
 
 
 
 

       An Initiative of NSW Clinical 
              Pharmacologists & Pharmacists  

              Funded by the NSW Department of Health 
 
 
 
 
USE OF PETHIDINE FOR PAIN MANAGEMENT IN THE 

EMERGENCY DEPARTMENT 
 

A Position Statement of the NSW Therapeutic Advisory Group Inc. 
 

August 2004 
 
 
Mrs Sharon Davis, NSW TAG 
 
With review by 
Dr Robert Dowsett 
Senior Staff Specialist, Emergency Department, Westmead Hospital 
 
Dr Andis Graudins 
Senior Staff Specialist in Emergency Medicine and 
Director of Clinical and Experimental Toxicology Service 
Prince of Wales Hospital 

 
This review was prepared by the author/s in consultation with members of the NSW Therapeutic Advisory Group Inc. 
 
 

This work is copyright of the NSW Therapeutic Advisory Group Inc and NSW Health Department.  Apart from any use as permitted under 
the Copyright Act 1968, no part of this information may be reproduced by any process without written permission.   
 
Whilst the information contained in this document has been presented with all due care, and the information is considered to be true and 
correct at the date of publication, changes in circumstances after publication may impact on the accuracy of the information. 
 
This document represents expert consensus opinion and should not be relied on as professional advice other than in this context. The 
information provided should not be regarded as a substitute for detailed expert advice in individual cases. NSW Therapeutic Advisory 
Group Inc will accept no responsibility for any loss, claim or damage suffered or caused by any person acting or refraining from action as a 
result of any material in this document. 



 

 2

INTRODUCTION 
 
Pethidine is widely prescribed in hospitals despite lack of research evidence to support its 
preferential use. It has no proven advantage over other opioid analgesics and there is significant 
potential for iatrogenic problems with its use. During 2003 NSW TAG conducted a multi-centre drug 
usage evaluation project looking at the use of analgesics in emergency departments. A number of 
questions were raised during the course of the project regarding appropriate doses of analgesics other 
than pethidine. 
 
This statement will examine the adverse effects that may be associated with the use of pethidine and 
common conditions for which pethidine has been prescribed in emergency departments. Alternative 
treatment options will be discussed. While there may be a limited role for the use of pethidine in 
some pain management scenarios, its use in the management of acute pain in the emergency setting 
in particular, is extremely limited. Numerous other opiate analgesics with better side effect profiles 
and lesser abuse potential are available for use in this setting. 
 
1. COMMON PRESENTATIONS TO THE ED- evidence for use of 

pethidine, other opioids and alternative drugs 
 
1.1  BILIARY COLIC 

 
Various studies provide evidence that equianalgesic doses of pethidine cause similar effects on the 
sphincter of Oddi and the biliary tract to other opioids. All opioids have been found to increase 
biliary tract pressure 1, which may result in spasm of the sphincter of Oddi, leading to epigastric 
distress and biliary colic. 2 
 
Resting intrabiliary pressure, perfusion pain level and pressure changes have been measured post-
operatively utilising T-tube drainage of the bile duct in the presence of pethidine 100 mg IM, codeine 
60 mg SC and morphine 10 mg SC .3 Codeine caused the least spasm of the sphincter of Oddi, 
followed by pethidine and then morphine. Other studies directly measuring intrabiliary pressure have 
shown that parenteral pethidine and morphine produce a similar degree of increase in biliary 
pressure. 1 4 5 The clinical relevance of these observations is unclear, as these studies did not address 
the effect of these agents on the control of pain in acute cholecystitis or biliary colic pain in the 
emergency setting. It is unlikely that there is any significant difference in the clinical effects of these 
drugs in these situations when used in equianalgesic doses. 
 
The effect of ketorolac on biliary tract pressure has been compared with that of morphine and 
placebo. 6 Intraoperatively, thirty-one anaesthetised patients received either ketorolac 30 mg IV 
(n=16) or morphine 5 mg IV (n=15) after a cholecystectomy or gallstone removal, and intrabiliary 
tract pressure measured 5 minutes after dosing. There was a significant increase in pressure over 
baseline with morphine but not with ketorolac. 
 
