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Fig. 3. The overall survival curves of the group with higher
radiation dose (>30.6 Gy) (red line) and the group with lower
radiation dose (£30.6 Gy) (blue line) among the good responders to
chemotherapy.

DISCUSSION

A randomized controlled trial conducted by the Southwest
Oncology Group (SWOG) showed that three cycles of
CHOP followed by IFRT was nearly equivalent to eight
cycles of CHOP alone for localized aggressive NHL [1]. In
this trial, the radiation dose was not fixed, and ranged from
40-55 Gy, as determined by the individual radiation oncolo-
gists. The majority of the patients received a relatively high
(>45 Gy) dose. Generally, administration of a higher radi-
ation dose is associated with a higher rate of adverse events.
The head and neck area, which is the common origin of ag-
gressive NHL, contains organs that are vulnerable to radi-
ation. Hypothyroidism occurs in 25-50% of patients whose
thyroid glands receive irradiation at a dose of 30-40 Gy
[3, 17]. A radiation dose of >26 Gy to the salivary gland signi-
ficantly increases the rate of xerostomia in patients suffering
from head and neck malignancies [18]. Moser ez al. reported
that risk of cardiovascular disease was significantly increased
in patients receiving a radiation dose >40 Gy as treatment for
aggressive NHL [19].

Until recently, the optimal radiation dose for aggressive
NHL had not been directly confirmed by a randomized con-
trolled trial. Tsang et al. reported that the approaches of the
experts in Western countries differed considerably in this
regard [20]. A randomized phase I trial was conducted in
the UK to verify the effectiveness of reduced dose for local
control in NHL [5]. The results of this trial indicated that 30
Gy had the same efficacy as 40-50 Gy in cases of aggressive
NHL. These results were convincing due to the large number
of patients enrolled in this trial. However, the trial population
was relatively heterogeneous. In practice, clinicians are
required to make a decision for a patient’s specific situation.
It is sometimes problematic to adapt the result of a phase III
trial, which has some diversity, to such a specific situation
[21], and the results of other studies for the specific condition
must be taken into consideration. Therefore, we evaluated

the validity of a decrease in radiation dose for patients with a
specific situation, i.e. localized DLBCL showing a good re-
sponse to chemotherapy.

There have been several investigations regarding the
optimal radiation dose for good responders to chemotherapy.
Fuller ez al. concluded that a dose of 240 Gy was needed for
these patients to achieve excellent local control [22].
However, other investigators suggested that it was unneces-
sary to use such a high dose in these cases. Kamath et al.
reported that 30 Gy was sufficient for good responders to
chemotherapy, especially those with non-bulky tumors [7].
Krol et al. performed a retrospective study to evaluate the
results of combined modality therapy [6]. In their investiga-
tion, radiation dose was adopted according to the response to
chemotherapy, with good responders to chemotherapy re-
ceiving either 26 or 40 Gy; they found no difference in the
outcome between patients receiving 26 and those receiving
40 Gy. Similarly, our study did not indicate any benefit of a
radiation dose >30 Gy. The results of the present study may
vield additional validation for adoption of a decreased radi-
ation dose for good responders to chemotherapy.

The present study had several problems due to its retro-
spective approach. The lower dose group contained more
patients who had undergone R-CHOP than the higher dose
group. This may represent a possible bias, but there is no way
to validate this. In addition, this study contained other limita-
tions as follows: results from only a single institute, a relative-
ly small sample size, a long study period, and heterogeneity of
the treatments.

The efficacy of radiation dose reduction for poor responders
to chemotherapy remains a concern. Attending physicians in
our facility have consistently administered relatively high
doses to patients who have shown a poor response to chemo-
therapy. Therefore, we were unable to obtain meaningful in-
formation about dose reduction for these patients from our
database. Further analyses regarding this issue are required.
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Abstract
Little information is available about the usefulness of concurrent chemoradiotherapy for
locally advanced thymic carcinoma due to a rare anterior mediastinal tumor. We experienced
a case of locally advanced thymic carcinoma that responded well to concurrent thoracic
radiotherapy combined with cisplatin plus vinorelbine chemotherapy. The patient showed
remarkable tumor regression and has remained disease free for over 4 years following
combined therapy. Concurrent chemoradiotherapy seems to be effective for locally advanced
thymic carcinoma, and cisplatin plus vinorelbine could be an alternative chemotherapy
regimen in combination with thoracic radiotherapy in patients with thymic carcinoma.

