
 

  

 

CODEINE 

 

Rare silver Antoninianus of the Emperor Gordian I, struck 238 A.D, (Author’s collection) 

20 mm, 2.9 gm. Obv. Laureate draped bust facing right. IMP M ANT Gordianvus AFR AVG. 

Rev: Emperor togate holding forth branch, PM TRP COS PP. RIC 1 Sear 8446 RSC 2 

BMCRE 1, VF 

 

The family of Gordianus was one of the most illustrious of the Roman Senate. On the 

father’s side, he was descended from the Gracchi; on his mother’s from the emperor Trajan. 

A great estate enabled him to support the dignity of his birth, and, in the enjoyment of it, he 

displayed an elegant taste and beneficent disposition. The palace in Rome, formerly 

inhabited by the great Pompey, had been, during several generations, in the possession of 

Gordian’s family. It was distinguished by ancient trophies of naval victories, and decorated 

with the works of modern painting. His villa on the road to Praeneste was celebrated for 

baths of singular beauty and extent, for three stately rooms, of an hundred feet in length, 



and for a magnificent portico, supported by two hundred columns of the four most curious 

and costly sorts of marble. The public shows exhibited at his expense, and in which the 

people were entertained with many hundreds of wild beasts and gladiators, seem to surpass 

the fortune of a subject; and whilst the liberality of other magistrates was confined to a few 

solemn festivals in Rome, the magnificence of Gordian was repeated, when he was aedile, 

every month in the year, and extended during his consulship, to the principle cities of Italy. 

He was twice elevated to the last mentioned dignity, by Caracalla and by Alexander; for he 

possessed the uncommon talent of acquiring the esteem of virtuous princes, without 

alarming the jealousy of tyrants. His long life was innocently spent in the study of letters 

and the peaceful honours of Rome; and, till he was named proconsul of Africa, by the voice 

of the Senate and the approbation of Alexander, he appears prudently to have declined the 

command of armies and the government of provinces…When he reluctantly accepted the 

purple, he was above fourscore years old; a last and valuable remains of the happy age of 

the Antonines, whose virtues he received in his own conduct and celebrated in an elegant 

poem of thirty books. With the venerable proconsul, his son, who had accompanied him into 

Africa as his lieutenant, was likewise declared emperor. His manners were less pure, but his 

character was equally amiable with that of his father. Twenty two acknowledged 

concubines, and a library of sixty two thousand volumes, attested the variety of his 

inclinations, and from the productions which he left behind him, it appears that the former 

as well as the latter were designed for use rather than ostentation. 

 

As soon as the Gordians had appeased the first tumult of a popular election, they moved 

their court to Carthage. They were received with the acclamation of the Africans, who 

honoured their virtues, and who, since the visit of Hadrian, had never beheld the majesty of 

a Roman emperor…The inclinations of the Senate were neither doubtful nor divided. The 

birth and noble alliances of the Gordians had intimately connected them with the most 

illustrious houses of Rome. Their fortune had created many dependents in that assembly, 

their merit had acquired many friends. Their mild administration opened the flattering 

prospect of the restoration not only of the civil, but even the Republican government. The 

terror of military violence, which had first obliged the Senate to forget the murder of 

Alexander, and to ratify the election of a barbarian peasant, now produced a contrary 

effect, and provoked them to assert the injured rights of freedom and humanity. The hatred 

of Maximian towards the Senate was declared and implacable; the tamest submission had 

not appeased his fury, the most casual innocence would not remove his suspicions; and even 

the care of their own safety urged them to share the fortune of an enterprise of which (if 

unsuccessful) they were sure to be the first victims. These considerations, and perhaps 

others of a more private nature, were debated in a previous conference of the consuls and 

the magistrates. As soon as their resolution was decided, they convoked in the Temple of 

Castor the whole body of the Senate, according to an ancient form of secrecy, calculated to 

awaken their attention, and to conceal their decrees. “Conscript fathers”, said the consul 

Syllanus, “the two Gordians, both of consular dignity, the one your proconsul, the other 

your lieutenant, have been declared emperors by the general consent of Africa. Let us return 

thanks”, he boldly continued “to the youth of Thysdrus; let us return faith to the thankful 

people of Carthage, our generous delivers from an horrid monster…” 

 

 Edward Gibbon, “The History of the Decline and Fall of the Roman Empire”,  

Volume 1, 1776. 