The analgesic efficacy and tolerability of intravenous ketorolac (30mg) and intravenous pethidine 
(50mg) were compared in a prospective, randomised, double blind study in 324 patients presenting 
to the ED with a history and physical examination compatible with biliary colic, enrolled over a 2 
year period. 7 No significant difference in pain control was found between ketorolac and pethidine in 
either the visual analogue scale (VAS) or verbal rating system (VRS) for any time interval studied. 
Although no significant difference was found in overall drug tolerability, patients receiving pethidine 
reported higher incidences of nausea and of dizziness than those receiving ketorolac (p=0.009 and 
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0.003 respectively). A prospective study of intramuscular ketorolac (60 mg) and pethidine 1.5 mg/kg 
(maximum dose 100mg) in 30 patients presenting to the ED with acute biliary colic found no 
significant difference in pain relief achieved by using either ketorolac or pethidine.8 
 
Diclofenac has also been found to be effective in relieving the symptoms of biliary colic in a double- 
blind study of 53 patients, given 75mg intramuscularly. 9 However no studies comparing diclofenac 
with any opioid in the treatment of biliary colic could be identified. 
 
In biliary colic 
• The preferential use of pethidine over any other opioid is not supported by the evidence. 
• NSAIDs are effective. 7, 9 
• If an opioid is required, intravenous morphine, fentanyl or hydromorphone may all be used in 

place of pethidine.a 
• Smooth- muscle relaxants eg hyoscine-n-butylbromide have previously been suggested, however 

little evidence could be found in the literature to support this. 
 
 
1.2 RENAL COLIC 
 
A recent Cochrane review assessed the relative efficacy of nonsteroidal anti-inflammatory drugs 
(NSAIDs) and opioids in 1613 patients presenting with a clinical diagnosis of acute renal colic. 10 
Relative analgesic effect was examined through 3 outcomes: pain scores at a specified time after 
study drug administration, proportion of patients who achieved complete pain relief within a fixed 
time, and the need for rescue analgesia. Both opioids and NSAIDs demonstrated a clinically 
important analgesic effect, with a marked reduction in pain scores over time. There was no 
significant difference between NSAIDs and opioids in the proportion of patients who achieved 
complete pain relief in a short time frame. Patients treated with NSAIDs were significantly less 
likely to require rescue analgesia (RR 0.75, 95% CI 0.61-0.93; p=0.007) within an hour of study 
drug administration (9 of 10 trials pooled for this analysis used pethidine as their opioid).  
Adverse events were generally higher in patients receiving opioids. Vomiting was reported as a 
specific adverse event in 10 trials (826 patients) with significantly less vomiting in patients treated 
with NSAIDs (RR 0.35, 95% CI 0.23-0.53, p<0.00001). Subgroup analysis by type of narcotic 
demonstrated that the risk of vomiting was particularly notable in patients receiving pethidine (RR 
0.30, 95% CI 0.18-0.49; p<0.00001) 
 
The authors concluded that single bolus doses of both NSAIDs and opioids provide pain relief to 
patients with acute renal colic. When a single bolus of analgesia is used, the authors recommended 
an NSAID rather than an opioid, and if an opioid is to be used (either because of contraindications to 
NSAIDs or ease of titration) that pethidine should be avoided given the higher rate of associated 
vomiting. 
 
