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Objective: To establish the frequency with which anxiolytic and sedative drugsAbstract
result in fatal poisonings and to examine longitudinal changes in poisoning deaths.
Method: The number of fatal poisonings between 1983 and 1999 in England,
Scotland and Wales due to a single anxiolytic or sedative drug was obtained from
the Department of Health in the UK. This was divided by the number of
prescriptions for these drugs in England and Scotland to derive a fatal toxicity
index (FTI) of deaths per million prescriptions.
Results: Chloral hydrate, clomethiazole, barbiturates, and related sedatives had
much higher FTIs than benzodiazepines, buspirone, zolpidem and zopiclone.
There has been a substantial reduction in the annual number of deaths from
sedative drug poisoning between 1983 and 1999. This has been due to a sustained
reduction in prescriptions for high toxicity drugs and more recently a major
reduction in temazepam deaths that coincided with the withdrawal of gelatin
capsule formulations.
Conclusion: Deaths would be expected to be further reduced if there were
reduced prescriptions of high toxicity drugs – and the continuing need for
short-acting barbiturates, clomethiazole and chloral hydrate should be questioned.

Introduction tions or deaths per million patient-years. Despite
many limitations of FTIs,[5] such estimates of the

 Anxiolytic and sedative drugs are among the relative toxicity in overdose of drugs are the best
most common drugs leading to fatal poisoning.[1,2] means we have of comparing fatal toxicity in human
Any comparison of these drugs in terms of their fatal overdose. Two previous studies have examined the
toxicity must be done using coronial data (or infor- fatal toxicity of some of these drugs in the UK.[4,6]

mation from the procurator fiscal system in Scot- Neither examined toxicity due to a number of non-
land) as most of these deaths occur out-of-hospital. benzodiazepine non-barbiturate drugs or examined
To facilitate comparisons previous authors have cal- longitudinal trends. The aim of this paper is to
culated fatal toxicity indices (FTI).[3,4] The number establish the frequency with which anxiolytic and
of fatal poisonings is divided by measures of drug sedative drugs resulted in fatal poisoning and to look
usage to give a FTI of deaths per million prescrip- for longitudinal changes in the FTI.
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Methods Ninety-five percent CIs were calculated by as-
suming the prescriptions (i.e. the denominator of the
FTI) were fixed and that the deaths followed aWe examined the fatal toxicity of anxiolytic and
Poisson distribution. The 95% CI limits were ob-sedative drugs for the years 1983–1999. The number
tained for the deaths from exact CIs for a Poissonof deaths in England, Wales and Scotland due to
distribution.[10] These limits were divided by theacute poisoning by a single drug alone with or
prescription count to obtain the lower and upperwithout alcohol co-ingestion was obtained from the
confidence limits for the FTI.Office for National Statistics[7] (England, Wales)

and the General Registrar’s Office (Scotland). Fatal
Resultspoisonings due to multiple drugs (about 30–40% of

the total) are excluded. The number of prescriptions
The results are presented in table I and table IIfor England and Scotland, as supplied by their De-

with the drugs listed within their class in descendingpartments of Health for these years, was used as a
order of the FTI. The overall results were as follows:measure of relative drug usage.
1458 deaths associated with sedative benzodiaze-

There have been some changes in data collection pines and a total of 198 026 000 prescriptions,
over time. The English prescription data from giving a mean FTI of 7.4 (95% CI 7.0–7.7); 818
1983–1990 are based on fees and on a sample of 1 in deaths associated with barbiturates and a total of
200 prescriptions dispensed by community pharma- 5 594 000, giving a mean FTI of 146.2 (95% CI
cists and appliance contractors only. The data from 136–156); and 387 deaths associated with benzo-
1991–1999 are based on items and cover all pre- diazepine anxiolytics and a total of 130 493 000
scriptions dispensed by community pharmacists, ap- prescriptions, giving a mean FTI of 3.0 (95% CI
pliance contractors, dispensing doctors and prescrip- 2.7–3.3).
tions submitted by prescribing doctors for items Longitudinal changes in prescriptions and deaths
personally administered. There have also been some are shown in figure 1. As can be seen, there has been
changes in practices for coding for poisoning deaths. a nearly 4-fold decline in the total number of deaths.
This has involved changing to automated methods in In trying to explain this result we have divided the
1996 and the inclusion of 304.x codes (from the drugs into those with a high FTI (>30: barbiturates,
International Classification of Diseases, 9th and chloral hydrate and betaine, clomethiazole) and
10th revisions) [poisoning due to drug dependence] those with a low FTI. There was a marked decline in
in Scottish poisoning deaths from 1993.[8]

deaths due to high toxicity drugs between
For each drug, we calculated a FTI expressed as 1983–1992 with only small further reductions since.

