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Abstract

With advances in new cytotoxic drugs and molecular-targeted drugs, the prognosis of patients
with metastatic colorectal cancer (mCRC) has improved. However, physicians often hesitate to
administer intensive standard regimens to elderly patients with mCRC. Recently, first-line reg-
imens that are effective in and well-tolerated by patients who are not eligible for intensive
chemotherapy have been established. However, the therapeutic strategies to adopt after the
failure of first-line treatment for patients who are not eligible for intensive chemotherapy re-
main unclear. We herein report two cases of long-term control of mCRC via FTD/TPI+bevaci-
zumab (Bmab) as second- or third-line treatment in elderly patients without severe adverse
events. In case 1, first-line treatment with Tegafur-Uracil, which is a prodrug of 5-FU, caused
disease progression in a short period after the initiation of chemotherapy. In case 2, intensive
first-line treatment caused severe adverse events, and treatment was discontinued. However,
in both cases, disease control was obtained for a long time without severe adverse events by
subsequent treatment with FTD/TPI+Bmab. The success in these present cases indicates that
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FTD/TPI+Bmab as a second- or third-line treatment is a therapeutic option for elderly patients
with mCRC who are not eligible for intensive chemotherapy, even after failure of treatment

with 5-FU. © 2018 The Author(s)
Published by S. Karger AG, Basel

Introduction

Owing to the advances in new cytotoxic drugs and molecular-targeted drugs, the progno-
sis of patients with metastatic colorectal cancer (mCRC) has improved. However, physicians
often hesitate to administer intensive standard regimens to elderly patients with mCRC, as
elderly patients are often frail and have a deteriorated internal organ function. Recently, first-
line regimens that are effective in and well-tolerated by patients who are not eligible for in-
tensive chemotherapy, such as Capecitabine+Bevacizumab (Bmab) and Tefafur-Uracil
(UFT)/Leucovorin(LV)+Bmab, have been established [1, 2]. However, the therapeutic strate-
gies to adopt after the failure of first-line treatment for patients who are not eligible for inten-
sive chemotherapy remain unclear. We herein report two cases of long-term control of mCRC
via FTD/TPI+Bmab as second- or third-line treatment in elderly patients.

Case Reports

Case 1

An 85-year-old man who had undergone ileocecal resection and lymph node dissection
for stage IIIC cecal cancer was found to have intraabdominal nodules, with fluorodeoxyglu-
cose-positron emission tomography showing an abnormal uptake, 2 years after surgery (Fig.
1a, b). The patient was diagnosed with peritoneal dissemination. Given his advanced age, he
was deemed ineligible for intensive chemotherapy. He received Tegafur-Uracil/Leuco-
vorin+Bmab therapy. However, only three months later, the patient was judged as having pro-
gressive disease due to the increase in his intraabdominal nodules (Fig. 2a) and the appear-
ance of new pulmonary nodules (Fig. 2b). After the failure of first-line treatment, the patient
received FTD/TPI+Bmab as second-line treatment, as his RAS status was mutant-type.
FTD/TPI+Bmab treatment was continued for six months without severe adverse events until
disease progression.

Case 2

An 84-year-old man who had undergone right hemi-colectomy and lymph node dissec-
tion for stage IIIB ascending colon cancer was diagnosed with multiple pulmonary metastases
4 years after surgery (Fig. 3a). Following nine cycles of mFOLFOX6+Bmab, a partial response
was obtained (Fig. 3b). However, the treatment was discontinued due to severe gastrointesti-
nal toxicity, and the patient needed hospitalization for one month. Although the general con-
dition improved by hospitalization, CT showed an increase in pulmonary metastases (Fig. 3c).
The patient received irinotecan+cetuximab as second-line treatment, as his RAS status was
wild-type. However, second-line treatment resulted in a judgment of progressive disease after
only two months, and the patient received FTD /TPI+Bmab as third-line treatment. Stable dis-
ease continued for more than one year with FTD/TPI+Bmab treatment without severe ad-
verse events except for neutropenia, even though severe adverse events had occurred during
the first-line treatment.