In renal colic  

• rectal NSAIDs are effective11 , although onset of action is not as rapid as intravenous 
NSAIDs. 12, 13   

• parenteral NSAIDs are as effective as opioids. 10 
• The use of hyoscine-n-butyl bromide is not supported in the literature. 14 

                                                 
a The authors note that some approved product information for morphine lists a contraindication in a variety of acute 
abdominal conditions, including biliary colic. However the evidence presented in this paper indicates that morphine 
does not cause any significant problems with spasm any different to other opioids. Clinical experience and expert 
opinion also suggest that morphine does not cause significant problems in this regard. 
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1.3 MIGRAINE 
 
A number of randomised controlled trials have concluded that pethidine is no more effective than 
dihydroergotamine, chlorpromazine, prochlorperazine or an NSAID. 15-19 Pethidine is short acting 
compared with the duration of migraine and therefore is an inappropriate choice of analgesic. 20 
Consequently, the Australian Association of Neurologists does not recommend the use of pethidine 
in treatment of migraine. 21 22 
 
1.4 LOW BACK PAIN 
 
Oral opioids may be useful in the short- term management of acute back pain when early 
mobilisation is the goal of therapy, but there are no randomised controlled trials to support this. 22 A 
single intramuscular dose of an opioid may be beneficial when patients must be transported, and 
intramuscular injection in hospitalised patients may be necessary in the acute phase if pain is severe. 
23 In such cases morphine is the drug of choice. 
There are no randomised controlled trials investigating the efficacy of opioids and compound 
analgesics in acute low back pain. 24 
There is no place for the general use of injectable opioids such as pethidine in the treatment of 
chronic low back pain. 22  
 
 
2. ADVERSE EFFECTS  
 
2.1    SEIZURES 
Pethidine is metabolised in the liver via 2 separate pathways, hydrolysis to pethidinic acid (inactive 
metabolite) or demethylation by cytochrome P450 to norpethidine, a non- opioid active metabolite. 
After intramuscular administration, the elimination half life of pethidine has been shown to average 
3.6 hours 25 however the elimination half life of norpethidine is around 14-21 hours with normal 
renal function 26 and 35 hours in renal failure. 27. Norpethidine has half the analgesic potency of 
pethidine but two to three times the potency as a central nervous system (CNS) excitatory agent 25 28 
and may cause anxiety, hyperreflexia, myoclonus, seizures and mood changes. 29 There is not a clear 
relationship between neurotoxicity, cumulative dose and serum norpethidine. 30 Several cases of 
seizures have been reported, including when pethidine was used for patient controlled analgesia 
(PCA) . 30 In Australia between 1975 and 1997, ADRAC (Adverse Drug Reactions Advisory 
Committee) received 35 reports describing convulsions in association with pethidine. In 17 of these, 
pethidine was the only suspected drug. Risk factors include repeated dosing of pethidine, with 
associated renal insufficiency, sickle-cell anaemia, high doses of pethidine, and the concurrent 
administration of phenothiazines or drugs that induce hepatic enzymes. 
 
 
2.2    DRUG INTERACTIONS 
 
Pethidine inhibits both serotonin and noradrenaline reuptake mechanisms. As a result, the use of 
pethidine may result in the production of serotonin toxicity in the presence of a second medication 
with serotonergic activity. Serotonin toxicity (also known as serotonin syndrome) is caused by 
excess serotonin in the central nervous system (CNS). Pharmacological mechanisms which increase 
serotonin levels in the CNS include augmenting serotonin synthesis (L-tryptophan), increasing 
serotonin release (methylene 3, 4 dioxymethamphetamine -MDMA), inhibiting serotonin reuptake 
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(selective serotonin reuptake inhibitors-SSRIs), inhibiting serotonin metabolism (monoamine 
oxidase inhibitors-MAOIs) and directly stimulating serotonin receptors (bromocriptine, lithium). 
Specific diagnostic criteria for serotonin toxicity have been identified. 31 32Clinically, serotonin 
toxicity may vary in severity and is usually self- limiting when appropriate supportive care has been 
instituted. Symptoms commonly resolve over 12 to 24 hours when the offending drugs are 
discontinued. 33Severe forms of the syndrome with marked hyperpyrexia, muscle rigidity, 
myoclonus, rhabdomyolysis and seizures have resulted in death. 34 
 
Reuptake of serotonin is inhibited by the SSRI antidepressants such as fluoxetine. Other agents such 
as the appetite suppressant sibutramine, and the analgesic tramadol also inhibit serotonin reuptake. 35 
Thus the combination of pethidine with any of these agents may result in accumulation of serotonin 
and may theoretically lead to serotonin toxicity. St John’s wort (Hypericum perforatum) also 
increases CNS serotonin concentrations but to date, serotonin toxicity has not been reported with this 
agent. Notably, the concurrent use of pethidine and irreversible MAOIs (eg; phenelzine, 
tranylcypromine) has resulted in serious and life threatening serotonergic reactions. Marked muscle 
rigidity, hyperpyrexia, myoclonus, seizures, hypertension and hypotension, flushing, sweating and 
unconsciousness may occur very rapidly. 

