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EXECUTIVE SUMMARY

• Th e purpos e o f thi s pape r i s fo r th e Committe e to conside r th e risk:benefi t
evaluation o f co-proxamo l in vie w o f it s establishe d toxicit y i n overdose . Th e
Committee's advic e i s sough t o n an y indication s fo r whic h th e risk:benefi t
evaluation o f co-proxamol is favourable.

• Co-proxamo l is indicated for 'mild to moderate pain' with a usual maximum daily
dose o f 8  tablets . I t contains paracetamo l an d dextropropoxyphene, a  wea k
opioid analgesic that is known to be toxic in overdose; as few as 10-20 tablet s
may b e fatal an d death most ofte n occurs within a n hour, leavin g littl e time for
rescue. Co-ingestio n o f alcoho l o r othe r centra l nervou s syste m depressant s
significantly increases risk.

• Eac h yea r 300-40 0 peopl e i n Englan d an d Wales commi t suicid e o r fatall y
overdose with co-proxamol.

• Ther e is growing concern prompted by recently published UK research showin g
that co-proxamol alon e now accounts for almost one-fifth o f drug-related suicides
and is second only to tricyclic antidepressants as an agent of fatal drug overdose.
In addition , concern s raise d b y Swede n i n th e Europea n Parliamen t hav e
prompted a referral to the Pharmacovigilance Working Party.

• A  key goal of the National Suicide Prevention Strategy for Englan d is to reduce
the numbe r o f suicide s a s a  resul t o f self-poisoning . Regulator y actio n ha s
proved effective in reducing the incidence of fatal paracetamol poisoning and the
Committee's advic e i s no w sough t o n proportionat e regulator y measure s t o
reduce co-proxamol fatalities.

• Co-proxamo l ha s not been subjected to modern standards o f clinical research ;
there have been no robust studies of greater than 48 hours duration. I t does not
meet th e Europea n criteri a fo r a  'fixe d combination ' produc t a s ther e i s n o
evidence o f synerg y between the activ e ingredients . A  revie w of efficac y ha s
shown that:-
• Fo r acute pain , ther e i s n o robust evidence tha t co-proxamo l has superio r

analgesic efficacy to full strength paracetamo l
• Fo r chronic pain (>48 hours), analgesic efficacy has not been demonstrated

• Prescriber s hav e repeatedly been warned of the unproven efficac y and proven
toxicity o f co-proxamo l fo r mor e tha n 2 0 year s bu t i t i s stil l widely use d b y
hospitals and is prescribed to approximately 1.7 million GP patients annually.
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RISK:BENEFIT O F CO-PROXAMOL PRODUCTS

1 PROBLE M STATEMENT

The purpose of this paper is for the Committee to consider the riskibenefit evaluatio n
of co-proxamo l i n vie w o f it s establishe d toxicit y i n overdose . Th e Committee' s
advice i s sough t o n an y indication s fo r whic h th e risk:benefi t evaluatio n o f co -
proxamol is favourable.

2 INTRODUCTIO N

2.1 Fata l co-proxamol poisoning
The danger s o f DX P overdose , especiall y whe n take n wit h alcoho l ar e wel l
established an d CSM advice aime d at the preventio n o f suicide o r fata l overdose
was publishe d as early as 1985 (Annex 1) . Eac h year 300-400 peopl e i n Englan d
and Wale s commi t suicid e o r fatall y overdos e wit h medicine s containin g
dextropropoxyphene (DXP), usually as co-proxamol; co-proxamol alone is estimated
to account for about 18% of drug-related suicides and 5% of all suicides.

A key goal of the Nationa l Suicid e Prevention Strategy for England i s to reduce the
number o f suicide s a s a  resul t o f self-poisoning . Regulator y actio n ha s prove d
effective i n reducin g th e incidenc e o f fata l paracetamo l poisonin g an d th e
Committee's advice is now sought on proportionate regulatory measure s to reduc e
co-proxamol fatalities.

2.2 Histor y of co-proxamol/dextropropoxyphene
Co-proxamol i s a  combinatio n o f dextropropoxyphen e (usuall y 32.5mg ) an d
paracetamol (325mg) that is extensively prescribed for mil d to moderate pain. Th e
usual dose is two tablets o r capsules 3-4 times daily. Dextropropoxyphen e (bran d
name Doloxene ) i s a n opioi d analgesi c o f lesse r efficacy tha n codein e tha t wa s
developed in the 1950's . Singl e ingredient DX P is relatively seldom used in the UK
as it cannot be prescribed on the NHS.

Co-proxamol has not been subjected to modern standards of clinical research; there
have bee n fe w studie s o f greate r tha n 1-wee k duratio n an d ther e i s n o robus t
evidence tha t co-proxamo l ha s superio r analgesi c efficac y t o ful l strengt h
paracetamol i n acut e o r chroni c pain . I t doe s no t mee t th e Europea n guidelin e
criteria for a 'fixed combination' produc t as there is no evidence of synergy between
the active ingredients.

Despite the lac k of robus t evidenc e tha t co-proxamol i s mor e efficaciou s tha n ful l
dose paracetamol , man y prescriber s conside r i t to b e a  usefu l alternativ e t o non -
steroidal anti-inflammator y drug s suc h a s ibuprofe n an d mor e poten t opioid s i n
situations where paracetamol alon e is ineffective. Co-proxamo l is widely used by
general practitioners an d pain clinics for the treatment of osteoarthritis, neuropathi c
pain and the pain of cancer. I t is often routinely initiated i n hospital patients for the
management o f postoperative pain.
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3 REGULATOR Y BACKGROUN D

3.1 Licensin g status
There ar e 1 8 U K licence s fo r co-proxamo l an d a  singl e licenc e fo r
dextropropoxyphene; details of formulation and indications are given at Annex 2 .
Co-proxamol and single constituent dextropropoxyphen e product s were both on the
market lon g befor e U K licensing bega n (DX P has been markete d sinc e th e lat e
1950's), and were given Product Licences of Right. Th e first ful l licences granted in
the UK were for dextropropoxyphene i n 1980  and for co-proxamol i n 197 8
(Cosalgesic tablets, ). P L 00006 / 5000 R Distalgesi c Tablet s
was grante d a  reviewe d licenc e o n 5/9/1980 . Al l 1 8 products ar e subjec t t o U K
national licences and are classified a s prescription onl y medicines (POMs). DX P as
a single constituent i s not available on the NHS.

3.1.1 Indication s
All 18 products are indicated for mild-to-moderate pain.

3.1.2 Posolog y
The usual daily dose of co-proxamol is 2 tablets three or four times per day in adults
and the elderly. 1

Use in children is not recommended

3.1.3 Pac k size
Co-proxamol tablets are licensed in packs ranging from five tablets upwards to 1,000
tablets per pack (bulk packs) depending o n the licence. Si x products are license d
only i n packs o f 10 0 tablets. Th e current averag e quantity pe r prescription is 10 0
tablets (14 days' treatment).

Dextropropoxyphene napsylat e is licensed in packs of 100 capsules only .

3.2 U K concerns

The risk-benefit o f co-proxamol has been discussed in the UK literature for a number
of years. Th e mai n concern s were whether o r not co-proxamol was , i n fact, an y
more effective than paracetamol alone and its narrow safety margin in overdose. I n
1985 Curren t Problem s i n Pharmacovigilanc e addressed th e topi c "Deat h wit h
dextropropoxyphene", includin g the role of alcohol (Annex 1) . CS M advice a t that
time was:-

• RESTRIC T th e numbe r o f tablet s prescribe d a t an y on e tim e t o th e
smallest quantity necessary for the condition being treated

• AVOI D prescribin g DXP-containin g medicine s fo r patient s wh o wer e
believed to b e a t risk of self-poisoning o r those with a  history of alcoho l
abuse

• ADVIS E patients tha t the tablets are for their use only; the recommended

Five out of 17 licences for co-proxamol state that the maximum daily dose is eight tablets. The usual daily dose of
dextropropoxyphene i s lOOm g DXP napsylate (equivalent to 65mg DXP HC1) three or four times per day
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dose must no t be exceeded; tha t the drug can be extremely dangerous if
taken with alcoho l or CMS depressants and that unwanted tablets shoul d
be destroyed.
INFORM patients that they should be given a patient information leaflet a t
the point of dispensing and to ask for one if it is not offered.

More recently, i n May 2003, Professo r Keith Hawton and colleagues from the Centre
for Suicide Research at Oxford published the results of a study examining the role of
co-proxamol in deliberate self-poisoning. (Anne x 3). Co-proxamo l alone accounted
for 18 % o f drug-relate d suicide s i n Englan d an d Wale s durin g 1997-199 9 i n
individuals age d 1 0 year s an d over , compare d wit h 22 % wit h tricycli c anti -
depressants alon e and 9% with paracetamol alone. A  related investigation o f 123
co-proxamol poisonin g suicides b y the same authors is currently i n publication. Th e
forthcoming publicatio n discusse s som e o f th e option s fo r preventin g fata l co -
proxamol overdos e that CS M i s asked to consider a t section 8  of this risk:benefi t
assessment.

3.3 Europea n Parliamentary Question (oral) of 21 May 2003

The Scandinavia n journalists , Dr s Birgitt a an d Ul f Jonasso n hav e bee n studyin g
deaths in Sweden involving DXP-containin g products for several years (Annexes 4
and 5) . They have projected the Swedish figures (approximately 200 deaths per year
amongst a  population o f ~8.7 millio n )  to estimate that there could b e as many as
2,000 deaths per year involving DXP-containin g products in the UK (five-fold greater
than the observed UK mortality), and a similar death rate in France. The Jonassons
have contacted nationa l regulator y authoritie s includin g th e MHRA regarding thes e
concerns.

Assessor's comment:
Swedish dat a canno t b e extrapolate d t o othe r countries . Nationa l prescribin g
patterns for analgesics and CNS depressants, the prevalence of drug abuse an d
alcohol consumptio n an d differin g populatio n structure s wil l produc e majo r
international variations in patterns of DXP-related deaths. Ke y differences between
the UK and Sweden are that single constituent DXP is widely used in Sweden whilst
the NHS prescribing 'blacklisting' has virtually eradicated its use in the UK and that
in Sweden DXP is used for detoxification of opiate addicts and is frequently a drug
of abuse.

The Jonasson s hav e been conductin g a  high-profile campaig n o n the danger s o f
DXP, which led to discussion o f one of their publication s at the Pharmacovigilanc e
Working Part y (PhVWP ) i n Februar y 2003 . Thei r campaig n prompte d a n ora l
Parliamentary Question in the European Parliament (21 May 2003) by Euro MP Mrs
Marit Paulson (Sweden) on the dangers of DXP (OQ 10/02). Thi s specifically aske d
if the Commission was aware of these dangers, if any action had been taken and if
the Commissio n was prepare d t o initiat e a  stud y o n th e topic . Thi s matte r was
referred to PhVW P and they ar e currently evaluating the risks of DXP on behalf o f
the European Commission.
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3.4 Misus e of Drugs Act 1971 and Misuse of Drugs Regulations 2001

Dextropropoxyphene an d co-proxamol are not "controlled drugs". DX P is currentl y
listed under Schedule 5 of the Misuse o f Drugs Regulation s 200 1 ss. For DXP this
means any oral preparation containing not more than 135mg DXP base/ dosage unit
(or with a concentration o f not more than 2.5% of base in undivided preparations) i s
exempt fro m virtuall y al l controlle d dru g requirements , othe r tha n retentio n o f
invoices for two years.2

4 CLINICA L PHARMACOLOGY AN D TOXICOLOGY

4.1 Clinica l pharmacology

DXP is a synthetic opioi d analgesic, with structural similarit y t o methadone. I t binds
primarily to u-opioid receptors and produces analgesia and other CMS effects similar
to those seen with morphine-lik e opioids . A s an analgesic 90-120mg o f DX P HCI
administered orall y woul d equal th e analgesic effect s of 60mg codeine 3 4 . (N B a
standard dose of co-proxamol contains only 65mg of dextropropoxyphene)
DXP i s detectable i n plasm a 15-30 minutes afte r ora l ingestion .  I t is subjec t t o
extensive firs t pas s metabolis m in the live r an d it s main an d activ e metabolit e i s
norpropoxyphene (NXP) , produce d by N-demethylation. DX P is rapidl y distribute d
and concentrated in the brain, liver, lungs and kidneys. Pea k plasma concentrations
occur withi n 1-2. 5 hour s o f ingestion . Equimola r dose s o f DX P HC I an d DX P
napsylate produc e simila r plasm a concentrations. Afte r therapeutic doses plasm a
concentrations ar e i n the rang e 0.05-0.75mg/l. I n severe hepatic dysfunction , th e
plasma concentration o f DXP is increased whilst that of NXP is reduced.

Both DXP and NXP are lipid soluble and have long half-lives, 15-2 4 hr s for DXP and
23-34 hr s for NXP 6 or longer . Wit h three times daily dosing , bot h DX P and NXP
accumulate for at least 4  days, after which the plasma concentrations ar e 5-7 times
higher than those observed following a single dose . Repeate d dose s of DXP at 6 -
hourly interval s lea d t o increasin g plasma concentrations with a  platea u afte r th e
ninth dose at 48 hours7. Th e half-lives of DXP and NXP are prolonged i n the elderly.

There i s great variability between subjects i n the rate of clearance and of plasm a
concentrations achieved . DX P is excreted in the urine, mainl y a s metabolites . I n
patients wit h poo r rena l function (GF R <10ml/ min ) eliminatio n i s prolonge d an d
plasma concentrations increas e such that dose adjustment may be necessary.

