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Abstract Purpose: Previously, we conducted a nation-
wide survey of primary central nervous system lym-
phoma (PCNSL) treated between 1985 and 1994 in
Japan. In the present study, we conducted further
investigations of PCNSL patients treated between 1995
and 1999 to clarify possible changes with time in the
clinical features, treatment, and outcome of this disease.
Methods: Thirteen Japanese institutions were surveyed,
and data on 101 patients with histologically-confirmed
PCNSL were collected. These data were compared with
those of 167 patients treated at the same institutions
between 1985 and 1994. Resuits: Regarding patient and
tumor characteristics, the proportion of patients with
good performance status (PS) was significantly higher in
the group treated during 1995-1999 than in that treated
during 1985-1994, but other characteristics were not
significantly different. Regarding treatment, more
patients in the more recent period (66%) received sys-
temic chemotherapy than those in the preceding period
(53%, P = 0.049). For all patients, including those who
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did not complete radiotherapy, the median survival time
was 17 months and 30 months in patients treated
between 1985 and 1994 and those treated between 1993
and 1999, respectively, and the 5-year survival rate was
15% versus 31% (P = 0.0003). In both patient groups,
higher age and tumor multiplicity were associated with
poor prognosis in multivariate analysis. In patients
treated between 1995 and 1999, those who received
systemic chemotherapy showed significantly better
prognosis than those who did not (P = 0.0049), but the
difference was not significant in multivariate analysis (P
= 0.23). Conclusions: The high survival rates observed
in the present survey are comparable with those of recent
prospective studies employing intensive chemoradio-
therapy. The improvement in prognosis appeared to
result, at least in part, from the increase in the propor-
tion of patients with better PS. Since the clinical feature
and treatment outcome of patients with PCNSL can
thus change with the era, historical control data should
not be used in comparing different treatment modalities.

Keywords Brain neoplasm - Lymphoma - Primary CNS
lymphoma - Radiotherapy - Chemotherapy

Introduction

Primary central nervous system tymphoma (PCNSL) is
increasing and is becoming one of the most important
tumors in neuro-oncology. Radiation therapy has been
the standard treatment for PCNSL until recently, but
the outcome of patients treated by radiation alone has
not necessarily been satisfactory (Shibamoto et al. 1990;
Reni et al. 1997; Hayabuchi et al. 1998; Nelson 1999).
More recently, the use of high-dose methotrexate
(MTX)-containing chemotherapy before radiation
appeared to have gained some success in obtaining
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Purpose: To evaluate the quality of radiotherapy (RT) in Japan, we have been carrying out a national survey
through patterns-of-care studies {PCSs) since 1996. We present the preliminary results of surgery combined with
RT with or without chemotherapy for thoracic esophageal cancer.

Methods and Materials: A Japanese PCS data format for esophageal cancer was established based on one used
in the United States and including information used in the surgical registration system in Japan, so that the
results in both countries could be compared. An independent panel of radiation oncologists surveyed randomly
selected institutions and patients between September 1998 and March 2001, There were 767 esophageal cancer
patients, of whom 220 had undergone preoperative or postoperative RT.

Results: The median age of the 220 patients was 62.3 years (range 31-89); of them, 88.1% were men.
Pathologically, 218 patients (99.5%) had squamous cell carcinema, predominantly located in the middle and
lower thoracic esophagus, 41.7% of the patients had Stage III disease; they accounted for 52.6% of patients in
nonacademic institutions and for 37.7% of those in academic institutions (p = 0.016). Sixty-nine patients received
preoperative RT; of them, 60.9% received chemotherapy; 145 patients received postoperative RT with or without
chemotherapy. The spinal cord of 23 (11.7%) of 196 patients was irradiated with =50 Gy. In academic
institutions, extended radical “three-fieild” lymphatic dissection was performed for 72 (48.7%} of 143 patients;
however, this sophisticated surgical procedure was done in only 13 (25.5%) of 51 patients in nonacademic settings
(p = 0.004). In all large academic institutions (those treating =300 patients annually), =6 MV of photon energy
was used; 30.5% of nonacademic institutes had linear accelerators of <6 MV photon (p = 0.001). No deviations
occurred in the radiation dose (median 46 Gy), fractionations, or fields between the two types of institutions.
Univariate analyses showed that the statistically significant prognostic factors affecting overall survival were
stage (p = 0.001), extended radical “three-field” lymphatic dissection (p = 0.001), no residual tumor (7 = 0.001),
supraclavicular RT (p = 0.001), mediastinal RT (p = 0.025), Karnofsky performance status (p = 0.006) photon
energy (p = 0.011), and stratification of the institutions (p = 0.001). Multivariate analysis showed that the type
of institution (p = 0.045, risk ratio = 0.604), stage (p 0.029, risk ratio = 0.572), no residual tumor (p = 0.006, risk
ratio = 0.487), photon energy (p = 0.043, risk ratio = 0.579), and use of chemotherapy (7 = 0.012, risk ratio =
1.907) significantly affected overall survival.