 
Drugs that induce cytochrome P450 enzymes (eg phenytoin) may increase the hepatic metabolism of 
pethidine, and thus increase production of norpethidine. 36 However, the degree to which phenytoin 
and other enzyme inducers reduce the analgesic effect of pethidine or increase toxicity because of 
increased norpethidine concentrations in the clinical setting is unknown. 

  
 2.3 HISTAMINE RELEASE 

 
Hypersensitivity or allergic reaction is the result of an immune response leading to formation of 
specific IgE antibodies, sensitised lymphocytes or both. 37Opioids are able to release histamine from 
tissue mast cells through triggering mechanisms that are independent from those relying upon IgE 
receptors. 37  

 
The first report of elevated histamine levels in humans after the intravenous administration of 
1mg/kg morphineb was published in 1982. 38 A randomised double blind study in 40 patients 
examined the quantitative effects of intravenous morphine 1mg/kg on plasma histamine and the 
ability of prior administration of H1 and H2  blockers to attenuate haemodynamic responses. 39 
Morphine stimulated significant histamine release, correlating with a decrease in blood pressure and 
systemic vascular resistance. Prior administration of diphenhydramine (1 mg/kg) and cimetidine (4 
mg/kg) provide greater protection from those haemodynamic responses than either agent alone. 
When morphine is used in higher (anaesthetic) doses, marked cardiovascular changes are associated 
with histamine release. At subanaesthetic or analgesic doses, however, the relationship between 
histamine release and side effects has been less well documented. 
   
A double blind study found that histamine release was more frequent after pethidine than after 
morphine, fentanyl or sufentanil administered intravenously for the induction of anaesthesia.  40 
Increased plasma histamine concentrations occurred in 5 of 16 patients given a mean dose of 
pethidine of 4.3 mg/kg c and were accompanied by hypotension, tachycardia, erythema and increased 
plasma adrenaline concentrations. Only 1 in 10 patients given morphine (mean dose 0.6mg/kg ie 
42mg for 70 kg patient) and none receiving fentanyl (mean dose 7 µg/kg ie 490 micrograms for 70 

                                                 
b note that this is an anaesthetic dose; a 10mg dose in a 70kg patient is equivalent to 0.14 mg/kg. 
c For 70kg patient this represents approx 300mg 
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kg patient) or sufentanil (mean dose 1.3 µg/kg) showed evidence of histamine release. However, in a 
study of morphine alone 41 (0.3 mg/kg intravenously ie 21 mg for 70 kg patient) serum histamine 
concentrations rose in all 10 patients and all subjects exhibited to varying degrees clinical 
manifestations of histamine release including flushing of face, neck chest and extremities and a 
generalised sensation of warmth. Six patients complained of facial itching. 

 
It has been postulated that the amount of histamine released relates primarily to the concentration of 
drug achieved at mast cell membranes, and thus will be least with extremely potent drugs such as 
fentanyl, since clinically useful effects occur at extremely low concentrations. 38 However in-vitro 
studies of histamine release in human skin mast cells induced by morphine, fentanyl and 
oxymorphone found that this did not parallel analgesic potency. 
 
