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What is the importance of infliximab and
cyclosporine in the treatment of
corticosteroid-refractory severe ulcerative colitis?

Kortikosteroid refrakter siddetli iilseratif kolit tedavisinde siklosporin ve
infliksimabin onemi nedir?
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INTRODUCTION

Ulcerative colitis (UC) is an inflammatory disease
involving the large bowel and is characterized by
a lifelong chronic course with remissions and exa-
cerbations (1). The etiopathogenesis of the disease
is still unknown. The main intestinal manifestati-
ons of the disease are abdominal pain and bloody
diarrhea, whereas there are also extraintestinal
manifestations involving the joints, skin, eyes,
and liver.

Approximately 15% of patients have a severe at-
tack requiring hospitalization at some time during
their illness. These patients are traditionally trea-
ted with intravenous corticosteroids, with a res-
ponse rate of approximately 60% (2). The introduc-
tion of steroid therapy in 1955 reduced the morta-
lity of severe UC to 7%, compared with 24% in the
placebo group (3), and it is now <1% in specialized
centers (4). Nevertheless, the response of severe
UC to steroids has remained unchanged for 50 ye-
ars (4), and therefore severe to moderately severe
attacks of UC still have a high colectomy rate (5).
On the other hand, a significant proportion of pa-
tients will become resistant to steroids (6).

The remaining treatment options in patients with
severe UC include cyclosporine (Cyc), anti- tumor
necrosis factor—o (TNF-o blockers), or surgery.
The surgical procedure (proctocolectomy or colec-
tomy with an anal pouch) essentially cures the pa-
tient from this disease but is associated with some
complications such as pouchitis and infection (7).

Cyc mainly acts by inhibiting T lymphocyte func-
tion, which is essential for the propagation of inf-
lammation. Although Cyc can be effective in a re-
latively high proportion of these steroid-resistant
patients, most of those who do respond initially
will eventually need a colectomy. Unlike most ot-
her immunosuppressive (or immunomodulator)
agents, Cyc does not suppress the activity of other
stem cells, does not cause bone marrow suppressi-
on, and has a rapid onset of action (8). Furthermo-
re, Cyc requires initial continuous parenteral ad-
ministration and close monitoring to maintain
therapeutic blood levels and has well recognized
important side effects (9).

TNF-a, a pro-inflammatory cytokine, is known to
play an important role in the pathogenesis of
Crohn’s disease (CD). The efficacy of the chimeric
monoclonal anti-TNF immunoglobulin (Ig) G1 an-
tibody and the genetically engineered humanized
monoclonal antibody to TNF-a has been demons-
trated in moderate to severe CD. Anti-TNF-a can
induce mucosal healing and has been shown to ha-
ve a high steroid—sparing efficacy in active CD
(10). Unlike CD, UC has long been considered to
be a Thy-type disease with a less prominent role of
TNF-a (11). However, it has been shown that
TNF-a may also play a role in the pathogenesis of
UC. Recent studies also support the use of inflixi-
mab (IFX) for the management of moderately acti-
ve corticosteroid-resistant UC. The blockade of
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TNF-o may be associated with the development of
serious adverse events including the reactivation
of latent tuberculosis, infusion reactions, acute
and delayed hypersensitivity reactions, develop-
ment of lymphoma, and formation of anti-double-
stranded DNA antibodies (12). However, only a
few studies — most of them including a low num-
ber of patients — have evaluated the efficacy of IFX
for the treatment of UC, and the results are some-
times controversial.

Recent recommendations published by the Euro-
pean Crohn’s and Colitis Organisation (ECCO) in-
dicate that in steroid-refractory UC, second-line
therapy with either Cyc or IFX or tacrolimus will
often be appropriate. In the framework of ECCO,
we discuss which agent has been shown to be best
for the therapy of steroid-refractory severe UC.

MATERIALS AND METHODS

Using the systematic literature review method, a
search was conducted in Medline using the key-
words "Colitis, Ulcerative” [Mesh] AND "Cyclospo-
rine” [Mesh] OR "infliximab" [Substance Name].
All the randomized controlled studies that were
carried out among adults were evaluated. Other
studies were also retrieved from the references of
the accessed articles.

