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ABSTRACT —— Background. Crizotinib is useful for the treatment of lung cancer in patients who are positive for
the echinoderm microtubule-associated protein-like 4 (EML4)-anaplastic lymphoma kinase (ALK) fusion gene. How-
ever, when used therapeutically, this drug can have adverse effects on the gastrointestinal tract. Case. The pa-
tient was a 46-year-old female who was found to have a mass in the intermediate bronchus that formed a single
bloc with the mediastinal lymph nodes (# 7, # 8) and atelectasis of the right middle and lower lobes on thoracic
computed tomography (CT). She was subsequently diagnosed with cT4N3M1b stage IV lung adenocarcinoma. A
partial response (PR) was achieved after four courses of chemotherapy and radiotherapy. The cancer subse-
quently recurred in the form of cervical and abdominal lymph node, lung, liver and bone metastases. Histopathol-
ogy subsequently showed that the patient was positive for the ALK fusion gene. Odynophagia and retrosternal
pain appeared on day 10 after the start of crizotinib therapy, and upper gastrointestinal endoscopy performed on
day 15 of treatment revealed esophagitis. A temporary drug holiday from crizotinib was thus implemented.
Treatment with crizotinib was resumed on day 36 of therapy after the esophagitis improved; however, it was sub-
sequently discontinued when the esophagitis reappeared on day 49. The esophagitis eventually improved by day
57 of treatment. Conclusions. We herein described the case of a patient with lung adenocarcinoma who developed
crizotinib-induced esophagitis.
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A chest X-ray film obtained on the first

Figure 1.
visit showed atelectasis of the right middle and
lower lobes, with indistinctness of the right main
bronchus.

Table 1. Laboratory Findings on the Patient’s First Visit
Hematology Biochemistry Tumor Markers
WBC 10400/ul TP 7.2 g/dl CEA 90.3 ng/ml
Seg 77% Alb 35 gzdl SLX 2000< U/ml
Eosi 1% T-Bil 0.9 mg/dl SCC 05> ng/ml
Baso 1% AST 15 1U/1 CYFRA 2.5 ng/ml
Mono 7% ALT 11 1U/1 NSE 9.6 ng/ml
Lymp 15% LDH 178 1U/1 Pro-GRP 20.7 pg/ml
RBC 420 x 104/l BUN 11 mg/dl
Hb 124 g/dl Cre 0.7 mg/dl
Ht 38.1% Na 136 mEq/!
Plt 34.7x10%/ul K 42 mEq/]
Cl 98 mEq/!
Serology Ca 9.1 mg/dl
CRP 1241 mg/dl

Japanese Journal of Lung Cancer—Vol 53, No 7, Dec 20, 2013—www.haigan.gr.jp

841



Lung Cancer with Crizotinib-induced Esophagitis—Yamazoe et al

Figure 2.
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(A, B) A chest contrast-enhanced computed tomography (CT) scan obtained on the first visit. A mass
forming a single bloc with the mediastinal lymph nodes (#7, #8) was observed in the intermediate bronchus (A). Atel-
ectasis of the right middle and lower lobes was detected, and pleural effusion was noted in the right thoracic cavity
(B). (C, D) A chest contrast-enhanced CT scan obtained before the start of treatment with crizotinib. The mass form-
ing a single bloc with the mediastinal lymph nodes (#7, #8) showed a reduction in size (C). However, the atelectasis
of the right middle lobe persisted (D).

W5 45 % §tifT U7z, RO ABHHE X D fluorescence in
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Figure 3. Upper gastrointestinal endoscopic examinations. A hemorrhagic, erosive mucosa and lumi-
nal narrowing were observed in the middle portion of the intrathoracic esophagus (A). An improve-
ment in the erosive mucosa and stenosis in the esophagus was noted following the discontinuation of
the first round of treatment with crizotinib (B). The hemorrhagic, erosive mucosa and luminal narrow-
ing in the middle portion of the intrathoracic esophagus relapsed (C). A subsequent improvement in
the erosive mucosa and stenosis in the esophagus was observed following the termination of the sec-

ond round of treatment with crizotinib (D).

If F CHETE, WEHmilit SORBRLE RET SRR
1ZF2D 72 o 7z, crizotinib 12 & 2 FUE MR E 4 BE %
Hazdquk L, 7TUVXF S MY AR L. HFF 17
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2> 7. crizotinib AT DML CT TRE R AL RE X
VHEBHRIE &2 56 O Iriid Ze <, Bl JEISRE IRF L 2 IE Bk <2 1fiL
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PHARHBDBHE L TV (Figure 3B). #H# 36 HH
25 crizotinib 200 mg/ H \Z9%&E L CHBE, H# 43 HH
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Figure 4. Pathological findings of esophageal changes in
the middle portion of the intrathoracic esophagus. Pre-
dominantly neutrophilic infiltration was detected in the
epithelium. Inflammatory infiltration into the lamina pro-
pria was also noted. No cancer cells were detected. The
representative image was taken at 200X magnification
(hematoxylin-eosin staining).
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Figure 5. Esophagography was performed during the medical examination
conducted one month before the patient’s first visit. X-ray films of the upper
to middle thoracic esophagus (A) and middle to lower thoracic esophagus (B).
Esophagography revealed esophageal stenosis considered to be caused by

extramural compression in the middle portion of the intrathoracic esophagus.
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PET BT RS LV EPEEE IS, KEHFT
i crizotinib ¥ 15 H HICEE O 7-OKRIE L, 3 EM
R U721, crizotinib Z J8d& L TR L7228, AE LD
HIRELAIE L2, =E 512 & 2 38APEAE 5 o fE B
DR H>T, 1978 4ED 5 1993 4FE D 16 4EM I B 1T % H A4
B KPS L OGS O ARFH B O IR T A5k~
STBY, FINSEHRE LA (65.7%), HIHHE
# (16.7%) 3% <, IHZEFALTIIMFH EBAE A 63.2%
L% BB NIz 5 RIEEH D crizotinib B 4H 2 3 [ 7 £
TOHNREL vFvy 77 rF M) a, LANIE
K, 9V 7Iv—n, Bb=7 475, SMik, £ b
7u7I IR, AFTaFUERETHY, HWETHEM
HHREEFHBELBICLR7aF:S 2 U aBmL 7.
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