Morphine is metabolised mainly to morphine-3 glucuronide (M3G) and morphine- 6 glucuronide 
(M6G). The latter is implicated in most cases of pruritis or nausea. 42 
 
2.4 ANAPHYLAXIS AND CROSS ALLERGENICITY 
 
Anaphylactic and true allergic reactions to opioid analgesics are rare. 43 A literature review covering 
the years 1975-1987 43 carried single case reports of anaphylactic reactions to pethidine44, 
pentazocine45, morphine46, 47 and fentanyl.48, 49 None of these reports documented cross-sensitivity 
with other opioid analgesics. Reviews of studies involving several thousands of patients receiving 
pethidine or morphine revealed no cases of cross-sensitivity. 50  
 
 
Opioid analgesics have been categorised using at least 3 different schemes, which to some extent, 
address the potential for cross-sensitivity. 43 The first categorisation involves naturally occurring vs 
semi-synthetic vs synthetic compounds, the second is based on the presence or absence of a 6-
hydroxyl group on the basic morphine structure and the third is a separation based on basic chemical 
structure. (See following Table 1). Thus if hypersensitivity occurs with a drug from one class, it may 
be useful to try a product from a different class. 

  
 
 

Table 1 43 
 
Opioid analgesic Source of opioid  Morphine-related 

structure with 6 
hydroxyl group 

Related structural 
group 

Alfentanil Synthetic  Pethidine 
Buprenorphine Synthetic No Morphine 
Codeine Natural Yes Morphine 
Dihydrocodeine Semi-synthetic Yes Morphine 
Fentanyl Synthetic  Pethidine 
Hydromorphone Semi-synthetic No Morphine 
Pethidine Synthetic  Pethidine 
Methadone Synthetic  Unique 
Morphine Natural Yes Morphine 
Oxycodone Semi-synthetic No Morphine 
Propoxyphene Synthetic  Morphine 
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3. PLACE IN THERAPY 
 

• Pethidine has a shorter duration of action than morphine with no additional analgesic benefit. 
It has similar side effects to morphine, including increased biliary pressure. 

• Pethidine is metabolised to norpethidine, which has potential toxic effects (eg convulsions) 
especially in patients with renal dysfunction. 

• Pethidine can cause seizures and has the potential for significant drug interactions, thus a full 
medication history should be obtained before prescribing it. 

 
For these reasons, and because less toxic, equianalgesic alternatives exist, pethidine should not be 
considered a first line agent for treatment of severe pain. 
 
 
4. RECOMMENDED ALTERNATIVES TO PETHIDINE 
 
4.1 OPIOIDS 
 
All opioids are capable of producing the same degree of analgesia providing equianalgesic doses are 
given. There is no evidence to suggest that pethidine provides any better analgesia than other opioids 
for any type of pain. 2 Dose schedules for opioids will vary according to the age of the patient, 
concomitant disease states, use of other medications and route of administration. In adults, patient 
age rather than weight (with increasing age decreasing doses are required) has been shown to be a 
better predictor of ongoing opioid requirement. 51  
Intermittent intravenous doses permit a predictable and readily observable response, and allow 
titration of dose to response. This method of dosing is useful in the emergency department situation, 
for obtaining initial and rapid pain relief. Rapid control of severe acute pain may be obtained by 
giving small intravenous bolus doses of opioid until pain relief is achieved. The total dose for this 
‘titration’ is a guide to subsequent dose requirements. 21 
 
 
Table 2    Equianalgesic opioid doses   
 

Approximate equi-analgesic dosed Duration of actione (hours) Drug 
Parenteral (IM/SC) Oral  

morphine 10mg  30mg 2-3 
oxycodone NAf 20-30mg 3-4 

fentanyl 100µg scg NA 0.5-2 (IV) 
hydromorphone 1.5-2mg  6-7.5mg 2-4 

 
 

                                                 
d Published tables vary in the suggested doses that are equianalgesic to morphine, thus titration to clinical response is 
necessary  (Information for this table derived from Australian Medicines Handbook 2004 and NHMRC: Acute Pain 
Management- Scientific evidence 1999). These doses are equianalgesic to pethidine 100mg.  
 