deaths per million prescriptions. This was calculated In contrast, low toxicity drugs had a fairly constant
by dividing the number of deaths attributed to an number of deaths except for a sudden drop in 1995
overdose of the drug in England, Scotland and (figure 1). We can see the effect in more detail by
Wales over these years by the total number of pre- looking at the two main drug classes in these groups
scriptions for the drug (in England and Scotland (benzodiazepines and barbiturates). The reduction in
alone) for the years 1983–1999. No data on prescrip- deaths due to barbiturates directly followed reduced
tions are available for Wales before 1994 and we did prescriptions, with no substantial change over time
not include any of their data in this longitudinal in the FTI (deaths per million prescriptions) [figure
study. Welsh data has not been included in most 2]. Similar results were seen with the other high
previous FTIs including those performed on this toxicity drugs (data not shown). In contrast, the
class of drugs.[3-6] In a previous study on antidepres- marked reduction in deaths due to low FTI drugs in
sants, Welsh prescriptions only accounted for be- 1995 was due to reduced benzodiazepine deaths but
tween 5 and 7% of the annual total of UK prescrip- was not associated with any significant reduction in
tions.[9] prescriptions (figure 2). Further examination of the
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Table I.  Fatal toxicity index (deaths per million prescriptions) for drugs primarily used as sedative/hypnoticsa

Total no. No. of prescriptions Deaths/million prescriptions
of deaths (thousands) (95% CI)

Flurazepam 84 4093 20.5 (16.4–25.4)

Flunitrazepam 4 370 10.8 (2.9–27.7)

Temazepam 1050 105 528 9.9 (9.3–10.6)

Triazolam 70 14 920 4.7 (3.7–5.9)

Nitrazepam 240 66 545 3.6 (3.2–4.1)

Loprazolam 5 3050 1.6 (0.5–3.8)

Lormetazepam 5 3521 1.4 (0.5–3.3)

Total sedative benzodiazepines 1458 198 026 7.4 (7.0–7.7)

Barbital sodium (barbitone sodium) 8 1 6728.3 (2910–13255)

Pentobarbital sodium (pentobarbitone sodium) 232 538 431.2 (377–490)

Cyclobarbital calcium (cyclobarbitone calcium) 12 65 183.7 (95–321)

Amobarbital (amylobarbitone) 263 2010 130.8 (115–148)

Secbutabarbital (butabarbitone) 171 1423 120.2 (103–140)

Secobarbital (quinalbarbitone sodium) 132 1462 90.3 (76–107)

Total barbiturates 818 5594 146.2 (136–156)

Clomethiazole (chlormethiazole edisylate) 618 6454 95.7 (88–103)

Chloral hydrate/betaine 235 5052 46.5 (41–53)

Zolpidem 3 1300 2.3 (0.5–6.7)

Zopiclone 23 10 763 2.1 (1.4–3.2)

Potassium bromide 0 71 0.0 (0–52)

Triclofos 0 133 0.0 (0–28)

a Data on prescriptions are for England and Scotland only. English data are from the Prescription Costs Analysis system. The data
up to 1990 are not consistent with the data from 1991 onwards. Figures up to 1990 are based on fees and on a sample of 1 in 200
prescriptions dispensed by community pharmacists and appliance contractors only. Figures from 1991 are based on items and
cover all prescriptions dispensed by community pharmacists, appliance contractors, dispensing doctors and prescriptions submitted
by prescribing doctors for items personally administered. Data on deaths are for England, Scotland and Wales. Numbers in the
table may not add up to the total because of rounding.