Conclusion: This PCS showed that in Japan important issues are present regarding RT for esophageal cancer
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BACKGROUND. Due to the small number of patients and differences in the patho-
logic classification in most radiotherapy series, information regarding the ade-
quacy of tumor control in patients with ocular-adnexal marginal zone B-cell
lymphoma of mucosa-associated lymphoid tissue (MALT lymphomay) is limited.
METHODS. A multiinstitutional, retrospective study was performed on 50 patients
with Stage [E ocular-adnexal MALT lymphoma who were treated with radiotherapy
between 1989 and 1999. The impact of patient characteristics and other variables
on tumor control was analyzed.

RESULTS. Responses to radictherapy include a complete response (CR) in 26
patients, a partial response (PR) in 20 patients, and no change in 4 patients.
Forty-nine of 50 patients obtained tumor control in the ocular adnexa at 24
months, Overall, 6 patients exhibited disease recurrence at 4-97 months. Three
patients developed recurrence in the ocular adnexa. Two patients had isolated
extranodal failure involving the orat floor and the submandibular gland, and one
patient experienced failure in the neck lymph node. The initial turnor response had
a marginal impact on the development of recurrence. None of the 26 patients who
achieved a CR experienced ocular-adnexal recurrence. All three patients who
experienced local treatment failure belonged to the initial PR group. In total, five of
six patients who developed recurrent disease had obtained a PR after initial
radiotherapy. Age, gender, tumor location, and dose of radiotherapy did not
influence the development of recurrence. There was only one death due to lym-
phoma. The 5-year overall survival rate was 91% with a median follow-up of 46
months,

CONCLUSIONS. Radiotherapy offers excellent local control with a prolonged clinical
course for patients with MALT lymphoma in the ocular adnexa. The initial re-
sponse to radiotherapy marginally influenced the probability of recurrence. Cancer
2003;98:865-71. © 2003 American Cancer Society.

KEYWORDS: extranodal marginal zone B-cell lymphoma, mucosa-assoclated lym-
phoid tissue, ocular adnexa, radiotherapy, conjunctiva,

ymphomas in the ocular adnexa predominantly result from B-cell

proliferation and include a variety of histologic types. Although
diffuse large cell lymphomas occasionally are encountered, the most
common type of ocular-adnexal lymphoma is an extranodal marginal
zone B-cell lymphoma of mucosa-associated lymphoid tissue (MALT
lymphoma)."? The concept of MALT lymphoma was described first in
1983 by Isaacson and Wright® and is now well established in the
Revised European-American Classification of Lymphoid Neoplasms'

Published online 26 June 2003 in Wiley InterScience {www.interscience wiley.com.
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Risk Factors for Local-Regional
Recurrence Following
Preoperative Radiation
Therapy and Surgery for Head
and Neck Cancer (Stage II—IVB)]l

' 'PURPOSE To d:sccwer p0551ble nsk factors for Iocal reglonal recurrence (LRR) ' .
‘ following preoperatwe radiation therapy and curative surgery fqr head and neck Ny
squamaus, cell carcinoma (SCC) (stage. II—IVB) . ; _

'MATERIAI.S AND METHODS: Clmlcal records from 1987 to 1999 of ‘361 patlents o
with head and neck $SCC (oral cawty, 80 patients; larynx, 50; hypopharynx, :19; =
‘oropharynx 12) who underwent preoperative radiation therapy.and surgery were -
retrospectively reviewed. One hundred thlrty—two (82%) of the pattents had stage Ill

