Outline of Lecture 41 (03-11 PH; Hendrix)

Opiates
See p.2 for analgesic class comparisons, particularly analgesic effect, ceiling effect, tolerance

OPIATES

- Morphine


- MOA: classic opiate, 1st line opiate

- PK: liver glucuronide metabolite is more potent, give via any route of administration, but bioavailability varies

- MS contin is sustained release form, q12h

- Substituted morphine analogs


- Hydromorphone: more potent than morphine, but fluid volume limitations

- Oxycodone:  oxycontin is sustained release form


- Codeine:  substantial population can’t convert to morphine; also suppresses cough

OPIOIDS: structurally different than opiates
- Methadone


- PK: long t1/2 ~ 1-1.5 days, hepatic metabolism


- Used for maintenance therapy
- Meperidine (demerol TM)


- MOA: phenylpiperidine


- Not favored for analgesia due to accumulation of long-acting normeperidine metabolite, perhaps limited use as pre-op pain prophylaxis


- Some smooth muscle effects (less than analgesia) eg in cholecystitis or OB pain


- PK: 3 hr analgesic duration (but easier just to remember 4hrs for all of these drugs)

- Normeperidine


- MOA: long acting metabolite of meperidine


- PK: t1/2 15-20 hrs


- Tox: CNS excitotoxin (anxiety, tremor, myoclonus, seizures), worsened by opioid antagonists
- Fentanyl

- MOA: phenylpiperidine


- PK: IV, patch, or oral

Opioid class-wide characteristics


- Desirable effects: analgesia (all duration ~4 hr), anxiolytic


- Side effects: constipation, N/V, pruritis, urinary retention, respiratory depression (high dose)

- Depends on circumstance: sedation, euphoria, cough suppression, decreased gut motility

- Use pain assessment techniques (consider it a form of vital sign, establish trigger scores) to determine dosing
Strategies to deal with side effects

NSAID combination for dose-sparing effect


Decrease peak/trough difference


Switch opiates to take advantage of incomplete cross tolerance (see below)

Other drugs to counder side effects

Switching opioids


- Rationale: avoid side effects or tolerance, or increase potency


- See conversion chart to establish the equianalgesic dose (in general, more potent drugs require less mg amount), but keep in mind it’s only a GUIDE to the FIRST dose, adjust subsequent doses

- To switch to sustained release form (morphine ( MS contin or oxycodone ( oxycontin), use (2/3 * total daily dose) / 2 given bid
