Case Report

Opioid withdrawal presenting only nausea during tapering of
oxycodone after celiac plexus block: a case report

Akiyuki Sakamoto"’, Hiroto Takayama®, Keiko Mamiya', Tomonobu Koizumi'

'Department of Comprehensive Cancer Therapy, ‘Department of Anesthesiology and Resuscitology, Shinshu University School of Medicine, Asahi,

Matsumoto, Japan; ‘Department of Surgery, Azumino Sekijuji Hospital, Toyoshina Azumino, Japan

Correspondence to: Akiyuki Sakamoto, MD. Department of Comprehensive Cancer Therapy, Shinshu University School of Medicine, 3-1-1 Asahi,

Matsumoto 390-8621, Japan. Email: akiyuki@shinshu-u.ac.jp.

Abstract: Celiac plexus block (CPB) is an effective treatment for patients suffering pain. CPB may

allow for a reduction in opioid dosage, and may alleviate some of the unwanted side effects of these drugs.

However, there is a substantial risk of withdrawal symptoms after reduction of opioid dose. We describe a

case of pancreatic cancer developing opioid withdrawal after CPB, who presented only nausea. A 70-year-old

man was referred to our hospital due to severe pancreatic cancer pain. He was administered oxycodone

(oxycontin®) at 240 mg per day, and presented nausea and anorexia as side effects. CPB was performed due

to insufficient pain relief. His pain disappeared on the same day as treatment. Oxycodone was reduced to

160 mg/day, and further reduced two days later to 80 mg/day. However, he complained of more severe

nausea and loss of appetite even after tapering of oxycodone. Physical examination, blood chemistry

examination, and brain computed tomography (CT) showed no abnormalities. Administration of fast-release

oxycodone (Oxinome®) at a dose of 10 mg immediately improved his nausea. There have been no previous

reports of nausea as the sole symptom of opioid withdrawal. The present case indicates that unless opioid

side effects improve after dosage reduction, the possibility that they may be withdrawal symptoms should

also be considered.
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Introduction

Pancreatic cancer is recognized as one of the most painful
types of malignancy. Most patients with severe cancer pain
are treated with maximum opioid for pain relief. However,
they may suffer from side effects of opioid use. Celiac plexus
block (CPB) is an effective treatment for patients with
visceral pain arising from malignancy, such as pancreatic
cancer (1,2). CPB may allow for a reduction in opioid
dosage, and may alleviate some of the unwanted side effects
of opioid use (1,2).

There is a substantial risk of physical dependence and
subsequent withdrawal symptoms after reduction and/
or discontinuation of opioid. The symptoms of opioid
withdrawal are various, including agitation, anxiety, muscle
aches, sweating, yawning, diarrhea, dilated pupils, goose
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bumps, nausea, and vomiting (3-5).

Here, we report a case of advanced pancreatic cancer
with persistent nausea before and after tapering of
oxycodone following CPB. The patient presented only
nausea, leading to a delay in diagnosis of opioid withdrawal.
The symptom in the present case was nonspecific for opioid
withdrawal and we reviewed the symptoms.

Case presentation

A 70-year-old man diagnosed with advanced pancreatic
cancer was referred to our hospital because of severe back
pain. He had been administered oxycodone at 240 mg
per day for 2 weeks. However, his pain evaluated on a
numerical rating scale (NRS, 0: no pain; 10: worst pain
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Figure 1 Computed tomography (CT) scan at the time of admission.

Circle is the pancreatic tumor infiltrating the celiac plexus.

