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authored numerous books, book chapters, and scientific articles and is an inventor on more than 36 issued
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Introduction

Since the birth of biotechnology in the mid-1970s more
than 200 peptide or protein therapeutics have been
created through recombinant DNA technology resulting in
annual sales in excess of US$50 billion. While these new
peptide and protein drugs demonstrate high potency and
high selectivity, and at the same time exhibit essentially
no chemical toxicity, their inherent susceptibility to
denaturation, poor transmucosal absorption and hydrolysis
in the gastrointestinal tract make them unsuitable for

oral administration. Most protein or peptide therapeutics
are therefore administered by injection — an inconvenient
and expensive delivery mode — and patient acceptance

of injectable therapeutics in situations where the medical
consequences may not be immediate or life threatening,
and especially in cases where administration must be
frequent and chronic, is a serious issue. As a result, while
the range of potential clinical indications for therapeutic
proteins and peptides is quite broad, the actual number
of such therapeutics in general use is small compared to
the number of approved chemically synthesised and orally
active drugs.

Intranasal delivery of peptides has proven to be
moderately effective for small peptides such as calcitonin
(less than 4 kDa), which must be administered chronically
on a daily basis for the treatment of osteoporosis, but
the actual bioavailability is only about 3% on average
(Novartis Pharma, 2003). For larger peptides, intranasal
bioavailability has historically been essentially non-existent,
although significant advances in this area have recently
been made as will be described below. Nevertheless, where
adequate bioavailability is attainable, the advantages
of intranasal administration in terms of greater patient
comfort, convenience and the elimination of needlestick
injuries and the concerns about syringe disposal associated
with daily injections make this an attractive mode of

delivery and one that is well accepted by patients. This is
clearly evidenced by the fact that total annual sales for
nasally delivered products exceed US$6 billion. More to
the point, sales of nasally delivered versions of previously
injectable-only therapeutics have demonstrated up to a
33-fold increase in annual sales compared to the original
injectable formulations.

Pharma Industry and Finance Market
Dynamics: Shortened ROl Horizons Now
Demanded by Investors

Since the mid-1990s, investors have become increasingly
disenchanted with the long development timeframes and
high risk of failure associated with the development of
so-called '"NCEs’ (New Chemical Entities) — novel drugs
that offer the potential for new therapeutic modalities.
This is reflected in the dramatic change in the investment
philosophy of many venture capitalists since the mid-
1990s and also in the equity market pressures on public
companies to focus on drug development programmes
that promise shorter times to market. Reformulation of
approved drugs has garnered the attention of both venture
investors and pharmaceutical companies as a low-cost/
low-risk route to increased product sales and perceived
company value in the relatively near term.

A growing number of FDA-approved, off-patent
(or soon-to-be off-patent) injectable drugs are directly
amenable to 505(b)2 FDA regulatory treatment. The
505(b)2 provisions allow for a new route of administration
or a new indication, among other things, for an existing
drug (Table 7). Depending upon the specific clinical
indication, this accelerated approval route can permit an
NDA filing in as little as 30 months. The benefits of life
cycle management strategies for the innovator company
(the original developer of a drug) based on reformulation
and new modes of non-invasive drug delivery are high,
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Pharmaceutical Product Changes Amenable to
505(b)2 Regulatory Treatment

e New indication

e Route of administration

e Dosage form

e Dosage strength

e Formulation — change in quality or quantity of
excipient

e Dosing regimen/frequency

e Combination of two approved drugs

e NCE - (new salts, pro-drugs, active metabolites)

e Changes from monograph

Table 1 — Pharmaceutical Product Changes Amenable to
505(b)2 Requlatory Treatment

and the expense is minimal compared to that of creating
NCEs. When an innovator fails to exploit opportunities

to replace suboptimal formulations using newly enabling
technologies, or fails to take advantage of their existing
branding efforts through reformulation opportunities, this
provides prime opportunities for small specialty pharma
companies to enter and exploit proven markets with
dramatically reduced regulatory and business risks (Tables
2 and 3). Opportunities for the reformulation of injectable
peptide drugs, as well as certain small molecule drugs,
abound. Reformulation of non-peptide, small molecule
drugs to improve suboptimal pharmacodynamics has been
a mainstay of life cycle management for ‘big pharmas’ and
can be a commercially worthwhile endeavour for ‘specialty
pharmas’. Reformulating an injectable peptide or protein
into a non-invasive formulation such as a metered nasal
spray is considerably more challenging, because of the
inherent shortcomings of peptides mentioned above —
denaturation, poor transmucosal absorption, and hydrolysis
in the gastrointestinal tract. For this reason, the clinical
and commercial upsides are more dramatic and worth the
effort.