e depends on dose and route of administration. Duration does not include controlled release preparations. 
f A suppository form of oxycodone 30mg is available in Australia. 
g Fentanyl is not recommended for intermittent IM use. Lower doses, repeated as required, should be used for IV use. A 
suggested initial dose is 0.5-1 mcg/kg up to 100 mcg, and then give titrated analgesia every 3-5 minutes depending on 
response to pain and haemodynamic state.  
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A clearly documented history of previous drug reactions is important in patient management. True 
allergy to opioids is rare. 
 
i. Morphine 
Morphine remains the major drug for the treatment of moderate to severe pain. 2 In addition 
morphine lacks many of the potential drug interactions of pethidine.  
 
ii. Fentanyl 
Fentanyl is a synthetic analogue of pethidine and thus if true allergy to morphine exists, fentanyl 
may be prescribed. Fentanyl has a shorter duration of action than morphine. See Table 1 for dosage. 
 
 
iii. Hydromorphone 
Hydromorphone is structurally similar to morphine but considerably more potent. By the intravenous 
route hydromorphone has a rapid onset (within 5 minutes), a short time to peak effect (10-20 
minutes) and a relatively short duration (3-4 hours). Because the metabolite morphine 6- glucuronide 
is implicated in most case of pruritis or nausea with morphine administration, hydromorphone, which 
has no 6- glucuronide metabolite, may alleviate these problems. 42Hydromorphone is presented as a 
concentrated solution (10mg/ml), and thus care should thus be taken with dosage calculations to 
avoid overdosage. It is an option in patients with morphine allergy. 
 
4.2 TRAMADOL 
 
There is a very limited role for tramadol in the emergency department. This may include chronic 
pain patients who have had it prescribed by their pain specialist. Adverse effects are common and 
sometimes serious. Seizures have been reported with normal doses. The potential for serious drug-
drug interactions with tramadol should not be underestimated. In particular, there is a risk of 
serotonin toxicity when administered with other serotonergic agents such as SSRI antidepressants. 
 
 
4.3  KETOROLAC 
 
The usual starting dose of parenteral ketorolac is 10-30mg for patients less than 65 years and 10-
15mg for patients over 65 years. 21 Alternatively, 10mg may be given orally, as ketorolac is rapidly 
and completely absorbed after oral administration. The efficacy of parenteral ketorolac is no better 
than other orally and rectally administered NSAIDs. 
 
  
ACKNOWLEDGEMENTS 

 NSW TAG is grateful to Professor Ian Whyte for reviewing an early version of this document. 
  

 
REFERENCES 
 

1. Radnay PA, Brodman E, Mankikar, al e. The effect of equianalgesic doses of fentanyl, 
morphine, meperidine, butorphanol and naloxone. Anesth Analg 1984; 63:441-444. 



 

 9

2. Jaffe JH, Martin WR. Opioid analgesics and antagonists. In: Gilman AG RT, Nies AS, 
Taylor, P eds, ed. The Pharmacological Basis of Therapeutics. New York: Pergamon 
Press, 1990:485-521. 

3. Gaensler EA, McGown JM, Henderson FF. A comparative study of the action of 
Demerol and opium alkaloids in relation to biliary passage pressure. Surgery 1947; 
22:211-220. 

4. Economou G, Ward-McQuaid JN. A cross-over comparison of the effect of morphine, 
pethidine, pentazocine and phenazocine on biliary pressure. Gut 1971; 12:218-221. 

5. Joehl RJ, Koch KL, Nahrwold DL. Opioid drugs cause bile duct obstruction during 
hepatobiliary scans. Am J Surgery 1984; 147:134-138. 

6. Krimmer H, Bullingham RE, Lloyd J, Bruch HP. Effects on biliary tract pressure in 
humans of intravenous ketorolac tromethamine compared with morphine and placebo. 
Anesth Analg 1992; 75:204-7. 

7. Henderson SO, Swadron S, Newton E. Comparison of intravenous ketorolac and 
meperidine in the treatment of biliary colic. Journal of Emergency Medicine 2002; 
23:237-241. 

8. Dula DJ, Anderson R, Wood GC. A prospective study comparing i.m. ketorolac with 
i.m. meperidine in the treatment of acute biliary colic. Journal of Emergency Medicine 
2001; 20:121-4. 