2 http://www.hmso.gov.uk/si/si2001/20013998.htm
3 Goodman & Gilman's The Pharmacological Basis of Therapeutics, 2001,Tenth edition,

4 Therapeutic drugs, 1999, Second edition, ed. Oollery, C. Publ. Churchill Livingstone, Edinburgh

5 Drugs & Therapeutic Bulletin 21(5) (1983) 17-19.Distalgesic and its equivalents: Tim e for action
6 Haigh, S. 34 (1996) 1840-1841 The Lancet 12 years on: co-proxamol Revisited

7 PL 00006/5086R
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4.2 Rational e for co-proxamol as a compound analgesic

There is no evidence that paracetamol and DXP have synergistic effects . I n theory,
the combination o f DXP and paracetamol offers the possibility of enhanced analgesi c
efficacy by combining two drugs with differing modes of action and different onset s
and duration s o f action . Anothe r argumen t fo r co-proxamo l woul d b e tha t th e
combination o f lower dose of the two drugs reduces the toxicity attributable to a full
dose of either constituent . A n additional advantag e is simplicity o f dosing which may
be o f benefi t t o patient s receivin g multipl e medications . Bu t paracetamo l a t ful l
strength i s not associated with serious side effects so there is little to be gained from
reducing the dose.

The fixed dose combination contain s a  relatively lo w dose of paracetamol (tw o co-
proxamol tablet s normall y contai n 650m g o f paracetamol)an d thi s ma y b e
subtherapeutic. A n added disadvantage is that there is no flexibility fo r dose titratio n
of the individual elements .

4.3 Toxicit y

The fatal blood level of dextropropoxyphene is difficult to estimate from post mortem
specimens because the drug is lipid soluble and rapidly distributed within the tissues.
According t o TOXBase , the fata l dos e o f DX P ma y b e a s littl e a s 1 0 capsule s
(equivalent t o 65mg DXP HCI each) for an adult, especiall y when CMS depressants
such as alcohol, sedative s and tranquillisers hav e also been taken. Alcohol wit h co-
proxamol i s a  particularl y hazardou s combination . The toxic dose will vary greatly
between individuals ; th e hig h bloo d level s tolerate d b y a  patien t receivin g co -
proxamol for chroni c pain may prove fatal to a treatment-naTve person and chroni c
abusers o f co-proxamo l ma y take muc h large r dose s without developin g toxicity .
Like other opioids, DX P and NXP depress respiration, but unlike othe r opioids, they
also prolong atrio-ventricular conductio n and slow the heart rate (Annexes 6, 7). I n
animals, the cardiac effects cannot be reversed by naxolone .  This effec t o n QRS
interval appear s to be dose dependent (Bateman , Annex 8 ) and ma y explain why
overdose with co-proxamol is more likely to be fatal than other opioids. Furthermore ,
as DXP is rapidly absorbed from the Gl tract, cardiac and respiratory effects appear
early, with death occurrin g within 1  hour o f ingestion s o many patients di e befor e
hospital admission.

Signs an d symptom s o f overdos e wit h DX P includ e coma , sever e respirator y
depression, convulsions , an d cardia c arres t withi n 3 0 minute s o f overdose ,
especially i f alcohol has also been taken. Cardia c arrhythmias including torsade de
pointes ma y occu r u p to 1 2 hour s afte r ingestion , particularl y i f feature s o f CNS
depression are also present. I n less severe cases pallor, nausea and vomiting may
persist for about 24 hours.

4.3.1 Interactio n of DXP with alcohol

In healthy volunteer s the concomitan t intak e of alcohol increased the bioavailabilit y
of an oral dose of DXP (130mg) by a mean of 25% (Annex 9) , by reducing first pass
metabolism. I n addition t o thi s pharmacokineti c interactio n th e danger s o f takin g
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alcohol with DX P may be in par t due the additive effects of respiratory depressio n
caused by both drugs. Young and Lawson (1980, Annex 10) found that 20 tablets of
co-proxamol ma y b e fatal when taken with alcohol o r an y othe r CM S depressant
drugs. O f greater concern , Whittington & Barclay (1981 Annex 11 ) found that as few
as 6-15 tablets of co-proxamol could be lethal when taken with alcohol.

In a study in Sweden reviewing deaths classified as non-suicidal (i.e. accidental plus
intent unknown), Jonasso n et al (2000 , Annex 4 ) found that o f all groups, middle -
aged me n who ar e habitua l o r socia l drinker s receiving medicatio n fo r pai n wer e
most a t ris k o f non-suicida l deat h due to co-ingestion o f DXP-containin g product s
with alcohol.

Assessor's comment:
It is of great concern that avoidabl e accidenta l deaths may occur du e to lack o f
awareness of the dangers of taking DXP with alcohol.

4.4 Dependence/Abus e

The potentia l for DX P abuse an d dependence ha s bee n documente d repeatedly ,
with reports first appearin g the 1960s and 1970s (Annex 5) . O f particular concer n
was the high regular usage (second only to heroin) amongst adolescents admitted to
drug abus e programmes . Addictio n ma y ofte n b e iatrogenicall y induce d an d
maintained, especiall y i n chroni c pai n syndromes , with man y physician s no t full y
aware of the potentia l for abuse and addiction with DXP , or possibly unaware tha t
DXP i s a n opioid . A  revie w comparing medico-lega l report s o f fata l overdose s
amongst dru g addict s i n th e Nordi c countrie s (Denmark , Sweden , Norwa y an d
Finland) i n 1991 an d 1997 (Annex 12 ) showed that DXP was cited as a main caus e
of death in all 4 countries, especially Sweden and Finland.

There hav e bee n n o specifi c report s to th e MHR A Inspectio n an d Enforcemen t
Division of illegal activit y involving dextropropoxyphene and / or co-proxamol but like
other prescription medicines, co-proxamol is now readily available via the internet8.

There hav e bee n 6  spontaneou s U K ADROIT report s directl y citin g DX P abuse /
dependence type reactions on ADROIT since 1995. Tw o cases involved the singl e
constituent product Doloxene.

Assessor's comment:
Single-constituent DXP is widely used in other countries but it is not prescribable on
the NHS so relatively little used. Thi s may limit the potential for a widespread abuse
in the UK.

8 Dr Fabrizio Schifano and Dr Paola Deluca (St George's Hospital Medical School) under the auspices of the
Psychonaut 2002 Project (an EU-funded programme looking at sales of drugs over the internet
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4.5 Curren t warnings in UK SPCs and Patient Information

4.5.1 Standar d paracetamol warnings

Under SI 3105/1998, all paracetamol-containing products are required t o include the
overdose warnings on the labelling and in the leaflet:

Statutory labellina reauirements
(products intended for use by adults and children over

• Th e boxed warning
|Do not take with any other paracetamol-containing products]

• Th e boxed warning
Immediate medical advice should be sought in the event of an c
you feel well.

(products with an accompanying leaflet) or

Immediate medical advice should be sought in the event of an c
you feel well, because of the risk of delayed, serious liver dama

(if no accompanying leaflet)
Statutory leaflet requirement

(products intended for use by adults and children over

• Immediat e medical advice should be sought in the event of an
feel well , because of the risk of delayed, serious liver damage.

12 years)

jverdose, even if

iverdose, even if
ge

12 years)

overdose, even i f yo u

4.5.2 SPC s

An example of a SPC for co-proxamol is given in Annex 13. Key information in the
SPCs of all 18 currently licensed products is not uniform:

Alcohol
In 17 products the advice is to avoid alcohol and in the other, co-ingestion of alcohol
with excessiv e doses of DX P i s mentione d as one o f the majo r causes o f drug -
related deaths.

CMS Depressants
All licence s war n of th e ris k o f concomitan t use o f CN S depressants t o varyin g
degrees. Som e merely say that the effects may be additive to those effects of DXP
whereas, some include the much stronger "Excessiv e doses of DXP, either alone or
in combination with depressants of the CNS (including alcohol) are a major cause of
drug-related deaths . Fata l effect s ca n occu r withi n 1 5 minutes an d ar e no t
uncommon within the firs t hour of overdosage. Som e deaths have occurred as a
result of excessive ingestion of [product] alone or in combination wit h other drugs."

Mental illness, suicidality and addiction
Nine licences contain the contra-indication o f patients who are suicidal o r addiction -
prone; fou r othe r licence s contai n th e precautio n o f us e i n patient s wit h a
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psychological o r personality disorder and one licence contains both statements.

Renal and hepatic impairment
Most licences advise caution or dose reduction in renal or hepatic impairment (thre e
caution in severe rena l or hepatic impairment ) while some advise use of the adul t
dose in the elderly and others advise dose reduction in the elderly.

4.5.3 Labe l

Most bu t not al l carton s carr y a  warning fo r alcoho l suc h a s "Avoi d alcohol" (e.g .
Annex 13) , bu t some carry no warning a t all. Othe r labe l warnings includ e "Do not
exceed the stated/ recommended/ prescribed dose".

4.5.4 Patien t Information Leaflets

The Pits carry more warnings and these tend to be more detailed than the labelling.
For example, for the alcohol warning, th e PIL for PL 00152/025 5 (Anne x 13) states
"Do not drink alcohol whilst taking this medication as it may dangerously increase the
effect of the tablets." Other s state "Do not drink alcohol whilst taking [product]. I t
can be very dangerous." o r similiar. Fo r the other warnings discusse d above , thi s
PIL includes "Hav e you ever been an alcoholic or drug addict? Ar e you taking any
...anti-depressants" -  if the answer i s YES do not take these tablets" Othe r PIL s
contain a longer lis t of CNS-depressant drugs as a caution and the centra-indication s
of suicide an d drug addiction have been translated as "Tell the doctor if you suffer
from depression or any other psychiatric condition."

Assessor's comment:

The product information for co-proxamol and all DXP containing products should
contain a set of standard warnings that clearly and strongly convey the CSM advice
of 1985 . I n order to prevent unintentionally fatal overdose b y the patient or impulse
parasuicide by other household members, key messages must be emphasised in the
PIL and label:
• Neve r take with alcohol
• Neve r take more than the prescribed dose
• Dispos e of any unused medicine as soon as possible

5 EVIDENC E O F EFFICAC Y

Dextropropoxyphene an d co-proxamo l were develope d in th e 1950/60 s an d thei r
efficacy has not been investigated to current standards . Ther e is very little evidenc e
that DXP or co-proxamol have a greater analgesic effect than paracetamol alone and
there i s no evidence o f a  synergistic effect. Therefore, co-proxamo l does no t mee t
the curren t Europea n guidelin e criteri a fo r a  'fixe d combination 1 product .
Furthermore, mos t evidence on the efficac y o f analgesics i s based on single-dos e
studies in acute pain, mostly post-operative pain (Annexes 7,14,15,16).
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5.1 Acut e pain

There have been very few controlled clinical comparisons of co-proxamol versu s low
dose paracetamo l alone o r DX P alone, and mos t hav e been single-dose studies .
Data fro m randomise d controlle d clinica l studie s hav e bee n reviewe d i n tw o
systematic reviews, described below.

5.1 1 Acut e moderate pain

In 1997 , L i Wan P o and Zhang (Anne x 15 ) reviewe d data from 2 4 randomised ,
double-blind single ora l dose clinical trials, evaluatin g whether DX P HCI (65mg or
100mg) i n combination with 650mg paracetamol (DXP+P) was more effective than
paracetamol 650m g alon e fo r moderat e pain . Th e revie w covere d ove r 200 0
patients receivin g medicatio n for post-partum or musculoskeletal or arthritic pai n or
for pain following variou s types of surgery. Outcome s measures were difference in
pain intensit y ove r 4- 6 hour s (12 h i n on e study) , respons e rat e rati o (a t leas t
moderate pai n relief ) an d differenc e i n respons e rate . Mos t o f th e trial s wer e
placebo controlled , s o two independen t sub-meta-analyse s were use d to produc e
indirect comparison s betwee n treatments . Th e indirec t comparison s showe d tha t
both paracetamo l alone and DXP+P had significantly greate r efficacy than placebo ,
but ther e wa s n o difference betwee n the tw o activ e treatments. Th e thre e trial s
where direc t comparisons were used (N=301 patients) als o showed that the effects
of th e combinatio n o f DXP+ P wer e no t significantl y differen t fro m thos e o f
paracetamol alone for pai n intensit y o r rate response ratio. However , the author s
commented that any small additive effect of DXP may have been missed because o f
the low numbers of [quality] studies which could be included.

5.1.2 Moderate-sever e post-operativ e pain

In 1998 Collins et al (Annex 16 ) published a  similar systemic review of single-dos e
trials comparing DXP (DXP HCI 65mg) versus paracetamol 650mg plus DX P (65mg
HCI o r 10Om g napsylat e (equivalent) ) for moderate-to-sever e post-operative pain .
Of 13 0 articles identified, only 6 reports could b e used for DXP (440 patients , 214
receiving DXP ) and only 5  report s could b e use d for DXP+ P (96 3 patients , 47 8
receiving DXP+P) . Outcom e measures were summed pain intensity an d pain relie f
data, converted t o the number o f patients wit h at least 50 % pain relief, to allow a
common measure to be used between trials. Indirec t comparison s were made as
the trial s wer e placeb o controlled . Bot h DX P an d DXP+ P showe d significantl y
greater efficac y than placebo (number needed to treat for one patient to achieve a t
least 50 % pai n relie f versu s placeb o wer e 7. 7 fo r DX P an d 4. 4 fo r DXP+P .
Confidence intervals overlapped). No direct comparison was made with paracetamol.

