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Tramadol is a weak mu-opioid receptor agonist with some
norepinephrine and serotonin reuptake inhibition that is indicated for
treating moderate to moderately severe pain.®” Tramadol is available as
immediate-release and ER formulations. Tramadol should be avoided
in patients receiving selective serotonin reuptake inhibitors (SSRIs),
serotonin norepinephrine reuptake inhibitors (SNRIs), or TCAs. The
NCCN Panel recommends a maximum daily dose of 400 mg (100 mg
four times a day) for adults with normal hepatic and renal function.
Lower doses are recommended for older adults (75 years and older)
and those with hepatic and/or renal dysfunction to reduce the risk of
seizures. Tramadol is less potent than other opioids and is considered

may have a lower incidence of gastrointestinal adverse effects than
oxycodone.'” Limited data suggest that there may be a roll for
tapentadol in the management of cancer pain,'%% but further clinical
trials are needed.

Tramadol and tapentadol should be used with caution or avoided in
patients taking other serotonergic or MAOI-like medications (eg, TCAs,
SSRIs, and monoamine oxidase inhibitors [MAOIs]) due to risk of
serotonin syndrome.*%’
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Nausea
* Preventive measures

» Ensure that patient is having bowel movements consistently.

v For patients with a prior history of opicid-induced nausea,
prophylactic treatment with antiemetic agents (see below) is highly
recommended.

* If nausea develops

+ Assess for other causes of nausea (eg, central nervous system [CNS]
pathology, chemotherapy, RT, hypercalcemia).

¢ Consider prochlorperazine, 10 mg PO every 6 hours as needed; or
metoclopramide, 10-15 mg PO 4 times daily as needed; or haloperidol,
0.5-1 mg PO every 6-8 hours as needed. Chronic use of any of these
agents may be associated with development of tardive dyskinesia,
especially in frail, elderly patients.

¢ As an alternative, serotonin antagonists should be considered due
to lower risk of CNS adverse effects (eg, ondansetron, 4-8 mg PO 3
times daily oral tablet or orally disintegrating tablet; granisetron, 2 mg
PO daily). Use with caution as constipation is an adverse effect.

» Consider orally disintegrating olanzapine, 2.5-5 mg PO daily,
for patients with bowel obstruction. Olanzapine has lower risk
of extrapyramidal reactions than typical antipsychotics such as
haloperidol.

¢ If nausea persists despite as-needed regimen, administer antiemetics
around the clock for 1 week, then change as needed.

+ Dexamethasone can be considered.

* Opioid-induced nausea may resolve with continued exposure; if nausea
persists for more than 1 week.

» Reassess cause and severity of nausea.

v Consider opioid rotation.

* If nausea persists after a trial of several opioids and above measures
¢ Reassess cause and severity of nausea.

» Consider neuraxial analgesics, neuroablative techniques, and other

interventions to potentially reduce opioid dose.

National
NCCN Comprehensive. NCCN Guidelines Version 2.2017
ﬁiﬁiﬂw Adult Cancer Pain
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Modulating Roles of Smoking Status and Sex on Oxycodone-Induced
Nausea and Drug Liking
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Experimental and Clinical Psychopharmacology. 2013, Vol. 21, No. 2, 103-111
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Experimental and Clinical Psychopharmacology. 2013, Vol. 21, No. 2, 103-111
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Predictive Factors for Nausea or Vomiting in Patients
with Cancer Who Receive Oral Oxycodone for the First Time:
Is Prophylactic Medication for Prevention of Opioid-Induced
Nausea or Vomiting Necessary?

- HFFHARZFEFEZFRHIEERA—IRE R EH T

- SR ERZESHNERES | TORIENRUIEREMTA

- HMA280R(ERAVERES  HP , BlEl72® , %1088 ,
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J Palliat Med. 2014 Jun;17(6):683-7.
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TABLE 3. RESULTS OF LOGISTIC REGRESSION ANALYSIS FOR VARIABLES EXTRACTED
BY FORWARD SELECTION (N=280)

C¥ of odds ratio

Variable EV SE ¥ value o) Odds ratio  Lower 95% = Lower 95%
Y=nausea (accuracy= 193/280)
Lender fmale]) —0.847  0.284 8.92 0.0028 0.429 0.246 0.747
Urologic 0.642 0474 1.84 0.1754 1.901 0.751 4.813
Digestive organ -0.726  0.377 3.71 0.054 0.484 0.231 1.013
HCC —-1.092  0.802 1.85 0.1733 0.336 0.070 1.615
Hermatologic —0.778 0.569 1.87 0.1718 0.459 0.150 1.402
57 0.717 0.362 3.93 0.0476° 2.049 1.008 4.166
Initial dose of oxycodone/day 0.053 0.030 3.16 0.0756 1.055 0.995 1.119
Stergids —-0.874 0414 4.47 0.0345% 0.417 0.185 0.938
Age 0.003 0.010 0.1 0.7538 1.003 0.983 1.024
Dopamine D, blockers —-0.030 0.316 0.01 0.9239 0.970 0.522 1.802
Y =vomiting (accuracy = 240/280)
Gender (male) —-0.917 0.358 6.56 0.0105° 0.400 0.198 0.806
rologic 0.892  0.54% 2.63 0.1046 2.439 0.831 7.160
Digestive organ —0.539  0.457 1.39 0.2382 0.584 0.238 1.428
PPI —0.677 0418 2.63 0.1049 0.508 0.224 1.152
Steroids —0.820 0.647 1.61 0.2051 0.441 0.124 1.566
Dopamine D, blockers 1.022 0.514 3.96 0.0466% 2.778 1.015 7.604
2p<0.05.

EV, estimated value; SE, standard error; CI, confidence interval; HCC, hepatocellular carcinoma; PFI, proton pump inhibitor.

J Palliat Med. 2014 Jun;17(6):683-7.
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