 



In 235 A.D the young emperor Severus Alexander along with his controlling mother, and 

true power behind the throne, Julia Avita Mamaea, travelled to Moguntiacum on the Rhine, 

were the Dunubian lesion were based and locked in deadly conflict with Germanic hoards 

who were raiding all across the far northern frontiers. The situation in the north had 

become desperate, and required the presence of the emperor himself. But Severus Alexander 

was no soldier. Born into the privileged stock of the aristocracy, he had had little direct 

experience of battle, nor of government for that matter, leaving that primarily up to his 

domineering mother. Severus, apparently had tried to buy off the German tribes, rather than 

do battle with them, with disastrous results for himself and his mother. The tough battle 

hardened troops of the most dangerous sector of the Roman frontier were outraged and 

humiliated at what they saw as a degrading and dishonorable backdown to uncivilized 

barbarians. In a rage they brutally murdered both Severus and his mother, and then without 

consulting the senate immediately proclaimed a new emperor, their own general, 

Maximinus. The Senate in Rome were horrified. Never before had a mere peasant soldier 

claimed the Purple - but even worse than this he was of barbarian descent, his father a 

Goth, his mother an Alan. He barely spoke Latin, though he was a brilliant leader and 

general. But there was very little the Senate could do. The Dunubian legions were the 

biggest, most battle hardened and the best in the Empire, and they had spoken to the Senate 

and People of Rome, a soldier who had worked his way up by merit would be the emperor to 

save to empire. Maximinus would rule with an iron fist. He did save the empire, eventually 

defeating the Germans on the Rhine, but victory came at a tremendous cost in the form of 

ruthless taxation and extortion of the privileged classes. 

 

In 238 A.D the citizens of Thysdrus in the peaceful province of Africa, had had enough of 

the brutal taxation, and enough of a barbarian emperor. They openly rebelled and called on 

the most noble and revered man in Africa, the near-octogenarian Marcus Antonius 

Gordianus, otherwise known as Gordian. Gordian had spent his long life in cultivated 

sophistication, accumulating vast wealth in a range of high official positions of the empire. 

All the while he had steadfastly refused command of legions or of provinces, preferring 

instead a peaceful and prosperous life. But when the offer of the Imperial throne came to 

him, against his better judgment, he found the immense honor and prestige difficult to turn 

down, and against his better judgment he accepted. The Senate were ecstatic that one of 

their own class had finally stood up against the barbarian emperor. In view of his advanced 

age however, Gordian immediately decreed that his son, also named Gordian would be co-

emperor alongside him. The younger Gordian, was well beloved by all, greatly interested in 

books and literature and the pursuit of pleasure. It was said that he possessed a magnificent 

library largely inherited from his father of no less than sixty two thousand volumes! But 

more than this he was a inveterate womanizer, and loved a good time. He was a tall, good 

looking and powerful man who, it was rumored, had had no less than twenty two mistresses, 

each of whom had had three of four children by him apiece, prompting the famous and 

amusing quip about him by Gibbon… “Twenty two acknowledged concubines, and a library 

of sixty two thousand volumes, attested the variety of his inclinations, and from the 

productions which he left behind him, it appears that the former as well as the latter were 

designed for use rather than ostentation”. 

 

The Senate and people therefore looked to the newly declared co-emperors, Gordian I and 

Gordian II to deliver them from the yoke of the barbarian usurper. There was only one 

problem however. The legions of North Africa remained loyal to Maximinus. The Gordians 



established their court at Carthage and there raised a massive civilian “army” to march 

against the regular army under the command of a certain Capellianus, who also happened 

to have had a personal grudge against Gordian. The younger Gordian, inexperienced in 

battle, but with boundless enthusiasm hastily marched out against the North African 

legions; the result was complete disaster. Gordian’s civilian army was no match for the 

regular battle hardened veterans of Capellianus. The army of Carthage was annihilated. 