Assessor's comment:
In the UK, co-proxamol and DXP are both indicated for mild-moderate pain but their
use in this indication has not been adequately investigate d as the studies discussed
above hav e mostl y evaluate d efficac y i n moderat e o r moderate-sever e pain .
Furthermore, analgesi c efficac y i n pai n associate d wit h acut e surgical/obstetri c
trauma in relatively young patients may be very different t o the efficacy tha t may be
achieved with other types of pain and in older patients.
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For acut e moderat e pain , ther e i s n o robus t evidenc e tha t co-proxamo l is mor e
effective than paracetamol alone.

For acut e moderate-sever e pain , ther e i s som e evidenc e tha t co-proxamo l ha s
greater efficacy than DXP alone and both hav e greater efficacy tha n placebo. No
robust compariso n ha s bee n mad e betwee n co-proxamo l an d ful l strengt h
paracetamol.

5.2 Chroni c pain

The efficacy of co-proxamol in chronic use has rarely been studied and extrapolation
of the results of short-term or single dose studies to chronic or regular us e is clearly
inappropriate. DX P and its active metabolite norpropoxyphene both have long half -
lives (15-2 4 hour s an d 23-3 4 hour s respectively ) an d ther e i s potentia l fo r
accumulation ove r a  numbe r o f days, with gradua l buil d u p t o plasm a level s 5- 7
times greate r tha n tha t achieve d wit h a  singl e dose . I t i s possibl e tha t a  ful l
therapeutic effec t can onl y b e achieved with chroni c dosin g o f co-proxamo l an d
therefore it may have a role in treating chronic pain.

Li Wan P o and Zhang (Anne x 15 ) identified two repeat dose studies durin g thei r
review which filed to demonstrate a beneficial effect of DXP+P over paracetamol but
the studies only lasted for 48 hours, which might not fully represent chronic dosing.

The Drugs and Therapeutic Bulletin (1983 Annex 6) cites an Australian double-blin d
cross-over study (Owen and Hills , 1980 ) which compared 1g paracetamol agains t
650mg paracetamo l plu s 65m g DXP for on e week each in rheumatolog y patients .
Significantly mor e patient s preferre d the combinatio n (the author s stat e tha t th e
reason fo r thi s preferenc e wa s no t clear ) an d n o withdrawa l symptom s wer e
detected.

In the experienc e o f som e specialists i n pain management , pai n no t controlled by
regular dosin g with paracetamo l alone is relieved by repeat dose s o f co-proxamol
(Annex 17) . Patient s wh o attend pai n clinic s hav e often tried severa l compoun d
analgesics and, for some of these, co-proxamol is the most effective therapy, which
may reflect a neuropathic componen t to their pain that is different to post-operative
pain (Annex 18) .

Assessor's comment:
It is theoretically possible on pharmacokinetic grounds that co-proxamol may only
have a  full therapeutic effec t with chroni c dosing . However , ther e ar e no robust
published studies of greater than 48 hour duration and efficacy in chronic use has
not been demonstrated.

Poor analgesi c efficac y i s a  caus e fo r concer n a s i t ma y promp t patient s t o
intentionally overdos e (e.g . b y increasing frequenc y o f dosing) i n a n attemp t t o
achieve adequat e pai n relief. ON S mortality statistics d o not identify thi s patient
group as they count fatal overdoses of unknown intent as suicides.
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5.3 Reason s for the extensive use of co-proxamol

Doctors unquestioningl y prescrib e co-proxamo l becaus e i t ha s bee n extensivel y
used fo r decades . The y ma y favou r i t becaus e i t i s les s constipatin g tha n co -
codamol and has none of the major hazards of NSAIDs but much of the widesprea d
prescribing by both hospita l doctor s and GPs is due to custom and practice. I t is
possible that patient s lik e taking co-proxamol because the narcotic side effect s of
DXP mak e them feel bette r (e.g . mil d euphoria o r sedation afford s the m a  goo d
night's sleep and some relief from the anxiety of terminal illness or chronic pain). In
patients already taking NSAIDs, co-proxamol may be a convenient adjunct .

In a  199 6 surve y by Haig h o f 3 0 U K teaching hospital s (Annex 7 ) co-proxamo l
accounted for 35 % of all issues of paracetamol-containing medicine s (paracetamo l
SOOmg accounted for only 27%). This could not fail to have a major impact o n the
future prescribing habit s of students and junior doctors.

According t o Goodma n and Gilman 9, "Th e wid e popularit y o f propoxyphene i n
clinical situations in which codeine was once used is largely the result of unrealistic
concern abou t th e addictiv e potentia l o f codeine" . Ther e i s a  commo n belie f
amongst doctors and nurses that two tablets of co-proxamol contain a full 1g dose
of paracetamol. Eve n if doctors are aware that co-proxamol has not proven to be
more efficacious tha n full strength paracetamol alone , th e dynamics of the doctor -
patient relationshi p ca n mak e i t difficul t t o prescrib e simpl e analgesic s whe n
something mor e potent i s expected . Unde r these circumstances prescribing 'just
paracetamol1 might be interpreted as a disregard of the patient's perceived pain and
suffering.

5.4 Treatmen t guidelines

• Th e WHO analgesic ladder fo r managing cancer pain10 follows a 3-step model :
"If pai n occurs , ther e shoul d be prompt ora l administration o f drug s i n th e
following order: nonopioids (aspirin and paracetamol); then, a s necessary, mild
opioids (codeine); then strong opioids such as morphine, until the patient is free
of pain. To calm fears and anxiety, additiona l drugs - "adjuvants " - shoul d be
used. T o maintain freedom from pain, drugs should be given "by the clock", tha t
is every 3-6 hours, rather than "on demand"."

This three-step mode l has been widely adopted in local guidelines with co-proxamol
positioned at Step 2.

Critical reviews of the evidence for co-proxamol/DXP do not recommend them.
• A  MeReC bulleti n articl e o n the Use of oral analgesics in primary car e (2000 ;

Annex 14) , including co-proxamol and DXP, recommends that analgesics shoul d
be prescribe d step-wise , tailore d t o th e individua l b y titration an d subjec t t o
regular review but advises against the use of co-proxamol due to concerns abou t
safety and efficacy.

9 Goodman & Gilman's The Pharmacological Basis of Therapeutics, 2001,Tenth edition
10 http://www.who.int/cancer/palliative/painladder/en /
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Drugs an d Therapeuti c Bulleti n (199 8 Anne x 19 ) advise s tha t ther e i s littl e
evidence t o suppor t prescribin g DXP+ P fo r acut e pain , suc h a s tha t followin g
surgery, i n preference to paracetamol alone, although the position fo r prolonge d
use is not clear.
The British National Formulary regards co-proxamol as 'less suitable1 and warns
against the dangers of dextropropoxyphene overdose11.

5.5 Alternativ e analgesics

Other tha n ful l strengt h paracetamol , alternativ e drug s fo r mild-moderat e pai n
include othe r paracetamol-opioi d combinatio n products , weake r opioid s alon e o r
NSAIDs. I n principle, combinatio n products should not be prescribed until titration of
the individual constituent s has established the optimal dosage for each of them.

The disadvantage of other weak opioids such as codeine and dihydrocodeine i s that
they ten d t o b e mor e constipatin g tha n DX P (thi s woul d b e undesirabl e i n
postoperative patient s an d in long term use). Paracetamo l combinations with lowe r
dose codein e (8mg ) or dihydrocodein e (10mg ) contai n sub-therapeuti c dose s and
may under-trea t th e pain . Paracetamo l combinations with full dose s o f codeine or
dihydrocodeine, ar e more constipating than DXP-containin g products an d are also
dangerous i n overdose. A  further consideration i s that codeine i s more likely than
DXP to cause opioid use disorders in chronic pain patients (Annex 5) .

The us e o f NSAID s i s limite d by thei r advers e events , especiall y gastrointestina l
reactions, which may lead to fatal bleeds, particularly in the elderly. Langma n (200 3
Annex 20 ) estimate s that th e numbe r o f case s o f bleedin g ulce r attributabl e t o
NSAIDs in the UK is currently aroun d 2,400, and that substitution of ibuprofen (2.4g /
day) for other NSAIDs would reduce attributable mortality to 80 cases. Ris k factors
include ol d age and use of anti-coagulants or steroids. NSAID s can also cause fluid
retention an d deterioration of renal function. CS M advice is to star t o n the lowest
dose of the lowest risk agent and take for the shortest time.

In 1997 Collins et al (Annex 16 ) reviewed published studie s of single-dose DXP or
co-proxamol and other analgesic s for moderate-to-severe post-operative pain . Fo r
each dru g the y calculate d th e numbe r neede d t o trea t (NNT) , i.e . th e numbe r o f
patients tha t woul d nee d t o tak e the drug i n orde r to achiev e a t leas t 50 % pain
reduction in one of them. A number of drugs were studied but the only drug whose
Cl did not overlap the lowe r C l limi t for co-proxamol wa s ibuprofen 400mg .  The
authors' other main conclusion was that co-proxamol has a similar analgesic efficacy
to tramado l bu t ha s a  lowe r incidenc e o f advers e effects such a s somnolence ,
dizziness, nausea and vomiting.

A ne w combinatio n produc t o f paracetamol (325mg) and tramado l (37. 5 mg ) ha s
recently bee n approve d through th e Mutua l Recognitio n Procedur e (U K licenc e
granted September 2003). Ther e is currently no clinical experience with this produc t
in the UK. However , as this product is indicated for moderate-to-severe pain and is
for use "no longer than is strictly necessary", requiring regula r monitoring i f repeated

" BN F 46 September 200 3 pp 210 and 212
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use o r long-ter m treatmen t i s required , i t i s no t a  viable alternativ e t o DXP / co -
proxamol.

Assessor's comment

There is no obvious drug of choice for mild-to-moderate pain. Ther e is no clinical
situation in which co-proxamol could be considered a first-line analgesic.

A rational strategy would be to exhaust th e therapeutic possibilities of full strength
paracetamol before eithe r switching to ibuprofen (i f appropriate) o r adding a mild
opioid such as codeine or dihydrocodeine.

Many co-proxamo l users ar e elderly and long ter m NSAID s ma y not b e a  saf e
alternative for them.

Although compoun d analgesics shoul d in principle b e avoide d a s ther e i s n o
flexibility of dosing, it might be argued that combination with paracetamol reduces
the abuse potential of weak opioids and simplicity of dosing is valuable in the elderly
and chronic sick.

5.6 Potentia l drawbacks of restricting co-proxamol usage

The Australia n experienc e (Shenfield , 1980 , Anne x 21 ) ha s show n tha t i f co -
proxamol usage is restricted, other analgesics will be used instead. Th e increase d
use of alternative analgesics wil l inevitably lea d to increased a n incidence of ADRs
associated with these drugs, possibly including fatal overdose by the patient or othe r
household members.

Some patient s ma y benefi t fro m th e non-analgesi c propertie s o f DXP . I f th e
alternative analgesic s d o no t have the sam e narcoti c sid e effec t profil e a s DXP ,
patients experiencin g mil d anxiety, depressed mood or poor sleep may require an
anxiolytic, antidepressan t o r hypnoti c sedativ e to reliev e thei r symptoms . Ever y
additional drug carries an additional burden of risk.

Patients with chronic pai n who are well established on co-proxamol may be unable
to find a satisfactory alternative and therefore suffer an increased burden of misery.

6 RIS K ASSESSMENT

6.1 U K usage data

An estimate of usage (total patient days) in England has been made by summing the
UK hospita l dispensin g data 12 an d th e communit y dispense d prescription s i n
England. Usag e o f th e DX P single-constituent produc t wa s constan t a t -95,00 0

12 Hospital use is low compared with community prescribing so the extra data from Wales, Scotland and N Irelan d
do not have a major impact

Riskbenefrt of co-proxamol 1 5 April 2004 1 5



patient days13 per year between 1999 and 2001, dropping to 87,350 patient day s per
year i n 2002. Figure s for co-proxamol declined eac h year from 187 million patien t
days per year in 1999 to 164 million patien t days per year in 2002.

In summary:
• Co-proxamo l usage is approximately 2000-fold greater than DXP usage.
• Communit y dispensing (i.e. GP prescribing) is 40-fold greater than hospital use.
• Communit y dispensing i n England is sufficient for 400,000 people t o take thre e

doses of co-proxamol every day. As many people do not take a full dose every
day an d unuse d medicatio n tend s to b e retained fo r possibl e futur e use , th e
number o f home s wher e co-proxamo l i s availabl e i s probabl y severa l time s
greater than this.

• Approximatel y 1. 7 million people per year receive prescriptions fo r co-proxamol ,
mainly for chronic musculoskeletal conditions

6.1.1 Hospita l dispensing (UK)

Hospital usage data were obtained fo r 1999-2002 for the whole of the UK. The data
could not be split into subsets by age. These data are based on accurate informatio n
for 96% o f the population which i s then arithmetically correcte d to accoun t fo r th e
missing 4%. The fall in co-proxamol usag e during this period cannot b e attributed to
a general displacement o f hospital dispensing into primary care as during the same
period hospital usage of paracetamol has increased.