© 2014 S. Karger AG, Basel

Introduction

Thymic carcinoma is a thymic epithelial neoplasm with cytological malignant features
and a clinical course that tends to be much more aggressive than that of thymoma [1, 2]. Due
to its rarity, however, the optimal therapy for advanced thymic carcinoma remains
undetermined. In cases of locally advanced thymic carcinoma, a multimodality treatment
including chemotherapy, surgery, and radiotherapy may improve the outcome [2-9].
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Concurrent chemoradiotherapy is a strategy for unresectable disease. However, optimal
chemotherapy combined with thoracic radiotherapy for locally advanced thymic carcinoma
has been extremely limited because of the small numbers of reports about effective
treatment [2-9]. Here, we describe a case of inoperable locally advanced thymic carcinoma
successfully treated with concurrent radiotherapy with cisplatin plus vinorelbine chemo-
therapy.

Case Report

A previously healthy 53-year-old man was admitted to a local hospital because of an
abnormality on chest radiography detected during health screening in October 2009. Chest
computed tomography (CT) revealed an abnormal mass in the anterior and middle
mediastinum (fig. 1). 18F-fluorodeoxyglucose positron emission tomography (FDG-PET)
showed positive uptake in the mediastinal mass and right supraclavicular lymph node (fig.
2). The patient suddenly developed hoarseness, and left recurrent nerve paralysis was
detected. He was referred to our hospital for further examination. Physical examination and
laboratory studies revealed no specific findings. Endobronchial ultrasound-guided
transbronchial needle aspiration was performed for the mediastinal mass. The histological
findings revealed undifferentiated type of carcinoma and the tumor cells were positive for
CD 5. These findings were consistent with thymic carcinoma. Brain magnetic resonance
imaging {(MRI) revealed no brain metastasis. According to the classification of Masaoka et al.
[10], the patient had advanced disease with supraclavicular lymph node metastasis (IVb).

Concurrent chemoradiotherapy was selected as treatment. The chemotherapy regimen
consisted of cisplatin (80 mg/m?, day 1) and vinorelbine (25 mg/m?, days 1 and 8) every 4
weeks and concurrent thoracic radiation therapy (2 Gy x 30 fractions, total 60 Gy). Partial
response was achieved when 4 cycles of chemotherapy had been completed (fig. 3). He has
remained well for approximately 4 years without any evidence of relapse.

Discussion

We reported our experience with successful concurrent chemoradiotherapy and cispla-
tin plus vinorelbine for locally advanced unresectable thymic carcinoma. Several case
reports and series studies indicated the usefulness of concurrent chemoradiotherapy for
locally advanced thymic carcinoma [2-9]. Platinum compounds are generally used in
chemotherapy, but combined agents varied between reports. There have been frequent
reports of the clinical usefulness of vinca alkaloids and etoposide [2-9]. On the other hand,
with regard to studies on >10 thymic carcinoma patients to evaluate the efficacy of a single
regimen, cisplatin, vincristine, doxorubicin, and etoposide or cisplatin, doxorubicin,
vincristine, and cyclophosphamide showed relatively high response rates in metastatic
advanced thymic carcinoma [11, 12]. These data suggested that thymic carcinoma is
sensitive to chemotherapy. Thus, vinca alkaloids or etoposide are included in these regimens
as an active agent against thymic carcinoma.

Vinorelbine is a newer semisynthetic vinca alkaloid and has greater activity than
vindesine against metastatic non-small cell lung cancer (NSCLC). To our knowledge, there
have been no previous reports regarding the combination of cisplatin plus vinorelbine with
thoracic radiotherapy for the treatment of thymic carcinoma. Our experience suggests that
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cisplatin/vinorelbine is a useful chemotherapeutic regimen for concurrent thoracic
radiotherapy in patients with thymic carcinoma.