As a result of the systematic literature search, fi-
ve randomized controlled studies and three meta-
analyses were found on IFX and Cyc treatment in
corticosteroid-refractory severe UC. No studies
were found that directly compared IFX and Cyec.
Studies that were repetitive, including less than
five cases, including both pediatric and adolescent
patients, editor evaluations, shared publications
including different keywords, studies on CD and
patients with undefined colitis, studies in langua-
ges other than English, and studies with insuffici-
ent statistical data were not considered during
this study.

Studies concerning remission induction and main-
tenance were evaluated separately.

Although evaluation criteria for activity differ in
every study, colectomy, clinical activity index, Ma-
yo score, and modified Truelove-Witt’s criteria we-
re considered in clinical remission or response,
whereas Mayo sub-score and Blackstone classifi-
cation were considered in endoscopic mucosal hea-
ling. The safety evaluation criteria were accepted
as withdrawal due to toxicity and serious adverse
event rate.

End points and Statistical Analysis: For categori-
cal variables, calculations of the number needed to
treat (NNT) with the number of recovered patients
in both the active and placebo groups and calcula-
tion of number needed to harm (NNH) with the
number of withdrawn patients in both the active
and placebo groups were conducted.

RESULTS

Four studies fitting the criteria were included in
the analysis, but two of them were conducted
among patients having moderate to severe active
UC.

Data of patients who were steroid-refractory were
evaluated. In the studies, homogenization of pre-
vious immunosuppressive usage was not observed.
IFX infusion schemes and infusion numbers were
not standard.

Patient study groups, dosage, duration, and re-
sults of the administrated treatments are presen-
ted in Tables 1-4.

Lichtiger 1997 (13)

Lichtiger et al. (13) enrolled 20 steroid-refractory
UC patients (11 Cyc and 9 placebo). Response was
defined as a decline in the clinical activity index
score to less than 10 according to the modified
Truelove and Witt’s criteria. Nine of the 11 pati-
ents (82%) in the intravenous Cyc group had a res-
ponse to the therapy in comparison with none of 9
patients in the placebo group. The colectomy rate
was 3/11 (27%) for the intervention group and 4/9
(44%) for the placebo group with relative risk (RR)
of 0.60 (95% confidence interval [CI]: 0.18-2.06).
The main adverse events were hypertension, pa-
resthesias and vomiting. No patient in this study
developed nephrotoxicity. This can probably be at-
tributed to the short-term therapy (8-14 days) and
the fact that Cyc levels were monitored frequently.
There were no infectious complications.

Rutgeerts 2005 ACT 1 and ACT 2 (14)

Two randomized, double-blind, placebo-controlled
studies -- the Active Ulcerative Colitis Trials 1 and
2 (ACT 1 and ACT 2, respectively) -- evaluated the
efficacy of IFX for induction and maintenance the-
rapy in patients with UC. All participants had acti-
ve UC with a Mayo clinic score of 6-12 points with
moderate to severe active disease on sigmoidoscopy.
In each study, patients received placebo or IFX (5
mg or 10 mg/kg) intravenously at weeks 0, 2 and 6,
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Table 1. The rates of clinical response upon induction therapy

Author-year Treatment Dosage Interval Period Number of Patient Clinical response-
vs control (week) patients characteristics NNT

Lichtiger-1994 (13)  Cyc vs ple 4 mg/kg/d Daily 1 11vs 9 Cs refractory 1.22

Rutgeerts-2005 IFX vs ple 5 mg 0-2-6 w 8 121 vs 121 Refractory 3.57

(ACT1) (14) 10 mg 122 Non-refractory (2.85)*

Rutgeerts-2005 IFX vs ple 5 mg 0-2-6 w 8 121 vs 123 Refractory 2.70

(ACT2) (14) 10 mg 120 Non-refractory (38.70)*

Sands-2001 (15) IFX vs ple 5-10-20 mg Single dose 2 8vs3 Refractory 2.00

NNT: Number needed to treat. Cyc: Cyclosporine. ple: Placebo. Cs: Corticosteroid. IFX: Infliximab. w: Weeks. * These NNT values were obtained

only from Cs-refractory patients.