- or IV cancer. The mediian radiation dose was 38. Gy ' ‘ R

RESUI.TS. The 5-year ovéralt- survrval rate . and LRR rate’ were 58% and 35%,‘_" :
; respectwely At multivariate’ analy5|s, oral cavity caricer (P:= .020), clinical T stage
Lo (P=.016), cllnlcal N stage (P = .017), and status’ ‘of surglcal margins ‘(P = .008) -
i emerged as variables that were sngnlﬂcantly associated with LRR. The analysns of only .-
.. those patients with lymph node mvolvement showed that oral cavity cancer (P ="
: 008), advanced N-stage cancer (P = 045), and Iong :nterval between the start of
preoperatlve radiation therapy and  surgery (>7 weeks) (P= 01 9) emerged as
vanables that were significantly assocnated wnth LRR ; .

CONCLUSION: Oral cavity cancer, advanced T or N stage ‘of dlsease and unsatls-‘

.factory margms were risk factors for LRR, A long mterval (=7 weeks) was a nsk factor -
.- for LRR in patlents wnth Iymph node mvolvement " L : -
o RSNA 2003 bt

The local-regional recurrence (LRR) rate after surgery alone for patients with locally
advanced head and neck squamous cell carcinoma (SCC) is extremely high (1,2). Com-
bined therapy with radiation and surgery improves local-regional control and overall
survival rate of patients with advanced head and neck SCC (3-5). In the late 1960s, the
Memorial Hospital (New York, NY) experience demonstrated that preoperative radiation
therapy followed by surgery provided better local-regional control than surgery alone for
patients with epidermoid carcinoma who underwent radical neck dissection (1). Some
prospective randomized trials demonstrated that the outcome of patients who underwent
postoperative radiation therapy for locally advanced head and neck SCC was superior to
that of patients who received preoperative radiation therapy (6,7). At present, curative
surgery followed by postoperative radiation therapy has become the standard therapy for
locally advanced head and neck SCC.

Complete surgical resection of head and neck SCC is associated with poor cosmetic
outcome and organ dysfunction, including dysphasia and impairment of speech and
swallowing, but the outcome of patients with advanced head and neck SCC treated only
with conventional radiation therapy is disappointing. The possibility of administering
induction chemotherapy to improve the organ preservation rate after radiation therapy or
conservative surgery has been investigated. The Department of Veterans Affairs (8) and
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Successful Unrelated Cord Blood Transplantation Using a Reduced-Intensity
Conditioning Regimen in a 6-Month-Old Infant with Congenital Neutropenia
Complicated by Severe Pneumonia
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Abstract

Here we report the first successful unrelated cord blood transplantation (CBT) using reduced-intensity conditioning for the
treatment of congenital neutropenia in a 6-month-old infant with complications of severe pneumonia probably due to Staphy-
lococcus aureus infection. Because the patient showed no response to treatment with granulocyte colony-stimulating factor
and had a cytogenetic aberration, unrelated CBT with an HLA-DRB1 genotypic mismatch was performed. The number of
infused cells was 15 X 107/kg. The preparative regimen was fludarabine, cyclophosphamide, and 6 Gy of total body irradiation.
Teicoplanin was administered for bacterial pneumonia. Neutrophil engraftment was achicved on day 41 and was followed by
clinical improvement. The patient gradually caught up on growth and development after the CBT. Unrelated CBT using a
reduced-intensity conditioning regimen may be an effective treatment for congenital neutropenia.
Int J Hematol. 2004,80:287-290. doi: 10.1532/1JH97.04079
©2004 The Japanese Society of Hematology

Key words: Kostmann syndrome; Cord blood transplantation; Reduced-intensity stem cell transplantation; Total body irra-
diation

