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Abstract
Glucocorticoid (GC) treatment suppresses the hypothalamic-
pituitary-adrenal axis and can cause GC-induced adrenal in-
sufficiency. In this study, we investigated the incidence of GC-
induced adrenal insufficiency in patients receiving intermit-
tent short-term high-dose oral GC treatment for newly di-
agnosed diffuse large B-cell lymphoma. Cosyntropin stimu-
lation test was used to assess adrenal function at study entry
(baseline), at 2 months (before the 5th cycle), and 6 months
frombaseline (3months after the last cycle). Ten patients were
included (40% women). Mean age was 61 years. The mean
(range) plasma morning cortisol was 407 (320–530) nmol/L at
baseline, 373 (260–610) nmol/L at 2 months, and 372
(230–520) nmol/L at 6 months from baseline. All patients had
normal response to cosyntropin stimulation at baseline as well

as 2 and 6 months from baseline. Thus, none of the patients
developed biochemically verified adrenal insufficiency.
Therefore, short-term high-dose GC therapy, a commonly
used adjuvant treatment in patients with malignant
hematological diseases, does not seem to down-regulate the
hypothalamic-pituitary-adrenal axis. © 2023 The Author(s).

Published by S. Karger AG, Basel

Introduction

Pharmacological glucocorticoid (GC) treatment
suppresses the hypothalamic-pituitary-adrenal axis
and may cause GC-induced adrenal insufficiency, also
known as tertiary adrenal insufficiency [1, 2]. Long-
term GC treatment and high doses of GCs are thought
to increase this risk [2]. The diagnosis of adrenal
insufficiency is biochemically verified by a confirma-
tory dynamic test such as the cosyntropin stimulation
test [3].
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GCs are commonly used in high doses as an adjuvant
treatment to chemotherapy for treatment of various
malignant diseases. Previous studies have shown that
20–67% of patients with hematological malignancies have
suppressed adrenal function after such GC treatment
[4–7], whereas according to a meta-analysis, including
data from 20 patients with hematological malignancies,
the weighted risk of GC-induced adrenal insufficiency
was 60% [2]. More recent studies have investigated ad-
renal function after intermittent high-dose GC treatment
and shown that 20–30% of the patients develop adrenal
insufficiency after the 3rd (9 weeks from baseline) or 5th
(15 weeks from baseline) treatment cycle [6, 7]. Given
that GC-induced adrenal insufficiency may cause dete-
rioration of the patient’s health and possibly lead to death,
it is important to know if intermittent high-dose GC
treatment causes adrenal insufficiency.

Materials and Methods

This was a prospective pilot study. Patients (>18 years old) with
newly diagnosed diffuse large B-cell lymphoma, who were planned
to receive short-term high-dose GC therapy as part of chemo-
immunotherapy, were included. The patients were recruited at the
Department of Hematology and Coagulation at Sahlgrenska
University Hospital between March 1, 2018 and January 20, 2020.
Patients using any forms of GCs (e.g., oral, inhalation, nasal spray,
injections, or ointment) before the study start were excluded. In
addition, all patients with adrenal metastasis or previous history of
adrenal insufficiency were excluded from participation.

All patients were planned for 6 cycles of R-CHOP (rituximab,
cyclophosphamide, doxorubicin, vincristine, and prednisone) with
either 14- or 21-day intervals (denoted as R-CHOP-14 and
R-CHOP-21, respectively). The prednisone dose was 50 mg/m2

per day on day 1–5 during each cycle. Thus, the interval between
prednisone treatment was 9 days for R-CHOP-14 and 16 days for
R-CHOP-21. Cosyntropin stimulation test was used to assess
adrenal function at study entry (baseline), 2 months from baseline
(before the 5th cycle), and 6 months from baseline (3 months after
the last cycle). The cosyntropin stimulation test is a dynamic test
where 250 µg of synthetic adrenocorticotropic hormone (SYN-
ACTHEN®) is administrated intravenously. Plasma cortisol
concentrations were measured before as well as 30 and 60min after
the injection. All the cosyntropin stimulation tests were done
between 8 and 9:00 a.m. after overnight fast. Plasma adrenocor-
ticotropic hormone (ACTH) concentration was also measured
before the injection. Morning plasma cortisol (between 8 and 9:00
a.m.) >280 nmol/L and peak plasma cortisol 30 or 60 min after
injection of cosyntropin >450 nmol/L were defined as normal
adrenal function [8–10]. Plasma cortisol concentrations were
determined by radioimmunoassay (Roche Cobas, Cortisol-II). The
coefficient of variation was 7% at 100 nmol/L and 5% at both 570
and 990 nmol/L. Plasma ACTH was measured by electro-
chemiluminescence assays, with a reference interval of
1.6–14 pmol/L.