Table 2. The rates of clinical remission upon induction therapy

Author-year Treatment  Dosage Interval Period Number of Patient Clinic remission-
vs control (week) patients characteristics NNT

Lichtiger-1994 (13) Cyc vs ple 4 mg/kg/d Daily 1 11vs9 Cs refractory 1.22

Rutgeerts- 2005 IFX vs ple 5 mg 0-2-6 30 121 vs 121 Cs refractory 4.76

(ACT1) (14) 10 mg weeks 122 Non-refractory

Rutgeerts- 2005 IFX vs ple 5 mg 0-2-6 30 121 vs 123 Cs refractory 4.00

(ACT2) (14) 10 mg weeks 120 Non-refractory

NNT: Number needed to treat. Cyc: Cyclosporine. ple: Placebo. Cs: Corticosteroid. IFX: Infliximab.

Table 3. The rates of mucosal healing upon induction therapy

Author-year Treatment Dosage Interval Period Number of Patient Mucosal recovery-
vs control (week) patients characteristics NNT

Rutgeerts- 2005 IFX vs plc 5 mg 0-2-6 8 121 vs 121 CS refractory 3.75

(ACT1) (14) 10 mg weeks 122 Non-refractory

Rutgeerts- 2005 IFX vs plc 5 mg 0-2-6 8 121 vs 123 Cs refractory 3.32

(ACT2) (14) 10 mg weeks 120 Non-refractory

NNT: Number needed to treat. IFX: Infliximab. plc: Placebo. Cs: Corticosteroid.

Table 4. Safety data for induction therapy

Author-year Treatment Dosage Interval Period Number of Drop-out SAE - NNH

vs control (week) patients -NNH

Lichtiger-1994 (13) Cyc vs ple 4 mg/kg/d Daily 1 11vs9 50 11.11

Rutgeerts- 2005 IFX vs ple 5 mg 0-2-6 8 121 vs 121 4.44 33.33

(ACT1) (14) 10 mg weeks 122

Rutgeerts-2005 IFX vs ple 5 mg 0-2-6 8 121 vs 123 4.03 10.00

(ACT2) (14) 10 mg weeks 120

Sands-2001 (15) IFX vs ple 5-10-20 mg Single dose 2 8vs3 --- 12.50

NNH: Number needed to harm. SAE: Severe adverse events. Cyc: Cyclosporine. plc: Placebo. IFX: Infliximab.

and then every eight weeks through week 46 (in
ACT 1) or week 22 (in ACT 2). Patients were follo-
wed for 54 weeks in ACT 1 and 30 weeks in ACT 2.

The primary end point was clinical response at
week 8, which was defined as a decrease from ba-
seline in the total Mayo score by at least 3 points
and by at least 30% and accompanied by a decrea-

se in the rectal bleeding sub-score by at least 1 po-
int or an absolute rectal bleeding sub- score of 0 or
1. Clinical remission was defined as a total Mayo
score of 2 points or lower, with no individual sub-
score exceeding 1 point. Mucosal healing was defi-
ned as an absolute endoscopy sub-score of 0 or 1.
Two studies were quite large (n= 364 and 364),
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and both showed a statistically significant benefit
for IFX. The rates of clinical response were similar
between the subpopulations of patients who were
corticosteroid-refractory and those who were not
refractory.

Sands 2001 (15)

The researchers originally planned to recruit 60
patients, but the study was terminated early be-
cause of slow enrollment. All patients had severe
active UC as defined by a modified Truelove and
Witt’s classification score. The primary end point
of the study was treatment failure at two weeks
after infusion of the trial medication IFX. Treat-
ment failure was defined as one or more of the fol-

lowing criteria: failure to achieve a clinical respon-
se within two weeks, requiring >60 mg/kg/day cor-
ticosteroid or requiring Cyc, undergoing a non-
elective colectomy, or dying as a result of UC. In
this small study, there was no statistically signifi-
cant difference between IFX and placebo (RR: 4.0,
95% CI: 0.28 to 57.98).

