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ABSTRACT
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strategies. Chromosomal instability, microsatellite instability, and errors in the DNA repair mechanism are the most frequent

it is important for clinicians to be aware. Treatment options beyond standard chemotherapy are crucial to achieve better
targeted agents have shown some promise.
We report a case of a 32 year old female who presented with features of intestinal obstruction and pallor of skin and
mucous membranes. Her blood test showed low Hb and a high serum CEA value and CT Abdomen revealed a large hepatic
flexure growth with multiple liver metastasis. Colonoscopic biopsy showed moderately differentiated adenocarcinoma and
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of cancer mortality around the world. Although global
mortality is decreasing, an increased mortality in young
1

2,3

However, attempts to directly inhibit the active
5

a more complex (or at least different) carcinogenic process
Figure 1: The MAPK pathway
Comprehensive Cancer Network guidelines.6
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The MAPK pathway plays a major role in homeostasis
of cellular proliferation, differentiation, survival, and

bevacizumab in combination with chemotherapy, the most
resulted from a combination of triplet chemotherapy with

that triplet chemotherapy with 5FU, folinic acid, irinotecan,

each other.7

20
5,8

same group evaluated the role of this combination plus
bevacizumab. They reported a very good response rate

MEK1 and MEK2 are phosphorylated and activated, and
activated.9
numerous substrates both in the nucleus and the cytosol,
leading to an enhancement of cell proliferation and a longer
survival.

monotherapy, some second-line treatments, such as the
combination of vemurafenib, irinotecan, and cetuximab,
have shown activity. Thus, a sequential use of FOLFOX
bevacizumab followed by irinotecan, 5 FU, vemurafenib, and
cetuximab is the other valid option.

higher mutation rate in right-sided colon cancer.10,11 In a
three randomized trials (COIN, FOCUS, and PICCOLO), the
12

based study that could better reflect the true incidence,
13

mutant tumors was even superior to 20%.14
the 2530 patients (0.3%) and 0.01% of cases in another
series.15
twice as likely to be found in the caecum than the sigmoid
colon.16

The mechanism resulting to the poor prognosis of patients

A 32 year old , normotensive and non diabetic lady, with no
history of colon cancer syndrome sought medical attention
after she experienced sudden onset pain abdomen in the right
for 1 month. A contrast enhanced CT scan of the abdomen
showed moderately heterogenous asymmetric thickening
of the hepatic flexure of the colon with features of intestinal
obstruction and associated multiple liver metastasis. Her
hematological and biochemical parameters were all within
normal limits. Serological analysis showed raised serum
CEA of 168.07 ng/ml. On colonoscopy a large ulcerative
mass in the hepatic flexure was visualized, a biopsy of
which showed moderately differentiated adenocarcinoma
(Fig 2).

rapidly shown that with standard treatment including
targeted therapies, the median OS of these patients was
wild-type patients.17,18
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Despite a lack of evidence to back up the interest in the use of

18

Figure 2 (HE stain, x10): A: Moderately differentiated
adenocarcinoma in submucosa, normal colonic mucosa is
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evident. B-C: The neoplastic glandular cell invades muscle
layer up to serosa. Signet ring cells with foci of mucinous
pool is seen. D: Neoplastic glandular cells show prominent
desmoplasia.

The standard therapy includes surgery followed by adjuvant
chemotherapy in combination with targeted therapy, which
improves overall survival (OS).25
26

She underwent right hemicolectomy with left lateral
segmentectomy and metastectomy of liver. Histopathology
also revealed moderately differentiated adenocarcinoma

as 5-fluorouracil combined with oxaliplatin and irinotecan
27

involvement( 7/20), lymphovascular invasion with overall
TNM staging of pT3N2M1(liver metastasis). Molecular

28

Our patient presented with right sided colonic growth
with multiple liver metastasis and was found to have
After one month of post operative period she again
developed right sided abdominal pain associated with
was advised for a whole body PET scan in view of clinical
liver and lymph node metastasis. (Figure 3).

specimen. Her disease biology was very aggressive in
month of surgery. She showed symptomatic improvement

drugs irinotecan and 5-fluorouracil. Further radiological
evaluation of this patient is planned after 6 courses of
therapy.
The presence of only minor adverse events indicates that
the drug combination is well tolerated in our case. Although
and safety in our patient, the drug combination could be an
our subset of patients in Nepal.

Figure 3 PET images showing multiple liver and nodal
metastasis

(5FU, Leucovorin, Irinotecan) along with Vemurafenib, a
antibody. She showed marked clinical improvement as
evident by decrease pain abdomen, weight gain and a drop
in CEA value to near normal( 9 ng/ml) after two cycles of
treatment. After radiological assessment she is planned for

Pooled analysis of similar cases need to done from different
bevacizumab is a possible good treatment option. The role
is also well documented as seen in our case. New drugs,
new combinations, and new targets are urgently required in
this subset of patients for a better outcome.

and is associated with poor prognosis in the metastatic stage
despite good early stage prognosis.22,23
combination chemotherapy is required to improve the
24
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mutations in advanced colorectal cancer are associated with
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