The clinical characteristics are presented as mean ± standard
deviation, median (range), or number (%). Repeated measures
ANOVA was used to investigate significant difference between
measurements (morning cortisol, peak cortisol, plasma sodium,
plasma ACTH, systolic blood pressure, body mass index) at
baseline, 2 months, and 6 months from baseline. The study was
approved by the Regional Research Ethics Committee in Goth-
enburg, Sweden (reference number 750-17, approved October 23,
2017). All patients gave written informed consent prior to
participation.

Results

Ten patients, 4 women and 6 men, with a mean age of
61 years (range 40–78 years), were included in the study
(Table 1). Six patients had no medications. Three patients
were being treated for hypertension and two for diabetes.
Eight patients were planned for R-CHOP-14 and 2 pa-
tients for R-CHOP-21. One patient had 2 cycles of
R-CHOP-14 and was then converted to R-CHOP-21. In
three cases, the patient received 4 cycles of R-CHOP-14
and received thereafter 2 cycles of only rituximab due to
limited disease. The mean prednisone dose used was
95 mg/day (range 75–100 mg/day) (Table 1).

All patients had normal morning plasma cortisol and
normal response to cosyntropin stimulation at baseline.
During follow-up, all patients had adequate response to
cosyntropin stimulation, both at 2 months from baseline
(before 5th cycle) as well as at 6 months from baseline
(3 months after last cycle) (Fig. 1, 2). One patient had
morning cortisol of 260 nmol/L at 2 months and 2 pa-
tients had plasma morning cortisol of 230 and 240 nmol/
L at 6 months. All these patients had adequate responses
to cosyntropin stimulation test. There was no statistically
significant difference in morning cortisol, peak cortisol,
or plasma ACTH between baseline, 2 months, and
6months (p = 0.607, p = 0.247, and p = 0.198, respectively;
Table 2). At baseline, 2 months, and 6 months, plasma
sodium concentration, systolic blood pressure, and body
mass index were not significantly different (p = 0.780, p =
0.206, and p = 0.059, respectively).

Discussion

Our study indicates that short-term high-dose oral
GC therapy does not down-regulate the hypothalamic-
pituitary-adrenal axis in patients with diffuse large
B-cell lymphoma, results that are in contrast with two
previous studies. These studies, by Owattanapanich
et al. [6] and by Manosroi et al. [7] showed transient
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adrenal insufficiency during R-CHOP-21 therapy in a
significant subset of the patients. Owattanapanich et al.
[6] included 10 patients with diffuse large B-cell lym-
phoma receiving R-CHOP-21. Adrenal function was
assessed with a low-dose (1 µg) cosyntropin stimulation

before every cycle. Three of 10 patients were considered
to have adrenal insufficiency with the highest incidence
after the 5th cycle. The adrenal function recovered
3–5 weeks after the last cycle in all patients [6]. In the
study of Manosroi et al. [7], 15 patients with diffuse

Table 1. Information on type of treatment and time from baseline to cosyntropin stimulation test

Type of chemotherapy Prednisone
dose

Weeks from
baseline to
5th cycle

Weeks from
baseline to last
visit

Patient 1 R-CHOP-14 75 mg 10 28
Patient 2 R-CHOP-14 100 mg 8 24
Patient 3 R-CHOP-14 × 2 and R-CHOP-21 × 4 75 mg 12 28
Patient 4 R-CHOP-14 100 mg 8 24
Patient 5 R-CHOP-14 100 mg 9 23
Patient 6 R-CHOP-21 100 mg 12 30
Patient 7 R-CHOP-14 × 4 and R × 2 100 mg 8 25
Patient 8 R-CHOP-14 100 mg 8 NA
Patient 9 R-CHOP-21 × 4 and R × 2 100 mg 12 NA
Patient 10 R-CHOP-14 × 4 and R × 2 100 mg 8 23
Mean± SD 95±10.5 9.5±1.8 25.6±2.7

R-CHOP-14, rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisone with 14-day intervals;
R-CHOP-21, rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisone with 21-day intervals; R,
rituximab therapy; NA, not applicable; SD, standard deviation.

