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Abstract

Ogilvie syndrome or intestinal pseudo-obstruction is a clinical syndrome characterized by
autonomic imbalance affecting peristalsis of colon leading to obstructive signs and symp-
toms. The etiologies commonly implicated are drugs affecting the cholinergic system, narcot-
ics, electrolyte imbalance, severe sepsis, cancer, major surgery, and renal and cardiac failure.
Ogilvie syndrome secondary to chemotherapy is a very rare phenomenon with very few re-
ports in the literature. Cisplatin-induced neuropathy has been reported to occur when the
cumulative dose exceeds 360 mg/m?. It manifests predominantly as peripheral sensory neu-
ropathy with autonomic neuropathy occurring very rarely in a subset of patients. All the re-
ported cases to date who presented with autonomic dysfunction secondary to cisplatin also
had peripheral sensory neuropathy. Herein, we report a case of metastatic nonseminomatous
germ cell tumor treated with cisplatin based regimen, who presented with severe intestinal
pseudo-obstruction when the cumulative dose exceeded 400 mg/m? without any other man-
ifestation of neuropathy. To our knowledge this is the first such case reported in the literature.
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Background

Ogilvie syndrome or acute colonic pseudo-obstruction (ACPO) is a rare acquired disorder
characterized by autonomic abnormalities affecting peristalsis of the colon. The imbalance in
autonomic activity leading to excessive sympathetic stimulation of the colon and suppressed
parasympathetic activity has been proposed as the mechanism for this syndrome. Drug-
induced ACPO is very rare and has been reported with neuroleptic medications, anti-cholin-
ergics, amphetamines, steroids, and narcotics. Cytotoxic chemotherapy such as vincristine,
cisplatin and high-dose methotrexate are rarely reported as a cause of Ogilvie syndrome
[1-5]. We report a patient with a germ cell tumor who manifested with Ogilvie syndrome
after 1 cycle of second-line vinblastine, ifosfamide and cisplatin (VelP) combination chemo-
therapy.

Case Presentation

A 43-year-old male patient diagnosed with non-seminomatous mixed germ cell tumor
(volk sac 80%, teratoma 8%, and embryonal 2%) categorized as good risk with pulmonary
metastasis underwent orchidectomy and 4 cycles of adjuvant bleomycin + etoposide +
cisplatin (BEP) regimen. The patient received a cumulative dose of 270 IU of bleomycin, 400
mg/m? of cisplatin, and 2 g/m?of etoposide after 4 cycles of BEP regimen. The patient
developed bleomycin-induced grade 2 pulmonary toxicity after 270 [U; hence, bleomycin was
omitted from the fourth cycle of chemotherapy. After 4 cycles of BEP regimen, CT scan showed
residual disease in the lung. As the patient was not willing to undergo surgery, he was planned
and received a second-line VelP regimen (vinblastine 9 mg + cisplatin 100 mg/m?+ ifosfamide
6 g/m?). The patient did not have any clinical signs or symptoms of peripheral neuropathy,
and audiometry was normal before initiation of VelP. Three days after completion of first
cycle of VelP regimen, the patient presented with complaints of severe abdomen pain and
constipation. X-ray erect abdomen showed grossly distended large bowel loops with fecal
matter and normal bowel gas pattern (shown in Fig. 1). Blood investigations showed normal
serum electrolytes and renal and hepatic function. Serum amylase and lipase levels were also
within normal limits. There were no signs of active infection like fever or diarrhea, and blood
counts were within normal limits. The patient was not on any medication known to cause
paralytic ileus like anti-cholinergics, opioids or any anti-motility drugs. On physical exami-
nation, the patient had diffuse tenders distension of the abdomen with decreased bowel
sounds. There was no evidence of free fluid on percussion. The patient was afebrile with a
slightly elevated blood pressure of 154/90 mm Hg and had tachycardia with a heart rate of
122 /min. All other vital signs were within normal limits. As the patient’s abdominal pain was
very severe (visual analogue scale 9/10) and did not respond to analgesics,a CT scan abdomen
was done which showed extensive fecal loading in the caecum and ascending and transverse
colon without any evidence of obstruction (Fig. 2). Per rectal examination was done which
showed an empty rectum. The patient was treated with laxatives, enema and fentanyl infusion
for severe pain. With the above supportive measures, the patient gradually recovered and
was relieved of his constipation and pain 1 week after the first cycle of VelP regimen.

Outcome and Follow-Up

Chemotherapy with VelP was discontinued, the and patient is planned for radiotherapy
to residual lung lesions.
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Fig. 1. Erect abdomen radiograph showing gas-
eous distension of the colon with significant
amount of fecal matter in the right colon.

Fig. 2. Axial, coronal and sagittal CT images show
the fecal-filled distended right-sided colon and
cecum.

Discussion

Ogilvie syndrome or ACPO is a disorder of gastrointestinal motility due to autonomic
imbalance or autonomic nerve dysfunction which is characterized by dilation of colon without
any mechanical obstruction. The exact cause and underlying mechanism of Ogilvie syndrome
is not fully understood. The disorder is most commonly associated with serious medical
illness or surgical procedures. Medical conditions such as nonoperative trauma, infections,
electrolyte imbalance, renal insufficiency, heart diseases, respiratory failure, cancer and
surgeries including abdominal, orthopedic (especially total hip replacement), neurologic,
urologic and cardiac surgeries have been reported to be associated with Ogilvie syndrome
[3]. However, cytotoxic drug-induced ACPO is a very rare complication and is usually accom-
panied by concomitant peripheral neuropathies. Peripheral neuropathy is a common dose-
limiting toxicity with various cytotoxic drugs including cisplatin and vinca alkaloids. The
mechanism of chemotherapy-induced peripheral neuropathy is multifactorial and involves
microtubule disruption, oxidative stress, mitochondrial damage, altered ion channel activity,
myelin sheath damage, DNA damage, immunological processes and neuro-inflammation [6].
Peripheral neuropathies can impair sensory, motor and autonomic function either singly or
in combination. Neuropathies associated with chemotherapy are dose dependent. As our
patient received only one dose of vinblastine, which is known to have very low neurotoxic
potential, we hypothesized that our case of ACPO was mainly due to cisplatin as patient had
already received a cumulative dose of 400 mg/m? prior to second line therapy with VelP.
Krarup-Hansen et al. [7]reported that neuropathy occurs with cumulative dose >350 mg/m?
of cisplatin which is greatly increased beyond cumulative doses of 500-600 mg/m?. Kurita et
al. [8] reported that cisplatin-induced autonomic nervous dysfunction manifests after a
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patienthasreceived cumulative dose sufficient enough to produce severe sensory neuropathy.
Our patient developed ACPO after a cumulative cisplatin dose of 500 mg/m? without any
evidence of sensory neuropathy. Abd Rahim and Fuang Ho et al. [2] reported a case of para-
lytic ileus 3 days after completion of cisplatin, which was similar to our case. Cases of Ogilvie
syndrome reported in association with drugs have been mostly treated with para-sympatho-
mimetic agents like neostigmine or spontaneously relieved as the drug effect wears off. In our
case, patient gradually recovered 7 days after last dose of cisplatin. The patient most probably
recovered as the effects of cisplatin gradually wore off.

In a nutshell, Ogilvie syndrome associated with cisplatin is extremely rare, and caution
should be exercised especially when cumulative cisplatin dose exceeds 400 mg/m?. Concom-
itant use of other potentially neurotoxic drugs like vinca alkaloids may further accentuate this
cytotoxicity.
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