The Regulatory Risks for Reformulated Drugs are

Minimised

e The APIs have proven clinical utility and safety via the
injection route.

e A new route of administration for approved, off-
patent drugs is amenable to 505(b)2 FDA regulation.

e The pharmacokinetics and pharmacodynamics goals
are defined.

e Clinical end-points — typically bioavailability, non-
inferiority — are defined.

e New indications for already approved, off-patent
drugs are also amenable to 505(b)2 FDA regulation.

Table 2 — The Regulatory Risks for Reformulated Drugs are
Minimised
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The Business Risks for Reformulated Drugs are
Well Defined and Understood

e Market size

e Physician and patient expectations

e Clinical development time

e Clinical difficulty — On time/On budget probability
e Estimated clinical cost

e Time to market

e Competition and market trends

e Number of potential partners

e Required marketing/sales force size

e Manufacturing difficulty/cost

e Potential sales forecast

e Competitive advantage

e Patient convenience/Who will pay/How much

Table 3 — The Business Risks for Reformulated Drugs are
Well Defined and Understood

Key Issues in Peptide Reformulation

Three key technical hurdles specifically associated

with reformulation of peptide drugs for intranasal
administration need to be addressed in order to reduce the
associated technical and financial risks to satisfactory levels.
These are (i) the achievement of adequate bioavailability,
(i) the prevention of peptide aggregation and (iii) the
minimisation of immunogenicity.

Achieving Adequate Bioavailability

Since the mid-1980s, a large number of molecules have
been screened for the ability to enhance transmucosal
delivery of peptides with limited success. These have
included surfactants, cyclodextrins, charge-modifying
agents, mucolytic or mucus-clearing agents, ciliostatic
agents, liposomes, vasodilator agents, selective transport-
enhancing agents, and modulators of epithelial junction
physiology, among others. For the most part, these agents
have provided bioavailabilities in the single-digit percentage
range for peptide or protein drugs.

In recent years, the development of a large class of
alkylsaccharide delivery enhancement agents — molecules
that provide unsurpassed intranasal bioavailabilities,
comparable to those achieved by injection — was pioneered
by Elias Meezan and Dennis Pillion at the University of
Alabama Medical Center, Department of Pharmacology
and Toxicology (Pillion et al. 1994, 1995). The resulting
families of alkylsaccharide molecules are collectively
designated as Intravail® absorption enhancement agents.
A large number of molecules are included in this structural
class, and the scope and properties in the broader class are
quite diverse. Intravail agents allow intranasal delivery — or
more broadly, transmucosal delivery (Ahsan et al. 2003,
Yang et al. 2005) — of peptide, protein and non-protein
macromolecular therapeutics (Arnold et al. 2002) having
molecular weights up to and in excess of 20 kDa. They are
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chemically synthesised molecules that are metabolised to
CO, and H,0 and provide controlled transient permeation
of the mucosal barrier. They are non-irritating to mucosal
tissue and have been designated as Generally Recognised
As Safe (GRAS) substances by the FDA. They are highly
effective, in some cases being fully active at 1/15,000

of the prescribed WHO's ADI (allowable daily intake).

The permeation effectiveness of the Intravail excipients
has been demonstrated to be largely a function of
molecular weight. An example of enhanced transmucosal
absorption of a 4 kDa peptide drug demonstrated in a
three-way cross-over study conducted with 10 normal
human female patients using an Intravail excipient is
shown in Figure 1. The Intravail excipient is seen to
increase intranasal bioavailability to 36% from 7% for
peptide without the excipient. Figure 2 demonstrates the
equivalent glucose-lowering pharmacodynamics of an
intranasally administered GLP-1 peptidic agonist (Exendin-4
or Byetta® (exenatide)), using Intravail as a transmucosal
absorption enhancer, compared to the currently approved
subcutaneous injectable in an ob/ob mouse model of

60
—— Injection
50 —— Nasal with Intravail®

— Nasal without Intravail®

40

30

20

Plasma Concentraion (ng/mL)

0 1 2 3 4
Time (hours)

Average bioavailability:

With Intravail® ~35.5% + 17.7%

No Intravail® control ~ 6.6%

Figure 1 — A ten-patient three-way cross-over study
demonstrates enhanced intranasal bioavailability with
Intravail excipient (36% vs. 7%) for a 4 kDa peptide.
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150
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Normalised Blood Glucose (mg/dL)
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0
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In this glucose tolerance assay, glucose is administered intraperitoneally just prior

to nasal or subcutaneous administration of Exendin-4. In the absence of an Intravail

excipient, no glucose-lowering effect is seen upon nasal administration of Exendin-4.

