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Opioid Withdrawal Symptoms after Conversion to
Oral Oxycodone/Naloxone in Advanced Cancer Patients
Receiving Strong Opioids

Jung Hoon Kim, M.D., Haana Song, M.D., Gyeong-Won Lee, M.D. and Jung Hun Kang, M.D.

Department of Hematology-Oncology, Gyeongsang National University Hospital,
Gyeongsang National University School of Medicine, Jinju, Korea

Purpose: Oral naloxone is combined with oxycodone to alleviate or prevent opioid-induced constipation in cancer
pain patients. However, there is still concern that oral naloxone may precipitate opioid withdrawal symptoms in
patients on opioids. We retrospectively investigated clinical characteristics of cancer patients who experienced opioid
withdrawal symptoms. Methods: We reviewed medical records of all patients who were prescribed with oral
oxycodone/naloxone at a tertiary cancer center from January 1, 2012 through December 31, 2016. Eligible patients
were screened based on demographics, opioid and naloxone dosages, clinical manifestation and pain intensity.
Results: Among a total of 1,641 patients, 10 patients were selected. Seven patients were male, and the average
age was 68.1 years. The median dose of naloxone that induced withdrawal symptoms was 20 mg. Most common
withdrawal symptom was shivering (seven patients) followed by cold sweating (five), and muscle twitching (five).
Other symptoms included restlessness, fever, dizziness, and yawning. Pain was exacerbated from the median
intensity of numeric rating scale (NRS) 3 to NRS 6. Conclusion: Opioid withdrawal symptoms may occur when
switching to oral oxycodone/naloxone for cancer patients who have been treated with other strong opioids. A
prospective, multicenter study on this issue should be conducted in future.
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Table 1. Patient Characteristics.

FAAL 2

Underlying condition Previously administering opioids Rotated opioids
Case Sex Age
Primary cancer PVT Opioids Route oMEDD (mg) Opioids Dose (mg)
1 M 62 Pancreatic cancer N Oxycodone Intravenous 72 Oxycodone/naloxone  40/20
2 M 74 Biliary cancer Y Oxycodone/naloxone Oral 45 Oxycodone/naloxone  60/30
3 M 68 Biliary cancer N Oxycodone & morphine Intravenous 204 Oxycodone/naloxone  40/20
4 M 73 Prostate cancer N Oxycodone & fentanyl  Intravenous & patch 908 Oxycodone/naloxone  30/15
50 M 58  Biliary cancer N Oxycodone Intravenous 90 Oxycodone/naloxone  30/15
6 M 55 HCC N Morphine Oral 120 Oxycodone/naloxone  80/40
7 F 80  Thyroid cancer N Fentanyl Patch 74 Oxycodone/naloxone  40/20
8 F 72 Pancreatic cancer Y Oxycodone Intravenous 150 Oxycodone/naloxone  40/20
9 F 68  Biliary cancer N Oxycodone Oral 30 Oxycodone/naloxone  40/20
10 M 71 Biliary cancer N Fentanyl Patch 150 Oxycodone/naloxone  120/60
oMEDD: oral Morphine Equivalent Daily Dose, PVT: Portal vein thrombosis, HCC: Hepatocellular carcinoma.
Table 2. Pain Intensity Change and Opioid withdrawal Symptoms.
Change of pain Rhinorrhea,
intensity (NRS) . . o Muscle  Abdominal . o . | vomims,
Case Anxiety Sweating  Shivering . Yawning Lacrimation Piloerection restlessness, — Others
Before After twitches  cramp tremor,
rotation  rotation mydriasis
1 1 8 O (6] (@] (6] o Dizziness,
asthenia
2 5 7 o o
3 3 3 (6] o o Dizziness
4 1 1 o o 0]
5 2 2 o (0] (6] Palpitation,
asthenia
6 3 6 0] @) (0] Asthenia
7 3 6 o o 0]
8 3 3 (@] O o Asthenia
9 5 8 0]
10 5 7 0] 0] o

NRS: Numeric Rating Scale.
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