Gordian II himself perished in the battle. On hearing of the news of the disastrous defeat, 

Gordian I’s uncontrolled grief led him to suicide. The Senate and People of Rome had 

learned one thing. The army now ruled the empire. Rome aghast at the news from Africa, 

held its breath and awaited the wrath of the barbarian emperor that was sure to follow. The 

Gordians reigned as emperors for just thirty-six days. It was a tragic end for two cultured 

and educated men, who had spent their lives in peaceful and pleasurable pursuits. Yet they 

had at least some compensation in death. Though their reigns were amoung the briefest of 

the Imperial age, their names are forever immortalized in the list of those who were 

“Emperors of Rome”. If not for this fact, history would be completely unaware they had 

ever existed. Gordian I had a long and prosperous life. For his son Gordian II, at least it 

could be said “The flame that burns half as long, yet burns twice as bright”. 

 

One of our most time honored drugs remains codeine a natural alkaloid derivative of the 

plant Papaver somniferum. Yet, like the honored Gordians, it is sadly little suited to its 

intended use. Its metabolism varies greatly amoung individuals, making its efficacy variable 

and unpredictable. For those who are slow metabolizers, we see a Gordian I type situation, 

a slow and indolent  response, a steadfast refusal to accept the offer of the tasks requested. 

For those who are fast metabolizers, we see a Gordian II type situation, a far too hasty 

response. Either way the outcome with this agent is usually not the hoped for one!    

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

“The flame that burns half as long, yet burns twice as bright” Silver denarius of the 

Emperor Gordian II, struck 238 A.D 

 



CODEINE 

 

Typical example of a pre-1 February 2018 over-the-counter multi-agent “cold and flu” 

preparation. The low dose codeine (in this case 6 mg) is unlikely to add any further 

meaningful clinical benefit. 

 

 

Introduction 

 

Codeine is 3-methylmorphine, a naturally occurring opiate, derived from the alkaloids of 

the plant Papaver somniferum, (along with morphine, thebaine, papaverine, and noscapine). 

 

It  is a relatively weak opioid analgesic and has to be converted to morphine for most of its 

effect, however there is significant inter-individual genetic variation in its metabolism 

which results in variable and unpredictable clinical effectiveness. 

 

It is an orally administered  drug used primarily as: 

 

● A mild to moderate analgesic 

 

● An antitussive 

 

● An antidiarrheal 

 

It is usually used in combination with other mild analgesics agents including 



 

● Aspirin 

 

● NDAIDs (typically ibuprofen) 

 

● Paracetamol 

 

Despite its widespread use, it has a number of significant drawbacks including 

 

● Significant potential for addiction 

 

● Reduction in GIT motility/ constipation   

  

● Significant inter-individual variability in the ability to metabolize the agent to 

 morphine. 

 

♥ Although a popular analgesic agent, treatment with other opioids (such as 

 oxycodone) provide a more predictable response. 

 

Research found that increased prescribing of opioid analgesics during the period 2000 

- 2015 had resulted in significant rises in mortality caused by overdose in many 

developed countries. One opioid analgesic that had not received much attention was 

codeine, which was often used in the belief that it is a weaker opioid, and hence less 

likely to cause dependence and fatal overdose than morphine, for example. 

 

More codeine was consumed in the United Kingdom, Canada and Australia than any 

other opioid. Codeine was also one of the most accessible opioids, available without 

prescription (i.e available “over-the-counter”) in the UK, Canada, France, New 

Zealand and Australia. 

 

There are well documented risks associated with prolonged codeine use. It can produce 

tolerance, which may lead to escalating doses and dependence, particularly among 

patients whose pain is not well managed. 

 

Codeine related deaths (with and without other drug toxicity) are increasing as the 

consumption of codeine based products increases. Educational messages are needed to 

better inform the public about the potential harms of chronic codeine use, especially in 

the context of polypharmacy. 6 

 

By 2010 there were strong calls to withdraw codeine from the market 5. 

 

Many of the preparations available in Australia had traditionally contained less codeine than 

the doses studied in most clinical trials (generally 30 - 60 mg codeine).  

 

It is questionable if these low-dose (≤ 15 mg) sub-therapeutic (< 30 mg) codeine 

combination products (containing only 6 - 15 mg of codeine per tablet) provided any 

meaningful analgesia over and above simple non-opioid analgesics alone. 2, 7  

 



Given this fact, these dose preparations in effect may provide greater harm than 

benefit, due to the strong addictive potential of codeine. 