Fig. 1. Estimated marginal means of morning plasma cortisol (nmol/L) at baseline, 2 months, and 6 months from
baseline. Error bars are 95% confidence interval.
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large B-cell lymphoma were included and three of them
developed adrenal insufficiency after the 5th cycle,
defined as peak cortisol <400 nmol/L (<14.5 µg/dL)
following a low-dose (5 µg) cosyntropin stimulation.

There are several potential explanations for the dif-
ferent findings in the current study in relation to the
above-mentioned studies. Our study had a different
design, with shorter intervals between the R-CHOP cycles
(14 days for most of the patients in our study but 21 days
in previous studies), a high-dose (250 µg) synthetic
ACTH was used to evaluate the hypothalamic-pituitary-
adrenal function and the definition of adrenal insuffi-
ciency was different. Previously, low-dose cosyntropin
stimulation test was considered to offer better diagnostic
accuracy than the high-dose test in diagnosing secondary
adrenal insufficiency [11, 12]. However, a meta-analysis
based on 30 studies, showed that the diagnostic accuracy
does not differ between the high- and low-dose cosyn-
tropin stimulation test [13]. Importantly, however, sev-
eral studies have shown a risk of false-positive results with
the low-dose cosyntropin stimulation test, i.e., being
diagnosed with adrenal insufficiency without actually
having it, rising from technical problems in connection
with dilution of the synthetic ACTH, and that the peak
cortisol cutoff value has been set too high [14, 15]. For
instance, adrenal insufficiency was defined as peak

cortisol <497 nmol/L (<18 µg/dL) after a low-dose co-
syntropin stimulation test in the study by Owattanapa-
nich et al. [6]. This is a high cutoff value and could
therefore cause false-positive results [15]. The peak
cortisol cutoff value had been set lower (450 nmol/L
[<16.3 µg/dL] as in our study), only 2 patients with
marginally low cortisol (386 and 440 nmol/L, respec-
tively) would have met the criteria of adrenal
insufficiency.

Our results are in line with a previous study on patients
receiving IV methylprednisolone as a pulse treatment for
Graves’ ophthalmopathy. Twelve patients were included
and treated with methylprednisolone weekly for 12
weeks. None of the patient had adrenal insufficiency on
high-dose cosyntropin stimulation test before the final
pulse infusion [16].

The small sample size is the main limitation of our as
well as for the aforementioned studies. Patients with
newly diagnosed lymphoma are receiving a physically
and psychologically demanding chemotherapy and
participation in scientific studies with additional testing,
and appointments can therefore be difficult. Conse-
quently, the participation rate in the current study was
low. However, even if it cannot be ruled out that in-
termittent short-term high-dose GC treatment may
develop clinically significant adrenal insufficiency in

Fig. 2. Estimated marginal means of peak plasma cortisol (nmol/L) at baseline, 2 months, and 6 months from
baseline. Error bars are 95% confidence interval.
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some patients, we did not observe this. These findings
are important for all patients receiving GC as an ad-
juvant treatment to chemotherapy for malignant dis-
eases. Nevertheless, the awareness of GC-induced ad-
renal insufficiency is essential and in case of symptoms
and signs, it is critical to investigate and treat these
patients appropriately.

In conclusion, this pilot study showed that short-term
high-dose oral GC therapy, a commonly used treatment
in patients with malignant hematological diseases,
i.e., aggressive lymphomas does not seem to down-
regulate the hypothalamic-pituitary-adrenal axis.
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Table 2. BMI, blood pressure, and laboratory blood test results at baseline, 2 months, and 6 months from baseline

Baseline
(n = 10)

2 months from baseline
(n = 10)

6 months from baseline
(n = 8)*

p

BMI, kg/m2 0.059
Mean±SD 25.8±5.1 24.7±5.1 25.4 (6.2)
Median (range) 27.6 (16.8–32.4) 25.1 (16.5–32.4) 24.5 (16.9–35.1)

Systolic blood pressure, mm Hg 0.206
Mean±SD 126±16.8 118±17.9 124±17.4
Median (range) 125 (104–153) 121 (87–147) 123 (101–148)

Plasma sodium 0.780
Mean±SD 139±3.9 139±2.5 NA
Median (range) 139.5 (130–144) 139 (136–144) NA

Morning plasma cortisol, nmol/L 0.607
Mean±SD 407±68 373±96 372±113
Median (range) 390 (320–530) 360 (260–610) 395 (230–520)

