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Peritoneal relapse from lung adenocarcinoma
after a response to EGFR-TKI
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Usefulness of epidermal growth factor receptor tyrosine
kinase inhibitors (EGFR-TKIs) for EGFR-mutated el-
derly non-small cell lung cancer (NSCLC) patients has
been reported (1,2). It is supposed that EGFR-TKIs are
increasingly prescribed for them. In NSCLC patients,
metastases to meningeal as well as peritoneal space are
rare (3,4). However, carcinomatous meningitis, which
attracts attention as a recurrence site of the patients
who received EGFR-TKIs), is recently a devastating
event occurring in NSCLC patients (5). For them, the
treatment options currently available are very limited,
and the prognosis of them remains poor (3,4). Useful-
ness of EGFR-TKIs for peritoneal carcinomatosis in two
chemo-naive NSCLC patients has recently been repor-
ted (6,7), but antemortem diagnosis of carcinomatous
peritonitis in NSCLC patients is very difficult (4). We ex-
perienced three cases with peritoneal relapse from lung
adenocarcinoma after a response to EGFR-TKI. Table 1
showed clinical features of the three lung cancer pati-
ents with peritoneal recurrence. They were an 83 year-
old woman and a 77 year-old men, and a 72 year-old
woman. All of them were non-smokers, and diagnosed
as having lung adenocarcinoma pathologically, and
they had a point mutation in exon 21 (L858R), respec-
tively. At the time of initial diagnosis, these two women
had carcinomatous pleuritis. Gefitinib or erlotinib was
prescribed as first line chemotherapy in each patient.
All of them responded to the therapy, and progressive
free survival was 31, 9, and 8 months, respectively. Af-
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ter these response periods, they complained distension
of the abdomen. Abdominal CT scan detected ascites,
but there found no other recurrent site than peritoneum.
Cytological examination of ascites, lung adenocarcino-
ma was confirmed. Two patients had isolated peritone-
al relapse, and one had peritoneal and meningeal relap-
se (8). They had supportive care only because of their
poor performance status.

Metastatic involvement of the peritoneum in lung can-
cer patients is not a very rare autopsy finding (9). Ba-
sed on previous reports, the incidence of carcinomato-
us peritonitis ranges from 2.7% to 16% in all lung can-
cer patients (9). Nevertheless, carcinomatous peritoni-
tis from lung cancer is infrequently encountered and cli-
nical reports concerning this distant metastasis are ra-
re. We previously reported that 12 (1.2%) of 1041 pati-
ents with lung cancer had carcinomatous peritonitis (6).
In our hospital, 3 (2.0%) of 153 consecutive lung can-
cer developed carcinomatous peritonitis in recent three
years, and all of them were recurrent elderly cases after
effective therapy with EGFR-TKIs. To our best knowled-
ge, there were two previous cases, who were success-
fully treated with EFGR-TKI in lung adenocarcinoma
patients with carcinomatous peritonitis (6,7). On the ot-
her hand, however, there has no patient with peritoneal
recurrence after successfully treatment with EGFR-TKIs
such as ours. The existence of two different responses,
good responded peritonitis with EGFR-TKTs and perito-
neal recurrence after good response to EGFR-TKIs, se-
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Table 1. Clinical features of lung cancer patients with peritoneal recurrence
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* Age, stage, and performance status (PS) of the patient was at the time of diagnosis of lung cancer.

1

vV
1\

Adenocarcinoma

M

F

77

Meninges

gefitinib

Adenocarcinoma

72

PFS: Progressive free survival, OS: Overall survival, PR: Partial response.

ems to be very similar to what were observed in lung
cancer patients with carcinomatous meningitis. In addi-
tion, it is interesting to note that genetic change in
EGFR gene from mutated type to wild type in cancer
cells obtained from ascites in one patient. The mecha-
nisms and relationship between the change and perito-
neal relapse are beyond our knowledge.

Although very rare, peritoneum is one of possible sites
of relapse in NSCLC patients. In the era of EGFR-TKIs
for EGFR mutated patients including the elderly, pati-
ents with peritoneal relapse may increase in number.
Our results suggest that such recurrence might be re-
lated to insufficient concentration of EGFR-TKIs in the-
se sites. Clinicians should be careful about peritoneal
recurrence after successful treatment with EFFR-TKIs.
Such rare relapse may also be observed in the elderly
patients.

CONFLICT of INTEREST

None declared.

REFERENCES

1. Inoue A, Kobayashi K, Usui K, Maemondo M, Okinaga S, Mi-
kami I, et al. First-line gefitinib for patients with advanced
non-small-cell lung cancer harboring epidermal growth factor
receptor mutations without indication for chemotherapy. J
Clin Oncol 2009; 27: 1394-400.

2. Kurishima K, Satoh H, Kaburagi T, Nishimura Y, Shinohara Y,
Inagaki M, et al. Erlotinib for elderly patients with non-small
cell lung cancer: subset analysis from a population-based ob-
servational study by the Ibaraki Thoracic Integrative (POSITI-
VE) Research Group. Mol Clin Oncol 2013; 1: 828-832.

3. Jiménez Mateos A, Cabrera Naranjo F, Gonzalez Hernandez A,
Fabre Pi O, Diaz Nicolas S, Lépez Fernandez JC. Neoplastic me-
ningitis. Review of a clinical series. Neurologia 2011; 26: 227-32.

4.  Satoh H, Ishikawa H, Yamashita YT, Kurishima K, Ohtsuka M,
Sekizawa K. Peritoneal carcinomatosis in lung cancer pati-
ents. Oncol Rep 2001; 8: 1305-7.

5. Ano S, Satoh H, Nakazawa K, Ohtsuka M, Anami Y, Noguchi
M, et al. Malignant meningitis secondary to lung adenocarci-
noma: an unusual relapse. Intern Med 2007; 46: 1749-51.

6.  Su HT, Tsai CM, Perng RP. Peritoneal carcinomatosis in lung
cancer. Respirology 2008; 13: 465-7.

7. Mitsui H, Nakajima J, Maruyama T, Hanajiri K, Omata M. Cli-
nical efficacy and toxicity of gefitinib in patients with lung
cancer. Lancet 2003; 361: 1993.

8. Kurishima K, Miyazaki K, Tamura T, Ohara G, Kagohashi K,
Kawaguchi M, et al. Peritoneal and meningeal relapse from
lung adenocarcinoma after a response to gefitinib: a case re-
port. Mol Clin Oncol 2013; 1: 785-7.

9. McNeill PM, Wagman LD, Neifeld JP. Small bowel metastases
from primary carcinoma of the lung. Cancer 1987; 59: 1486-9.

347

Tuberk Toraks 2013; 61(4): 346-347



