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Abstract

The present report illustrates a case of a 37-year-old Indian male patient diagnosed with
adenocarcinoma of the sigmoid colon who underwent an anterior resection with total
mesorectal excision surgery. He was administered adjuvant chemotherapy with 10 cycles of a
FOLFOX-4 (folinic acid, fluorouracil and oxaliplatin) regimen but developed relapse. He was
then put on a FOLFIRI (folinic acid, fluorouracil and irinotecan)-aflibercept (Zaltrap) regimen
and received 12 cycles during the next 6 months. During the treatment period, a reduction in
ascites along with a decline in serum carcinoembryonic antigen (CEA) level was observed,
though the tumor size was unchanged. After completion of 12 cycles, the patient was asymp-
tomatic but showed signs of progression in the form of increased CEA level. The FOLFIRI-
aflibercept therapy was discontinued, and the patient was given supportive treatment, but he
eventually died after another 6 months. The FOLFIRI-aflibercept treatment provided a pro-
gression-free survival of 6 months and an overall survival of 1 year to this patient, which cor-

roborates the findings of the VELOUR trial. © 2015 The Author(s)
Published by S. Karger AG, Basel

Background

Colorectal cancer (CRC) is the third most common cancer occurring in men and the sec-
ond most common among women, constituting 10 and 9.2% of total cancer cases worldwide
in the respective genders. Most of the cases of CRC occur in developed regions. Around 8.5%
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of total mortality associated with cancer around the globe is ascribed to CRC [1]. In India, the
prevalence of CRC is low compared to the Western world, but it is gradually increasing. Indi-
an statistics revealed that in the year 2012, the incidence of newly diagnosed cases of CRC
among men and women was 36,917 and 27,415, with mortality seen in 27,814 and 20,789
cases among the two genders, respectively [2].

It is suggested that about half of the patients diagnosed with early-stage CRC progresses
to metastatic disease and about one fourth of patients present with distant metastases [3]. A
5-year survival rate among such patients remains up to 10%, in spite of several chemothera-
peutic regimens available. In recent years, the treatment approach for metastatic CRC
(mCRC) has been realigned towards the use of biological targeted therapies along with the
use of cytotoxic regimens. Among such approaches, the use of antiangiogenic agents that
specifically target and block the proangiogenic factor vascular endothelial growth factor
(VEGF)-A pathway has shown improvement in antitumor response and survival rates. The
humanized monoclonal antibody bevacizumab was the first antiangiogenic agent that was
approved to be used in cancer treatment and was found to be successful in mCRC treatment
by inhibiting the VEGF signaling and angiogenesis [4].

In 2012, the United States Food and Drug Administration (FDA) approved another anti-
angiogenic agent named aflibercept for the treatment of mCRC. Aflibercept, a novel antiangi-
ogenic agent, is a fully human, soluble decoy receptor protein for VEGF-A. It has been engi-
neered by fusing the immunoglobulin (Ig) domain of human VEGFR-1 and VEGFR-2 with the
constant region of human IgGIl. The drug acts as decoy receptor and binds with circulating
VEGF and prevents its association with physiological VEGFR-1 and VEGFR-2, thus complete-
ly blocking the VEGF-A-induced cell proliferation and angiogenesis [5]. In preclinical binding
kinetics studies, aflibercept has been reported to have approximately 100-fold binding affini-
ty towards VEGF-A compared to bevacizumab or ranibizumab. Additionally, placental
growth factor was also found to bind with high affinity with aflibercept, but not at all with
either bevacizumab or ranibizumab. Aflibercept also showed markedly more potent block-
ade of VEGFR-1 or VEGFR-2 activation than either of the above anti-VEGF-A antibodies [6].

VELOUR, a randomized double-blind phase III trial, was a landmark study about the use
of aflibercept in mCRC patients who presented either resistance or progression to prior oxal-
iplatin-containing regimens. Enrolled patients received a combination of either a FOLFIRI-
aflibercept or FOLFIRI-placebo regimen. The results of the study revealed that the overall
survival (0OS) was statistically greater (median of 13.5 months) in the FOLFIRI-aflibercept
arm compared to 12.1 months seen in the FOLFIRI-placebo arm (HR: 0.817, 95% CI: 0.713-
0.937; p = 0.0032). A significant improvement was also observed in progression-free surviv-
al (PFS; median 6.9 vs. 4.7 months; HR: 0.758, 95% CI: 0.661-0.869; p < 0001) with FOLFIRI-
aflibercept compared to the FOLFIRI-placebo treatment. Following the VELOUR trial, afliber-
cept in combination with FOLFIRI emerged as the first agent that showed survival benefits
among mCRC patients who were resistant to or have progressed following an oxaliplatin-
containing regimen [7]. This study further led to FDA and European Medicines Agency ap-
proval of aflibercept use in combination with other chemotherapeutic agents namely
FOLFIRI (folinic acid, 5-flurouracil and irinotecan) to treat such specific populations of mCRC
patients [8].