Four studies fitting the criteria were included in
the analysis. Three of them were conducted among
patients having moderate to severe active UC. Pa-
tient study groups, dosage, duration, and results
of the administrated treatments are presented in
Tables 5-8.

Table 5. The rates of clinical response in the maintenance trials

Author-year Treatment Dosage Interval Period Number of Patient Clinical response-
vs control (month) patients characteristics NNT
Sands-2001 (15) IFX vs plc  5-10-20 mg Single dose 1.7 8 vs3 Cs-refractory 2.00
Jarnerot 2005 (16) IFX vs plc 5 mg Single dose 3 24 vs 21 Cs-refractory 2.63
Rutgeerts- 2005 IFX vs ple 5 mg 0-2-6-14-22-30-38-46  13.5 121 vs 121 Cs-refractory 3.22
(ACT1) (14) 10 mg weeks 122 Non-refractory
Rutgeerts- 2005 IFX vs plc 5 mg 0-2-6-14-22 7.5 121 vs 123 Cs-refractory 3.57
(ACT2) (14) 10 mg weeks 120 Non-refractory
NNT: Number needed to treat. IFX: Infliximab. ple: Placebo. Cs: Corticosteroid.
Table 6. The rates of clinical remission determined in the maintenance trials
Author-year Treatment Dosage Interval Period Number of Patient Clinic remission-
vs control (month) patients characteristics NNT
Rutgeerts- 2005 IFX vs ple 5mg  0-2-6-14-22-30-38-46 13.5 121 vs 121 Cs-refractory 5.26
(ACT1) (14) 10 mg week 122 Non-refractory
Rutgeerts- 2005 IFX vs ple 5 mg 0-2-6-14-22 7.5 121 vs 123 Cs-refractory 4.16
(ACT2) (14) 10 mg week 120 Non-refractory
NNT: Number needed to treat. IFX: Infliximab. ple: Placebo. Cs: Corticosteroid.
Table 7. The rate of mucosal healing with maintenance therapy
Author-year Treatment Dosage Interval Period Number of Patient Mucosal response-
vs control (month) patients characteristics NNT
Jarnerot-2005 (16)  IFX vs plc 5 mg Single dose 3 24 vs 21 Cs refractory 6.45
NNT: Number needed to treat. IFX: Infliximab. plc: Placebo. Cs: Corticosteroid.
Table 8. Safety data for maintenance therapy
Author-year Treatment Dosage Interval Period Number of Drop-out SAE-NNH
vs control (month) patients -NNH
Rutgeerts- 2005 IFX vs ple 5 mg 0-2-6-14-22-30-38-46 13.5 121 vs 121 6.62 33.30
(ACT1) (14) 10 mg weeks 122
Rutgeerts-2005 IFX vs plc 5 mg 0-2-6-14-22 7.5 121 vs 123 4.83 10.00
(ACT2) (14) 10 mg weeks 120
Jarnerot- 2005 (16) IFX vs ple 5 mg Single dose 3 24vs 21 - 166.60

SAE: Severe adverse events. NNT: Number needed to harm. IFX: Infliximab. ple: Placebo.
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In all the studies, the use of IFX as the mainte-
nance therapy was determined to be superior com-
pared to the placebo in terms of clinical remission,
treatment response and mucosal healing (14-17).
In the maintenance treatment, IFX treatment was
also found to be safe regarding the side effects.

Rutgeerts 2005 ACT 1 and ACT 2 (14)

In both studies, the proportions of patients with
adverse events were similar in the placebo group
and the two IFX groups. Serious adverse events
were most commonly related to the gastrointesti-
nal system.

Jarnerot 2005 (16)

Significantly more patients in the placebo group
(14/21) than in the IFX group (7/24) had a colec-
tomy. This difference was statistically significant
(p=0.017 with odds ratio (OR) of 4.9 (95% CI: 1.4-
17) in favor of IFX. No death occurred.