data revealed that this reduction was largely due to a new sedative class, was established as being of the
reduced temazepam deaths from 1995 onwards (fig- same order as the benzodiazepines after about a
ure 3). In 1994, temazepam accounted for the major- million prescriptions (and only four deaths) within a
ity of benzodiazepine deaths. The reduction ap- few years of marketing. At this time the FTI was 5.5
peared to coincide with a major reduction in pre- (95% CI 1.5–14). The FTI based on the full ten
scribing of temazepam gelatin capsule preparations million prescriptions and 23 deaths was within this
prior to their complete removal from the National CI but it took 10 years to show that zopiclone may in
Health Service (NHS) and rescheduling in January fact have a slightly lower FTI than some more
1996. Earlier reductions in non-temazepam benzo- commonly prescribed benzodiazepine sleeping tab-
diazepine deaths partially reflect the removal of lets (see also table I).
flurazepam and flunitrazepam (the two with the
highest FTIs) from the market in 1986. There was an Discussion
increase in temazepam prescriptions and deaths at
the same time (figure 3). The calculated FTIs confirm previous observa-

The utility of using FTIs for postmarketing sur- tions for benzodiazepines and barbiturates.[4,6] It is
veillance for sedatives is demonstrated by showing a for other sedative and anxiolytic drugs that the most
cumulative FTI and CI in figure 4. It can be seen that interesting results are observed. Thus, the very high
the safety in overdose of zopiclone, the first drug of FTIs for clomethiazole and the chloral hydrate/chlo-
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ral betaine sedatives have not been previously noted. poisoned. These would include age, gender, other
Chloral hydrate is known to be a very potent seda- medical conditions, whether the drugs were pre-
tive with a low therapeutic index, particularly in scribed for drug dependence, psychiatric illness or
patients with cardiac disease.[11] The high FTI for other indications and whether some drugs were giv-
clomethiazole, similar to that observed for barbitu- en specifically to counteract suicidal behaviour.
rates, must also raise concerns about the continuing These drugs are disproportionately used in suicide
use of this drug. The dramatic effect of removing attempts[1] and some specific drug groups and indi-
temazepam gelatin capsules (figure 3) suggests that vidual drugs are recommended in books and on the
even for ‘low toxicity’ drugs there may be scope for Internet for suicide by active euthanasia lobby
improvement in sedative drug overdose mortality if groups.[12,13] The perceived risk of overdose with
they are being deliberately abused. The very low each drug has the potential to confound the relation-
FTIs for some newer drugs such as zopiclone, zolpi- ship with fatal toxicity. For example, if prescription
dem and buspirone are reassuring and support the of barbiturates is avoided in those deemed to be at
use of FTIs for post-marketing surveillance of over- risk of suicide, this would tend to reduce differences
dose toxicity. in the FTI. However, if people wishing to commit

suicide were aware of the toxicity of barbiturates inWe have concluded that these FTIs largely reflect
overdose from publicly available sources, they maythe inherent toxicity of these drugs. However, it is
preferentially seek barbiturates for overdose.[13] Al-not possible from the coronial data to exclude the
so, particular drugs are used in the treatment of drugpossibilities that drugs are more frequently taken, or
or alcohol addiction (e.g. clomethiazole) or areare prescribed for or taken in overdose by an at-risk
abused (e.g. temazepam gelatin capsules).[14,15] Al-group. There are a number of characteristics of the
cohol potentiates the sedative effects of these drugspatients for whom these drugs have been prescribed
and these patients also have a disproportionatelywhich might influence the choice of drug and also

alter their risk of poisoning or their risk of death if higher risk of suicide or accidental poisoning, both

Table II. Fatal toxicity index (deaths per million prescriptions) for drugs primarily used as anxiolyticsa

Total no. No. of prescriptions Deaths/million prescriptions
of deaths (thousands) (95% CI)

Bromazepam 2 225 8.9 (1.0–32)

Alprazolam 3 399 7.5 (1.5–22)

Chlordiazepoxide 50 12 408 4.0 (3.0–5.3)

Diazepam 227 74 002 3.1 (2.7–3.5)

Ketazolam 1 266 3.8 (0.1–21)

Dipotassium clorazepate 5 2487 2.0 (0.6–4.7)