Table 1 : hospital dispensing
The daily defined dose (ODD) of co-proxamol is 6 tablets or capsules and the ODD
of paracetamol is 3g
Hospital
(million
DDDs)

Co-proxamol
DXP
Paracetamol

1999

5.936
0.0043

17.4635

2000

4.9085
0.0027

21.6336

2001

4.0416
0.0039

25.5555

2002

4.1963
0.0039
36.1080

6.1.2 G P prescribing data (UK) 12 months from 1/10/2002

The Mediplu s databas e record s al l prescribin g i n a  large sampl e o f G P practice s
covering 3.5 million patients . Thes e data are then projected to provide an estimate
of prescribing i n the whole UK population. Th e data are subject to distortion b y local
variations i n prescribin g practic e an d projection s wil l significantl y magnif y thi s
distortion. The full data sets and methodology are shown at Annex 22 . A total of 1.7
million patient s receive d prescriptions fo r co-proxamol durin g th e 12-mont h period .
Approximately 120 0 patients received prescriptions for DXP, too small a number t o

13 Patien t days o f treatment have been calculated on the basi s o f a Defined Daily Dos e (DDD) of 6  tablets or
30ml for co-proxamo l and 5 tablets for dextropropoxyphene. As the maximum possible dail y dos e is 8 tablets,
and a value of 5 or 6 tablets is used for DDD, no adjustment has been made for the elderly (please refer to Annex
11 for full details).
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display in Figure 1 (below) which shows the age-distribution of patients receiving co-
proxamol.

Age distribution of GP patients issued with a prescription
for co-proxamol 01/10/2002-30/9/2003
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Mediplus i s not designed to yield accurate information on the duration o f therapy for
each recorded indication bu t it appears that fewer than 5% of GP patients were given
co-proxamol fo r malignan t diseas e and th e vas t majorit y o f prescribin g wa s fo r
apparently chroni c musculoskeleta l conditions , especiall y arthriti c an d spina l
problems.

6.1.3 Communit y pharmacy dat a 1995-2002 (England)

English communit y pharmac y data are availabl e from 1995-200 2 an d since 1999
they hav e bee n availabl e spli t int o thre e age-band s accordin g t o th e patient' s
entitlement to free prescriptions :
• Childre n an d adolescents (childre n under 16; persons age d 16, 17 and 18 years

in full time education)
• Adult s aged 20-59 years (anybody who has not ticked the boxes on the back of

the prescriptio n for m i n orde r t o clai m exemptio n du e t o ag e o r ongoin g
education)

• Elderl y (over 60 years)

Co-p

Children
Adults
Elderly
Total

roxamol comm
1999

567

79195

101190

180952

unity use ( pati
2000
533

59350
112542
172425

ent days x1 000
2001

450

49455
116210
166115

)
2002
433

46050
113041
159524
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Coproxamol community dispensing (England)
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Figure 2: NB Single constituent DXP dispensing is 2000-fold lower and cannot be shown on
the same chart. Us e in children is also too small to be visible on this chart.

The usage of single constituent dextropropoxyphene has been approximately 2000-
fold lower (-80,000 - 94,00 0 patient days per year). Ther e has been no real pattern
to DXP usage, the latest available figure being 83,439.2 patient days for 2002.Th e
level o f prescribed us e o f DXP and of co-proxamol in children and adolescents i s
very low, being zero for single-constituent DXP

6.2 Mortalit y and morbidity

6.2.1 ON S Mortality data (England and Wales)

The Office of Nationa l Statistics , UK (ONS) mortality data were extracted for 1993 -
2001, usin g specifi c dru g name s an d synonyms . A  spli t b y ag e an d se x wa s
obtained but the figures were too small for meaningful analysi s - consequentl y a
crude age banding was used which relates to the information on age available from
the prescription data (Table 4). Th e drug fields were not split further, so this data set
represents al l case s (singl e o r multi-poisonings , includin g alcohol ) wher e DXP -
containing products were mentioned as contributing to death. Th e figures presented
are for accidental poisonings and for the sum of intentional self-poisoning plus intent
unknown, which ONS recommends using for estimates of suicides. I n addition, ONS
figures assume that where there was a single mention of DXP it was derived from
co-proxamol, because the level of prescribing of DXP single-constituent product s in
England and Wales is so low.

There ar e betwee n 300 and 400 death s in England and Wales each yea r where
DXP-containing products judged to cause or to contribute to the death. Th e majority
of these ar e suicides o r ope n verdicts , with approximatel y one fifth bein g du e t o
accidental poisonings. Th e actual figures for accidental deaths fluctuate from year to
year, although some deaths given an open verdict (intent unknown ) may be due to
accidental overdose.
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Table 4 : ON S mortalit y dat a b y ag e (base d o n ag e band s availabl e fro m
Prescription data) Numbe r o f drug-related poisoning death s where dextropropoxyphene,
Distalgesic, co-proxamo l or Doloxene was mentioned by sex, age and coroner s verdict,
England & Wales, 1995-2001
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Figure 3: Absolute mortality.suicide and open verdicts (England and Wales)

Absolute mortality: Suicide and open verdicts (England and Wales)]
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Figure 4: (NB Y axis scale is different as there are far fewer accidental poisonings)
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Absolute mortality : Accidental poisoning (England and Wales)!

1993 2000 2001

Figures 5 and 6 display the same data corrected for population ag e distribution (i.e.
deaths/million populatio n o f eac h ag e group) . Thes e sho w tha t childre n an d
adolescents age d <20 years are the age group at lowes t risk of fatal co-proxamo l
overdose an d tha t th e burde n o f highes t relativ e ris k ha s graduall y shifte d fro m
adults aged 20-59 years to those aged >60. A n explanation for the low mortality i n
the youngest ag e group (an average of 14 deliberate an d accidental deaths/year ) is
that this is the age group at lowest risk of suicide by any means. Also, co-proxamol i s
seldom prescribe d fo r thi s ag e grou p althoug h i t ma y b e presen t i n th e hom e i f
prescribed fo r a n olde r membe r of th e household . I t has bee n shown tha t youn g
adults aged <25 years who overdose tend to use co-proxamol belongin g t o a  third
party rather than their own prescription (Annex 23).
Figure 5:

Mortality/million population in age group:Suicide and open verdict
(England and Wales)
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Year
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Figure 6: (NB different scale of Y axis)

Mortality/million population in age group:Accidental poisonin g
(England and Wales)
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Year

6.2.2 ADROI T adverse drug reaction data

A drug analysis print (DAP) for the period from 1st January 1995 to date (Annex 24)
contains a  total o f 96 report s o f suspected adverse drug reaction s (ADRs) , 19 of
which ha d fata l outcomes . Te n ADR s ( 1 fatality ) wer e reporte d fo r th e single -
constituent produc t DXP and 13 9 ADRs (1 8 fatal) wer e reported for co-proxamol .
Fourteen o f th e death s followed overdos e (intentiona l overdos e or overdos e 'not
otherwise specified1).

6.2.3 Morbidit y data: Hospital data and data from Poisons Units

No hospita l admission s dat a specifi c t o dextropropoxyphen e o r co-proxamo l ar e
available. The Hospital Episodes Statistics data are collected for synthetic opioids in
general (ICD 10 code T40.4) but cannot be generated for individual drugs.

6.2.4 Enquirie s to Poisons Centres

All si x Poison s Centre s were contacte d to reques t dat a on enquiries concernin g
poisonings wit h DXP-containin g products . Thes e tak e th e for m o f telephon e
enquiries an d interrogation s o f the TOXBas e database. Dat a receive d wa s th e
number o f interrogation s o f TOXBas e fo r th e fou r countrie s o f th e UK . Dat a
regarding telephone enquiries was received from Edinburg h an d Newcastle-upon -
Tyne. Dat a regarding case reports was sent by the Belfast Centre.

Telephone enquiries

Since th e introductio n o f TOXBase , direc t telephon e enquirie s t o th e Poison s
Centres hav e decreased overall. Th e number o f telephone enquiries for 199 7 to
2003 was obtained from the Edinburg h and Newcastle-upon-Tyne Poiso n Centres.
Figures ar e a s given in Table 3 . Th e number o f call s regardin g DXP-containin g

Risk:benefit of co-proxamol 1 5 April 2004 21



products as a percentage of the total number of calls was of similar magnitude to the
national interrogations of TOXBase for each country. Th e number of telephone call s
to the Edinburgh centr e were relatively stable with a slight decline towards the end of
period a s observe d fo r th e databas e enquiries . Th e numbe r o f call s t o NPI S
Newcastle-upon-Tyne increase d to 200 0 (bot h as absolut e an d relativ e numbers )
and declined thereafter.
Table 3: Telephon e enquirie s (DXP-products ) t o NPIS , Edinburg h an d

Newcastle-upon-Tyne
Year

1997

1998

1999

2000

2001

2002

To Sept 2003

Edinburgh

65 enquiries (1 .06% of total)

63(1.08%)

62(1.02%)

50 (0.95%)

39(0.81%)

39 (0.92%)

15(0.55%)

Newcastle-upon-

37 enquiries (1.1 5%

51 (1.17%)

192(1.69%)

449(1.98%)

364(1.53%)

240 (1 .35%)

122(1.24%)

Tyne

of total)

DXP and co-proxamol ar e n o longer include d in the Norther n Irelan d formularies.
The Poison s Centr e i n Belfas t sent brie f detail s o f cas e report s o f a  tota l o f 2 2
poisonings involving DXP-containing products in the years 1995 - 2002 ; nearly hal f
the cases involved children in the age-group 1- 4 years.

TOXbase enquiries

TOXBase enquiries for all drugs have increased steadily from 1999-2002 i n absolut e
terms in Scotland, i n England, in Northern Irelan d and in Wales but the percentag e
of queries concerning DXP/co-proxamo l have been fairly stable or slightly declining
to about 1% of calls in Scotland and England. Th e relative figure for Wales is slightly
lower at 0.66-0.88%, whilst that for Northern Ireland is still lower at 0.3-0.5% of total
enquiries, reflectin g lo w usage. (NB I t i s no t possible t o determin e i f accesses t o
TOXBase were for patient s or teaching o r i f the produc t entry was viewed several
times for the same patient.)

6.3 Publishe d Study of drug related suicides in England and Wales

The recently published stud y by the Centre for Suicide Research at Oxford (Annex
3) found that during 1997-99 co-proxamol alone accounted for 18 % of drug-relate d
suicides in England and Wales in individuals aged 10 years and over, compared with
22% wit h tricyclic anti-depressant s alone an d 9% with paracetamo l alone. Th e
authors found that a higher proportion of suicides in the 10-24 age group (expressed
as a percentage of all drug-related suicides in age group) were due to co-proxamol
than in the other age groups, as shown in Figures 7 and 8 overleaf.
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Figure 7: Drug related suicides and open verdicts (England and Wales) :Male

1997-99 Drug related suicides and open verdicts: Male

1200

1000

10-24 25-30 35-5 4

Age (years)
>55

D Other
Q Paracetamol alone
• Tricyclic alone
HCo-proxamol alone

Figure 8: 1997-99 Drug related suicides and open verdicts (England and Wales): Female

1997-99 drug related suicides and open verdicts: Female
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>55

Assessor's comment :
The drug related suicide rat e in 10-2 4 year olds is lower than for any other age
group but compared with other age groups, co-proxamol accounts for a relatively
high proportion o f this small number of deaths. Thi s may reflect the generally low
level of prescribing of any medicines to normally healthy young people. (Ther e is a
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sex difference; in males the suicide/open verdict rates from tricydic antidepressants
and co-proxamol are identical (23.8% and 22.9% of all drug deaths respectively) but
a greater proportion of females overdosed with tricyclics rather tha n co-proxamol
(30.7% vs 25.3%)).

The authors compared the annual rate of drug related suicides and open verdicts in
England and Wales with the figures for non-fatal self poisoning i n Oxford over the
same period in order to calculate an odds ratio for relative lethality. Compare d with
paracetamol alone, the lethality ratio for co-proxamol was 28.1 (Cl =24.9-32.9) and
for tricyclics was 12.3 (01=11.5-13.2) .

This calculatio n o f relativ e lethalit y ma y b e skewe d b y loca l factor s suc h a s
prescribing pattern s for tricyclics an d co-proxamol in Oxford , spee d of ambulanc e
response and qualit y o f emergency medical care, all o f which may impact o n th e
incidence o f nonfata l overdose . Nonetheless , th e messag e i s clear : paracetamo l
overdose is a fairly ineffective means of suicide and co-proxamol is twice as likely to
be lethal as tricyclic antidepressants.

Assessor's comment:
Prescribers are fully aware of the lethality of tricyclic antidepressants i n overdos e
but do not seem to be aware that co-proxamol is much more hazardous.

6.4 Swedis h data

Reports concernin g th e toxicit y o f DX P including dat a from th e Swedis h Poiso n
Information Centre and the National Board of Forensic Medicine were published i n
the scientifi c pres s in th e late 1990 s onwards . Forensi c data publishe d i n 2001
indicated tha t there had been a high number of deaths (-200) annually i n Sweden
that could be associated with DXP.

Assessor's comment:
Swedish sales data are not available but the DXP market appears to be dominated
by single constituent products. Ther e are 7 products containin g DXP currently on
the Swedish market . Four of these contain DXP napsylate (5 0 or 100mg) onl y and
the remainin g thre e ar e compoun d analgesics , onl y on e o f whic h contain s
paracetamol.
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7 SUCCESSFU L MEASURE S T O REDUC E CO-PROXAMOL/DX P
PRESCRIBING

7.1 U K initiatives

7.1.1 Doncaste r
An 199 8 a n audi t o f suicide s i n Doncaste r durin g th e 4-yea r perio d 1995-1998 ,
found tha t 1 8 ou t o f 4 4 (41% ) o f suicide s wit h prescribe d drug s involve d co -
proxamol. A t that time co-proxamol prescribing wa s 65% higher tha n the nationa l
average. T o reduce the amount of co-proxamol in circulation, GP s were asked to be
more cautious when prescribing co-proxamol and the Doncaster Royal Infirmary als o
removed i t from their formulary . By August 2003, approximately 60% fewer tablet s
had bee n prescribe d tha n i n th e precedin g 4-yea r period,an d onl y 5  suicide s
involving co-proxamol had occurred since the beginning of 2000 (Annex 25) .