CONCLUSION

Both IFX and Cyc were found to be superior com-
pared to the placebo in the terms of the remission
induction and treatment response. For the induc-
tion and maintenance of remission, mucosal hea-
ling and colectomy rate in severe UC, IFX is supe-
rior compared to placebo among patients who are
refractory to corticosteroid treatment. IFX treat-
ment response rates are similar in patients with
steroid-refractory or steroid-dependent UC. With
regard to IFX treatment, 5-10 mg/kg dosage provi-
des more significant response than placebo. There-
fore, it may be suggested that the preferred initial
dose of IFX in patients with UC is 5 mg/kg.

Controlled studies with Cyc are rare, and there
are a limited number of evidences showing that
Cyc monotherapy is more efficient than standard
treatment for severe UC. Cyc is an effective alter-
native to corticosteroid, but also demonstrates
that Cyc, like steroids, acts as a ‘bridge therapy’ to
azathioprine (AZA), which typically starts its dela-
yed action after 3-4 months. The strategy to add
AZA after successful induction of remission with
Cyc has already been shown to be effective (17). It
remains debatable whether Cyc treatment should
be given to a patient who has proven AZA resis-
tance or intolerance (18).

Response time to IFX treatment in steroid-refrac-
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tory UC patients is 48-72 hours, while it is 5.2-7.1
days for Cyc (13).

There are no studies providing a direct compari-
son of Cyc and IFX treatments for steroid- refrac-
tory UC patients.

After the approval of IFX for the treatment of UC,
the potential usefulness and mainly the safety
profile of sequential treatment with these two
drugs (because of the hypothetical high risk of in-
fectious complications) raised great concerns, con-
sidering that IFX serum levels remain increased
for at least 8 weeks, whereas the serum half-life of
intravenous Cyc is around 6 hours. It seems reaso-
nable that IFX use after Cyc should be safer than
starting Cyc in those patients who received IFX
some days or weeks before. Data on the safety pro-
file of concomitant or sequential IFX and Cyc the-
rapy are still lacking. In the meantime, all ava-
ilable measures to prevent infectious complicati-
ons such as the assessment of latent infections (tu-
berculosis or hepatitis B) or active prevention of
Pneumocystis jiroveci with cotrimoxazole are
strongly advised and must be anticipated in all pa-
tients treated for severe UC attacks; sequential
therapy should be considered individually (19).

Although serious side effects related to IFX are
not encountered in these studies often, one should
be cautious regarding anaphylactic reaction and
infection in clinical use. Side effects related to IFX
are mostly mild, yet the side effects of Cyc are mo-
re severe and develop depending on the dosage.
Hypertension, paresthesia or tremor, and headac-
he are the most common side effects of Cyc use.
Half of the patients show hypomagnesemia, renal
failure or gastrointestinal symptoms. Opportunis-
tic infections are the main concerns.

However, data on the long-term efficacy of IFX
and Cyc are still lacking, underlying the fact that
many unanswered questions remain, which can
only be answered by further investigation. More
studies are necessary to evaluate the cost-benefit
ratio of IFX use, especially when compared with
Cyec, in corticosteroid-refractory UC patients.

In light of these findings, recommendations rela-
ted to the use of IFX and Cyc for the treatment of
corticosteroid-refractory severe UC are presented
in the box.
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Recommendation:

When deciding second-line medical treatment for patients with steroid-refractory severe ulcerative co-
litis, the side effect profile should be considered primarily. (EL 1b, RG A)

Cyclosporine can be applied in centers experienced in this treatment and where blood levels can be me-
asured. (EL 1b, RG A)

Infliximab treatment in these patients is a good alternative for cyclosporine treatment and surgery with
regards to minimum frequency of side effects and easy application. (EL 1b, RG A)

Infliximab can be applied as a transitory treatment in patients with severe ulcerative colitis until the
efficiency of immunosuppressive treatments appears. (EL 5, RG D)

Studies including a high number of patients are needed showing the cost efficacy of infliximab use and
its comparison with cyclosporine and monitoring the long-term effects. (EL 5, RG D)

It is not suggested to use infliximab and cyclosporine together and /or contiguously due to high risk of
side effects. (EL 1b, RG A)

Cyclosporine treatment should not be started in patients (allergic/intolerant / contradicted) who cannot
take azathioprine in continuation. (EL 5, RG D)

REFERENCES

1. Podolsky DK. Inflammatory bowel disease. N Engl J Med 11. D’Haens G. Infliximab for ulcerative colitis: finally some
2002; 347: 417-29. answers. Gastroenterology 2005; 128: 2161-4.