Peak plasma cortisol, nmol/L after injection of cosyntropin 0.247
Mean±SD 703±95 738±127 659±98
Median (range) 720 (530–860) 710 (570–970) 700 (490–730)

Plasma ACTH, pmol/L 0.198
Mean±SD 7.3±3.9 6.2±4.5 8.1±3.4
Median (range) 6.3 (2.5–16) 5.5 (2–18) 7.4 (5.2–16)

Data are presented as mean ± standard deviation (SD), median (range), or number (%). Repeated measures ANOVA was used
to identify changes in body max index, systolic blood pressure, plasma sodium, morning plasma cortisol, peak plasma cortisol,
and ACTH concentration at baseline, 2 months, and 6 months from baseline. Plasma sodium was not measured 6 months from
baseline. ACTH, adrenocorticotropic hormone; NA, not applicable; BMI, body mass index. *Two patients did not undergo the
last cosyntropin stimulation test because of the coronavirus pandemic and were not included in repeated measures ANOVA
analysis.

Intermittent High-Dose GC Treatment
Does Not Cause Adrenal Insufficiency

Acta Haematol
DOI: 10.1159/000534317

5

D
ow

nloaded from
 http://karger.com

/aha/article-pdf/doi/10.1159/000534317/4038597/000534317.pdf by guest on 20 M
arch 2024

https://doi.org/10.1159/000534317


Funding Sources

The study was financed by Grant from the Swedish state under
the ALF agreement (ALFGBG-966066).

Author Contributions

M.J.E., O.R., G.J., R.B., P.T. designed the study. O.R. supervised
the study. M.J.E., H.L.K., and C.L. collected the data. M.J.E.
performed the statistical analysis. M.J.E. and O.R. wrote the

original draft of the manuscript. All authors reviewed and ap-
proved the final manuscript. G.J. obtained funding. O.R. andM.J.E.
are guarantors.

Data Availability Statement

Data are not publicly available due to ethical reasons. Further
inquiries can be directed to the corresponding author (mar-
gret.jona.einarsdottir@gu.se).

References

1 Schlaghecke R, Kornely E, Santen RT, Rid-
derskamp P. The effect of long-term gluco-
corticoid therapy on pituitary-adrenal re-
sponses to exogenous corticotropin-releasing
hormone. N Engl J Med Overseas Ed. 1992
Jan 23;326(4):226–30.

2 Broersen LH, Pereira AM, Jorgensen JO,
Dekkers OM. Adrenal insufficiency in cor-
ticosteroids use: systematic review and meta-
analysis. J Clin Endocrinol Metab. 2015 Jun;
100(6):2171–80.

3 Dorin RI, Qualls CR, Crapo LM. Diagnosis of
adrenal insufficiency. Ann Intern Med. 2003
Aug 05;139(3):194–204.

4 Spiegel RJ, Vigersky RA, Oliff AI, Echelberger
CK, Bruton J, Poplack DG. Adrenal sup-
pression after short-term corticosteroid
therapy. Lancet. 1979 Mar 24;1(8117):630–3.

5 Vestergaard TR, Juul A, Lausten-Thomsen U,
Lausen B, Hjalgrim H, Kvist TK, et al. Du-
ration of adrenal insufficiency during treat-
ment for childhood acute lymphoblastic
leukemia. J Pediatr Hematol Oncol. 2011
Aug;33(6):442–9.

6 Owattanapanich W, Sirinvaravong S, Su-
phadirekkul K, Wannachalee T. Transient
adrenal insufficiency in diffuse large B cell
lymphoma patients after chemotherapy with

short-course, high-dose corticosteroids. Ann
Hematol. 2018 Dec;97(12):2403–10.

7 Manosroi W, Chirayucharoensak J, Chai-
Adisaksopha C, Phinyo P. Hormonal changes
after R-CHOP chemotherapy in patients with
diffuse large B-cell lymphoma: a prospective
study. Medicina. 2022 May 26;58(6):710.

8 Brattsand G, Olsson T. (Plasma cortisol in
suspect adrenal insufficiency). Läkartidnin-
gen. 2019;116:FSWS.

9 Husebye ES, Allolio B, Arlt W, Badenhoop K,
Bensing S, Betterle C, et al. Consensus
statement on the diagnosis, treatment and
follow-up of patients with primary adrenal
insufficiency. J Intern Med. 2014 Feb;275(2):
104–15.