7.1.2 Norther n Ireland
The experienc e o f the Belfas t Poison s Centre i s that sinc e a  publicit y campaig n
about sudde n death and DXP in the mid 1970s and removal of DXP/ co-proxamol
from th e N . Irelan d formularies , th e numbe r o f case s o f poisonin g wit h DXP -
containing product s has been low.

7.1.3 Nottingha m
At Universit y Hospita l i n Nottingham , nurs e an d docto r educatio n ha s remove d
inappropriate prescribin g o f DXP-containin g product s o n post-operativ e an d
orthopaedic wards and now it is only given to patient s who had used i t chronicall y
before admission (Annex 7).

7.2 Swede n

Sweden has introduced a series of measures to reduce the incidence o f fata l DXP
overdose:

Seminar
In Spring 199 9 the Swedish Medical Products Agency (MPA) with other institution s
arranged a seminar on analgesics with the aim of giving a wider perspective on the
pharmacology and toxicology of DXP.

Website publication
In the sam e year , a  report was published o n the MP A web-site discussin g inter -
individual variation s i n efficacy , concerns regarding th e pharmacokinetics o f DXP
and it s narro w therapeuti c index , an d th e rapi d onse t o f seriou s symptom s o f
intoxication i n overdose. Th e dangers of concomitant ingestion with alcohol wer e
also highlighted .

Product information
In Augus t 200 0 th e SPC s o f DXP-containin g product s were update d t o includ e
warnings on the risk of overdose, of concomitant ingestion of alcohol (with wash-out
periods), the importance of informing the patient o f the importance of following th e
recommended doses and of the risk of concomitant ingestion with alcohol . I t was
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also advised to prescribe smalle r pack s and not to prescribe DX P for patients who
abuse alcoho l o r wh o ar e suspected o f abusin g CM S depressants (see informal
translation i n Annex 25). Simila r warnings o n overdos e and ingestion o f alcoho l
were included i n the PIL and labelling (Annex 26) . Th e PIL was also amended t o
include "NEVE R exceed the recommended dose" and "Keep out of the reac h an d
sight of children and adolescents".

Narcotics prescription form
Since June 2001 prescriptions fo r DXP-containin g product s must be written using
the specia l prescriptio n for m employed for narcoti c containin g drugs . Thi s i s a
security for m designed to avoid falsification and is somewhat troublesome t o use,
hopefully provoking thought about the absolute need for the prescription .

In addition, the MPA recommended the restricted and individualised prescription o f
DXP and a thorough follow-up of the treatment effectiveness .

Swedish sales of DXP are declining, and the numbers of case reports and inquiries
to th e Swedis h Poison s Information Centr e concerning DX P have declined durin g
the period 2000-2003. I n the same period fatal DXP the incidence of intoxication ha s
decreased by 62%.

7.3 Australi a

The outcome of an initiative restrictin g co-proxamo l prescribing to consultant s i n a
571-bed teaching hospital was published i n 1980 (Annex 21) This restriction greatly
reduced hospital pharmacy purchases of both co-proxamol and DXP, especiall y fo r
inpatients. Overal l hospita l analgesi c usag e fel l bu t ther e wer e compensator y
increases i n usage o f paracetamo l and co-codamol and the usag e of co-codamo l
increased with time.

7.4 Norway , Finland and Denmark

The introductio n o f stric t prescribing rule s (1980s ) i n Norwa y an d Denmar k an d
education o f doctor s i n Finlan d regardin g prescribin g (1995 ) hav e reduce d th e
numbers of deaths due to DXP (Annex 12).

8 OPTION S FOR ACTION

8.1 Revocatio n of licenc e

The Committee will wish to consider whether, on the basis of current evidence, th e
risk:benefit evaluatio n for co-proxamol remains acceptable and will wish to conside r
whether to recommend revocation of the co-proxamol marketing authorisations.
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8.2 Restric t indication s t o chroni c osteoarthritis , neuropathi c pai n an d
cancer pain

This is a rational restriction because :
• Studie s in acute pain have failed to show efficacy superior to paracetamol alone.
• Th e pharmacokinetic s o f dextropropoxyphen e d o no t permi t potentiall y

therapeutic bloo d levels to be reached for severa l days so, although i t might be
useful in chronic pain, co-proxamol is not a rational choice of drug for acute use.

Other prescribing restriction s for consideration are :

• Secon d line therapy only
Although ther e i s n o robus t evidenc e tha t co-proxamo l ha s superio r analgesi c
efficacy to full strength paracetamol, it would be rational to restrict the indications for
co-proxamol to second-line us e only after paracetamol alone has failed.

• Specialis t use only
A restriction o f this nature is technically feasible but would cause major problems for
GPs wh o hav e man y patient s o n establishe d chroni c therapy . A n alternativ e
strategy would be to restrict initiation of co-proxamol therapy to specialists in order to
reduce the accrual of large numbers of new co-proxamol user s in the community.

8.3 Strengthe n warnings in the product information

All SPCs fo r co-proxamol and DXP-containing products should contain:
• A  centra-indication in patients who are suicidal or addiction-prone
• Warning s concernin g th e danger s of concomitant ingestio n o f alcoho l an d of

CMS depressants
• Warning s abou t th e ris k o f prescribin g fo r patient s wh o ar e sufferin g fro m

depressive and other mental disorders.

Key warnings in the PIL should be heavily emphasised:
• NEVE R take with alcohol (patients need to know that it really is dangerous, and

this is not just a routine general precaution).
• NEVE R take more than the recommended dose
• Dispos e of any unused medication as soon as possible.

8.4 Wide n the range of available pack sizes

The curren t averag e monthly prescriptio n i s 10 0 tablets an d most licence holder s
market only a 100-tablet pack (corresponding to 14 days' treatment) but this quantity
may exceed the needs of many patients who only use co-proxamol intermittently.

The wider availability of smaller pack sizes should be encouraged in order to prevent
retention b y the patien t o f unnecessaril y larg e quantitie s o f co-proxamol. I t would
also ensure that all patients receive a patient information leafle t on each occasion.
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8.5 A  co-ordinated programme of education and communication

Carefully-timed educatio n an d communicatio n i s require d t o alte r prescribin g
behaviours. I f prescriber s ar e t o adop t measure s t o reduc e thei r therapeuti c
dependence o n co-proxamo l they nee d to recognise that i t i s a drug o f unprove n
efficacy that is particularly unforgiving in overdose. The y will also need to be given
clear guidanc e o n th e choic e o f alternativ e analgesi c drugs . 'Non-prescribin g
influencers' suc h a s formular y committees , G P prescribin g adviser s an d dru g
information pharmacist s wil l play a pivotal role in the shift of prescribing behaviour .
Whilst some local initiative s have been successful , previou s attempt s a t educating
prescribers hav e faile d a t a  nationa l leve l becaus e the y hav e bee n piecemea l
activities rathe r tha n a  concerted campaig n usin g severa l vehicles simultaneousl y

Focused dialogue with key influencers :
Hospital Formulary Committees
Royal Colleges (key medical specialties and nursing)
RPSGB

Seminars o r 'consensus meetings ' followin g th e Swedis h mode l ma y
have mor e impac t tha n writte n communicatio n wit h thes e influentia l
individuals a s the dialogu e woul d b e published b y the participants i n
their professional journals.

Awareness-raising campaigns in professional media:
MHRA website
Current Problems in Pharmacovigilance
CMC's Updat e (simila r t o th e recen t benzodiazepine s warnin g a t
Annex 27)
Review article in a major medical journal
Further strengthening o f the BNF warnings
Coverage by trade journals

9 CONCLUSION S

On balance , th e Committe e ma y conside r tha t th e risk:benefi t evaluatio n o f co -
proxamol is negative for the following reasons:
• Th e toxicit y o f co-proxamo l i n overdos e i s wel l established ; i t i s particularl y

hazardous because death occurs too rapidly for medical rescue. I t now accounts
for nearly one-fifth of all drug-related suicides in England and Wales.

• Efficac y superior to full dose paracetamol has not been adequately demonstrated
for either acute or chronic pain

• Co-proxamo l contains submaxima l dose s o f paracetamo l an d a s ther e i s n o
evidence o f synergy wit h dextropropoxyphene, i t does no t represent a  rationa l
fixed combination product.
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However, whilst the efficacy of co-proxamol in chronic pai n has not been adequately
investigated, i t i s possibl e o n pharmacokinetic grounds tha t co-proxamol ma y only
have a  full therapeuti c effec t wit h chroni c dosing . Ther e ma y therefore b e som e
justification fo r co-proxamo l remaining a  therapeutic optio n for the managemen t o f
chronic pain .

10 ADVIC E SOUGHT

The Committee is asked to consider the risk:benefit evaluatio n for co-proxamol in the
treatment o f acut e an d chroni c pai n an d t o advis e whic h measure s shoul d b e
adopted in order to reduce the incidence of self poisoning. I n particular,

10.1 Revocatio n of the marketing authorisations for co-proxamol

10.2 Restrictio n o f indication s t o chroni c osteoarthritis , neuropathi c pai n an d
cancer pain

10.3 Strengthenin g o f product information, especially labels and leaflets

10.4 Encouragin g the availability of a wider range of (smaller) pack sizes

together with: -

10.4 A n education and communication strategy to change prescribing practic e

 Apri l 2004
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Hydra I azIne-lnduced Lupu s
Oapsone an d Ma l o p r i m
Mldazolam (Hypnovel ) -  Respiratory Depressio n an d Hypotensio n
Actlfed Syru p an d H a l l u c i n a t i o n s I n C h i l d r en
Atracurtum Besylat e
Death »lth Dextropropoxyphen e
Electronic Reportin g o f Advers e Reaction s

HYORALAZINE-INDUCED LUPUS DAPSONE AND MAtOPRI M

It I s M e l t know n tha t hydralazl i
(Apresollne) ca n caus e a  syndro e
resembling systemic lupu s erythema t
especially I n slo w aeetylators . /O n 11 I
recently, however , thi s complicatio n
was believe d to b e rare when ttr e d a l l y
dose di d no t excee d 20 0 mg. / I t has
now bee n shown (Br. Mod. J. /984; 289:
410-2) tha t I n wome n th e Incidenc e of
hydra laz I ne-r e I ated lupuy s ma y b e a s
h i g h a s 20$ at a  d a l l y d</s e of 200 mgs ,
and 8 ? whe n th e d a i l y Acs* I s 100 mg.
Men ar e les s vulnerabl e t o thi s
adverse reaction , ylt h non e I n thi s
series develo p I ng/the syndrom e a t a
d a l l y dos e of 100/mg , thoug h a t 200 mg
the Incidenc e oyer thre e year s wa s 5$.
The reactio n / Is ofte n slo w an d
i n s i d i o u s In^nseT , an d ma y e a s i l y b e
overlooked dorln g It s early stages.

These f  I/d Ings Indi c a t e tha t drug -
related/ lupus ma y occu r eve n I n
patient's takin g r e l a t i v e l y lo w dose s
(IOO-/00 m g d a i l y ) o f hydr a l a z l n e .
The/CSM woul d l i k e t o continu e t o
reofelve report s o f patient s with thi s
r/actlon Irrespectiv e o f th e d a l l y
losage.

Dapsone has tw o main uses In the Unlt i
Kingdom. I t I s use d a  lone i n ym o
treatment o f dermatiti s herpetIfor*\s,
and I n combinatio n wit h py r 1 mettySm I n e
(as Maloprim ) I n th e prophyla/cl s o f
malaria fo r thos e Intendin g * « trave I
abroad. W e recentl y dre w at-fofentio n t o
the occasional occurrenc e o y agranulo-
cytosls I n patient s takin g Maloprim ,
possibly du e t o it s /̂ > y r I metham I ne
content.

There hav e bee n some/recen t instance s
of confusio n I n T(V b prescribing an d
dispensing o f dapsfene . Patient s wit h
dermatitis he r p t̂ I formls hav e bee n
given Maloprim / Instea d o f dapson e
alone thu s exposin g the m t o unne -
cessary r  I sV o f bloo d dyscraslas .
Doctors and/pharmacIst s ar e aske d t o
take s  pearl a I car e whe n providin g
pat I ents A Ith thes e drugs .

MIDAZ/OLAM (HYPNOVEL ) - Respirator y
Depression and Hypotension

have receive d seve n report s o f
'patients wh o develope d respirator y



depression f o l l o w i n g th e admlnlstro /
t I on o f mldazola m Intravenousl y f n
preparation fo r endoscop y o r oth/e r
procedure. I n som e patient s rh e
reaction wa s accompanie d b y sever e
hypotension. O f tw o patients/wh o
died, on e ha d bee n given a dosa of th e
drug large r tha n tha t recommende d b y
the manufacturer . E l d e r l y patient s
and thos e wit h chroni c resp/rator y
Insu f f i c i e n c y appea r t o hav * bee n
particularly a t risk , an d l/ i three
cases th e concurren t administratio n
of drug s wit h respirator y d/epressan t
effects. suc h a s peth/din e o r
fentanyl, ma y hav e co n tr I ou/f ed t o th e
adverse reaction.