Source: Dennis Pillion and Elias Meezan, University of Alabama Medical Center.
Figure 2 — Pharmacodynamics of intranasally
administered Exendin-4 using 0.1% Intravail excipient
and currentsubcutaneous injectable in the diabetic ob/ob

mouse model.

Intravail Increases Oral Cmax

Administered Dosage* SerumC__
25 mg sumatriptan dose 104 ng/mL
— without Intravail

25 mg sumatriptan dose 700 ng/mL

— with Intravail

Change in C__ due to Intravail 6.7-fold increase
excipient

* in canines.

Table 4 — Intravail Increases Oral Cmax

diabetes. In direct contrast, in the absence of an Intravail
excipient, no glucose-lowering effect is seen upon nasal
administration of Exendin-4.

The use of various Intravail excipients has recently been
extended beyond intranasal administration of peptides
and proteins to include oral, flash-dissolve buccal, and
paediatric rectal suppository applications for small molecule
drugs as well as peptides with dramatic results. For
example, in a canine study comparing oral absorption of
sumatriptan, the C__ in serum is seen to increase sevenfold
in the presence of an Intravail excipient (Table 4).

Preventing Peptide Aggregation

Proteins undergo numerous physical and chemical
changes that affect potency and safety. Among these are
aggregation, which includes dimerisation, trimerisation
and higher-order aggregates. Aggregation is rapidly
emerging as a key issue underlying multiple deleterious
effects for peptide or protein-based therapeutics, including
loss of efficacy, altered pharmacokinetics, reduced

stability or product shelf life. Moreover, as described
below, aggregation can stimulate induction of unwanted
immunogenicity. Hydrophobic aggregation mediated by
seemingly innocuous solution formulation conditions can
have a dramatic effect on the subcutaneous bioavailability
and pharmacokinetics of a therapeutic peptide and, in the
extreme, can totally preclude its absorption (Clodfelter et
al. 1998). During the course of the manufacturing and
formulation process, proteins are purified and concentrated
using a variety of means. These means include
ultrafiltration, affinity chromatography, selective absorption
chromatography, ion exchange chromatography,
lyophilisation, dialysis and precipitation. Such concentration
can lead to aggregation, which in turn can increase the
immunogenicity of the protein therapeutic. It was recently
discovered that addition of small amounts of certain
alkylglycosides, either in the final formulation or during
the course of purification and concentration, reduces

or eliminates peptide or protein aggregation. This has

the added benefit of conveying remarkable stability to
those peptide or protein drugs that are susceptible to

loss of activity by aggregation such as insulin, human
growth hormone, and erythropoietin (EPO), to cite a few
examples. While some of the same alkylsaccharides that
confer increased transmucosal absorption also confer
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increased stability, the group of stabilising alkylsaccharides
are designated ProTek® excipients. The extended room
temperature stability for insulin and human growth
hormone conferred by ProTek excipients allows for more
favourable ‘cold chain’ handling requirements, greater
patient convenience in daily use and, in the case of
wearable insulin pumps, less frequent need to discard and
replace the insulin reservoirs. Stabilisation of insulin and
human growth hormone, by ProTek excipients for extended
periods of time upon continuous agitation at 150 rpm, 37
°C, as measured by light scattering, is shown in Figures
3-5. Insulin stability has been independently confirmed by
bioassay at day 60.
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Figure 3 — Dramatic stabilisation of human insulin (pH 6.5)
using ProTek alkylsaccharide excipients (at 37 °C, 150 rpm).
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Figure 4 — Extended 60-day stability of human insulin
(pH 7.5) with ProTek | compared with a non-ProTek
alkylsaccharide control (at 37 °C, 150 rpm).
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Figure 5 — Stabilisation of human growth hormone (Dil.
5ulL:1mL) using ProTek alkylsaccharide excipient (at 37 °C).
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Minimising Immunogenicity