 

Consequently, as of 1 February 2018, all codeine containing medications, of any dose, 

in Australia became prescription only medications. 7 

 

See also separate Documents on: 

 

● Opioid Overdose, (Toxicology Folder) 

 

● Opioid Toxidrome 

  

● Opiate Withdrawal, (Toxicology Folder) 

 

● Naloxone, (Drugs Folder) 

 

History 

 

The French chemist Pierre Jean Robiquet (1780 - 1840) was the first to isolate codeine 

from natural raw opium in 1832.  

 

Opium was until that time prescribed in various combinations with other agents as 

“laudanum”. 

 

Robiquet’s work led to the development of a new generation of specific and safer anti-

tussive and anti-diarrheal potions, based on codeine only.  

 

These agents quickly became extremely popular. By 2017 codeine had become the by far 

the most commonly used opioid worldwide. 

 

Many low dose preparations became readily available from pharmacies “over-the-counter” 

i.e. without a medical prescription.  

 

Increasing problems however with codeine abuse, addiction, and deaths led to many 

countries limiting codeine, of any dose, to medical prescription only availability, including 

Australia, as of 1 February 2018.        

 

Chemistry 

 

Codeine is 3-methyl-morphine, a naturally occurring phenanthrene opiate. 

 

Classification  
 

Opioids may be classified according to: 

 

1. Derivation 

 

2. Receptor activity 



 

Opioid Derivation Classification: 

 

1. Natural Alkaloids of Opium:  

 

 ● Benzylisoquinolines: 

 

  ♥ Papaverine 

 

  ♥ Noscapine 

 

 ● Phenanthrenes: 

 

  ♥ Morphine 

 

  ♥ Codeine 

 

  ♥ Thebaine 

 

2. Semi-synthetic Derivatives: 

 

 ● Diacetylmorphine (heroin) 

 

 ● Hydromorphone 

 

 ● Oxymorphone 

 

 ● Hydrocodone 

 

 ● Oxycodone 

 

3. Fully Synthetic Derivatives: 

 

● Morphinans: 

 

 ♥ Levorphanol 

 

● Benzmorphans: 

 

 ♥ Pentazocine 

 

 ♥ Phenazocine 

 

 ♥ Cyclazocine 

  

● Propionanilides: 

 

 ♥ Methadone 



 

● Phenylpiperidines: 

 

♥ Pethidine 

 

♥ Fentanyl 

 

♥ Remifentanil  

 

♥ Alfentanil 

 

♥ Sufentanil 

 

♥ Carfentanyl  

 

Opioid Receptor Activity Classification: 

 

1. Pure agonists: 

 

These are pure agonists of specific opioid receptors (notably the mu receptor) 

 

 There is no limiting ceiling effect with the pure agonists, 

 

 Examples include: 

 

 ● Morphine 

 

 ● Fentanyl 

 

 ● Pethidine  

 

2. Mixed agonist - antagonists: 

 

 These have opposing effects at distinct receptor subtypes, i.e  agonist activity at one 

 receptor type and antagonist activity at another receptor type  

 

 Examples include: 

 

● Nalorphine 

 

● Pentazocine 

 

3. Partial mu agonists: 

 

These agents produce a less than maximal response and, therefore, have a lower 

intrinsic activity. 

 



The partial agonist (and mixed agonist - antagonist) opioids, demonstrate a ceiling 

response above which an increase in dose does not produce any additional increase 

in effect. 

 

Partial agonists are able to antagonize the effects of large doses of full agonists 

 

Examples include: 

 

 ● Buprenorphine 

 

A fourth group can be described as pure antagonists, of which naloxone is an example.    

 

Preparation 

 

Combination: 

 

Codeine (as codeine phosphate) is most commonly used in combination with other mild 

analgesics agents, most commonly: 

 

● Aspirin 

 

● Ibuprofen 

 

● Paracetamol 

 

Tablets: 

 

● There is a vast array of oral preparations that contain codeine 

 

Many of the preparations available in Australia contain less codeine than the doses 

studied in most clinical trials (generally 60 mg codeine).  