The present report describes the use of a FOLFIRI-aflibercept combination regimen in a
patient of mCRC who relapsed after a FOLFOX-4 regimen of 10 cycles after laparoscopic an-
terior resection with total mesorectal excision surgery. This is the first ever reported case
study on the use of aflibercept in an Indian patient. The observations of this case would pro-
vide an insight into the safety and efficacy of aflibercept among Indian mCRC patients with
peritoneal involvement and ascites, who are often resistant to chemotherapy.
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Case Report

History

A 37-year-old male was diagnosed with adenocarcinoma of the sigmoid colon with posi-
tive lymph nodes in July 2012 following a colonoscopy. A primary histopathology report
suggested poorly differentiated adenocarcinomas in the sigmoid colon with infiltration of
the lamina propria by sheets of signet ring cells with a marked degree of pleomorphism and
anaplasia. Further, contrast-enhanced computed tomography (CECT) of the whole abdomen
also revealed fatty infiltration of the liver with circumferential wall thickening in the sigmoid
colon and rectosigmoid junction with extensive pericolonic fat stranding. A biochemical es-
timation of serum carcinoembryonic antigen (CEA) level, done in June 2012, was found to be
28 ng/ml.

Following this diagnosis, a laparoscopic anterior resection with total mesorectal exci-
sion surgery was performed in July 2012. The histopathology report confirmed the presence
of mucin-secreting adenocarcinomas in the colon with metastasis to 16 lymph nodes with
pT3pN2 staging. The postoperative CEA level was found to be 19.55 ng/ml. The patient was
then administered adjuvant chemotherapy with 10 cycles of a FOLFOX-4 regimen starting
from August 2012 and lasting until December 2012. The patient tolerated the chemotherapy
well. During chemotherapy, the serum CEA levels declined to 9.4 ng/ml (November 2012). In
January 2013, the patient reported difficulty in breathing, ascites and intermittent pain in
the abdomen for 1 week.

Investigations

A postoperative CECT of the whole abdomen was conducted in January 2013 and
showed ascites with omental infiltrates suggestive of disseminated malignancy and minimal
right pleural effusion with infiltrates seen in the right lung base. Paracentesis was performed
in January 2013 and showed malignant positive cells. Simultaneous serum CEA determina-
tion showed levels of 278 ng/ml. The postoperative positron emission tomography (PET)
scan done at the same time revealed metabolically inactive fluid collection in the perihepatic,
subhepatic, hepatorenal perisplenic and bilateral paracolic gutters and the pelvic cavity,
metabolically inactive diffuse irregular omental thickening with fat stranding, and mild right
pleural effusion with low-grade fludeoxyglucose (FDG) uptake in the right lower lobe.

Treatment

Considering these observations, it was concluded that the patient had developed relapse
of colon carcinoma, and he was advised a FOLFIRI regimen with aflibercept for further man-
agement. The patient was provided with aflibercept (Zaltrap) by Sanofi through the Named
Patient Program in India. The patient was prescribed 12 cycles of a FOLFIRI-aflibercept reg-
imen starting from January 2013, with each cycle (leucovorin 400 mg/m? and irinotecan 180
mg/m? on day 1, 5-fluorouracil 2,400 mg/m2 over 48 h and Zaltrap 4 mg/kg q2w on day 1)
administered at an interval of 2 weeks. After 3 months (April 2013) of initiating the FOLFIRI-
aflibercept regimen, the serum CEA level fell to 36.01 ng/ml, and treatment was continued.

After 6 months of the FOLFIRI-aflibercept therapy, a PET scan was performed in July
2013, which showed low-grade FDG uptake in multiple enlarged hypodense discrete and
conglomerate lymph nodes in infrarenal, para-aortic and aortocaval groups, low-grade FDG
uptake in diffuse irregular thickening and fat stranding of the omentum, metabolically inac-
tive small fluid attenuation cyst in the right lobe segment VII, and mild fluid collection in the
right anterior and subhepatic space. In comparison to the previous PET scan, it was found
that there was resolution of the right pleural effusion and collapse as well as consolidation
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with partial resolution of ascites, but no new lesion was observed. However, at this juncture,
the serum CEA level started rising and attained a level of 171.69 ng/ml. The treatment was
discontinued after this as the patient showed signs of progressive disease despite being
asymptomatic. A CEA test done in the month of September 2013 revealed levels up to 616.21
ng/ml, which further rose to 1,092.35 ng/ml in a diagnostic test performed in October 2013.
A concurrent whole-body PET scan revealed extensive omental, serosal and mesenteric de-
posits with multiple mildly FDG-avid pelvic, retroperitoneal lymph nodes with extensive
skeletal metastases and mild ascites. In comparison to the previous PET scan and serum CEA
levels, these observations were suggestive of disease progression with mild improvement in
ascites. The patient eventually died in January 2014.