In addition to reducing or eliminating transmucosal
absorption of peptide and protein drugs, aggregation

can stimulate induction of unwanted immunogenicity.
Over the last five years, the FDA and other regulatory
agencies have increased their scrutiny of aggregation
events, and biopharmaceutical companies have therefore
increased their efforts to characterise, understand and
control or eliminate aggregation. Of particular concern

is the induction of unwanted immunogenicity. The
immunogenicity of a self-associating peptide can be
influenced by the formation of aggregates as a result of
non-covalent intermolecular interactions. For example,
interferon has been shown to aggregate resulting in an
antibody response (Hermeling et al. 2006). The antibody
response to erythropoietin has been shown to produce
‘pure red cell aplasia’ in a number of patients receiving
recombinant EPO (Casadevall et al. 2002), which is
potentially a life-threatening side-effect of EPO therapy.
As illustrated above, insulin loses activity rapidly as a result
of protein aggregation upon agitation at temperatures
above those found upon refrigerated storage (Pezron et
al. 2002; Sluzky et al. 1991). Aggregation of recombinant
AAV?2 results in reduced yield during purification and has
deleterious effects on immunogenicity following in vivo
administration (Wright et al. 2005). Monoclonal, antibody-
based therapeutics have also been shown to be subject

to inactivation as a result of protein aggregation (King

et al. 2002). Recombinant human factor VIII (rFVIII), a
multidomain glycoprotein, is used in replacement therapy
for treatment of haemophilia A. Unfortunately, 15-30%
of the patients treated develop inhibitory antibodies. The
presence of aggregated protein in formulations is generally
believed to enhance the antibody development response
(Purohit et al. 2006). In addition, protein aggregation

can be induced by necessary excipients such as the
antimicrobial preservative benzyl alcohol, which is included
in some formulations to maintain product sterility (Roy et
al. 2005). The use of ProTek alkylsaccharides to prevent
aggregation as shown above may provide a simple and
attractive means of minimising unwanted immunogenicity
for some peptide or protein drugs.

Summary and Conclusion

Increasingly, venture capitalists, life science fund managers
and the other private and public investors comprising the
pharma finance community have become disenchanted
with the high cost, long development times, high risk

of failure and increasing regulatory barriers associated
with the development of new drugs. Reformulation of
approved drugs provides a low-cost/low-risk and relatively
high-return route to increased product sales in the
relatively near term along with a concomitant increase

in perceived company value. Reformulation of approved
but suboptimally formulated drugs having proven clinical
utility and safety, as well as well-defined pharmacokinetics,
pharmacodynamics and clinical end-points, minimises
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the associated business, regulatory and market risks.
Depending upon the specific drug and clinical indication

in question, the accelerated approval routes available for
reformulated drugs can permit NDA filings in as little as 30
months.

While reformulation of non-peptide, small molecule
drugs to improve suboptimal pharmacodynamics has been
a mainstay of life cycle management for ‘big pharmas’
as well as ‘specialty pharmas’, particularly fruitful but
more challenging reformulation opportunities exist in the
case of peptide and protein drugs. New technologies to
overcome the inherent challenges of achieving adequate
bioavailability, preventing peptide aggregation and
minimising immunogenicity have been developed. A
growing class of alkylsaccharide delivery enhancement and
protein stabilisation agents designated Intravail and ProTek

References

Ahsan, F, Arnold, J. J., Yang, T., Meezan, E., Schwiebert,
E. M. and Pillion, D. J., 2003, ‘Effects of the permeability
enhancers, tetradecylmaltoside and dimethyl-B-
cyclodextrin, on insulin movement across human
bronchial epithelial cells 16HBE140~", European Journal of
Pharmaceutical Sciences, vol. 20, no. 1, pp. 27-34.
Arnold, J. J, Ahsan, F., Meezan, E. and Pillion, D. J., 2002,
‘Nasal administration of low molecular weight heparin’,
Journal of Pharmaceutical Sciences, vol. 91, no. 7, pp.
1707-14.

Casadevall, N. et al., 2002, 'Pure red-cell aplasia and
antierythropoietin antibodies in patients treated with
recombinant erythropoietin’, New England Journal of
Medicine, vol. 346, no. 7, pp. 469-75.