The mldazola m preparatio n currentl y
a v a i l a b l e I s approximatel y twic e a s
potent a s dlazepam . A n a d d i t i o n a l
preparation o f midazolam , containin g
10 m g I n 5  ml (a s opposed t o 1 0 mg t n
2 m l o f th e presen t form) , I s t o b e
made a v a i l a b l e t o / enable easie r
I n d i v i d u a l tltratlo n rof dosages. Th e
new pac k w i l l b e /large r tha n th e
o r i g i n a l an d dlffereA t I n colour.

It I s hope d tha t fhes e measure s w i l l
prevent furthe r case s o f respirator y
depression wit h /thi s drug , bu t an y
that d o occu r sfto u I d b e reporte d t o
us.

ACTIFED SYRUP / AND HALLUCINATION S I N
CHILDREN

We hav e receive d 2 0 report s o f
hallucinations i n youn g childre n wh o
have bee n gflve n Ac t I ted Syrup , usu a l l y
for the symptomati c treatment of nasa l
congestion/ du e t o uppe r respirator y
infection/. Sixtee n o f thes e report s
were made f d u r i n g 1984.

The ha/llucination s wer e unpleasan t
(for exampl e c r a w l i n g Insects ) an d i n
cases An w h i c h a  secon d dos e was g i v e n
they ff-ecurred . The y see m l i k e l y t o
have/been cause d b y th e A c t i f e d Syru p
rather tha n b y fever .

Doc/tors ar e aske d t o repor t suc h
reactions t o A c t i f e d Syru p o r an y
oyher nasa l decongestant .

ATRACURIUM BESYLATE

A numbe r of suspected adverse
to th e muscl e relaxan t atrac u
been reporte d to the CSM.

lum

In man y case s onl y cut/a n ecus erythem a
h.»s occurre d bu t 27ypatlent s s u f f e r e d
ei ther bronchoso^s m ,  o r a  f u l l y
deve loped anaphy f ac to Id react ion . o t
these patient* , 4  deve lope d ca rd ia c
arrest fromy*hlc h the y wer e s u c e s s f u l l y
r esusc 11a/red.

Anaesthet is ts ar e pa r t i cu la r l y aske d
t o/ repor t advers e react ion s t o
I'rracur I urn.

DEATH WIT H OEXTROPROPOXYPHEN E

Dur ing norma l therapeut i c use ,
dextropropoxyphene I s ra re l y a s s o c i a t e d
w i t h ser iou s advers e e f f ec t s . Howeve r ,
when th e therapeuti c dos e I s exceede d
the dru g I s ext remel y dangerous ,
par t icu lar ly I n comb ina t io n w i t h
a lcoho l , an d dext ropropoxyphen e I s th e
commonest reporte d caus e o f drug -
Induced death .

Oext ropropoxy phene
po i son ing . E n g l a n d
• Note) .

Deaths
400

related
and W a les.

set f-
(See

300

200

ioq

PrescrIpt I ons
(ml I  I Ions)

74 7 5 7 6 77 78 7 9 8 0 8 1 8 2 8 3

Number o f death s (Englan d an d
Wa I as).

| Numbe r o f NHS(GP ) prescr ip t ion s
for dex t ropropoxyphen e ' "

/ m I I  I Ions.
/•Note: th e death s figure s I n c l u d e al l mention s o f dextropropoxyphene .
Irrespective o f whethe r othe r drug s wer e taken . The y ma y therfor e I n c l u d e
cases where other factors had an Importan t bearin g o n the death.



T h e f o r m u l a t i o n s p r i n c i p a l l y I n v o l v e d
are combine d product s conta in in g bot h
dextropropoxyphone an d paracetamo l
(eg, O l s t a l g e s l c , C o s a l g e s l c ) . Th e
tox ic e f f e c t s o f paracetamo l ar e o f
lesser Importanc e no w tha t s p e c i f i c
methods o f treatmen t w i t h me th lon ln e
or ace ty Icys te In e ar e a v a i l a b l e , an d
p r o v i d e d the y ar e g i v e n w i t h 1 0 an d 1 2
hours Ingest lon . Dex t rop ropoxyphene ,
however, cause s resp i ra tor y depress io n
In overdosag e an d f a t a l apnoe a ma y
occur w i t h i n a n hou r o f
admin is t rat ion. Indeed , mos t case s o f
f a t a l po i son in g d i e be fo r e the y reac h
hosp i ta l , an d resp i ra tor y d e p r e s s i o n
Is pa r t i cu la r l y l i ke l y t o occu r wher e
the dru g I s take n w i t h a l c o h o l .

The respi rator y d e p r e s s i o n cause d b y
dext ropropoxyphene ca n b e reverse d b y
In t ravenous a d m i n i s t r a t i o n o f th e
op ia te antagonis t naloxone , al thoug h
repeated dose s (o r a  cont inuou s
Intravenous I n f u s i o n ) ma y b e necessar y
to ensur e comple t e recovery . I n a n
emergency, an d whe n n a l o x o n e I s
u n a v a i l a b l e , a r t i f i c i a l r e s p i r a t i o n
can b e I I f e - s a v I n g .

In th e ligh t o f th e curren t e v i d e n c e
o f s a f e t y an d e f f i c a c y dextropro -
poxyphene s h o u l d rema i n a v a i l a b l e a s a
l i censed product . W e hope , however ,
that whe n p resc r i b i n g .  dextropro -
poxyphene preparations , doctor s w i l l
consider th e f o l l o w i n g precautionar y
measures:

RESTRICT th e numbe r o f tablet s
prescr ibed a t an y on e t im e t o th e
s m a l l e s t quant i t y necessar y fo r
the conditio n bein g treated .

A V O I D p r e s c r i b i n g dextropro -
poxyphene-conta in I ng m e d i c i n es fo r
pat ients wh o are b e l i e v e d t o b e a t
r i sk o f s e I f - p o I son 1ng, o r fo r
those w i t h a  h i s to r y o f a l c o h o l i c
a buse.

A D V I S E p a t i e n t s tha t th e tab le t s
are onl y fo r thei r use ; tha t th e
dosage mus t no t b e exceeded ; tha t
the dru g ca n b e ex t reme l y
dangerous I f take n w i t h alcoho l o r
CMS depressan ts ; an d tha t unwan te d
t ab l e t s shoul d b e destroyed .

INFORM p a t i e n t s tha t the y shou l d
be g i v e n a  pa t ien t I n fo rma t i o n
l e a f l e t b y th e d i s p e n s i n g
pha rmac i s t an d shou l d as k fo r on e
If I t I s no t o f f e r e d .

Because o f thei r p a r t i c u l a r k n o w l e d g e
o f I n d i v i d u a l an d f a m l l y c i rcumstance s
we b e l i e v e tha t genera l p rac t i t ioner s
may b e ab l e t o mak e a  s p e c i a l
cont r ibu t ion t o reducin g th e deat h
tol I  fro m overdosag e w i t h th i s drug .

ELECTRONIC
REACTIONS

REPORTING Or ADV(

The CS M recent ly bega n a  p  I I ot^ro ject
I nves t i ga t i ng th e feaslbj^t y o f
doctors reportin g advers e reaction s t o
a cent ra l compute r us ] off v i e w - d a t a
equipment . Doctor s pa«ric I pat I ng i n
the pi lo t ar e abl e tgvsubntl t advers e
react ions report s or^Ken d message s t o
the CSM , t o receiv e genera l o r
personal messages^pro m th e CS M and t o
obta in informatJV n abou t advers e dru g
react ions fro^^th e CSM' s dat a base .
Any docto r *J K ha s acces s t o Prestel -
I Inked vtet^dat a equ ipmen t I s ab l e t o
participate I n th e p i lo t an d Inc idental
expense^FwI I I me t by the CSM . I f yo u
would^FIke t o tak e par t p leas e phon e
"PRESUME COMMITTE E O N S A F E T Y O F
MEDICINES" o r w r i t e t o Mr s P . Scoula r
ai^the addres s be lo w t o ob ta i n mor e
^mforma 11 on.

Issued by : Committe e o n S a f e t y o f Medlclnei , Marke t T o w e r s , 1  N in e E l m s Lane ,
London SW 8 5N Q s
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Annex 1 List of currently approved products containing dextropropoxyphen e

Product Name
PL 00006/5068 R
Doloxene capsules lOOm g
PL 00006/5000 R
Distalgesic Co-proxamo l
tablets
PL 00142/018 7

Co-proxamol tablet s

PL 00142/029 8
Co-proxamol tablets

PL 00152/025 5
Co-proxamol tablets

300mg/30mg
PL 04483/004 3

Co-proxamol
tablets BP 32.5mg/325mg
PL 04543/031 0

Co-proxamol tablets
BP 325mg/32.5mg
PL 12724/000 3

Co-proxamol tablets
PL 17780/006 6 

Co-proxamol
tablets 325mg/32.5mg
PL 06809/018 4

Co-
proxamol tablets BP
PL 16363/003 3

Co-proxamol
tablets BP 32.5mg/325mg
PL 18909/002 0

Co-
proxamol tablets
PL 00211/001 4
Coproxamol tablets
PL 04077/017 4

Co-proxamol
BP tablets 325mg/32.5mg
PL 04416/020 5

Co-proxamol tablets
BP 32.5/325mg
PL 04569/014 7

Co-proxamol
tablets

PL 06809/007 0
Co-

proxamol tablets BP
PL 19477/0011
Distalgesic tablet s

Active Description
Dextropropoxyphene
napsylate lOOm g
Dextropropoxyphene HC1
32.5mg/ paracetamol 325mg

Dextropropoxyphene HC1
32.5mgV paracetamol 325mg

Dextropropoxyphene HC1
32.5mg/ paracetamol 325mg

Dextropropoxyphene HC1
32.5mg/ paracetamol 325m g

Dextropropoxyphene HC1
32. 5mg/ paracetamol 325mg

Dextropropoxyphene HC1
32. 5mg/ paracetamol 325mg

Dextropropoxyphene HC1
32.5mgV paracetamol 325m g

Dextropropoxyphene HC1
32.5mg/ paracetamol 325m g

Dextropropoxyphene HC1
32.5mgV paracetamol 325m g

Dextropropoxyphene HC1
32.5mgV paracetamol 325m g

Dextropropoxyphene HC1
32.5mg/ paracetamol 325mg

Dextropropoxyphene HC1
32.5mgV paracetamol 325m g
Dextropropoxyphene HC1
32.5mg/ paracetamol 325m g

Dextropropoxyphene HC1
32. 5mg/ paracetamo l 325m g

Dextropropoxyphene HC1
32.5mgV paracetamol 325mg

Dextropropoxyphene HC1
32. 5mg/ paracetamo l 325m g

Dextropropoxyphene HC1
32.5mgV paracetamol 325mg

Licence Holder Date of grant
14/8/1980

5/9/1980-
will expire Marc h
2004 -see P L
19477/0011
9/8/1984

27/6/1989

26/5/1987

29/8/1997

25/1/1991

17/10/1994

11/9/2001

27/6/2002

7/9/2001

6/9/2002

10/2/1993

24/9/1998

7/7/1992

28/8/1986

20/11/1990

30/9/2003

Pack sizes
100 capsules

100 tablets

20, 21, 25, 28, 30,
32, 50, 56, 60, 84,
100, 112 tablets
20, 21, 25, 28, 30,
32, 50, 56, 60, 84,
100, 112 tablets
100 tablets

100 tablets

30, 100 tablets

30, 100, 250, 500,
1000 tablet s

28, 30, 42, 56,
100 tablets

10, 20, 30, 40, 50,
60, 70, 80, 90,
100 tablets
10, 20, 30, 40, 50,
60, 70, 80, 90,
100 tablets
30, 100 tablets

100 tablets

30, 100 tablets

100 tablets

5, 7, 10, 14, 15,
20, 21, 25, 28, 30,
56, 60, 84, 90,
100, 112, 120,
168, 180 tablets
10, 20, 30, 40, 50,
60, 70, 80, 90,
100 tablets
100 tablets
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Co-proxamol and suicide: a study of national mortality
statistics and loca l non-fata l sel f poisonings
Keith Hawton, Sue Simkin, Jonathan Decks
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Abstract
Objectives To examine the incidence of suicides due
to co-proxamol compared wit h tricyclic
antidepressants an d paracetamol, and to compare
fatality rates for self poisonings wit h these drugs.
Design Analysis of routinely collected national and
local data on suicides and self poisonings .
Setting Records of suicides in England and Wales
1997-9; non-fatal self poisonings in Oxford District
1997-9.
Data sources Office for National Statistics and
Oxford monitoring system for attempted suicide.
Main outcome measures Incidence of suicides with
co-proxamol o r tricyclic antidepressants o r
paracetamol Ratios of fatal to non-fatal self
poisonings.
Results Co-proxamol alone accounted for 5% of all
suicides. Of 4162 drug related suicides. 18% (766)
involved co-proxamol alone , 22% (927) tricyclic
antidepressants alone , and 9% (368) paracetamol
alone. A higher proportion o f suicides in die 10-24
year age group were due to co-proxamol than in the
other age groups. The odds of dying after overdose
with co-proxamol wa s 2.3 times (95% confidence
interval 2.1 to 2.5) that for tricydic antidepressants
and 28.1 times (24.9 to 32.9) that for paracetamol.
Conclusions Self poisoning with co-proxamol is
particularly dangerous and contributes substantially
to drug related suicides. Restricting availability of
co-proxamol could have an important role in suicide
prevention.

Introduction
Restriction of availability of means for suicide is a key
strategy for prevention of suicide.1" This approach has
t>een shown to be effectiv e by the reduction in deaths
after recen t U K legislation that reduce d pac k sizes of
analgesics'1 and previous restriction of prescribing toxic
sedatives.'

