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Table 1 Laboratory findings on admission
Hematology Immunochemistry
WBC 12,100/ul CEA 5.1 ng/ml
Neu 92.8% CA199 13 U/ml
Lymph 3.8% KL-6 409 U/ml
Mono 34% SP-A 51.5 ng/ml
Eos 0.0% SP-D 478 ng/ml
Bas 0.0% BNP 46.3 pg/ml
RBC 335 %104/l B-D glucan 170 pg/ml
Hb 11.0 g/dl Rheumatoid factor negative
Ht 33.3% Antinuclear Ab negative
Plt 155 x10%/ul IgE 5 mg/dl
Biochemistry MPO ANCA negative
TP 6.6 g/dl PR-3 ANCA negative
Alb 4.2 g/dl Cytomegalovirus Ag negative
GOT 26 1U/1 Chlamydia-N Ag negative
GPT 31 1U/1 Legionella Ag (Urine) negative
LDH 203 10/1 Arterial blood gas (room air)
CPK 69 1U/1 pH 7.467
ALP 319 1U/1 pO2 68.7 mmHg
YGTP 148 1U/1 pCO:2 30.7 mmHg
BUN 179 mg/dl BE —0.5 mmol/!
Creat 0.53 mg/dl Sa02 94.1%
Na 142 mEq/! A-aDOq 46.3 mmHg
K 4.2 mEq/] BAL (Rt. Bb)
Cl 104 mEq/! Total cell count 2.3x10°/ml
FBS 164 mg/dl Eosin 2%
HbAlc 5.5% N. Seg 28%
CRP 0.36 mg/dl Lympho 10%
DLST Mo 60%
TS-1 1,284 cpm, 372% CD4/8 ratio 0.89
TXL 275 cpm, 79% Culture of bacteria negative
control 345 cpm Culture of mycobacteria negative

BAL: bronchoalveolar lavage, DLST: drug lymphocyte stimulation test
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Fig. 1 Chest X-ray films as an outpatient (A), and after the discontinuation of TS-1 (B) show diffuse
ground-glass opacities in the right lower lobe and marked improvement after the withdrawal of TS-1.

Fig. 2 Chest computed tomographic images on admission show diffuse ground-glass opacities and thick-
ening of the bronchovascular bundles in the right lower lobe, with bilateral pulmonary emphysema.
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Fig. 3 Pathological findings. (A) Lung specimens from TBLB of the right S6 show pneumocytes of atypi-
cal type II hyperplasia (black arrows), hyperplasia of fibroblasts and eosinophil infiltration in the alveo-

lar walls (hematoxylin-eosin stain). (B) Mural-type fibrosis and polyp-type intra-alveolar fibrosis (red ar-

rows) show as collagen globules (Elastica-Masson-Goldner stain).
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Abstract

The value of transbronchial lung biopsy findings in the diagnosis of a case
of TS-1-induced pulmonary toxicity

Shunsuke Ito”, Tomoyoshi Yamaguchi”, Ryo Morisue”, Yukari Ogawa”,
Kazuo Munakata"” and Yuh Fukuda”
VDepartment of Internal Medicine, Nippon Medical School, Musashikosugi Hospital
?Department of Analytic Human Pathology, Nippon Medical School

We report the case of a 67-year-old man with a diagnosis of stage IV stomach cancer in May 2010 who was
treated with outpatient chemotherapy using TS-1, paclitaxel and lentinan. Dyspnea and coughing developed after
drug administration in November and the patient was hospitalized on day 5 after the appearance of symptoms
due to hypoxemia and the presence of ground-glass opacities in the right middle and lower lung fields. On the
same day, bronchoscopy was performed for differentiation from infection and lymphangitic carcinomatosis. A
transbronchial lung biopsy suggested drug-induced pulmonary toxicity, and a drug lymphocyte stimulation test
was highly positive for TS-1. Discontinuation of TS-1 alone improved his respiratory status and imaging findings.
TS-1is available only in Japan, and because it is administered orally and its toxicity is minimal, its use has been ex-
panded to treat a variety of malignancies. Drug-induced pulmonary toxicity due to TS-1 occurs in only 0.03% of all
cases, and there are few reports regarding the histopathological findings of TS-1-related pulmonary toxicity. Al-
though it can be difficult to diagnose drug-induced pulmonary toxicity because it demonstrates a variety of imag-
ing findings, the present case suggests that it is important to proactively perform transbronchial lung biopsy at
the early stage of diagnosis and promptly determine a course of treatment.