The patient was compliant in taking the treatment; however, a delay of 6-7 days was
observed in administering the chemotherapy due to grade Il neutropenia observed in the
patient during the last 3 treatment cycles. During the entire treatment period with FOLFIRI-
aflibercept, the patient did not experience any treatment-related adverse events, namely
hypertension, diarrhea and proteinuria, or did not have any other comorbid conditions.

Discussion

Angiogenesis plays a crucial role in tumor growth and progression of CRC. These tumors
thrive on the oxygen and nutrients provided by the circulating blood; thus, the vasculature
within the tumors and its vicinity is critical for its development and growth [9]. Several
growth factors including VEGF have been ascribed to neovascularization among such tu-
mors. Studies have demonstrated that VEGF expression was found to be elevated among
different types of tumors including CRC. This elevated expression of VEGF has been further
associated with tumor progression, invasion and metastasis of CRC [10].

Targeting angiogenesis via inhibition of growth factors like VEGF and epidermal growth
factor seems to be a plausible treatment for CRC. In recent years, several treatment options
have been developed to arrest the angiogenic process by targeting biological molecules to
treat CRC, which includes anti-VEGF drugs like bevacizumab and aflibercept and most re-
cently, the multi-kinase inhibitor regorafenib. Among these agents, bevacizumab was the
first drug to be approved and used for mCRC as first- and second-line treatment. However,
lately, aflibercept therapy has been approved by the FDA in mCRC patients after failure of
oxaliplatin-based treatment. It has a better binding capacity with VEGF (both VEGF-A and
-B) and when combined with a FOLFIRI regimen has been found to be effective by improving
0S and PFS in patients showing resistance and/or progression to prior an oxaliplatin-based
regimen independently of prior treatment with bevacizumab or not.

The patient in the present case was a suitable candidate for a FOLFIRI-aflibercept regi-
men as he had shown progression of disease after 10 cycles of the FOLFOX-4 regimen, and
this profile was similar to about 10% of the population enrolled in the VELOUR study [7]. It
was observed that the FOLFIRI-aflibercept treatment kept the patient asymptomatic and
progression free for almost 6 months and further exhibited partial resolution of cancer-
associated ascites. Ascites is one of the cardinal features of metastatic cancers and a grave
prognostic sign which can add to the patient’s distress. VEFG plays an important role in asci-
tes formation by promoting vascular permeability [11, 12]. By blocking the actions of VEGF,
aflibercept has also been reported to reduce the ascites formation in addition to controlling
tumor growth [13]. Previous studies on ovarian cancer also documented that aflibercept
significantly controlled the ascites formation [14, 15]. In our case report, we did not perform
paracenteses, but PET scan results corroborate the findings of the studies mentioned above.
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The patient reported symptomatic improvement during this period; however, the cancer
showed progression after 6 months, and the patient eventually died 12 months after therapy
initiation. In this case, the PFS and the OS period were about 6 months and 1 year, respec-
tively, with FOLFIRI-aflibercept treatment. These findings were in line with the observations
of the VELOUR study, where the median PFS was 6.9 months and the median OS was 13.5
months among the participants receiving FOLFIRI-aflibercept therapy [7].

Overall, this case study is the first available report on the use of aflibercept in an Indian
patient with mCRC. Aflibercept treatment was found to prolong the PFS by up to 6 months in
the patient after failure of the FOLFOX-4 regimen, without developing any adverse events
and being well tolerated by the patient. Though the patient eventually progressed and died,
the survival time was extended by up to 1 year. The results of this case study suggest that
aflibercept along with FOLFIRI can improve the outcome/survival (both PFS and OS) of pa-
tients with metastatic colorectal carcinoma who have already progressed from an oxali-
platin-based regimen. In this case, we did not notice any reduction in tumor size during the
treatment, despite observing a decline in CEA levels until 6 months from therapy initiation.
In the VELOUR study also, stable disease was reported in almost 66% of patients treated
with FOLFIRI-aflibercept combination. Additionally, the patient did not experience any seri-
ous adverse events that are usually associated with aflibercept therapy. Collectively,
FOLFIRI-aflibercept chemotherapy seems to be a promising regimen for Indian patients of
mCRC, with a good efficacy and safety profile. However, more clinical reports from routine
practice will help in developing the actual efficacy and safety profile of this combination.
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