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Abstract

Background: The belief that all new medicines bring a therapeutic innovation and better health outcomes is
widely shared among the public, health professionals and policy makers.

Objectives: To examine the therapeutic value of new medicines marketed in Australia using two classification systems.

Methods: The therapeutic value of new medicines was categorised using the Motola’s s and the Ahlqvist-Rastad’s
systems for all approvals made by the Australian Therapeutics Goods Administration (TGA) between 2005 and 2007.
Scores were assigned independently by the three authors on the basis of the Public Summary Documents and
Prescrire’ review articles.

Results: Overall, 217 approval recommendations were made including 81 (37.3%) for new indications and 69
(31.8%) for new medicines. In Motola’s rating system, 31 (52.5%) of the 59 drugs were rated as pharmacological or
technological innovations and 28 (47.5%) were rated as therapeutic innovations. Only seven of the 59 drugs (11.9%)
were rated as important innovations. In Ahlqvist-Rastad’s system, only a third of the new drugs were rated as
“added therapeutic value”.

Conclusion: Only a minority of the new medicines marketed in Australia provide added therapeutic value
compared to existing treatments. Stricter regulatory approval criteria would ensure better safety of the public and
simplify the reimbursement processes.
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Introduction
The definition of what constitutes an innovation varies
depending on the perspective adopted. From an eco-
nomic perspective, pharmaceutical products are consid-
ered innovative as long as they are new and the success
of innovation is defined in terms of sales, with the as-
sumption that higher sales is a measure of the intrinsic
worth of the innovation [1]. Patents are delivered to new
medicines to protect any kind of innovations such as a
novel chemical structure or a new formulation even if it
does not translate into a health benefit [2]. From a pub-
lic health perspective, the value of new medicines lies in
their “therapeutic” value and the health benefits that
they can generate for patients as well as for the society
such as years of life saved, better quality of life or better
tolerance [1].
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A few studies have assessed the therapeutic innovation
of new medicines. In Canada, 68 (5.9%) of the 1147
newly appraised drugs between 1990 and 2003 were
found to be “breakthrough” drugs [3]. In France, the
French independent medical journal, Prescrire has
assessed the therapeutic value of new drugs marketed in
France for almost 30 years. Between 2000 and 2009, of
the 984 new medicines or new indications approved in
France, more than half did not provide anything new [4].
At the European level, only a minority of the 88 biotech-
nological (25%) and 163 non-biotechnological products
(29%) approved by the European Medicines Agency
(EMA) between 1995 to 2004 were categorised as in-
novative [5].
However, the belief that all new medicines bring a

therapeutic innovation and better health outcomes is
widely shared among the public, health professionals
and policy makers [6]. The recognition of the innovation
provided by new medicines was an important issue
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Table 2 Therapeutic value of new drugs assessed with
Ahlqvist-Rastad’s rating system

Ahlqvist-Rastad’s rating system N %

Drug for conditions with no currently
available treatment

A 0 0.0

Added therapeutic value* B B1 18 30.5

B4 1 1.7

Subtotal 19 32.2

Similar therapeutic value** C C1 5 8.5

C2 20 33.9

Subtotal 25 42.4
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considered during the negotiations of the Australia-
United States (US) Free Trade Agreement (AUSFTA) in
2004 [7,8]. US negotiators were concerned that the pri-
cing policy administered by the Pharmaceutical Benefits
Scheme (PBS) in Australia failed to adequately reward
pharmaceutical innovations [8,9].
The valuation of therapeutic innovation has been

mainly addressed in the context of medicines reimburse-
ment systems but is not a factor taken into consideration
by medicine regulatory agencies. However, classification
systems to categorise the therapeutic value of new medi-
cines have been developed by some medicine agencies
[10] and medical journals including Prescrire in France
[4]. Such classification systems can help informing
health professionals and the public about the real thera-
peutic value of new medicines. They can also be used to
evaluate the new medicines over time and across thera-
peutic categories and to assess the impact of medicine
policies and regulations [3]. The objective of this study
was to examine the therapeutic value of new medicines
marketed in Australia using two classification systems
previously developed.

