

HER2B IR - HRAPAO—RGHE LT, £
Mo EE RIS AL 3 BEILEGAR. MARTANNERE: (n
=1002) B{THLRTWAEY, Thik, PFAVATT
+ ¥ FY R, T-DML+ 751K, T-DMI+ XAV X
= RO 38R T B RER T, BUEE SRR UERT
LTHBY, TOMEILE D T-DMIA—REHISH A A
NONDHT EAWF RN D,

FOfils b RYHERZE AL A & 1 4 & L7 JART

ZEEEE 2014.5 (VOL56 No.5) — 73(737)

— 169 —



1.0 Rl
(B
. SRF-T+h vary 64
% : T-OM 1R 8.6
2 HR=0.650 p<0.0001
£ 06 \R
g A3.20 B OENERRER
T 0a-
P
S 024
] 84158
OD i I} [ H
0 2 4 8

H3 EMILIAESICHIT DEBERE

FHHOBERTTER

fVerma S, et al N Engl J Med, 367 0 17831791, 2012 &£ ) 5151
(3
SINFZTERNUEE 251
AS8HBDHRER
04+
0.2 4
251hE8 308hH8
0.0 LI E Bt m I - i
0 2 4 8 8 10 12 f1678¢302224202830\593&36
B =

B4 EMILIARBICBIIS2EFHEOBRLER
Werma S.etal 1 N Engl J Med, 367 : 1783-1791, 2012 .5 H 1)

M B OB R s hTu D, WiiEHBEE LT
IZADAPTHER (T-DMIL = EHERy R L€ @G vs 1 T
A K= 7 + BARERY AR VB L RTE) RKRISTINE (F&
SHFLVAANETFF o+ P FAVATT vs Fh¥
FHN+ANETIF L+ bIAVATT + RN YA
T vs F &3 +T-DMI vs FE 4 F L0+ T-DMI

74(738) — HEEEES 2014.5 (Vol.56 No.5)

=L AT T v T-DML+ vy X< 7)) HGTEER
Twd, Ffifdite Uik, KATHERINE (i
LA TR O HL% % B0 Fo g LR U CHi Ry
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=yt

— 170 —



LA AR L TAC/FECORIL, # 54 v
A+ FIAYXT T+ XNV ZT T 2 T-DMI+ L
AT k) B EFFONTBYEENE-NL,

_Bbbic

T-DMUIH WS AHE LTSI Lo EAD
- Rt OB HOBR oM
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13 Junutila TT. et al ;: Trastuzumab-DM1 (T-DM1) retains all
the mechanisms of action of trastuzumab and efficiently inhi-
bits growth of lapatinib insensitive breast cancer. Breast Can-
cer Res Treat, 28 : 347-356, 2011

2} Kovitun YV, et al : Antibody-maytansinoid conjugates desig-
ned to bypass multidrug resistance. Cancer Res, 70 : 2528-2537.
2010

35 Erickson HK, et al: Antibody-mayvtansinoid conjugates are
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76/229 33  (27.09-39.29) 42/225 19 (13.58-2.76) 0.001
41/97 42 (32.44-52.10) 24/89 27 (17.75-36.19) 0.029
35/132 27 {18.98-34.05) 187136 13 (7.54-18.93} 0.006

60/176 34 (27.09-41.09) 32/175 18 (12.56-24.01) 0.002

GERABROA 31115 27  (18.85-35.07) 18/130 14 (7.91-79.78) 0.010
Rz 59/176 34  (26.55-40.50) 347182 19 (13.02-24.34) 0.002
mEELIS : 17/50 34  (20.87-47.13) 8/43 19 (6.97-30.24) ns
B8/199 34  {27.58-40.76) 36/193 19 {13.16-24.15) <0.001
265 8/30 27 (10.84-42.49) 6/32 19 (5.23-32.27) ns

51 CAomm “’77#“’3‘/&:6)35?5@!\{7U9$t)b®§xfj$(zm2& ey
ns I EEITRRIEEEL L.

TT5% G OBKRREE SR Z ) FEE L1698 TH ) #

TH BEME O AR AR o WIEE A

CAO125ER T 77 TS AN ED 5 TBolzl EARIEINTHA,
ERBELDSA BT BWT, 3T 72 (HR 0.75 : p =0.006) .

2R 5 F N 175mg/m & 3 MR T OSIMLTIET 79 &4 ttofi  CAO245ER

75 ¥4 > 260mg/m? 055 AR wﬁﬁﬁﬁom\ﬂ70¢$hW%ﬁ Efs - LA AR R 2 LA d it
EECA012 B (n=460) ¥ ThdLs, & 55.7MTH VAR TR BDLh -7 DTy ALET ?‘ﬂi-tfzsc B CAO24

BEE & L CTAREE AT (p=0374AN TRKEMLETIEEIL REn=302): T IEH L3I L

BRI E . SR (Hme to FA56.43. 46.7H(HR 0.75:p=0.006) EPasS 5()0mg/m?'?*fi vs. T 7T & i

progression : TTP) 43 & U542 4 I 1 LA A ST, #E 100mg/mA B vs, 775 7

(overall survival : OS)ASFHI 2 4172, {513 Grade 4 OEFIERi A 5] 4% 9 150mg/me it vs. FE 7 ¥4
»&03%’:--”:, BERET 7% Y 0 T T VTR - N3 I E 42 5100me/mPREDFE L, 7

A%ICHT L. 237 ) 7 R VBEI9% &, 23(10% vs. 2% “p<0.001), HTAES 7G4 AR 150mg/mP BRI

fess

T7 IR P EPALEIIN o= BRI L TT 7o ¥ U BETIE N Ty F b L BRI AT IR A A A Y
0.001), O B—IKmIWTIZT 77+ gy FLNELILE L, £Grade T Iui(prog‘reqsiomh‘ee survival : PES)
HRET42%, o) ¥ F AT 55.1% vs. 71.2%. Grade 30\ I Cl& DTG 2 721294 vs. 759
27% ‘p=0 029), TLREHELL Ff‘:'f"*% 2.2% vs. 105% L s D S, Ji. HRO.75 : p=0.006)%,
LFIL27%. 13% (p=0.006) Tdh - FOMBELT, T7IXYRREA F 7o AR EEO Update AT TIE, 08
7z (FD, Uy FL MBI ARTH LSO/ B W T 77 Y i 5150
TTPH LAtz 7 7 T ¥4 >~ 23,0 7 RN A BT WS, mg/m*iHE33.8 7 . My 3
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