Concurrent chemoradiotherapy with cisplatin and vinorelbine is a commonly used
regimen for locally advanced NSCLC [13, 14]. Naito et al. [13] demonstrated encouraging
efficacy and safety of this therapy for inoperable stage III NSCLC. They reported a median
survival time of 21 months and a 3-year survival rate of 33%. In addition, grade 3 or 4
adverse events of leukopenia were observed (67%), but incidences of radiation pneumonitis
and esophagitis were 6 and 4%, respectively, which were apparently low compared with
other reports. Thus, concurrent chemoradiotherapy with cisplatin and vinorelbine is highly
active and well tolerated in lung cancer patients. Both cisplatin and vinorelbine may be
expected to exert considerable synergistic interactions with concurrent radiotherapy [15].
Thus, concurrent radiotherapy could be performed with the administration of chemothera-
peutic agents as radiosensitizers. Combined chemoradiotherapy may contribute to a better
outcome and may be a valuable therapeutic tool for locally advanced thymic carcinoma.
Thus, a novel regimen of chemotherapy suitable for thoracic radiotherapy is important for
beneficial outcome and safety even in patients with thymic carcinoma.

Resectability of the remaining tumor following induction therapy may be an important
issue in patients with locally advanced thymic carcinoma [2-9]. However, the residual tumor
after chemoradiotherapy in the present case remained inoperable because of the involve-
ment of large vessels. Based on several previous reports [2-9], chemoradiotherapy followed
by surgery may contribute to a better clinical outcome in certain patients with locally
advanced thymic cancer. Further clinical experience and studies are required.

In summary, the present case suggested that concurrent chemoradiotherapy is effective
for locally advanced thymic carcinoma. In addition, vinorelbine is a novel agent with good
activity against thymic carcinoma, which merits further clinical investigation as a chemo-
therapeutic option in patients with thymic carcinoma.
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Fig. 1. Chest contrast-enhanced CT showed mediastinal tumor with lymph node enlargement surrounding
the trachea.
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Fig.. 2. FDG-PET before treatment revealed increased uptake in the

supraclavicular lymph node.

mediastinal lesion and right

Fig. 3. Chest contrast-enhanced CT showed a reduced mediastinal mass after 4 cycles of chemotherapy
and concurrent thoracic radiotherapy.
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F34v9¢r (2 FAMED 2 REREER, -
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® IRTHCEHN, BEL, BETECRE LLES
NEXWREARIVBRTSEM] L 2hTwb, Th
PERETHOCLBELUEREEESE LT, HERE
SHEE L EENCRE S i 2 TR EoEERTEE
oBE, HREASTELRCT kERDB. T, Zh
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BEBEIRFERREEECER I IEAHLEER
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EXREBE INNERSHEETHB, OBITEIMV X
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BEIREToRLESCEAEROBEIMTL 5.
BOAEGREBETEEE» BN EHLES
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v — 2 ERPEFETEE CT »bERLES) LB
SIEBRART B Ui MV X odEEife B L <,
FEET X s EESET o T 5, Ei, HBEHRE
FEBOWRY — 2 LEEFAKKV XBERL7 7 »
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e h, MVXKRX v BB EERCERES
BEDLIB ISR olk. TOKV XRTOOEHA
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FHEHESRI TR 3 XTGOMNERRAR O DD,
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D ERIFRAE, BTERE

Bt BN T (EREER 3, FRRA-T
HFEA L Cid=F ¥ — e, EibT5EH
K=k A -2 L TR iR BV RS 2 5%
ERBD, ThAFERT T I -2 ENWE, T4 NE—
RERRCLLERL LD, FROESIXREIRED
BT v ¥ — 7 OFEIR\ERETD 2 L©, FE
CHE L {EREF IR L E2TE, FHEEEA
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A HEET L NEND DO LT, HFRRET
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BRI CRETIZBR SRR, BURARSHRET & M SRIEN

BELUUMIREFEAEFAENCLEE - (&,

435



xR K

4 CBCT 2BWi-Ei§ES
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PSS (low dose rate brachytherapy, LDR) &%
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125 (125-1) v — FgEE2 B v LDR @%ﬁ'/j\ﬁﬁﬁ?y
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Two Cases of Intravascular Large B-cell Lymphoma Diagnesed by Random Skin Biopsy