9. Akriviadis EA, Hatzigavriel M, Kapnias D, Kirimlidis J, Markantas A, Garyfallos A. 
Treatment of biliary colic with diclofenac: a randomized, double-blind, placebo-
controlled study. Gastroenterology 1997; 113:225-231. 

10. Holdgate A, Pollock T. Nonsteroidal anti-inflammatory drugs (NSAIDS) verus opioids 
for acute renal colic (Cochrane Review) In:. The Cochrane Library 2004. 

11. Thompson JF, Pike JM, Chumas PD, Rundle JSH. Rectal diclofenac compared with 
pethidine injection in acute renal colic. BMJ 1989; 299:1140-41. 

12. Nelson CE, Nylander C, Olsson AM, Petersson BA, Wallstrom I. Rectal versus 
intravenous administration of indomethacin in the treatment of renal colic. Acta  Chir 
Scand 1988; 154:253-255. 

13. Nissen I, Birke H, Olsen JB, al e. Treatment of ureteric colic: intravenous versus rectal 
adminstration of indomethacin. Br J Urol 1990; 65. 

14. Walpole BG, Cooper CW, Hays RB, Hogan C. Emergencies in general practice(9). 
Med J Aust 1992; 157:143-144. 

15. Davis CP, Torre PR, Williams CW, et al. Ketorolac versus meperidine-plus- 
promethazine treatment of migraine headache: evaluations by patients. Am J Emerg 
Med 1995; 13:146-150. 

16. Stiell IG, Dufour DG, Moher D, al e. Methotrimeprazine versus meperidine and 
dimenhydrinate in the treatment of sever migraine. Ann Emerg Med 1991; 20:1201-5. 

17. Scherl ER, Wilson JF. Comparison of dihydroergotamine with metoclopramide versus 
meperidine with promethazine in the treatment of acute migraine. Headache 1995; 
35:256-59. 

18. Lane PL, McLennan BA, Baggoley CJ. Comparative effects of chlorpromazine and 
meperidine with dimenhydrinate in migraine headache. Ann Emerg Med 1989; 18:360-
365. 

19. Carleton SC, Shesser RF, Pietrzak MP, et al. Double-blind multicenter trial to 
compare the efficacy of intramuscular dihydroergotamine plus hydoxyzine versus 



 

 10

intramuscular meperidine plus hydroxyzine for the emergency department treatment 
of acute migraine headache. Ann Emerg Med 1998; 32:129-138. 

20. Somogyi AA. Pethidine is inappropriate for migraine. Australian Prescriber 1997; 
20:71. 

21. National Health and Medical Research Council. Acute pain management: scientific 
evidence. Canberra: Commonwealth of Australia, 1999. 

22. NSW Therapeutic Assessment Group. Guidelines for general practitioners. Migraine: 
evidence based prescribing and rational use of opioids. NSW TAG, Sydney: 2002: 
Available: www.nswtag.org.au. 

23. NSW Therapeutic Assessment Group. Guidelines for general practitioners: Low back 
pain - evidence based prescribing and rational use of opioids. NSW TAG, Sydney: 
2002: Available: www.nswtag.org.au. 

24. 2003 Australian Acute Musculoskeletal Pain Guidelines Group Evidence -based 
management of acute musculoskeletal pain. Brisbane: Australian Academic Press, 
2003. 

25. Mather LE, Meffin PJ. Clinical Pharmacokinetics pethidine. Clin Pharmacokinet 
1978; 3:352-368. 

26. Verbeeck RK, Branch RA, Wilkinson GR. Meperidine disposition in man:Influence of 
urinary pH and route of administration. Clin Pharmacol Ther 1981; 30:619-28. 