Methods
The therapeutic value of new medicines was categorised
using two classification systems, the Motola’s system [5]
and the Ahlqvist-Rastad’s system [11]. The Motola’s sys-
tem is currently used by the Italian Medicines Agency
for ranking innovation of new drugs [10]. The degree of
therapeutic innovation is scored by evaluating the
seriousness of the disease, the availability of previous
treatments, and the extent of the therapeutic effect,
according to an algorithm (Table 1) [5]. The medicines
are finally categorised into one of three degrees of thera-
peutic innovation (important, moderate or modest) or a
pharmacological (new mechanism of action) or techno-
logical (new chemical or biotechnological) innovation
without evidence for better efficacy, safety or kinetics than
existing treatments. The Ahlqvist-Rastad’s system was pro-
posed by Prescrire and the Swedish Medical Products
Table 1 Therapeutic value of new drugs assessed with
the Motola’s rating system
Disease seriousness

Therapeutic
innovation

Drug for
serious
diseases

Drug for risk
factors for
serious diseases

Drug for
non serious
diseases

Total

Important 7 - - 7 (11.9%)

Moderate 17 - - 17 (28.8%)

Modest 3 1 - 4 (6.8%)

Pharmacological 5 1 - 6 (10.2%)

Technological 22 1 2 25 (42.4%)

TOTAL 54 (91.5%) 3 (5.1%) 2 (3.4%) 59 (100.0%)
Agency to classify new medicines into five main categories
with additional subcategories (Table 2) [11].
All recommendations made by the Australian Drug

Evaluation Committee (ADEC) between 2005 and 2007
were accessed from the Therapeutics Goods Administration
(TGA) website (http://www.tga.gov.au/archive/committees-
adec-resolutions.htm) and classified according to type of
approvals and therapeutic class using the Anatomic
Therapeutic Chemical (ATC) classification system. Vac-
cines, diagnostics and desensitising agents were excluded
from the analysis. When new medicines had more than
one indication, therapeutic scores were assigned to each
indication.
The Motola and Ahlqvist-Rastad’s rating scores were

assigned independently by the three authors for all indi-
cations. The sources of information used to inform the
assessment were (1) the Public Summary Documents
(PSDs) summarizing the Australian Pharmaceutical Ben-
efits Advisory Committee (PBAC) assessments of all ap-
plications for funding of new medicines under the
Pharmaceutical Benefits Scheme (PBS) available till No-
vember 2007; (2) the reviews published by Prescrire till
April 2008. These sources were chosen as they are inde-
pendent and provide high quality comprehensive reviews
of the clinical evidence for new medicines. In the few
cases where information was not available from one of
Inferior therapeutic value*** D D1 2 3.4

D2 3 5.1

Subtotal 5 8.5

Uncertain therapeutic value**** E 10 16.9

TOTAL 59 100.0

*The effect (B1)/ safety (B2)/ dosage (B3)/ route of administration (B4) seems
to be better for patients than that of previously licensed alternatives.
** First medicine of a new class of agents with similar therapeutic value to
that of previously licensed alternatives (C1).
New agent of an existing class with similar therapeutic value to that of
previously licensed alternatives (C2).
*** First medicine of a new class with inferior therapeutic value to that of
previously licensed alternatives (D1).
New agent of an existing class with inferior therapeutic value to that of
previously licensed alternatives (D2).
****New agent whose therapeutic value remains unknown because evaluation
is limited to its effects on surrogate end points.
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these two sources, the Australian Product Information
and the European Public Assessment Report (EPAR),
which summarizes the reasons for approval of new drugs
by the European Medicines Agency (EMA), were used.
Disagreements between the 3 authors in assessing medi-
cines were resolved by consensus meetings. Descriptive
comparisons were made between ratings obtained by the
Motola’s system and Ahlqvist-Rastad’s systems. An ana-
lysis of the possible reasons for the differences in ratings
was also undertaken on the basis of the information pro-
vided in the PDSs and Prescrire’s articles.