801



Case Reports In Case Rep Oncol 2018;11:800-805

DOI: 10.1159/000493849 © 2018 The Author(s). Published by S. Karger AG, Basel

On COI ogy www.karger.com/cro

Shibutani et al.: Two Cases of Long-Term Control of Metastatic Colorectal Cancer via
FTD/TPI plus Bevacizumab in Elderly Patients

Discussion

FTD/TPI is an oral anticancer agent containing trifluridine (FTD) and thymidine phos-
phorylase inhibitor (TPI). FTD exerts anticancer effects by being incorporated into DNA, and
TPI maintains the serum concentration of FTD by preventing its rapid degradation [3, 4].
FTD/TPI has been reported to exert antitumor effects against 5-FU-resistant tumors [5], as
FTD and FdUrd, a derivative of 5-FU, are incorporated into DNA with different efficiencies [6].
Therefore, FTD/TPI is a drug that can be expected to be effective even after the failure of the
treatment with 5-FU. Indeed, in case 1, FTD/TPI+Bmab treatment was effective even after the
failure of treatment with Tegafur-Uracil, which is a prodrug of 5-FU.

In the phase III RECOURSE trial, which included patients who had received at least two
prior regimens of standard chemotherapies, the overall survival (OS) and the duration to
worsening performance status were significantly better in patients with mCRC treated with
FTD/TPI than in those treated with placebo (0S: 7.1 vs. 5.3 months; duration to worsening
performance status: 5.7 versus 4.0 months) [7]. Furthermore, Bmab was found to improve
outcomes when administered with FTD/TPI compared with FTD/TPI alone [8]. In addition,
FTD/TPIis a drug that can be safely administered to elderly patients, because it was reported
that there were no marked differences in terms of the incidence of adverse events between
elderly patients and others [9]. In case 2, FTD/TPI+Bmab treatment has been continued for
more than one year without severe adverse events, even though severe adverse events requir-
ing hospitalization occurred during the first-line intensive standard treatment. Similarly, in
case 1, FTD/TPI+Bmab treatment was continued without severe adverse events for six
months until disease progression.

When managing elderly patients, physicians should plan treatment strategies after the
failure of the first-line treatment, taking into account the age-specific characteristics.

In the REGOTAS trial, which included patients with mCRC treated with late-line chemo-
therapy, no significant differences in the OS were noted between patients treated with
FTD/TPI or regorafenib [10]. However, in the subgroup analyses according to age, FTD/TPI
was reportedly more effective in prolonging the OS than regorafenib in patients 265 years of
age [10]. Thus, FTD/TPI is thought to be more suitable than regorafenib for elderly patients
in terms of efficacy, although the associated adverse events are different.

Anti-EGFR antibodies are drugs that have excellent therapeutic outcomes and are used
not only as front-line treatment but also for salvage-line treatment. As the objective response
rate of anti-EGFR antibody monotherapy for patients with RAS wild-type mCRC was relatively
high (approximately 20%) [11] in late-line treatment, it may be better to administer anti-
EGFR antibody first, rather than FTD/TP]I, for patients with RAS wild-type mCRC. However,
the incidence of skin and subcutaneous tissue toxicities that diminish the quality of life, such
as acne-like rush and paronychia, is very high (any grade: 86%-88%, Grade 3 or higher: 9.6%-
12.4%) [11], leading to the discontinuation of the chemotherapy. Furthermore, the incidence
of infusion reaction is not low [11]. Therefore, careful management is required for the use of
anti-EGFR antibodies. In addition, it was recently reported that the efficacy of anti-EGFR anti-
body against right-sided colon cancer is poor [12].

Although irinotecan is a key drug for the treatment of mCRC, the incidence of grade 3 or
higher diarrhea is relatively high (15.7%) [13]. Furthermore, the incidence of grade 3 or
higher diarrhea is even higher (38.6%) in patients 265 years of age [14]. Therefore, irinotecan
is a somewhat hard-to-use drug for elderly patients.
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In conclusion, the success in these present cases indicates that FTD/TPI+Bmab as a sec-
ond- or third-line treatment is a therapeutic option for elderly patients with mCRC who are
not eligible for intensive chemotherapy, even after failure of treatment with 5-FU.
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Fig. 1. (a) Computed tomography showed small intraabdominal nodules. (b) Fluorodeoxyglucose-positron
emission tomography showed an abnormal uptake in the intraabdominal nodules.

€)

Fig. 2. Three months after the initiation of first-line treatment, computed tomography showed an increase
in the intraabdominal nodules (a) and the appearance of new pulmonary nodules (b).
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Fig. 3. (a) Computed tomography showed multiple pulmonary nodules. (b) Following nine cycles of mFOL-
FOX6+Bmab, computed tomography showed a decrease in the pulmonary nodules. (¢) However, 10
months after the initiation of first-line treatment, computed tomography showed the regrowth of the pul-
monary nodules.
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