Co-proxamol i s a prescription only analgesic that
combines paracetamol and dextropropoxyphenc. Res-
piratory depression and consequent death may occur
with overdose due to ingcstion of excessive dcxtropro-
poxyphcnc.'"' Concer n abou t ih y numbe r o f suc h
deaths was expressed i n the BMJ as long ago as I980. ;

We compare d th e number s o f suicide s fro m
poisoning 'with co-proxamol, paracetamol, and tricycli c

33

antidepressants (these being relatively common meth-
ods i n poisonin g suicides ) in England and Wales . We
also compare d fata l an d non-fata l sel f poisonings t o
estimate th e relativ e fatalit y o f overdose s wit h thes e
three drugs.

Methods
Mortality data—W e obtained data fro m th e Offic e fo r
National Statistics on deadis i n people age d 1 0 years
and over in England and Wales for 1997-9. We consid-
ered those deadis that involved drugs and medicines in
which a  verdic t o f suicide (international classificatio n
of diseases , nind i revision , codes E950.0-E959.5 ) o r
undetermined caus e (code s E980.0-E989.5 ) wa s
recorded. Deadis involving co-proxamol, paracetamol,
or tricycli c antidepressants wer e identified by search-
ing for all variants of description of these drugs in the
textual fields for cause of death.

Non-fatal sel f poisonings—Non-fatal sel f poisonings
widi co-proxamol, paracetamol or tricydic antidepres-
sants alon e fo r 1997- 9 wer e identifie d throug h th e
Oxford monitoring system for attempted suicide." This
records al l presentation s t o th e genera l hospita l i n
Oxford o f deliberate sel f harm . The comprehensive -
ness an d reliabilit y o f di e dat a ha s previousl y been
shown.9 The pattern of drugs used for self poisoning in
the Oxford area is similar to dial seen elsewhere.' "

Statistical analyses—We used Poisson regressio n t o
compute estimates, confidence intervals, and compari-
son of death rates and presentation rate s according to
drug, age, and sex. Odds ratios for the relative lethality
of different drug s were calculated by computing ratios
of relative death rates to relative non-fatal presentation
rates. Confidenc e interval s fo r relativ e lethality wer e
calculated wit h Mont e Carlo methods . We used Stat a
release 7. 0 (StataCorp, College Station, TX, USA) for
the analyses.

Results
In Englan d and Wale s i n 1997-9 , 15299 deaths were
recorded a s suicides or open verdicts . Of diesc . 4 1(52
(27%) were drug related (such as self poisoning). There
were more drug related deaths in men than in women,
although ; t higher proportion o f wome n wh o kille d
themselves did s o b y self poisoning (183.ri/H7(i'2 ( I ' . > • % • )
i' 2H27/11 :'>37 (20%) in men).

HMJ VOI. 1 MK. T.'li II I MAY •,1m:« l.n,,,.„. ,



Papers

Deaths due to self poisoning with co-proxamo l
There wer e 7(i( > deaths du e t o poisonin g wit h
co-proxamol alone during the three yea r period (25 5
per year , 95% confidence interval 23 8 t o 274). These
comprised 18 % of all drug related deaths (table 1 ) and
5% o f al l suicides . Afte r tricycli c amidepressant s
co-proxamol was the second mos t common prescribed
drug use d fo r suicide . More co-proxamol poisonin g
deaths occurre d i n me n tha n i n wome n (P=0.0l) .
Although th e tota l number s of deaths increased wit h
age, the proportion due to co-proxamol poisoning was
significantly highe r (24%) in 10-2 4 year-olds (P=0.01).
In addition , ther e wer e 17 1 death s i n whic h
co-proxamol was used wit h another drug .

Comparison wit h deaths due to tricyclic
antidepressants an d paracetamol
There were an averag e 30 9 (289 to 330) death s pe r
year du e t o tricycli c antidepressant s alone . Thes e
deaths comprised 22% of all drug related suicides, sig-
nificantly mor e tha n fo r co-proxamo l alon e
(P< 0.001) . Compared wit h men , women were mor e
likely to use tricyclics than co-proxamol (P=0.02) . Use
of tricyclic s was similar across age groups (P=0.07) . In
270 deaths tricyclics were taken with other drugs .

An average 123 (110 to 136 ) deaths pe r yea r were
due to paracetamol alone, and thi s comprised 9 % of all
drug relate d death s (tabl e 1) . Compared wit h men ,
women wer e mor e likel y t o us e paracetamo l tha t
co-proxamol (l >=().()2). an d it s us e increase d mor e
clearly with age (!' < 0.001). In 12 8 deaths paracetamol
was taken with oilier drugs.

Fatal and non-fatal self poisoning s
Table 2  gives deiail s o f annua l number s of non-fata l
self poisonings. Non-fatal tricycli c antidepressant and
paracetamol overdoses presente d 2. 7 (2.1 to 3.6) times
and 13. 5 (10.7 to 17.0 ) times mor e frequentl y tha n
non-fatal co-proxamol overdoses, respectively.

Comparison o f ratio s o f deat h an d non-fata l
presentations suggests tha t the odds tha t an overdos e
will be fata l wit h co-proxamol i s 2.3 (2.1 to 2.5) times
higher tha n fo r tricycli c overdose s an d 28. 1 (24.9 t o
32.9) times higher than for paracetamol overdoses .

Discussion
In Englan d and Wale s co-proxamol is the second mos t
common prescribe d dru g tha i peopl e use to commit
suicide and i s used a s th e sol e method i n 18 % of al l
drug related suicides for 1997- 9 and 5 % of all total sui-
cides. Comparison with non-fata l poisoning s indicates
that overdoses ol co-proxamol are more likely to result
in death than overdoses with tricyclic antidepressant or
paracetamol. Death ca n resul t fro m a n overdose wit h
relatively fe w tablets , especially when alcoho l i s als o
taken.''" Given earlier concerns about deaths from poi-

Table 1  Detail s of suicides by co-proxamol. tricyclic antidepressanis. and paracetamol.
England and Wales. 1997-9. Figures are numbers of suicides (percentage of al l drug
related suicides in age group), unless staled otherwise

Male

Age (years) :

10-24

25-34

35-54

ass
Total

Female

Age (years) :

10-24

25-34

35-S4

£55
Total

Total

Age (years) :

10-24
25-34

35-54

255
Total

[

Co-proiamol alone

55 (23.8)

112(19.2)

155 (15.8)

97 (18.1 )

419 (18.0 )

42 (25.3 )

45 (14.6)

118(17.2)

142(21.1)

34? (18.9 )

97 (2 4 4)
157(17.6)

273 (16.4 )

239 (19.8)

766 (184)

Into,! used lor sell poiso n

Tricytlic
antidepressants alon e

53 (22 9)

115(19.8)

221 (22.6)

63(11.8)

452 (19.4)

51 (30.7)

72 (23.4)

176(25.6)

176(26.2)

475 (25.9)

104 (26.2)

187(21.0)

397 (23.8)

239 (19.8)

927 (22.3)

lag

Paracetamol alone

8 (3.5)

29 (5.0)
77 (7.9 )
59(11.0)

173 (7.4)

13 (7.8)
29 (9.4 )

75 (10.9)

78(11.6)

195 (10.6)

21 (5.3 )

58 (6.5)
152 (9.1)
137(11.3)

368 (8.8)

All drug related
suicides plus open

verdicts

231
582
978
536

2327

166
308
688
673

1835

397
890

1666

1209

4162

soning wit h t o co-proxamol' ' th e absence of specifi c
initiatives t o tr y t o reduc e the m i s surprisin g an d
should now be addressed. '

Factors t o b e considere d i n tacklin g this problem
are tha i co-proxamo l i s a  prescriptio n onl y drug ,
patients with pain already have an increased risk of sui-
cide," '" ' the risk of self poisoning is not restricted to the
person for whom the drug i s prescribed," and , as with
paracetamol." availabilit y withi n a  househol d ma y be
an influentia l factor , especially in impulsiv e overdoses .
Also, while co-proxamo l i s regarded a s an importan t
analgesic.1" "' a systematic review has shown that it is no
more effectiv e tha n paracetamo l for short term relie f
of pain.';

Reducing the availabilit y of drugs used fo r suicide
can resul t in a reductions in deaths,1' and availability of
co-proxamol shoul d be restricted . Clinician s must be
informed abou t the risk s of overdose o f co-proxamol ,
both fo r their patient s an d other s i n the household ,
and larg e quantities should not be prescribed withou t
good reason. Patient s should be instructed to dispose
of unwante d supplies . Finally , clinician s shoul d
consider whether there ar c othe r equally effective but
less dangerous methods of pain relief , such as combin-
ing a  safe r analgesi c wit h a n opiat e whil e maxima l
relief is required.

We thank Al.t n li.ik a o f th e OUk i lo r Nationa l Statistics , and
Liz Bale . Aliso n Bond , an d tin - stall o f th e Departmen t o l
I'sycliolcijjiial NU-d k ini1. John R.iddill c Hospital .

Table 2  Compariso n o f number s (95% confidence intervals) o f dru g relate d suicides an d undetermined deaths i n Englan d and Wale s
with non-fatal self poisonin g in Oxford . 1997-9 . lor co-proxamol . paracetamol , and incychc antldepressants (use d alone). Odd s ratio s
shown with 95% confidence intervals

Deaths m England and Wales/year

Non-latai sel l poisonings m  0<tord/yea>

Odds ratio lo r relativ e leihaMy compare d wit h paracetamol

Odds rati o loi relativ e letnatn v compare d witn incyclics

Co-proiarnol

255 (238 to 274)
26 (2 1 t o 33 )

281 (24910329 )

2.3 ( 2 1  to 2  5)

Tricyclic antidepressanl s

309 (289~to" J30)

_ _ _ _
123 (1 1 5 t o 132)

Paracetamol

123 (HO t o 1361
~356 J33 5 io 378) "

1.0
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What is already known on this topic
Co-proxamol is dangerous in overdose

Restricting availability of specific means of suicide
can reduce deaths

What this study add s
Fatal overdoses due to co-proxamol are the
second most frequent means of suicide with
prescribed drugs in England and Vfole s

The risk of death associated with co-proxamol
overdose seems to be higher than for either
trie/die antidepressants or paracetamol
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Association between antidepressant prescribin g an d
suicide in Australia, 1991-2000: trend analysis
Wayne D Hall, Andrea Mant, Philip B Mitchell, Valerie A Rendle, Ian B Hickie, Peter McManus

Abstract
Objective To examine the association between trends
in antidepressant prescribin g and suicide rates in
Australia for 1991-2000 .
Design Analysis of databases of suicide and rates of
antidepressant prescribing according to age and sex.
Setting Australian Bureau of Statistics data, sales data
from th e Australian pharmaceutical industry,
prescribing data in general practice.
Subjects Me n and women aged 1 5 years and over in
10 year age groups.
Main outcome measures Trends in suicide rates and
trends in amidcpressam prescribing. Association
measured by Spearman's ran k correlations .
Results While overall national rates of suicide did not
fall significantly , incidence decreased i n older men
and women and increased in younger adults. In both
men (r.= - 0.91: P < 0.01) and women (r.= - 0.76 ;
P< 0.05) the higher the exposure to antidepressant s
the larger the decline in rate of suicide.
Conclusions Changes in suicide rales and exposure
10 antidepressants in Australia for 1991-200 0 ar e
significantly associated. This effect i s most apparent in
older age groups, in which rates of suicide decreased
substantially in association with exposure 10

antidepressants. Th e increase in antidepressan t
prescribing may be a proxy marker for improved
overall management of depression. If so, increased
prescribing of selective serotonin reuptake inhibitor s
in general practice may have produced a quantifiable
benefit in population menta l health .

Introduction
In many developed countrie s the number of prescrip-
tions for antidepressants increase d steepl y during the
1990s, afte r th e introductio n of selectiv e serotoni n
reuptake inhibitors (SSRIs).'*4 In some countries, such
as Swede n an d Hungary , th e increase d rat e o f
prescribing coincided wit h fall in the suicide rate.1"4

We examined the association between antidepres -
sant prescribin g i n Australi a an d change s i n rates of
suicide fo r 1991-2000 . W e analysed difference s i n
suicide trends between men an d wome n in differen t
age groups to assess whether age and se x rates in sui-
cide wer e relate d t o exposur e t o antidepressan t
medication, or to a change in that exposure over time.

Methods
We use d a  quasi-cx|xrriinenta l approac h t o analys e
associations using prospectivcly collected data sets.'4 We
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Middle-Aged Men—A Risk Category Regarding Fatal Poisoning Due
to Dextropropoxyphene and Alcohol in Combination
Ulf Jonasson, B.S.,* Birgitta Jonasson, Ph.D.,t and Tom Saldeen, M.D., Ph.D.,1"1

*The Nordic School of Public Health, SE-402 42 Gothenburg, Sweden; and ^Departmen t of Surgical Sciences I Forensic Medicine,
University of Uppsala, SE-752 37 Uppsala, Sweden

Background. Dextropropoxyphene (DXP) toxicity is
highly potentiated by alcohol and the aim of this study
was to determine the characteristics of non-suicidal
deceased with simultaneous occurrence of alcohol and
DXP in the blood.

Methods. The investigated population was based on
the total medico-legal autopsy material in Sweden dur-
ing the year s 1992-1996. Toxicological analyses an d
death certificates were examined.

Results. Simultaneous occurrence of DXP and alco-
hol was detected in 425 cases. The mean blood alcohol
concentration was 0.14%. One-third had a blood alcohol
concentration >;0.20% and 42%, <0.1%. The majority of
the cases were found between the ages 30 and 59 years;,
71% were male and 29% were female. Notes on alcohol-
ism were found in 16% of the cases.