10 Bornstein SR, Allolio B, Arlt W, Barthel A,
Don-Wauchope A, Hammer GD, et al. Di-
agnosis and treatment of primary adrenal
insufficiency: an endocrine society clinical
practice guideline. J Clin Endocrinol Metab.
2016 Feb;101(2):364–89.

11 Abdu TAM, Elhadd TA, Neary R, Clayton
RN. Comparison of the low dose short syn-
acthen test (1 μg), the conventional dose
short synacthen test (250 μg), and the insulin
tolerance test for assessment of the
hypothalamo-pituitary-adrenal Axis in pa-

tients with pituitary disease. J Clin Endo-
crinol Metab. 1999;84(3):838–43.

12 Kazlauskaite R, Evans AT, Villabona CV, Abdu
TAM, Ambrosi B, Atkinson AB, et al. Corti-
cotropin tests for hypothalamic-pituitary- ad-
renal insufficiency: a metaanalysis. J Clin En-
docrinol Metab. 2008;93(11):4245–53.

13 Ospina NS, Al Nofal A, Bancos I, Javed A,
BenkhadraK, Kapoor E, et al. ACTH stimulation
tests for the diagnosis of adrenal insufficiency:
systematic review and meta-analysis. J Clin
Endocrinol Metab. 2016 Feb;101(2):427–34.

14 Wade M, Baid S, Calis K, Raff H, Sinaii N,
Nieman L. Technical details influence the
diagnostic accuracy of the 1 microg ACTH
stimulation test. Eur J Endocrinol. 2010;
162(1):109–13.

15 Mongioì LM, Condorelli RA, Barbagallo F,
Cannarella R, La Vignera S, Calogero AE.
Accuracy of the low-dose ACTH stimulation
test for adrenal insufficiency diagnosis: a Re-
assessment of the cut-off value. J Clin Med.
2019;8(6):806.

16 Jespersen S, Nygaard B, Kristensen L.
Methylprednisolone pulse treatment of
Graves’ ophthalmopathy is not associated
with secondary adrenocortical insufficiency.
Eur Thyroid J. 2015 Dec;4(4):222–5.

6 Acta Haematol
DOI: 10.1159/000534317

Einarsdottir et al.

D
ow

nloaded from
 http://karger.com

/aha/article-pdf/doi/10.1159/000534317/4038597/000534317.pdf by guest on 20 M
arch 2024

mailto:margret.jona.einarsdottir@gu.se
mailto:margret.jona.einarsdottir@gu.se
https://www.karger.com/Article/FullText/534317?ref=1#ref1
https://www.karger.com/Article/FullText/534317?ref=2#ref2
https://www.karger.com/Article/FullText/534317?ref=3#ref3
https://www.karger.com/Article/FullText/534317?ref=4#ref4
https://www.karger.com/Article/FullText/534317?ref=5#ref5
https://www.karger.com/Article/FullText/534317?ref=6#ref6
https://www.karger.com/Article/FullText/534317?ref=6#ref6
https://www.karger.com/Article/FullText/534317?ref=7#ref7
https://www.karger.com/Article/FullText/534317?ref=8#ref8
https://www.karger.com/Article/FullText/534317?ref=8#ref8
https://www.karger.com/Article/FullText/534317?ref=9#ref9
https://www.karger.com/Article/FullText/534317?ref=10#ref10
https://www.karger.com/Article/FullText/534317?ref=11#ref11
https://www.karger.com/Article/FullText/534317?ref=11#ref11
https://www.karger.com/Article/FullText/534317?ref=12#ref12
https://www.karger.com/Article/FullText/534317?ref=12#ref12
https://www.karger.com/Article/FullText/534317?ref=13#ref13
https://www.karger.com/Article/FullText/534317?ref=13#ref13
https://www.karger.com/Article/FullText/534317?ref=14#ref14
https://www.karger.com/Article/FullText/534317?ref=15#ref15
https://www.karger.com/Article/FullText/534317?ref=16#ref16
https://doi.org/10.1159/000534317

	Intermittent High-Dose Glucocorticoid Treatment Does Not Cause Adrenal Insufficiency in Patients with Diffuse Large B-Cell  ...
	Introduction
	Materials and Methods
	Results
	Discussion
	Acknowledgments
	Statement of Ethics
	Conflict of Interest Statement
	Funding Sources
	Author Contributions
	Data Availability Statement
	References



<<
  /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
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /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 150
  /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 150
  /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

  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /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.)
    /DEU <>
  >>
  /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 [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


