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Cancer Pain Management - Opioids
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. Abstract |

Opioids are the most effective analgesics for cancer pain treatments. But the ineffective
treatment of cancer pain is often related to insufficient knowledge of opioids and fear of the
addiction along with the side effects. To achieve effective treatment of cancer pain with opioids,
we need a careful assessment of pain, proper use of opioids and regular review of the
effectiveness of prescribed opioids. Basic principles of opioids therapy in cancer pain are (1) Oral
opioids (or transdermal) if possible; @ Combination of long-acting opioids for constant pain with
short-acting opioids for breakthrough pain; @) “Opioids rotation” in poor analgesia and significant
side effects with the calculations of the morphine equivalent daily dose (MEDD) @ Initiation of
prophylactic treatment for constipation and nausea. In this review, | will describe the essential
aspects of opioids therapy, pharmacology, rotation, properties of the individual opioids, and

management of common side effects.
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Table 1. Classification of cancer pain

1. Cancer pain related to the disease itself
Two thirds of patients.
Invasion of bone, soft tissue, muscle, nerve structures.
Lymphedema, Obstruction of intestines, Increase of intracranial pressure.

Cancer .
related 2. Treatment related pain o _
Postsurgical, postchemotherapy, postradiation, phantom pain.
3. General weakness and progression of cancer
Constipation, bed sore.
4. Others : Migraine, back pain, arthritis.
Nociceptive pain (Somatic or visceral in origin) : e .
Nerve bone metastasis, Vertebral compression fracture. Opioids-responsive
related Neuropathic pain : Chemotherapy-induced pain, Adjuvant analgesics may be needed to obtain
Postherpetic neuralgia, phantom pain. adequate analgesia.
Table 2. Classification of opioid analgesics 3 sjo|ERIE (Hydrocodone)
Agonists Partial agonists Antagonists FH01Y] AEREAZ oM Eolr|=glo]L} o} v 23}
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Oxycodone FeAE &2 1:0.15 H=olTt,
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Fentanyl
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Table 3. Characteristics of opioids for moderate to severe pain
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Morphine Oxycodone Fentanyl
Products  Oral (* IR, CR) Oral (IR, CR) Fentanyl, IV
Rectal, IV
Receptors w1, 12 . 2, & (partial) m
Metanloites ** M3G, M6G Oxymorphone Norfentanyl ***
Noroxycodone

Metabolism Eliminated by kidney.
Should be used cautiously in patients
with renal impairment.

Eliminated by kidney. In cirrhosis
and end-stage liver disease,
metabolism is significantly slowed.

Metabolized (75%)
Non-metabolized (10%)

Charac- - Prototype opioid agent, oral route - Oral oxycodone for moderate to - 80~100 times as potent as
teristics is preferred. severe pain. morphine.
- Carbamazepine, routephenobarbital, - Less nausea and vomiting than - Good transdermal route due to
phenytoin, rifampin accelerate morphine. low molecular weight and

clearance of morphine.

- Phenothiazines, tricycic antidepressants,
cimetidine, benzodiazepines
interfere with metabolism.

- More effective in constant dull pain.

- Can be used in renal impairment
due to major nonactive metabolites.

- Interact with *** SSRI, cyclosporine,
rifampian.

high lipophilicity.

- Difficult to titrate starting dose,
thus use as second or third
drug based on morphine
equianalgesic dose.

- Less sedation and histamine
release than morphine.

* |R: immediate release, CR: controlled release

** M3G: Morphine-3-glucuronide, M6G: Morphine-6-glucuronide

*** SSRI: Selective serotonin uptake inhibitors
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Table 4. Transdermal fentanyl dosing (Fentany! patch; oral morphine
=1:150)

Daily oral morphine Dose of fentanyl patch

(Daily delivery rate)

90+45 mg/day 2.5mg (25 pg/hr X 24hr)
180+45 mg/day 5mg (60 pg/hr X 24hr)

270+45 mg/day 7.5mg (75 pg/hr X 24hr)
360445 mg/day 10mg (100 pg/hr X 24hr)
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Table 5. Opioids rotation (ex: From oxycodone to transdermal fentanyl)

Method

From oxycodone to transdermal fentanyl

Step 1 Determine daily dose of current opioid

Step 2 Calculate daily dose of new opioid based
on equianalgesic ratios

Step 3 Determine 50~70% of equianalgesic
dose as starting dose of new opioid due to
incomplete cross tolerance

Step 4 Titrate new opioid dose in consideration of side
effects and analgesic effectiveness

Determine daily dose of CR oxycodone

Calculate daily oral morphine dose by 1.5 times of daily
oxycodone dose

Attach fentanyl patch with the calculation of the equianalgesic dose

Titrate dose of fentanyl patch in consideration of side effects and
analgesic effectiveness

I

Non-opioid and adjuvant analgesics

ﬂ
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Table 6. From morphine to transdermal fentanyl 7§%‘lxﬂ. DECR 7@%}75, o] AlholA
Oral CR morphine  8~12hours Take one dose of CR morphine 12 hours after = e AN B0 e A9
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_ o= 7o) Yep A ¢ 2o B
24 hours Attach fentanyl patch 12 hours after CR morphine ) ~

administration Hi glon A ol& A2 T
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Table 8. Equianalgesic dose of opioids
Opioid Opioid (IV/SC) to Opioid (IV/SC) to Opioid (PO) to Morphine (PO) to
Morphine (IV/SC) Opioid (PO) Morphine (PO) Opioid (PO)

Morphine 1 2.6* 1 1

Hydromorphone 5 2 5 0.2

Meperidine 0.13 4 0.1 10

Codeine - - 0.15 7

Oxycodone - - 1.5%% 0.7

Tramadol 0.1 1.2 0.25 4

Example; Morphine (IV/SC)10 mg=Morphine (PO)25 mg *, Oxycodone (PO)15 mg=Morphine (PO)10 mg **
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