 

It is questionable if these low-dose (≤ 15 mg) codeine combination products 

(containing only 8 - 15 mg of codeine per tablet) provide any meaningful analgesia 

over and above simple non-opioid analgesics alone. 2  

 

Given the above fact, the these preparations in effect may provide greater harm 

than benefit, due to the addictive potential of codeine. 

 

The most common oral dose preparations contain 8 mg, 12.8 mg, 15 mg 

 

Linctus (i.e. liquid form):  

 

● 5 mg/mL: 100 mls. 
 

 

 

 



Mechanism of Action 

 

Opioids interact with one or more subtypes of opioid receptors (e.g. mu, kappa, delta) at 

supraspinal, spinal and peripheral sites to produce analgesia and a multitude of other effects.  

 

Opioid mimic the effects of the endogenous opioids by activating opioid receptors in the 

central nervous system, peripheral nervous systems 

 

Current potent opioid analgesics are mu agonists, although specific delta and kappa agonists 

may also produce analgesia. 

 

Opioids act by: 1 

 

● Presynaptic inhibition of neurotransmitter release from C-fiber terminals. 

 

● Postsynaptic inhibition of evoked activity in nociceptive pathways.  

 

● Disinhibition of other circuits regulating nociceptive transmission.  

 

● Supraspinal opioids increase descending inhibition of spinal nociceptive 

 transmission 

 

Codeine is a weak opioid analgesic. 

 

Inhibition of action: 

 

● Slow metabolisers 

 

● Drugs which inhibit the CYP2D6 enzyme, including many antidepressants such  as 

paroxetine, sertraline and citalopram, may reduce the efficacy of codeine.  

 

Enhancement of action: 

 

● Ultra-fast metabolisers. 

 

● Enzyme inducers, such as phenytoin, may augment the effects of codeine. 

 

Pharmacodynamics 

 

Clinical effects include: 

 

1. Analgesia: 

 

 ● Codeine is a weak opioid analgesic. 

 

2. Sedation  

 

3. Anxiolysis 



 

4. Cough suppression  

 

● Via a direct effect within the medulla of the brain stem. 

 

Pharmacokinetics 

 

Absorption: 

 

● Codeine is well absorbed orally. 

 

It  is a weak opioid analgesic and has to be converted to morphine for most of its 

effect, however there is significant inter-individual variation in its 

pharmacokinetics which results in variable effectiveness. 

 

● People with normal codeine metabolism, metabolise 30 mg of codeine to 

 approximately 4.5 mg of morphine. 3 

 

Metabolism and excretion: 

 

Codeine has low affinity and low intrinsic activity at the opioid receptor which is 

responsible for analgesic effect. It therefore requires conversion to morphine by endogenous 

enzymes, principally cytochrome P450-2D6, to have an clinically appreciable analgesic 

effect. 

 

There is significant, genetically determined, inter-individual variability in the activity 

of this enzyme.  

 

These genetic variations affect the rate at which people convert the prodrug (i.e. 

codeine) to morphine. 

 

These genetic variations affect the rate at which people convert the prodrug to 

morphine. 

 

The problem essentially resides with two genetic variants: 

 

● The slow metabolisers:   

 

♥ Slow metabolisers are unable to convert enough codeine to produce the 

 morphine concentrations needed for an adequate analgesic response.  

 

These patients may experience some of the adverse effects of codeine, 

particularly if the dose is increased to try and improve the response.  

 

However, some adverse effects such as constipation may be mediated 

through morphine (similar in mechanism to the analgesic effect), suggesting 

that slow metabolisers are less prone to these effects. 

 



● The ultrafast metabolisers: 

 

♥ Ultrafast metabolisers may be at risk of opioid toxicity, including life-

 threatening respiratory depression, because of the augmented metabolism  of 

 codeine to morphine. 

 

The ultrafast metabolizer phenotype has resulted in paediatric deaths 

including neonatal deaths from morphine toxicity through breast milk, and 

has prompted safety warnings across the world. 7 

 

The prevalence of both slow and ultrafast CYP-2D6 metabolism in the population varies 

(approximately 2-20%), and differs significantly with ethnic background, (see Appendix 1 

below). 
 

This significant inter-individual genetic variation in codeine metabolism results in 

variable and unpredictable clinical effectiveness. 

 

While it is possible to screen for CYP2D6 polymorphisms prospectively (at least in some 

countries), this is unlikely to be a cost- or time-efficient strategy. 