27. Clark RF, Wei EM, Anderson PO. Meperidine therapeutic use and toxicity. J Emerg 
Med 1995; 13:797-802. 

28. Jiraki K. Lethal effects of normeperidine. Am J Forensic med Pathol 1992; 13:42-43. 
29. Kaiko RF, Foley KM, Grabinski PY, al e. Central nervous system excitatory effects of 

meperidine in cancer patients. Ann Neurol 1983; 13:180-5. 
30. Stone PA, Macintyre PE, Jarvis DA. Norpethidine toxicity and patient controlled 

analgesia. Br J Anaesthesia 1973; 71:738-40. 
31. Sternbach H. The serotonin syndrome. Am J Psychiatry 1991; 148:705-13. 
32. Dunkley EJC, Isbister GK, Sibbritt D, Dawson AH, Whyte IM. The Hunter Serotonin 

Toxicity Criteria: simple and accurate diagnostic decision rules for serotonin toxicity. 
Q J Med 2003; 96:635-642. 

33. Bodner R, Lynch T, Lewis L, Kahn D. Serotonin syndrome. Neurology 1995; 45:219-
23. 

34. Hernandez AF, al e. Fatal moclobemide overdose or death caused by serotonin 
syndrome? J Forensic Sci 1995; 40:128-30. 

35. Driessen B, Reimann W. Interaction of the central analgesic tramadol with the uptake 
and release of 5-hydroxytryptamine in the rat brain in vivo. British Journal of 
Pharmacology 1992; 105:147-151. 

36. Pond SM, Kretschzmar KM. Effect of phenytoin on meperidine clearance and 
normeperidine formation. Clin Pharmacol Ther 1981; 30:680-686. 

37. de Weck AL. Immunopathological mechanisms and clinical aspects of allergic 
reactions. In: de Weck AL, Bundgaard H, eds. Allergic Reactions to Drugs. Vol. 63. 
Berlin: Springer-Verlag, 1983. 

38. Rosow CE, Moss J, Philbin DM, Savarese JJ. Histamine Release during Morphine and 
Fentanyl Anesthesia. Anesthesiology 1982; 56:93-96. 

39. Philbin DM, Moss J, Akins CW, et al. The Use of H1 and H2 Histamine Antagonists 
with Morphine Anesthesia: A Double-blind Study. Anesthesiology 1981; 55:292-296. 



 

 11

40. Flacke JW, al e. Histamine release by four narcotics:a double blind study in humans. 
Anesth Analg 1987; 66:723-30. 

41. Fahmy NR, Sunder N, Soter N. Role of histamine in the hemodynamic and plasma 
catecholamine responses to morphine. Clin Pharmacol Ther 1983; 33:615-620. 

42. Latta KS, GInsberg B, Barkin RL. Meperidine: A Critical Review. American Journal 
of Therapeutics 2002; 9:53-68. 

43. Micromedex. Thomson MICROMEDEX.MICROMEDEX(R) Healthcare Series. 1974-
2004; Vol 119. 

44. Levy JH, Rockoff MA. Anaphylaxis to meperidine. Anesth Analg 1982; 61:301-303. 
45. Ohkubo T, al e. Anaphylactic reaction caused by droperidol and pentazocine. Masui 

1980; 29:489-493. 
46. Rossi R, Dick W. Anaphylactoid reaction to the intravenous injection of morphine 

hydrochloride. Anaesthetist 1982; 31:463-465. 
47. Fahmy NR. Hemodynamics, plasma histamine, and catecholamine concentrations, 

during an anyaphylactoid reaction to morphine. Anesthesiology 1981; 55:329-331. 
48. Bennett MJ, al e. Anaphylactic reaction during anaesthesia associated with positive 

intradermal skin testing to fentanyl. Can Anaesth Soc J 1986; 33:75-78. 
49. Pevny I, Danhauser I. Anaphylactic shock during general anesthesia due to fentanyl in 

a patient with positive skin test. Anesthetist 1981; 30:400-404. 
50. Miller RR, Greenblatt DJ. Drug Effects in Hospitalised Patients. New York: John  

Wiler and Sons, 1976. 
51. Macintyre PE, Jarvis DA. Age is the best predictor of postoperative morphine 

requirements. Pain 1995; 64:357-64. 
 