Oxazepam 14 6934 2.0 (1.13.4)

Lorazepam 51 26 303 1.9 (1.4–2.5)

Clobazam 3 1848 1.6 (0.3–4.7)

Medazepam 0 2148 0.0 (0–1.7)

Total benzodiazepine anxiolytics 387 130 493 3.0 (2.7–3.3)

Meprobamate 30 1576 19.0 (13–27)

Chlormezanone 1 668 1.5 (0–8.3)

Buspirone 0 1207 0.0 (0–3.1)

a Data on prescriptions are for England and Scotland only. English data are from the Prescription Costs Analysis system. The data
up to 1990 are not consistent with the data from 1991 onwards. Figures up to 1990 are based on fees and on a sample of 1 in 200
prescriptions dispensed by community pharmacists and appliance contractors only. Figures from 1991 are based on items and
cover all prescriptions dispensed by community pharmacists, appliance contractors, dispensing doctors and prescriptions submitted
by prescribing doctors for items personally administered. Data on deaths are for England, Scotland and Wales. Numbers in the
table may not add up to the total because of rounding.
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section there have been small changes in coding of
deaths over this time and there may have been other
gradual changes that might have occurred that
would change the data used to record the FTI. For
example, the size of prescriptions might have
changed, or influencing the attribution of death to a
single drug by the coroner there may have been
improvements in analytical techniques which de-
tected more co-ingestions. There have also been
changes in the overall rates of suicide, at least partly
attributed to changing methods of suicide and birth
cohort effects.[19,20] It is unclear what impact this
might have on the indexes, although despite consid-
erable yearly fluctuations there are no large differ-
ences between the overall barbiturate FTI at the
beginning and end of the study period and the only
change in the overall benzodiazepine FTI is ex-
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Fig. 1. Changes in anxiolytic and sedative prescriptions and deaths
in the UK (1983–1999). * Fatal toxicity indices (FTI) >30: barbitu-
rates, chloral hydrate, chloral betaine and clomethiazole.

of which may increase the FTI for these drugs.[16,17]

However, both diazepam and clomethiazole are
used in alcohol withdrawal, but the FTI of diazepam
was still 30-fold lower than that of clomethiazole.
This suggests substitution of diazepam for clometh-
iazole in the treatment of alcohol withdrawal may
lead to further reduction in fatal poisonings. Most
fatal toxicity studies including ours have used pre-
scriptions rather than a measure of the number of
people using the drug. Previously we found only
minor differences in the rank order when we have
compared these figures with FTIs calculated as
deaths per million years of use in the UK for these
and other groups of drugs.[5,18] Unfortunately, per-
mission to publish the drug usage data has not been
provided and this analysis can not be presented in
this paper.

A couple of further limitations apply to observa-
tions of longitudinal trends. As noted in the methods
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Fig. 2. Changes in benzodiazepine and barbiturate prescriptions,
deaths and fatal toxicity indices (FTI) in the UK (1983–1999).
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dence that the coroner’s recording of cause of death
may frequently be incomplete or inaccurate from a
toxicological perspective,[23] it is probably the best
means available for assessing the toxicity in over-
dose after a drug has been marketed. As can be seen
with the data on zopiclone, this can be established
within a few years of marketing (figure 4).

For a number of older drugs, data about their
toxicity in overdose is available from a number of
sources.[1-3,6,21] The FTI calculated in this study
make it even more difficult to justify continuing
prescription of short acting barbiturates and related
sedatives such as meprobamate and glutethimide.
These older sedatives are also taken more frequently
in overdose than most other drugs, have greater
toxicity in animal studies and clinical series and are
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deaths in the UK (1983–1999). IV = intravenous.