Results
Figure 1 describes the flow chart of the new drugs / indi-
cations included in the analysis.
Between 2005 and 2007, 217 recommendations were

made by ADEC including 81 (37.3%) recommendations
for new indications, 69 (31.8%) for new drugs. The
remaining was for new forms (11.5%), new dosages
(8.8%), new combinations (7.4%), changes to Product In-
formation (2.3%) and generic products (0.9%). The num-
ber of changes to Product Information and approvals of
217 ADEC* 
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55 new drugs 
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Figure 1 Flow chart of the new drugs / indications included in the an
generics were low as most changes to Product Informa-
tion and most approvals of generics do not need to be
reviewed by ADEC. Anti-infectives represented 27.5% of
the new drugs, antineoplastics and immunomoduling
agents 18.8%, drugs for diseases of the alimentary tract
and metabolism 8.7%, drugs for the nervous system
8.7%, drugs for the cardiovascular system 4.8% and drugs
for blood disorders 4.8%.
The assessment of the therapeutic value included 55 out

of the 69 new drugs approved by the ADEC. Fourteen
drugs were excluded from the analysis, including eight
vaccines, four contrast media and two desensitising agents.
As there were four new drugs (dasatinib, posaconazole,
pregabalin and sunitinib) with two different indications, a
total of 59 new drugs/indications were rated for their
therapeutic value.
For 46 (78%) drugs/indications, either the Prescrire’s art-

icle or the Public Summary Documents were available. In
five (8%) cases, the European Product Assessment Reports
(EPAR) was used as there was no Prescrire’s review or Pub-
lic Summary Documents available. In eight (14%) cases, no
information could be retrieved from any of these three
148 recommendations excluded 
37.3%) recommendations for new 
ations 
11.5%) recommendations for new forms 
8.8%) recommendations for new 
es 
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sources but all these products were biological products (e.g.
factor eight inhibitor bypassing fraction, human normal im-
munoglobulin) except one product, butoconazole. The
Product Information was used to rate the therapeutic value
of butoconazole.
Most of the new drugs/indications (91.5%) were indi-

cated for serious diseases such as HIV, hepatitis, cancer,
epilepsy and invasive fungal infections (Table 1). Three
(5.1%) were indicated for the management of risk factors
for serious diseases such as nicotine dependence, osteo-
porosis and hypertension and two (3.4%) for the treat-
ment of non-serious disease such as vulvo-vaginal
candidiasis and urinary incontinence.
In the Motola's system, 31 (52.5%) of the 59 drugs were

rated as pharmacological or technological innovations and
28 (47.5%) were rated as therapeutic innovations (Table 1).
A minority (11.9%) were rated as important innovation.
Most of the biological products were rated as techno-
logical innovation with therapeutic roles similar to the
existing ones.
In the Ahlqvist-Rastad’s system, no drug was approved

for “conditions with no currently available treatment”
(Table 2). Nineteen (32.2%) new drugs were rated as “added
therapeutic value” and 25 (42.4%) as “similar therapeutic
value”. Five (8.5%) were rated as “inferior therapeutic value”
and ten (16.9%) as “uncertain therapeutic value”.
The comparison between the scores obtained with

Motola’s rating system and the Ahlqvist-Rastad’s rating
system showed that all drugs rated as “added therapeutic
value” with the Ahlqvist-Rastad’s system were graded as
important (36.8%), moderate (47.4%) or modest (15.8%)
innovations with Motola’s rating system (Table 3). Most of
the drugs (88.0%) rated as “similar therapeutic value” and
all drugs classified as “inferior therapeutic value” were
graded as pharmacological or technological innovations.
Three drugs (abatacept, fulvestrant and pregabalin) were
rated as “similar therapeutic value” in the Ahlqvist-Rastad’s
system and rated as moderate innovation in the Motola’s
system. The reason is that none of these three medicines
had been shown to have superior efficacy compared to
Table 3 Comparison between scores obtained with the Motol