Conclusion. Middle-aged, habitual or social-drinking
men, on medication for pain, are most prone to combine
DXP and alcohol and are most vulnerable to be victims
of accidental poisoning due to the combination of DXP
and alcohol. We propose strict regulations in prescrip-
tion, or even a ban on prescription of DXP, and that
physicians in the meantime pay extra attention to this
risk category of patients and make sure that the patient
is well informed of the life-threatening risks of simulta-
neous Use O f DXP an d alcohol . O  ZOOO American Health Founda-
tion and Academic Press

Key Words : dextropropoxyphene; alcohol; fatal poi -
soning.

INTRODUCTION

Dextropropoxyphene (DXP ) is on e o f the mos t fre-
quently prescribe d analgesi c compound s i n Sweden.
The prevalence of DXP among medico-legal autopsie s

1 To whom correspondenc e and reprin t request s shoul d b e ad -
dressed at Department of Forensic Medicine, University of Uppsala,
Dag Hammarskjolds vag 17 , SE-752 37 Uppsala, Sweden . Fax: 46-
18-55-90-53. E-mail : tom.saldeen@rattsmed.uu.se.

has increased during the 1990s [1] and the rate of fatal
DXP poisoning is constantly high in Sweden [2],

The potentiatio n o f DXP after intake o f alcohol i s
substantiated by different studies . Young and Lawson
[3] showed that there is a high risk of death if 20 or
more Distalgesic tablets, each containing 32.5 mg DXP
and 32 5 mg paracetamol, ar e take n simultaneousl y
with alcohol, while Whittington [4] showed that as few
as 6  to 1 5 tablets coul d lead to lethal consequence s
when potentiated b y alcohol.

It has been shown that the high availability of DXP
makes it a frequently chosen drug among drug addicts,
either for potentiating th e effect s o f alcohol and other
drugs or as a substitute o n withdrawal {5,6 } and that
young people often mi x alcohol and analgesic s to po-
tentiate the alcohol effects, and as they are ignorant of
the high toxicity of DXP this leads to accidental fatalit -
ies [7,8] ,

The aim of this study was to determine the character -
istics of non-suicidal deceased with simultaneous occur-
rence of alcohol and DXP in the total medico-legal au-
topsy material in Sweden during the years 1992 to 1996
and t o test the hypothese s tha t th e majorit y of the
deceased belong to a drug abuse population an d that
they typically are represented b y young people.

MATERIALS AND METHODS

Sweden is divided into six forensic medicine districts.
Blood samples taken by the si x departments ar e ana -
lyzed a t th e governmenta l laboratory . Accordin g to
Swedish routines blood samples are taken in a majority
of the forensic cases (> 90%). Mostly, screening for alco-
hol and medica l drugfe i s ordered.

The investigated population was based on all 8.7 mil-
lion inhabitants in Sweden. The requirement for inclu-
sion in the study were that DXP was found in peripheral
blood, that a blood alcohol concentration (BAG) >0.01 %
was found, and that death was not classified as suicide.

103 0091-7435/0 0 $35.00
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The death certificates were analyzed concerning alco-
holism, drug addiction, mental problems , somatic ill-
ness, and cause and manner of death.

Statistical Methods
Means and 95% confidence intervals (CD were calcu-

lated, and difference s wer e considered significan t a t
the 5 % level when CI in two separate groups did no t
overlap. The  ̂tes t was also employed for comparison,
using a significance level of 0.05.

Ethical Considerations
Permission fo r the study was received from the Ethi-

cal Committee at Uppsala University.

RESULTS

DXP was foun d i n the bloo d in 1,78 2 (7.5% ) of th e
23,681 blood sample s analyze d a t th e governmenta l
laboratory during 1992-1996. In 766 (43%) cases death
was classified a s suicide; they were excluded. Alcohol
was found in 425 (42%) of the remainin g 1,016 cases .
Seventy-one percent were male and 29%, female. Al-
most half of the cases (47%) were found in the two last
years (1995-1996).

In 2 2 of the 42 5 cases n o measurable alcoho l wa s
found in the blood, but only in the urine, and the BAC
analyses wer e therefore based o n the remainin g 40 3
cases. The mean BAC was 0.14% (range 0. 01-0.48%).
No significant differences i n BAC were found between
men and women. The highest mean BAC (0.18%) was
found in the age-group 40-49 years. Table 1 shows the
distribution o f cases accordin g to BAC. In 16 9 cases
(42%) BAC was <0.1% , while 43 cases (10.7%) had a
BAC of >0.3% (Table 1).

The cause of death was classified a s fatal poisoning,
where DXP caused or contributed to death, in 220 (52%)
of the deceased. The manner of death among the case s

TABLE 1
The Distribution of Cases with Simultaneous Occurrence of DXP

and Alcohol , by Blood Alcohol Concentration (BAC)

BAC n  %

0.00-0.05
0.05-0.10
0.10-0.15
0.15-0.20
0.20-0.25
0.25-0.30
0.30-0.35
0.35-0.40
0.40-0.45
0.45-0.50

117
52
50
51
55
35
24
13
3
3

403

29
13
12.5
12.5
13.5
9
6
3.1
0.7
0.7

100

classified as fatal poisoning was accidental in 26 cases
(12%) and undetermined in 194 (88%). Among the 205
(48%) cases not classified as fatal poisoning the cause s
of death were distributed as follows: 83 (19.5%) natural,
25 (6% ) chronic alcoholism , an d 9 7 (22.5% ) othe r
injuries.

The mean age of the 425 cases was 50 years (range
18-97 years) . As seen in Fig. I the majority of the cases
(59%) were found between the ages of 30 and 59 years
(Fig. 1). Among cases classified as fatal poisonings 71%
were found in the ages of 30 and 59 years.

The mean blood DXP concentration was 1.2 Atg/g (the
blood level of DXP after a therapeutic dose is 0.05-0.75
/*g/g). Among the fatal poisoning cases the mean DXP
concentration was 2 ftg/g compared with 0.4 fig/g among
the cases not classified a s fatal poisoning .

Notes on alcoholism were found in 69 (16%) and drug
addiction in 34 (8%) of the 425 death certificates, an d
of these 13 (3%) were denoted as both alcoholics an d
drug addicts. Eighteen percent of the males were alco-
holics and 9% drug addicts. The corresponding figures
for female s were 11 and 6%; the difference s wer e not
significant. Somati c illness was reported i n 53 case s
(12%), whil e mental problems , including depression ,
were denoted in only 5 cases (1%).

DISCUSSION

Before commenting on the main findings of our study
attention should be drawn to the conceivable invalidity
of the suicid e classification a s an exclusion criterion .
According to ICD-9 [9] the manner of death should be
classified a s undetermined i n cases o f fatal poisonin g
when the certifying physician is uncertain of the intent
of the deceased person. Thus, in our study some of the
cases classified as undetermined would be expected to
be suicides .

However, we concluded from previous studies that
among the DXP fatalities during the now studied period
suicides, som e were probably over-reported and acci -
dents wer e probably under-reported [10,11] , which is
why we assume the majority of the DXP fatalities classi-
fied as undetermined to be accidental rather than sui-
cidal. This assumption may be supported by the low
prevalence (1% ) of reporte d menta l problem s (sub -
stance use disorders excluded ) found in the study .

The hypothesis that the majority of the deceased be-
long to a drug addict population (alcoholics included)
was not confirmed. Only 69 (16%) of the 425 cases were
denoted in the death certificat e as alcoholics/drug ad-
dicts. Although there is reason to suspect underratin g
of alcoholism in the deat h certificates [12], there was
no evidence to suggest that the majority of the deceased
were part of a drug abuse population.

As many as 169 (42%) of the 403 analyzed cases had
a BAC <0.1% (29% < 0.05%) , and of these 12.5% were
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FIG. 1 . Th e age distribution of males and females with both DXP and alcohol in the blood , n =  425 .

classified as alcoholics and 10% as drug addicts indicat-
ing that the majority of these were "normal" drinkers,
without a developed alcohol tolerance. We hypothesize
that these persons mixe d DXP and alcohol when they
were in pain, which might be supported by the 83 cases
classified as natural deaths, or when they were in situa-
tions where it was common to use alcohol. This hypothe-
sis needs to be affirmed, preferably among patients who
are on DXP medication.

Neither wa s the hypothesi s tha t preferabl y young
people die of mixing DXP and alcoho l supported by the
result. Th e fac t tha t th e majorit y (71% ) of the fata l
poisoning cases were between 30 and 59 years old shows
that dying of the combination of DXP and alcohol is not
typically found among young people, but among middle-
aged men (71% were male).

• Swedish sale statistics have shown that the prescrip -
tion rate of DXP increases with increasing ag e [13] . In
1996, for instance, the DD D of DXP increased from 1.9
in the age group 20-29 years, to 8.3 at age s 40-49
years, and to 39.2 in the group 70-79 years. Further,
the prescription rat e was higher for women in all age
groups. Thus deaths among middle-aged men were ov-
errepresented in relation t o prescription rate .

An increase in cases combining DXP and alcohol was
observed among medico-legal autopsies durin g th e 5-
year period 1992-1996 . Hal f o f the 42 5 cases (47%)
were found durin g the las t 2 years o f this period and
more than half (52%) of the decease d died from fatal
poisoning, indicating an incidence of more than 40 acci-
dental DXP poisonings/year.

The alcoho l consumption in Swede n is amon g th e
lowest in the European Union (EU). The general drink-
ing pattern, however, which is characterized b y a heavy
consumption occasionally (compared with the patter n
ir« southern Europe with its frequen t bu t low consump-
tion), constitute s a  hig h ris k whe n i t come s to fata l
poisoning cause d b y th e combinatio n o f alcohol an d
other drugs .

We have earlier recognized the need'of strict regula-
tions in the prescription of DXP, in order to decrease the
constantly high rate of fatal DXP poisoning in Sweden

[1,10], and the presen t stud y furthe r support s these
suggestions. No official recommendations have been is-
sued from medical or governmental authorities in Swe-
den about DX P prescription. However, some sporadi c
warnings hav e been made by individual clinicians . As
early as in 1976 Gunne et al. recommended that Swed-
ish physicians shoul d prescribe onl y small amounts of
DXP preparations, to avoid prescribing this drug to risk
patients (alcoholics an d drug abusers), an d that they
should inform the patients of the risks of simultaneous
intake o f alcohol [14} .

In the public drug information compendium [15] th e
presentation o f DXP preparations include s a  warnin g
against usin g the dru g whil e under th e influenc e of
alcohol or sedatives. In the corresponding drug compen-
dium fo r physicians [16 ] th e informatio n o n all DXP
preparations include s a  warnin g against prescribing
the drug to alcoholics or drug addicts .

The increasing rate o f simultaneous occurrenc e of
alcohol and DXP shown in our study demonstrates that
warnings t o patients and recommendations t o physi -
cians are not sufficient to lead to any decrease in death
rates due to simultaneous poisoning with alcohol and
DXP.

One explanation i s probably the difficult y i n identi -
fying risk patients. It is a fact that physicians in general
medicine o r primar y car e seldo m ask thei r patient s
about their alcoho l consumption [17] , that the physi -
cians in general under-estimate th e alcoho l habits of
their patients [18], and that most heavily drinking per-
sons attending public medical service units are "hidden"
and must be identified through special screening meth-
ods [19] .

We also suggest that many doctors fail to emphasize
strongly enough the risk of simultaneous consumption
of alcoho l to thei r patient s whe n prescribin g a  DXP ^
preparation, perhap s o n accoun t o f the doctor' s own
lack of knowledge of the life-threatenin g risk s of such
combinations.

Doctors probably also overestimate the patients' pos-
sibility o f calculatin g th e risk s themselve s whe n i t
comes to combinations of different drug s with alcohol.

m 4- 5
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Although there is a warning in the information give n
to the patient at the pharmacy, this does not seem to
be sufficientl y alarmin g to make th e patien t abstain
from taking alcoho l while unde r treatmen t wit h th e
DXP preparation.

In th e absenc e of strict regulations in prescription
from the authorities it shoul d b e the responsibility of
the physicians before prescribing DXP to ask the pa -
tient straightforwardly whethe r he or she uses alcohol,
to describe the life-threatenin g risks of simultaneous
intake of alcohol, and to actually ask the patient if he
or she i s willing to abstain from alcohol durin g th e
treatment with DXP. If the patient seems to be unsure
or negative about being abstinent the physician should
consider a less risky analgesic.

CONCLUSIONS

The main conclusion draw n from this study is that
middle-aged patients (typically men ) on DXP medica-
tion, who may be habitual, social, or episodic drinkers,
are most prone to combine DXP and alcohol an d thus
vulnerable to be victims o f accidental poisoning by the
combination o f DXP and alcohol .

In spite of repeated warnings about the simultaneous
use of DXP and alcohol , both to physicians and to pa-
tients, we found that the occurrence of both DXP and
alcohol at medico-legal autopsie s increased during the
years 1992—1996, and that probably more than 40 indi-
viduals die from accidental poisoning due to a combina-
tion of DXP and alcohol each year.

Since warnings and recommendations do not see m
to lead to any consistent decreases in the DXP-related
death rate, we suggest strict authoritarial regulations
in prescriptions. In the meantime we recommend that
the prescribing physician no t give DXP unless the pa-
tient is wel l informe d of the life-threatenin g risk s o f
simultaneous use o f DXP and alcoho l an d unles s h e
or she is unequivocally willing to abstain from alcoho l
during the treatment with DXP.
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