1. Introduction cord blood transplantation (CBT) using a reduced-intensity
conditioning regimen to treat CN. The patient, a 6-month-old
Kostmann reported infantile genetic agranulocytosis  infant, achieved hematopoietic recovery and clinical
causing an early onset of life-threatening infection. In the  improvement after undergoing CBT.
Severe Chronic Neutropenia International Registry
{SCNIR), congenital neutropenia (CN) is defined as an
absolute neutrophil count of less than 0.5 X 10%L lasting for
months or years, regardless of inheritance [1]. Since granulo-
cyte colony-stimulating factor (G-CSF) became available,
the prognosis and quality of life of CN patients have dra-
matically improved [1]. However, up to 10% of patients are
refractory to G-CSF treatment, and hematopoietic stem cell
transplantation (HSCT) is indicated. All of the successfully
treated patients described in several reports [2-4] received
allogeneic HSCT after receiving a myeloablative regimen.
Here we report what we believe is the first use of unrelated

2. Case Report

A 4-month-old boy was admitted to our hospital because
of respiratory distress. Since birth, he had had omphalitis,
acute otitis media, and acute pharyngitis, but there was no
family history of repeated infection. The patient’s oxygen
saturation was less than 90%. A chest x-ray film and a com-
puted tomography scan showed consolidations in the right
upper and lower lobes with pleural effusion (Figure 1). The
white blood cell count was 3.7 X 10%/L with 0% neutrophils,
11% monocytes, 2% eosinophils, 6% basophils, and 81%
lymphocytes. The hemoglobin level was 6.8 g/dL, and the

Correspondence and reprint requests: Kazuo Sakashita, MD, platelet count was 542 X 10°%/L. The bone marrow cell differ-
Department of Pediatrics, Shinshu University School of Medicine, entials showed a selective decrease in the myeloid lincage
3-1-1, Asahi, Matsumoto, 390-8621, Japan; 81-263-37-2642; fax: 81- without any morphologic abnormality. In repeated semisolid
263-37-3089 (e-mail: sakasita@hsp.md.shinshu-u.acjp). cultures of bone marrow cells, no neutrophilic colonies were
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A Multi-institutional Survey of the Effectiveness of
Chemotherapy Combined with Radiotherapy for
Patients with Nasopharyngeal Carcinoma
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Background: Previous randomized trials have shown a survival advantage of concurrent
platinum-based chemoradiotherapy with or without adjuvant chemotherapy for advanced
nasopharyngeal cancer. Applicability of these data to a Japanese population is an important
issue which remains to be solved.

Methods: A retrospective survey of treatment of patients with nasopharyngeal cancer in
17 institutions in Japan was done with special reference to the relationship between the
type of chemotherapy and survival outcome. Chemotherapy used was classified according to:
(i) whether =2 courses of platinum plus 5-fluorouracil (FP) was given; or {ii} whether platinum
was administered concurrently with radiotherapy (RT). This resulted in three groups being pro-
duced consisting of (i)/(ii) = YES/YES, other miscellaneous (MISC) and RT alone.

Results: Of 333 evaluable replies, 67 patients (20%) corresponded to the YES/YES, 192 (58%)
to the MISC and 74 (22%) to the RT alone group. The YES/YES group achieved a better
overall survival than RT alone for patients with intermediate stage (T3NO or T1-3N1, 81.9 versus
60.7% at 5 years, P =0.042) and advanced stage (T4 or N2/3, 56.6 versus 31.5%, P=0.017)
disease. The MISC group achieved an almostidentical survival rate to that in the YES/YES group
for patients with intermediate stage disease (81.9% at 5 years, P = (0.968), whereas it was not
significantly different from that of the RT alone group for patients with advanced stage disease
(44.0%, P=0.261).

Conclusion: The results of this survey mirrored the data from previous randomized trials
for patients with intermediate and advanced stage nasopharyngeal cancer in Japan. However,
confirmatory prospective trials are required to test the efficacy of less toxic approaches for
patients with intermediate stage disease.