Ahlqvist-Rastad’s rating system

Motola’s rating system Added
therapeutic value

Similar
therapeutic va

Important 7 (36.8%) -

Moderate 9 (47.4%) 3 (12.0%) *

Modest 3 (15.8%) -

Pharmacological - 2 (8.0%)

Technological - 20 (80.0%)

TOTAL 19 25

* Abatacept, fulvestrant and pregabalin.
** Maraviroc, natalizumab, nitric oxide, pegvisomant and sunitinib.
*** Palifermin.
standard treatments. However, they could provide another
therapeutic option for conditions where there were only
limited treatments.
Six drugs (maraviroc, natalizumab, nitric oxide,

pegvisomant, sunitinib and palifermin) were rated as “un-
certain therapeutic value” in the Ahlqvist-Rastad’s system
and rated as therapeutic innovations in the Motola’s sys-
tem. The reasons for the “uncertain” ratings were either
because of the quality of scientific evidence (absence of a
direct comparison with the reference treatment for
natalizumab, use of surrogate outcomes for maraviroc,
maturity of data for sunitinib) or because of safety con-
cerns (risk of progressive multifocal leukoencephalopathy
with natalizumab).

Discussion
The assessment of the therapeutic value of new medi-
cines approved in Australia between 2005 and 2007 in-
cluded a total of 59 new drugs/indications. In Motola’s
rating system, 31 (52.5%) of the 59 drugs were rated as
pharmacological or technological innovations and 28
(47.5%) were rated as therapeutic innovations. Only a
minority (11.9%) were rated as important innovations. In
Ahlqvist-Rastad’s system, only a third of new drugs were
rated as “added therapeutic value”.
Our results are similar to those found in other coun-

tries. In Europe, of 176 medicines approved by EMA be-
tween 1995 and 2004, 49% of the new drugs were
pharmacological or technological innovations and 51%
were therapeutic innovations [5]. Of the 122 medicines
approved by EMA between 1999 and 2005, only 13
(10%) were shown to be superior to already available
medicines in terms of a statistically significant difference
in primary clinical endpoints [12].
Classification using both systems was broadly consist-

ent. The Motola’s system did not include categories for
inferior therapeutic value and uncertain benefits. The
Ahlqvist-Rastad’s system did not include a category for
medicines that could have better efficacy but increased
risk of adverse effects. A classification system that
a’s rating system and the Ahlqvist-Rastad’s rating system

lue
Inferior
therapeutic value

Uncertain
therapeutic value

Total

- - 7

- 5 (50.0%) ** 17

- 1 (10.0%) *** 4

2 (40.0%) 2 (20.0%) 6

3 (60.0%) 2 (20.0%) 25

5 10 59
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includes all these elements would be really valuable for
providing an informative summary of the clinical signifi-
cance of new medicines. This may contribute to educate
the public about the real therapeutic value of new medi-
cines and change the beliefs that all new medicines bring
a therapeutic innovation.
The evaluation of the therapeutic value of new medicines

in both systems was complicated by significant scientific
uncertainties. In our study, 17% of the new drugs/indica-
tions were rated as of uncertain therapeutic value. A study
found that more than 40% of all submissions by the Com-
mon Drug Review in Canada and the PBAC in Australia
were associated with considerable clinical uncertainty [13].
Significant uncertainty around comparative clinical efficacy
caused by the use of inappropriate study design, compara-
tors and surrogate end points, was identified as a key issue
in coverage decisions across three national jurisdictions in
Britain, Australia and Canada. The threshold of acceptable
uncertainty is often considered to be higher for new medi-
cines targeting life-threatening diseases. However, even in
this situation, accepting a high level of uncertainty means
that some patients will be exposed to a high risk of severe
adverse effects without gaining any benefit.
The current approval regulations do not require the