also frequently abused.[1] Equally effective and safer
plained on other grounds (figure 2). However, small drugs, such as the benzodiazepines, zopiclone and
differences between data from the beginning and zolpidem, can be substituted for all indications.
end of this time frame (for example, the relative Most of the same criticisms can be made of the
toxicity of benzodiazepines that were removed from chloral group of sedatives and clomethiazole. These
the market in the 1980s compared with the newer drugs would probably not be granted a marketing
agents such as zolpidem and zopiclone) should licence if developed now, but remain available only
probably be interpreted conservatively. due to their ‘grandfather’ status. Their availability

should be restricted as far as possible to reduce fatalIt is unlikely that any of the potential confounders
poisonings. It is apparent from the experience withconsidered above could explain 10-fold differences
temazepam gelatin capsules that further schedulingwithin drug classes and even larger differences
changes may be necessary to further decrease deathsacross all these drugs. These differences in fatal

toxicity have also been supported by studies com-
paring the relative clinical toxicity of these drugs
and by studies that include coronial data from other
countries.[1,12,21] So, using such data, how should we
assess the safety of both new and old drugs used as
sedatives or anxiolytics? It is all too common for the
safety in overdose of new drugs to be proclaimed on
the basis of benign outcomes in a selected group of
hospital admissions. However, even the most lethal
sedatives rarely require more than supportive ther-
apy after admission to hospital,[11] and the vast ma-
jority of lethal overdoses do not present to medical
attention.[22] The contrast between the in-hospital
course of benzodiazepine poisonings and the obser-
vation that temazepam was the sixth most common
single cause of fatal poisoning in the UK further
emphasises this point.[2,21] Although there is evi-
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grosweb/grosweb.nsf/pages/00ddeaths [Accessed 2002 Decwith these agents, particularly if they are being
12]

selectively abused. A number of voluntary less re- 9. Buckley NA, McManus PR. Fatal toxicity of serotoninergic and
other antidepressant drugs: analysis of United Kingdom mor-strictive measures such as warnings and educational
tality data. BMJ 2002; 325: 1332-3initiatives conducted through the early 1990s[24-26]

10. Lentner C. Geigy scientific tables. Vol. 2. Introduction to statis-were superficially successful in decreasing prescrip- tics: statistical tables. Mathematical formulae. 8th ed. Basle:
Ciba Geigy Ltd, 1984tions of the gelatin capsules. However, it was only

11. Ellenhorn MJ. Medical toxicology: diagnosis and treatment ofrescheduling that appears to have been successful in
human poisoning. 2nd ed. Baltimore (MD): Williams & Wil-

significantly reducing temazepam deaths (figure 3). kins, 1998
A ban on clomethiazole, short acting barbiturates 12. Michel K, Waeber V, Valach L, et al.  A comparison of the

drugs taken in fatal and nonfatal self-poisoning. Acta Psychiatrand chloral hydrate and betaine might be expected to
Scand 1994; 90 (3): 184-9

nearly halve the current (greatly reduced) rate of
13. Marzuk PM, Tardiff K, Leon AC. Increase in fatal suicidal

deaths due to sedative drug poisoning in the UK poisonings and suffocations in the year Final Exit was pub-
lished: a national study. Am J Psychiatry 1994; 151 (12):(figure 1). Other countries that have been slower to
1813-4

adopt restrictions and still have larger problems with
14. Naik P, Lawton J. Pharmacological management of alcohol

poisoning with barbiturates[27] and abuse of temaze- withdrawal. Br J Hosp Med 1993; 50 (5): 265-9
15. Robertson JR, Roberts JJ, Black H, et al.  Management of drugpam gelatin capsules[28] may have even more to

abuse. Lancet 1987; II (8553): 284-5gain.
16. Ekeberg O, Ellingsen O, Jacobsen D. Mortality and causes of

death in a 10-year follow-up of patients treated for self-
poisonings in Oslo. Suicide Life Threat Behav 1994; 24 (4):Acknowledgements
398-405

17. Madden JS. Alcohol and depression. Br J Hosp Med 1993; 50We would like to thank Zoe Uren of the Office for
(5): 261-4National Statistics, Graham Jackson of the General Register

18. Buckley NA, McManus PR. The fatal toxicity index (FTI) ofOffice for Scotland, Bill Gold of ISD, Primary Care Informa-
anxiolytic and sedative drugs in the UK (1983–1999) [ab-

tion Unit, Scotland, and Andy Savva of the Statistics Division stract]. J Toxicol Clin Toxicol 2002; 40 (3): 344
of the Department of Health, England for supplying the data 19. Gunnell D, Middleton N, Whitley E, et al.  Influence of cohort
on which this analysis is based. effects on patterns of suicide in England and Wales,