 

Indications 

 

Although a popular analgesic agent, treatment with other simple analgesics, or other opioids 

if required, provides a more predictable response. 

 

Accepted indications include: 

 

1. Mild to moderate pain. 

 

2. Cough suppressant.  

 

 ● Given as the “Linctus” formulation. 

 

Occasionally it is used as an antidiarrheal agent, though this is not generally recommended, 

(oral rehydration is preferred). 

 

Contraindications/ Precautions 

 

These include the usual opioid precautions  : 

 

1. Respiratory: 

 

Use with caution in patients at risk of respiratory depression:  

 

The following are relative contraindications: 

 

● Severe obstructive airways disease 

 



● Those at risk of upper airways obstruction 

 

● Obstructive sleep apnea 

 

2. CNS: 

 

 ● Patients with a depressed conscious state. 

 

3. CVS: 

 

 ● Hypotensive patients, (relative) 

 

4. Renal impairment, (relative contraindication): 

 

● Codeine’s metabolite morphine (and its active metabolites) accumulate in 

renal impairment and have a longer half-lives which may result in respiratory 

depression and delirium. 

 

● In these patients, analgesia may last for 6, 8 or even up to 24 hours  following 

 a standard dose.  

 

5. Hepatic impairment: 

 

● Use with caution in severe hepatic impairment (relative contraindication) - 

 may cause excessive sedation or coma. 

 

6. Concomitant use with other central nervous system depressants, effects are 

 synergistic 

 

7. Elderly: 

 

● Opioid dose requirement decreases progressively with age.  

 

● There is an increased risk of adverse effects including cognitive 

 impairment, sedation, respiratory depression and falls.  

 

● Use lower initial doses and titrate cautiously to effect. 

 

8. Known hypersensitivity to codeine or morphine. 

 

Pregnancy 

 

Codeine is classified as a class A drug with respect to pregnancy. 

 

Class A drugs are those drugs which have been taken by a large number of pregnant women 

and women of childbearing age without any proven increase in the frequency of 

malformations or other direct or indirect harmful effects on the fetus having been observed. 

 



Breast feeding 

 

Severe toxicity has been reported where the mother has the CYP2D6 ultra rapid metaboliser 

phenotype. 

 

Codeine should be avoided in breast feeding, (particularly if the breastfed infant is less than 

1 month old). 3 

 

Adverse Effects 

 

The adverse effects of codeine are those of any of the opioid class of drugs 

 

With codeine there is a risk of toxicity especially if combination products containing 

codeine and other drugs are misused. 

 

Adverse effects include: 

 

1. CNS:  

 

● Depressed conscious state, with attendant risk of airway compromise.  

 

 This is a principle cause of death in overdose/ toxicity. 

 

Although considered a weak opioid serious adverse events, including 

death, have nonetheless occurred from respiratory depression.  

 

● Euphoria/ dysphoria/ delirium/ hallucinations 

 

● Occasionally there can be a lowering of seizure threshold, especially in 

 those with convulsive disorders. 

 

2. Respiratory depression/ arrest: 

 

● This is a principle cause of death in overdose/ toxicity. 

 

● The risk is dose related and synergistic with other CNS depressants, 

 including alcohol   

 

3. GIT: 

 

 ● Nausea and vomiting: 

 

♥ Nausea and vomiting is thought to occur  via direct stimulation of 

 the chemoreceptor trigger zone (CTZ). 

 

  ♥ It is a very common reaction. 

 

  ♥ An antiemetic may be given prophylactically 



 

 ● Decreased GIT motility 

 

  ♥ Delay  in gastric emptying 

 

  ♥ Constipation, this is common with prolonged use. 

 

4. CVS: 

 

 ● Hypotension, though this is rare with oral codeine. 

 

5. Allergic reactions 

 

6. Urinary retention: 

 

● This may occasionally occur due to increased bladder sphincter tone. 

 

7. Dependence/ addiction: 

 

Addiction is a compulsive use to the detriment of physical and/or psychological 

and/or social function.  

 

Although considered a weak opioid, codeine, like all opioids, is associated with the 

problems of tolerance and drug dependence with long-term use.  

 

Dependence can be physical and/or psychological: 

 

Physical dependence: 

 

● This is common. 