demonstration of any improvement in terms of efficacy or
safety for new medicines compared to existing products.
This means that, in practice, medicines with an uncertain
or lower benefit-to-risk ratio can be given the “benefit of
doubt” and be marketed worldwide [14]. Calls have be
made for a strengthening of the criteria for marketing ap-
proval including the requirement to demonstrate at least a
minimal therapeutic improvement, in particular for cancer
drugs [15,16], and requirement of active-controlled trials
[17,18]. Making therapeutic value the criterion for market-
ing authorization may become a realistic option as the role
of third party payers has become more prominent, includ-
ing in Australia where “time-to-market no longer means
time-to-licensing but time-to-reimbursement” [18]. A bet-
ter integration of the functions of regulatory agencies and
health technology assessment bodies would facilitate the
assessment of the therapeutic value of new medicines and
improve the health of the public [17,19].
A limitation of our study is that we assessed the thera-

peutic value of drugs based on data available at the time of
marketing authorisation. However, new evidence may be-
come available after the marketing approval, either as new
evidence of efficacy compared to alternative treatments or
new evidence of efficacy on clinical outcomes rather than
on surrogate outcomes or reporting of new serious ad-
verse effects. This new evidence may change the assess-
ment of the therapeutic value of new drugs, in either a
better or worse direction [20]. A second limitation of this
study is that it is based on publicly available evidence.
At the time of our study, the Therapeutics Goods
Administration was not publishing any evaluation reports
on newly approved medicines. Since October 2009, the
TGA has been publishing the AusPARs, comprehensive
reports that provide information about the evaluation of
new medicines and the considerations that led the TGA to
approve or not approve an application. However, these re-
ports are long and complex and do not provide an inform-
ative rating of the therapeutic value of new medicines.
Another limitation of this study is the lack of gold stand-
ard methodology for the evaluation of the therapeutic
value of new medicines. Regulatory agencies do no cur-
rently use standardised processes but mostly rely on
expert judgment. A number of quantitative and semi-
quantitative methods designed to weigh all the relevant
efficacy and safety data have been proposed to make more
objective, transparent and consistent decisions [21]. How-
ever, their validity remains to be assessed in the regulatory
context. In our study, we have used independent and
internationally recognised sources of reviews on new med-
icines to inform the value rating in both the Motola’s sys-
tem and Ahlqvist-Rastad’s system.
Conclusion
Use of a simple categorisation system could provide a use-
ful, simple and transparent way to better inform the public
and health professionals of the therapeutic value of new
medicines. Currently, only a minority of the new medi-
cines marketed in Australia provide added therapeutic
value compared to existing treatments. By strengthening
approval criteria for new medicines, the Australian gov-
ernment could ensure a better safety of the public and
streamline registration and reimbursement processes.

Received: 22 February 2013 Accepted: 26 April 2013
Published: 13 June 2013
References
1. Morgan S, Lopert R, Greyson D: Toward a definition of pharmaceutical

innovation. Open Medicine 2008, 2(1):4–7.
2. Ford N, t’Hoen E, von Schoen-Angerer T: Discussions in Geneva,

demonstrations in Delhi: why incentives for drug innovation need
reviewing. Drug Discov Today 2007, 12(9–10):349.

3. Morgan SG, Bassett KL, Wright JM, et al: “Breakthrough” drugs and growth in
expenditure on prescription drugs in Canada. BMJ 2005, 331(7520):815–6.

4. L’année 2009 du médicament: trop peu de progrès pour soigner et trop
de régressions. La Revue Prescrire 2010, 30(136):136–42. http://www.
prescrire.org/Fr/3/31/20073/0/2010/ArchiveNewsDetails.aspx?page=5.

5. Motola D, De Ponti F, Poluzzi E, et al: An update on the first decade of the
European centralized procedure: how many innovative drugs? Br J Clin
Pharmacol 2006, 62(5):610.

6. Davis C, Abraham J: Rethinking innovation accounting in pharmaceutical
regulation: a case study in the deconstruction of therapeutic advance and
therapeutic breakthrough. Sci Technol Hum Values 2011, 36(6):791–815.