The authors have no conflicts of interest directly relevant 1950-1999. Br J Psychiatry 2003; 182: 164-70
to the content of this study. No sources of funding were used 20. Gunnell D, Wehner H, Frankel S. Sex differences in suicide

trends in England and Wales. Lancet 1999; 353 (9152): 556-7to assist in the preparation of this study.
21. Buckley NA, Dawson AH, Whyte IM, et al.  Relative toxicity of

benzodiazepines in overdose. BMJ 1995; 310 (6974): 219-21
References 22. Buckley NA, Whyte IM, Dawson AH, et al.  Self-poisoning in

Newcastle, 1987-1992. Med J Aust 1995; 162 (4): 190-31. Buckley NA, Whyte IM, Dawson AH, et al.  Correlations
between prescriptions and drugs taken in self-poisoning: im- 23. Dwyer PS, Jones IF. Fatal self-poisoning in the UK and the
plications for prescribers and drug regulation. Med J Aust paracetamol/dextropropoxyphene combination. Hum Toxicol
1995; 162 (4): 194-7 1984; 3 Suppl.: 145S-74S

2. Crome P. The toxicity of drugs used for suicide. Acta Psychiatr 24. Crompton B. Misuse of benzodiazepines: voluntary ban on
Scand Suppl 1993; 371: 33-7 prescribing is effective. BMJ 1994; 308 (6945): 1709

3. King LA, Moffat AC. Hypnotics and sedatives: an index of fatal 25. Innes CF, Cotter JC, Davies P, et al.  Misuse of temazepam.
toxicity. Lancet 1981; I (8216): 387-8 BMJ 1992; 305 (6857): 832-3

4. Serfaty M, Masterton G. Fatal poisonings attributed to benzo- 26. Grahame-Smith DG. Misuse of temazepam [letter]. BMJ 1991;
diazepines in Britain during the 1980s. Br J Psychiatry 1993; 302 (6786): 1210
163: 386-93

27. Hatzitolios AI, Sion ML, Eleftheriadis NP, et al.  Parasuicidal5. Buckley NA, McManus PR. Can the fatal toxicity of antidepres-
poisoning treated in a Greek medical ward: epidemiology andsant drugs be predicted with pharmacological and toxicologi-
clinical experience. Hum Exp Toxicol 2001; 20 (12): 611-7cal data? Drug Saf 1998; 18 (5): 369-81

28. Feeney GF, Gibbs HH. Digit loss following misuse of temaze-6. King LA, Moffat AC. A possible index of fatal drug toxicity in
pam. Med J Aust 2002; 176 (8): 380humans. Med Sci Law 1983; 23 (3): 193-8

7. Office of National Statistics. Deaths from poisoning by solid or
liquid substances: accidental, suicidal and undetermined

Correspondence and offprints: Dr Nicholas A. Buckley, Thewhether accidentally taken or purposely inflicted, 1983-1999.
Canberra Hospital, PO Box 11, Woden, ACT 2606, Aus-London: HMSO, 2001
tralia.8.  Jackson GWL. Drug-related deaths in Scotland in 2000 [on-

line]. Available from URL: http://www.gro-scotland.gov.uk/ E-mail: nick.buckley@act.gov.au

© 2004 Adis Data Information BV. All rights reserved. Drug Safety 2004; 27 (2)



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFA1B:2005
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (sRGB IEC61966-2.1)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<


    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200036002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200036002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>



    /HUN <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 6.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200036002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 6.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>


    /SKY <>

    /SUO <>
    /SVE <>
    /TUR <>

    /ENU <FEFF004a006f0062006f007000740069006f006e007300200066006f00720020004100630072006f006200610074002000440069007300740069006c006c0065007200200039002000280039002e0034002e00350032003600330029002e000d00500072006f006400750063006500730020005000440046002000660069006c0065007300200077006800690063006800200061007200650020007500730065006400200066006f00720020006f006e006c0069006e0065002e000d0028006300290020003200300031003100200053007000720069006e006700650072002d005600650072006c0061006700200047006d006200480020>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