Nodoka SExiGUCHIY?, Daisuke Gona¥, Takashi Kopavaser™, Akiyuki Sakamoto
Shigeru Sasaxt, Toshiro IT0?, Fumihiro IsHIDA®?, Akiyo HineENG® and Tomonobu Korzumi®
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Intravasc;ﬂar large B-cell lymphoma (IVLBCL) is a rare subtype of extranodal large B-cell lymphoma.
Most patients show non-specific symptoms including fever, elevated lactate dehydrogenase (LDH) and throm-
bocytopenia. IVLBCL tumor cells are frequently hard to detect because of the selective growth of lymphoma
cells in the lumina of small vessels without apparent mass lesions. We experienced 2 cases diagnosed as
IVLBCL by random skin biopsy, who had no visible skin lesions. One had suffered from left partial hemipar-
alysis and was initially diagnosed with diffuse large B-cell lymphoma (DLBCL) of the central nervous system.
However, her condition worsened not withstanding whole brain radiation therapy for DLBCL. The other
patient was thought to suffer from a collagen disease. She too had shown a poor response to high doses of
corticosteroid for fever and severe thrombocytopenia. Blood examination revealed severe thrombocytopenia
and increased serum LDH levels in both cases. Since we suspected these patients to be suffering from IVLBCL,
random skin biopsies were performed, although no skin lesions were present in either case. Large B cell
Iymphoma cells in the venules were recognized in the specimens, resulting in the diagnosis of IVLBCL.

Random skin biopsy is a safe and useful diagnostic tool in patients with IVLBCL and should be performed
in patients who are suspected of having this disease. Shinshu Med J 62 : 295—302, 2014

{Received for publication February 17, 2014 ; accepted in revised form June 5, 2014)

Key words : malignant lymphoma, intravascular large B-cell lymphoma, thrombocytopenia,
random skin biopsy
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EAE®ZT2 L, BECTHREC CEEHEE R ow
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L7ze
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ANBEHRRA | BEERIET 2 h, +OEBFR T,
CD10ks 1, CD20BHE, CO7T92 B kB cr »n<
5 R TeAg % % o SV 53 A5 B B O SR
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i, {LEEFEEEMN 4 BHRCSBINER Ui, B
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BIEEEIE L, EEIBED LRI o, B
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£1 ARRRERR GERL

<Complete blood cell count> < Chemistry/Serology >
WBC 7840 /ul TP 4.1 g/dl
seg 65 % Alb 2.1 g/dl
band 6 % BUN 21 mg/dl
mono 14 % Cr 0.56 mg/dl
€08 2 % T-bil 0.97 mg/dl
bas 0 % ALP 51 U/
lymph 9 % LDH 380 U/
metamyelo 3 % AST 22 UM
myelo 1 % ALT 36 U/
RBC 343 X10%/ul yGTP 95 U/l
Hb 10.8 gfdl Na 130 mEq/l
Ht 31.7 % K 4.4 mEg/l
Pit 6.7 X10%/kl Cl 96 mEq/l
MCV 92.4 H ’ ferritin 289 ng/ml
CRP 2.56 mg/dl
<Coagulation test>
PT 14.8 sec <Tumor marker>
% PT 56.9 % sIL-2R 645 U/mi
APTT 37.1 sec
FDP-DD 1.4 mg/ml

B2 FDG-PETHE& @E@1)
A (Bﬁéﬁ) :E%]-%Fgﬁs EE‘J%, Hﬁig}) Eﬁﬁmg y’<gﬁ: B@ﬁ, %ﬁm%ﬁ%%wﬁo
B GRER : REEREAD .

LEOH, A58, e, AEEELY v 8, BE, 2, BEBCCS v X ARBERYHBT L. 2
| ERENOEREPROLA, WThd lam BRATH - A ET RO ERERER CE TIRIBESOSRInE
o (J2), BEFAES X CEERERI b IVLBCL AD & CD3tE, CD20BE, MUMIBEoRKHE
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C.D © JEFHREEHVINIEN o M I CD20B5 1 DA 2 BRI IR B o B 2 i i B o0 SUBIHR A
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viE=Yyry (0mg/H, 5HED, Y vFv=7 (R
DRFRER T & &5, BELIVMRERERL =
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(P4 7w7xA77 3 F 1400 mg/m® dayl, V&V
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body dayl, 7V F=Vwv :40mg/m? dayl-5, 3
B 2T\, ZOHRUAO miniCHOP ek 2k
L, 5h6 = — AT LB ko, BIE W
CEUIy AR TEREEL TW5,
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