imaginable) was 8-10, and he presented severe drowsiness,
nausea, and fatigue due to the high dosage of oxycodone.
As radiographic findings revealed tumor infiltrating the
celiac plexus (Figure 1), computed tomography (CT)-guided
CPB by the posterior approach was planned. The patient
was placed in a prone position on a CT table. CPB was
performed using the paravertebral approach at the level of
L, vertebra. A needle tip of left-sided block was positioned
in the left retrocrural space (Figure 2A), and right-sided was
also in the right retrocrural space (Figure 2B). We injected
10 mL of 99.9% ethanol into the each retrocrural space.
His pain disappeared on the day of CPB treatment.
We planned to taper the opioid as soon as possible, and
reduced the oxycodone from 240 to 160 mg/day. The
next day, he reported no pain but complained of more
severe nausea compared to that before CPB. Two days
later, oxycodone was further reduced to 80 mg/day.
However, he still complained of nausea, which resulted in
complete loss of appetite. Physical examination showed no
abnormalities and blood chemistry examination revealed no
abnormalities in electrolytes or hepatic and renal functions.
We administered metoclopramide, diphenhydramine
salicylate, and olanzapine, but these treatments failed to
improve the nausea. In addition, brain CT showed no
abnormalities. Five days later, he appeared to be irritable
in addition to nausea, which suggested symptoms of opioid
withdrawal. Administration of fast-release oxycodone
(Oxinome®) at a dose of 10 mg immediately improved his
nausea and irritability. These findings convinced us that his
symptoms were due to opioid withdrawal. We gradually
reduced the dose of oxycodone over 2 weeks. Finally, the
dose of oxycodone reached 10 mg without the development
of pain. Time course of nausea and back pain before and
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after CPB described above was summarized in Figure 3.
The complained several times of nausea, but fast-release
oxycodone was effective for the relief. He had not presented
with typical symptoms of opioid withdrawal, such as anxiety,
insomnia, rhinorrhea, muscle aches, heart rate fluctuations,
sweating, or abnormalities in blood pressure or body
temperature. The patient died due to progressive disease of
pancreatic cancer 2.5 months after CPB but showed neither
complaints of back pain or requirement for increased
opioids.

Discussion

The present case developed opioid withdrawal during
tapering of oxycodone after CPB. In general, withdrawal
symptoms, especially in the first 24 hours, include
yawning, lacrimation, rhinorrhea, sweating, tremors, cutis
anserina, mydriasis, lack of composure, and insomnia (3-5).
Subsequently, elevated body temperature, increased
respiratory rate, and elevation of blood pressure are
observed. Nausea and vomiting are considered to be
symptoms occurring during the late phase of opioid
withdrawal (3-5). The present case exhibited only nausea
from the onset of opioid withdrawal without any other
suspicious symptoms, which is an extremely rare clinical
manifestation. As another symptom, irritability was
observed on day 5 after nerve block, which was the only
suspicious symptom for opioid withdrawal during the
clinical course.

In general, the cause of nausea in palliative care
patients with advanced cancer should be considered
gastritis, constipation, gastrointestinal tract obstruction,
electrolyte abnormalities, infection, liver or renal
dysfunction, brain hypertension, meningitis, mental illness
and so on in addition to drug-induced, e.g., opioid (6).
However no abnormalities were found, including physical
examinations, blood chemistry and brain CT etc. in
the present case. Currently widely available antiemetics
such as metoclopramide, dexamethasone, haloperidol,
diphenhydramine salicylate and olanzapine were
administered, but failed to improve his nausea. In addition,
we considered the possibility that nausea after CPB was
a persistent side effect of the still high dose of oxycodone
even after the reduced dose. However, although the patient
did not complain of nausea until a dose of 160 mg of
oxycodone, the nausea was not alleviated and worsened after
dosage reduction to 80 mg.

Fast-release oxycodone was useful for improvement of
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Figure 2 Computed tomography (CT) guided celiac plexus block (CPB). CT scan of the L, vertebra area was shown. A needle tip was

positioned in the left (A) and (B) in retrocrural space, respectively.
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Figure 3 Therapeutic process before and after celiac plexus block (CPB). The fast-release oxycodone (Oxinome®) was effective for the relief

of nausea. We needed the fast-release oxycodone for treatment of nausea until 14 days after CPB.

nausea while receiving 80 mg of oxycodone. Therefore,
the nausea in the present case was thought to be related to
opioid withdrawal. Thus, physicians should be aware that,
although nausea is a common side effect of opioid, the
present case suggested that nausea could be a symptom of
opioid withdrawal.

There are no established methods for reducing opioid
dosage after CPB, because the reduction is dependent on
the effect of CPB. However, it has been suggested that the
dosage should be decreased by 50% every 3 days to 1 week
after CPB (7). Based on this suggestion, oxycodone dose
was decreased from 240 mg/day by 80 mg/day every 3 days,
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which was consistent with the pattern in the present case. In
addition to dose reduction, it is well known that withdrawal
symptoms usually occur after long-term administration
of opioids, but the type and intensity of symptoms differ
(3-5). In contrast, these symptoms may occur even after
short-term administration or small dosages (3). Thus,
the present case indicated that clinical manifestations of
opioid withdrawal are complex and we should take into
consideration the presence of opioid withdrawal when
reducing opioid dosage.

In conclusion, opioid withdrawal refers to a wide range
of symptoms. To our knowledge, there have been no
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previous reports describing nausea as the sole symptom of
opioid withdrawal. If opioid side effects, such as nausea and
vomiting, do not improve after dosage reduction, as in the
present case, the possibility of withdrawal syndrome should
also be considered.
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