 

● Withdrawal symptoms can occur if chronic treatment is stopped suddenly 

or an antagonist is given. 

 

 See also separate Document on Opiate Withdrawal Syndrome, (Toxicology 

 Folder). 

 

Psychological dependence: 

 

● This is more common in those with a general history of substance abuse. 

 

See also separate Document on Opiate Withdrawal 

 

 In the specific situation of codeine: 

 

Although codeine is only a weak opioid, its misuse has resulted in dangerous and 

even lethal outcomes in Australia. 

 



One  Australian study identified three types of codeine dependent users: 

 
● Recreational users  - using codeine for its euphoric effects 

 
● Those with therapeutic dose dependence -  characterized by self-control over 

 maximum doses and limited awareness of dependency 

 
● High-dose users - consuming substantial daily doses and at considerable risk 

 due to concomitant paracetamol or ibuprofen consumption of combination 

 agents, as well as the impact of opioid dependence on their daily lives. 

 

There is a grey area between therapeutic use of codeine and dependence, 

where people are medicating for opioid withdrawal while thinking they are 

treating their pain.8 Once dependent, people can also transition between 

dependence groups; moving from recreational or dependent use to become 

high-dose users, 8 (see diagram below). 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

It should be noted that many codeine-dependent people do not fit the 

stereotypical profile of a drug-dependent person. They may be employed in 

well regarded occupations and have no previous history of substance abuse.  

 

Drug seeking behaviour such as aggressively requesting a drug, often by 

name or brand name, and resisting alternative treatments can be a sign for 

possible codeine dependence. 

 

However, just because someone is asking for codeine does not mean they are 

dependent or that they are resistant to alternative options and so care should 

be taken to be non-judgemental, and each patient should be assessed on an 

individual basis. 

 

8. Tolerance: 

 



● Tolerance (increasing dosage to achieve the same effect) may develop 

 upon repeated administration of morphine. 

  

● Tolerance can develop rapidly, particularly in intravenous drug users who 

 use morphine in the absence of pain. 

 

9. Combination adverse drug effects: 

 

● Codeine abuse is also of concern with combination products, as this 

 frequently results in exposure to supratherapeutic doses of paracetamol  or 

 NSAIDs.  

 

Dosing 

 

The recommended stand-alone adult oral doing of codeine is: 

 

Adults: 

 

30- 60 mg every 4 - 6 hours if needed; (maximum 240 mg in 24 hours). 3 

 

Children  >1 year: 

 

If used: 0.5 - 1 mg/kg every 4 - 6 hours if needed; (maximum 240 mg in 24 hours). 3 

 

Note however that codeine is generally not recommended for children 

 

Many regulatory authorities in North America and Europe state that all codeine containing 

products are contraindicated in children. 

 

Combination therapy for Adults: 

 

Traditional low dose combination agents include:  

 

For combination medications (generally with ibuprofen, paracetamol, aspirin) the general 

dosage regime is 1-2 tablets every 4-6 hours to a maximum that depends on the both the 

codeine and the accompanying drug. 

 

Combination with aspirin: 

 

● 1-2 tablets every 4 hours if needed, up to a maximum of 8 tablets daily. 

 

Combination with ibuprofen: 

 

● 1-2 tablets (of ibuprofen 200 mg and codeine 12.8 mg) every 4 hours if needed, up to 

 a maximum of 6 tablets daily. 

 

Combination with paracetamol: 

 



● 1-2 tablets (of paracetamol 500 mg and codeine 8, 15 or 30 mg) every 4-6 hours if 

 needed, up to a maximum of 8 tablets daily. 

 

Combination therapy for Children: 

 

Fixed-dose combination products containing codeine (e.g. “Painstop”) are no longer 

recommended in children, as they do not allow appropriate dose titration of each drug and 

increase the likelihood of adverse effects. 3 

 

Antidote: 

 

Naloxone is the specific antidote for opioid toxicity/ overdose 

 

See separate document, Naloxone (in Drugs Folder). 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



Appendix 1 

 

Genetic variances in codeine metabolism (From Australian Prescriber, vol 34 no. 5 October 

2011). 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Pierre Jean Robiquet c.1825-1830, the discoverer of codeine. 
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