Clodfelter, D. K., Pekar, A. H., Rebhun, D. M.,
Destrampe, K. A., Havel, H. A., Myers, S. R. and Brader,
M.L., 1998, 'Effects of non-covalent self-association on
the subcutaneous absorption of a therapeutic peptide’,
Pharmaceutical Research, vol. 15, no. 2, pp. 254-62.
Hermeling, S., Schellekens, H., Maas. C., Gebbink, M. F.
B. G., Crommelin, D. J. A. and Jiskoot, W., 2006, ‘Antibody
response to aggregated human interferon alpha2b in wild-
type and transgenic immune tolerant mice depends on
type and level of aggregation’, Journal of Pharmaceutical
Sciences, vol. 95, no. 5, pp. 1084-96.

King, H. D., Dubowchik, G. M., Mastalerz, H., Willner, D.,
Hofstead, S. J., Firestone, R. A., Lasch, S. J. and Trail, P. A.,
2002, ‘Monoclonal antibody conjugates of doxorubicin
prepared with branched peptide linkers: inhibition of
aggregation by methoxytriethyleneglycol chains’, Journal of
Medicinal Chemistry, vol. 45, no. 19, pp. 4336-43.
Novartis Pharma, 2006, Miacalcin® (calcitonin-salmon)
Nasal Spray Rx Only Prescribing Information, available

at http://www.pharma.us.novartis.com/product/pi/pdf/
miacalcin_nasal.pdf

excipients, respectively, permit intranasal delivery — or more
broadly, transmucosal delivery of peptide and protein drugs
having molecular weights up to and in excess of 20 kDa,
and long-term room temperature stability and reduced
immunogenicity for many peptides and proteins.

Technical developments and evolving financial pressures
are fostering a realignment and new emphasis of many
drug delivery platform companies to become specialty
pharma companies. Reformulation of injectable peptide
or protein drugs into more patient-friendly forms such as
metered nasal sprays, oral and flash-dissolve sublingual or
buccal formulations, offers a particularly large, attractive
and as yet untapped opportunity, for all stakeholders in the
pharmaceutical field — drug delivery and specialty pharma
companies, 'big pharma’ companies, physicians, patients
and third-party payers.

Pezron, |., Mitra, R., Pal, D. and Mitra, A. K., 2002, ‘Insulin
aggregation and asymmetric transport across human
bronchial epithelial cell monolayers (Calu-3)’, Journal of
Pharmaceutical Sciences, vol 91, no. 4, pp. 1135-46.
Pillion, D. J., Atchison, J. A., Gargiulo, C., Wang, R.

X., Wang, P. and Meezan, E., 1994, ‘Insulin delivery in
nosedrops: new formulations containing alkylglycosides’,
Endocrinology, vol. 135, no. 6, pp. 2386-91.

Pillion, D. J., Wang, P, Yorks, J., McCann, P. and Meezan,
E., 1995, 'Systemic absorption of insulin and glucagon
applied topically to the eyes of rats and a diabetic dog’,
Journal of Ocular Pharmacology, vol. 11, no. 3, pp.
283-95.

Purohit, V. S., Middaugh, C.R., Balasubramanian, S.V.,
20086, ‘Influence of aggregation on immunogenicity of
recombinant human Factor VIII in hemophilia A mice’,
Journal of Pharmaceutical Sciences, vol. 95, no. 2, pp.
358-71

Roy, S., Jung, R., Kerwin, B. A., Randolph, T. W. and
Carpenter, J. F, 2005, ‘Effects of benzyl alcohol on
aggregation of recombinant human interleukin-1-receptor
antagonist in reconstituted lyophilized formulations’,
Journal of Pharmaceutical Sciences, vol. 94, no. 2, pp.
382-96.

Sluzky, V., Tamada, J. A., Klibanov, A. M, and Langer, R.,
1991, ‘Kinetics of insulin aggregation in agueous solutions
upon agitation in the presence of hydrophobic surfaces’,
Proceedings of the National Academy of Sciences of the
USA, vol. 88, no. 21, pp. 9377-81.

Wright, J. et al., 2005, ‘Identification of factors that
contribute to recombinant AAV2 particle aggregation

and methods to prevent its occurrence during vector
purification and formulation’, Molecular Therapy, vol. 12,
no. 1, pp. 171-8.

Yang, T., Mustafa, F, Bai, S. and Ahsan, F., 2004,
‘Pulmonary delivery of low molecular weight heparins’,
Pharmaceutical Research, vol. 21, no. 11 pp. 2009-16

Drug Delivery Report Autumn/Winter 2007




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /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 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /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 ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. 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 best suited for high-quality prepress printing.  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 /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