7. Harvey KJ, Faunce TA, Lokuge B, et al: Will the Australia - United States
Free Trade Agreement undermine the Pharmaceutical Benefits Scheme?
Med J Aust 2004, 181(5):256.

8. Roughead EE, Lopert R, Sansom LN: Prices for innovative pharmaceutical
products that provide health gain: A comparison between Australia and
the United States. Value Health 2007, 10(6):514.

http://www.prescrire.org/Fr/3/31/20073/0/2010/ArchiveNewsDetails.aspx?page=5
http://www.prescrire.org/Fr/3/31/20073/0/2010/ArchiveNewsDetails.aspx?page=5


Vitry et al. Journal of Pharmaceutical Policy and Practice 2013, 6:2 Page 6 of 6
http://www.joppp.org/content/6/1/2
9. Lopert R, Rosenbaum S: What is fair? Choice, fairness, and transparency in
access to prescription medicines in the United States and Australia.
J Law Med Ethics 2007, 35(4):643.

10. Italian Medicines Agency WGoID: Criteria for ranking therapeutic innovation of
new drugs and elements for supplementing the dossier for admission to the
reimbursement system. City: Italian Medicines Agency; 2007. [cited 2013 April 26].
Available from: http://www.agenziafarmaco.it/allegati/integral_document.pdf.

11. Ahlqvist-Rastad J, Bardelay D, Beermann B, et al: Judging the therapeutic
value of drugs: A comparison between La revue Prescrire and
Information frÃ¥n LÃ¤kemedelsverket, the bulletin of the Swedish
Medical Products Agency. Int J Risk Saf Med 2004, 16(2):83.

12. van Luijn JC, Gribnau FW, Leufkens HG: Superior efficacy of new
medicines? Eur J Clin Pharmacol 2010, 66(5):445–8.

13. Clement FM, Harris A, Li JJ, et al: Using effectiveness and cost-
effectiveness to make drug coverage decisions: a comparison of Britain,
Australia, and Canada. JAMA 2009, 302(13):1437–43.

14. Attridge J: Innovation and regulatin in the biopharmaceuticals sector.
Eurohealth 2008, 14(2):11–5.

15. Sobrero A, Bruzzi P: Incremental advance or seismic shift? The need to raise
the bar of efficacy for drug approval. J Clin Oncol 2009, 27(35):5868–73.

16. Fojo T, Grady C: How much is life worth: cetuximab, non-small cell lung
cancer, and the $440 billion question. J Natl Cancer Inst 2009, 101(15):1044–8.

17. O’Connor AB: Building comparative efficacy and tolerability into the FDA
approval process. JAMA 2010, 303(10):979–80.

18. Eichler HG, Bloechl-Daum B, Abadie E, et al: Relative efficacy of drugs: an
emerging issue between regulatory agencies and third-party payers. Nat
Rev Drug Discov 2010, 9(4):277–91.

19. Breckenridge A, Woods K, Walley T: Medicines regulation and health
technology assessment. Clin Pharmacol Ther 2010, 87(2):152–4.

20. Motola D, Ponti F, Rossi P, et al: Therapeutic innovation in the European
Union: analysis of the drugs approved by the EMEA between 1995 and
2003. Br J Clin Pharmacol 2005, 59(4):475.

21. Guo JJ, Pandey S, Doyle J, et al: A review of quantitative risk-benefit
methodologies for assessing drug safety and efficacy-report of the
ISPOR risk-benefit management working group. Value in health: the
journal of the International Society for Pharmacoeconomics and Outcomes
Research 2010, 13(5):657–66.

doi:10.1186/2052-3211-6-2
Cite this article as: Vitry et al.: Assessment of the therapeutic value
of new medicines marketed in Australia. Journal of Pharmaceutical Policy
and Practice 2013 6:2.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

http://www.agenziafarmaco.it/allegati/integral_document.pdf

	Abstract
	Background
	Objectives
	Methods
	Results
	Conclusion

	Introduction
	Methods
	Results
	Discussion
	Conclusion
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /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 true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /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 (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