Key words: nasopharyngeal cancer — radiotherapy ~ chemotherapy — survey

INTRODUCTION

Although nasopharyngeal cancer often responds well to radio-
For reprints and all correspondence: Mitsuhiko Kawashima, Division of therapy (RT), the cure rate in patients with advanced stage
Radiation Oncology, National Cancer Center Hospital East, 6-5-1, . P
Kashiwancha, Kashiwa, Chiba 277-8577, Japan. disease has not been satisfying (1,2). Local recurrence at the
E-mail: mkawashi@east.nce.go.jp ' periphery of the irradiated area receiving an insufficient RT
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Clinical Problems in Gemcitabine Treatment for Unresectable Pancreatic Cancer in the Elderly—A Multicentric
Retrospective Study of 53 Cases—: Nobumichi Takeuchi*!, Shinya Magjima*?, Osamu Hasebe*®, Yoshiaki Ma-
tsuda*!, Kazuhiro Hanazaki*s, Shoji Kajikawa*®, Kenji Mukawa*’, Koichi Hosokawa*®, Ken Hayashi*®, Takeshi
Hisa***, Kiyoshi Furuta*!!, Kazuo Tajiri*'?, Yoshiro Fujimori*', Gengo Kaneko*!, Yasuhide QOchi*'®, Naoto Shi-
kama*'¢, Shigeyuki Kawa*'®, Shinichi Miyagawa*!?, Shiro Miwa*'" and Kendo Kiyosawa*'® (*!'Dept of Surgery, Ina
Central Hospital, **Dept. of Gastroenterclogy, National Sanatorium Chushin Matsumoto Hospital, **Dept. of
Internal Medicine, Nagano Municipal Hospital, **Dept of Gastroenterclogy, Nagano Red Cross Hospital,
*sDept. of Surgery, Shinonoi General Hospital, **Dept. of Surgery and **Dept. of internal Medicine Suwa Red
Cross Hospital, **Dept. of Internal Medicinre Suwa Central Hospital, **Dept. of Surgery, Syowa Inan General
Hospital *Dept. of Internal Medicine, Saku Central Hospital, *''Dept. of internal Medicine, Matsumoto National
Hospital, *'2Dept. of internal Medicine and **Dept. of Surgery, Hokushin General Hospital, *'*Dept. of Surgery,
lida Municipal Hospital, *"*Dept. of Medicine, *'*Dept of Radiology and *Dept of Surgery, Division of
Gastroenterology, Shinshu University School of Medicine, Nagano Pancreatic Cancer Study Group)
Summary

In Gemgcitabine treatment, elderly patients with unresectable pancreatic cancer are more likely to suffer from
haematological and non-haematological adverse effects than non-elderly patients. Forty percent of the elderly
patients were dropped from the initial protocol due to the adverse effects, mainly because of non-haematological
evenis or symptoms. To avoid adverse effects, the administration schedule for Gemgcitabine tended to be less
often and at a lower dose for elderly patients among members of the Nagano Pancreatic Cancer Study Group.
However, the fact that some cases showed a limited effect from this administration schedule albeit without adverse
effect, might suggest that the frequency of ordinary administration schedule should be maintained, although the
Gemcitabine dose could be decreased in unresectable pancreatic cancer patients in poor condition. Key words:
Gemcitabine, Unresectable pancreatic cancer, Elderly patients (Received Feb. 27 2004/Accepted May 6, 2004)
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A case of aorto—bronchial fistula after insertion of left main bronchial self-
expanding metallic stent in a patient with recurrent esophageal cancer.

Onishi H, Kurivama K, Komiyama T, Tanaka S, Marino K, Tsukamoto T, Araki T.

Department of Radiation Oncology, Yamanashi Medical University, 1110 Shimokato
Tamaho-cho Nakakoma=-gun Yamanashi, 409-3898, Japan. honishi@res.yamanashi-
med.ac.jp

We report a case of aorto-bronchial fistula (ABF) caused by a self expanding metallic
stent (EMS) 51 days after insertion into the left main bronchus. The patient
presented with left main bronchial stenosis caused by post—operative local
recurrence of esophageal cancer. Post—operative radio therapy totaling 40 Gy and
post-recurrence radiotherapy totaling 34 Gy were administered, with daily fractions of
2 Qy. Stenosis of the left main bronchus improved slightly, and was followed with
insertion of EMS to prevent restenosis. The patient experienced massive hemoptysis
for 3 days before sudden death. Autopsy revealed the EMS edge perforating the
descending aortic lumen. Tumor infiltration and bacterial infection were observed on
the wall of the left bronchus, and atherosclerosis was present on the aortic wall
around the fistula. It should be noted that the left main bronchus was at considerable
risk of ABF after insertion of EMS for malignant stenosis, and prophylactic sent
insertion into the left bronchus without imperative need must be avoided.

Publication Types:
s Case Reports
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