2. Blomberg D, Jarnerot G. Clinical evaluation and manage- 12. Lawson MM, Thomas AG, Akobeng AK. Tumour necrosis
ment of acute severe colitis. Inflamm Bowel Dis 2000; 6: factor alpha blocking agents for induction of remission in
214-27. ulcerative colitis (review). Cochrane Database Syst Rev

3. Truelove SC, Witts LdJ. Cortisone in ulcerative colitis; final 2006; 3: 1-30.
report on a therapeutic trial. Br Med J 1955; 4947: 1041-8. 13. Lichtiger S, Present DH, Kornbluth A, et al. Cyclosporine

4. Travis SP. Review article: the management of mild to seve- in severe ulcerative colitis refractory to steroid therapy. N
re acute ulcerative colitis. Aliment Pharmacol Ther 2004; Engl J Med 1994; 330: 1841-5.
20(Suppl 4): 88-92. 14. Rutgeerts P, Sandborn WJ, Feagan BG, et al. Infliximab

5. Crabonnel F, Gargouri D, Lemann M, et al. Predictive fac- for induction and maintenance therapy for ulcerative coli-
tors of outcome of intensive intravenous treatment for at- tis. N Engl J Med 2005; 353: 2462-76.
tacks of ulcerative colitis. Aliment Pharmacol Ther 2000; 15. Sands BE, Treamine WJ, Sandborn WJ, et al. Infliximab in
14: 273-9. the treatment of severe, steroid-refractory ulcerative coli-

6. Faubion WA Jr, Loftus EV Jr, Harmsen WS, et al. The na- tis: a pilot study. Inflamm Bowel Dis 2001; 7: 83-8.
tural history of corticosteroid therapy for inflammatory bo- 16. Jarnerot G, Hertervig E, Friis- Liby I, et al. Infliximab as
wel disease: a population-based study. Gastroenterology rescue therapy in severe to moderately severe ulcerative
2001; 121: 255-60. colitis: a randomized, placebo-controlled study. Gastroente-

7. Shibolet O, Regushevskaya E, Brezis M, et al. Cyclospori- rology 2005; 128: 1805-11.
ne A for induction of remission in severe ulcerative colitis. 17. Fernandez-Banares F, Bertran X, Esteve-Comas E, et al.
Cochrane Database Syst Rev 2005; 22: 907-16. Azathioprine is useful in maintaining long-term remission

8. Cohen RD, Stein R, Hanauer SB. Intravenous cyclosporin induced by intravenous cy closporin in steroid-refractory se-
in ulcerative colitis: a five-year experience. Am J Gastroen- vere ulcerative colitis. Am J Gastroenterol 1996; 91: 2498-
terol 1999; 94: 1587-92. 9.

9. Garcia S, Gisbert JP, Gomollon F. Cyclosporine in the tre- 18. D'Haens G, Lemmens L, Geboes K, et al.' Intravenous
atment of severe attack of ulcerative colitis: a systematic cyclosporine versus intravenous corticosteroids as single
review. Gastroenterol Hepatol 2005; 28: 607-14 therapy for severe attacks of ulcerative colitis. Gastroente-

o ) 1 1; 120: 1323-9.

10. Hommes DW, Van de Heisteeg BH, Van der Spek M, et al. rology 2001; 120: 1323-9 .
Infliximab treatment for Crohn’s disease: one year experi- 19. Manosa M, San Roman AL, Plgnell?x EG’.Et al. h?ﬂlmmab
ence in a Dutch academic hospital. Inflamm Bowel Dis rescue therapy after cyclosporin failure in steroid-refrac-
2002: 8: 81-6. tory ulcerative colitis. Digestion 2009; 80: 30-5.

12




<<
  /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


