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Abstract

Introduction: The use of immune checkpoint inhibitors has revolutionized cancer treatment,
and their application to older people is considered safe by the scientific community. However,
immune-related adverse events (irAEs) remain common, and their management poses
significant challenges, especially in this population. Case Presentation: We report the
case of a fit 82-year-old woman who developed immune-mediated colitis and Fanconi
syndrome during treatment with ipilimumab and nivolumab for metastatic melanoma.
Treatment consisted of discontinuation of immunotherapy, use of systemic corticosteroids,
and second-line immunosuppressants. Despite well-managed treatment, the patient did not
recover and died from a gastrointestinal infection. Conclusion: Although studies have shown
identical efficacy and safety in younger patients compared to older patients, the consequences
of irAEs can potentially be more serious in the older population. The fatal outcome despite
well-managed treatment highlights the need to identify predictive factors of immunotherapy-
related adverse events in the older population.
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Introduction

As the population ages, the prevalence of cancer is increasing worldwide and is becoming
an important healthcare topic. Meanwhile, immune checkpoint inhibitors (ICPIs) have rev-
olutionized cancer treatment, with significant survival benefits in the early and advanced
stages of melanoma [1]. ICPI activates the immune system to target cancer cells and prevent
them from escaping immune recognition. However, ICPI has been associated with the oc-
currence of immune-related adverse events (irAEs) [2]. Previous clinical trials did not show a
higher risk of irAEs in the older population, but older people are often underrepresented in
these trials [1, 3]. In this report, we describe the occurrence of a fatal tubulopathy (Fanconi
syndrome) in an old, fit patient treated for metastatic melanoma. The CARE Checklist has been
completed by the authors for this case report, attached as supplementary material (for all
online suppl. material, see https://doi.org/10.1159/000535553).

Case Report

A 79-year-old woman with no known comorbidities, no underlying autoimmune dis-
ease, or chronic treatment was diagnosed with a left pretibial lentigo maligna melanoma in
December 2018. Breslow thickness was 3.7 mm with 10 mitosis/mm? without ulceration,
and there was no evidence of metastasis (pT3aNx). The disease was classified as stage I1A.
The melanoma was NRAS-mutated and BRAF-wild-type. The patient had a well-preserved
performance status (ECOG of 0) and a low frailty index of 17, according to the G8 screening
score. She received standard treatment with a surgical excision and negative resection
margins.

In November 2021, at the age of 82 years, the patient presented with a subcutaneous
induration on the pretibial scar. The PET/CT showed a locoregional recurrence with
suspicion of inguinal lymph node involvement (Fig. 1). A complete blood workup revealed a
LDH level of 200 UI/L (baseline unknown), and the disease was classified as stage IV. The G8
assessment score remained normal at 16, and the patient received standard treatment with
nivolumab monotherapy (240 mg every 2 weeks for 14 cycles). Unfortunately, the disease
progressed 6 months later, and the PET/CT revealed inguinal lymph node progression and
a new pretibial lesion. She received ipilimumab (3 mg/kg) in addition to nivolumab
(1 mg/kg).

After two cycles of combined nivolumab and ipilimumab treatment, she was admitted to
the emergency department with extreme fatigue and grade 3 diarrhea. The blood test findings
showed hypokalemia of 2 mmol/L with a decreased bicarbonate level of 16 mmol/L, a
decreased phosphate level of 0.48 mmol/L, an elevated creatinine level of 2.7 mg/dL
corresponding to acute kidney injury stage 1l according to the AKIN classification (baseline
0.88 mg/dL), and an inflammatory syndrome with a CRP level of 114 mg/dL (Table 1). Urine
spots revealed urinary potassium wasting (K 79 mmol/g creatinine), acidification default
(pH of 7.1), glucosuria, and tubular proteinuria. An abdominal CT scan, stool analysis, and
colonoscopy confirmed the presence of diverticulitis associated with nonspecific colitis. The
biopsy confirmed grade 3 aspecific colitis. The nonspecific chronic colitis and acute kidney
injury grade 3, with severe electrolyte imbalance, were all attributed to the ICPI. Initial
management included discontinuation of nivolumab and ipilimumab, intravenous (IV)
hydration, oral and IV potassium supplements up to 300 meq/day, and systemic corti-
costeroids (prednisolone 2 mg/kg/day) according to the ESMO (European Society for
Medical Oncology) guidelines for immune-related ICPI toxicity. Kidney function normalized
after IV fluid loading, but electrolyte imbalances persisted, necessitating a high dose of IV
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Fig. 1. PET/CT showing a locoregional recurrence of the left pretibial with suspicion of inguinal lymph node
involvement.

potassium to control hypokalemia. No renal biopsy was performed at this stage, as colitis-
related symptomatology was in the foreground. Following 2 weeks of high-dose steroids,
the patient received infliximab (5 mg/kg) as there was no improvement in diarrhea and
hypokalemia. Three injections over a period of approximately 2 months were administered
without recovery. The patient was mainly managed in the hospital as oral supplementation
proved insufficient to control potassium levels. Given refractory colitis with persistent
gastrointestinal symptoms, the patient was administered vedolizumab (a monoclonal
antibody to anti-integrin a437) in compassionate use after three cycles of infliximab.
Although diarrhea finally decreased, high-potassium supplements were still required. PET/
CT demonstrated an excellent partial metabolic response but persistent colic inflammation.
Nearly 3 months after her admission, the patient was finally able to leave the hospital
with oral potassium supplementation in addition to potassium-sparing diuretics (spi-
ronolactone 25 mg/d).

However, 5 days later, the patient was readmitted to the hospital due to the recurrence of
severe symptomatic hypokalemia (2.3 mmol/L) and a low bicarbonate level (14 mmol/L).
Given the persistence of severe hypokalemia with urinary potassium loss and acidosis, a
multidisciplinary consultation was organized with the nephrology team. The diagnosis of
Fanconi syndrome (proximal tubular dysfunction) was posed, and the differential diagnosis
of acquired Fanconi syndrome was negative as there was no evidence for an underlying
hematological or immunological disorder or exposure to toxic agents, and there was no other
identifiable medication that could have led to the diagnosis. A kidney biopsy was performed at
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Table 1. Laboratory findings on the 1st admission to the hospital

First admission Reference range
Hemoglobin 10.5 12-16 g/L
Erythrocytes 3.39 3.80-5.00 x 10%/L
Hematocrit 29.3 35.0-47.0 %
MCV 86 80-100 fL
Platelets 265 150-440 x 103/L
WBC 9.91 3.5-11.0 x 103/L
ANC 6.80 1.50-6.70 x 103/L
Lymphocytes 1.73 1.20-3.50 x 103/L
Monocytes 1.09 0.10-1.00 x 103/L
Eosinophils 0.24 0.10-0.50 x 103/L
Basophils 0.05 <0.10 x 103/L
CRP 114 <5.0 mg/L
Natrium 138 136-145 mmol/L
Potassium 2.0 34-44 mmol/L
Bicarbonate 16 23-29 mmol/L
Calcium 2.16 2.20-2.55 mmol/L
Phosphorus 0.48 0.75-1.39 mmol/L
Urea 86 17-48 mmol/L
Creatinine 2.70 0.50-0.90 mg/dL
eGF 89 >60 mL/min/1.7 m?
AST 22 <32 UI/L
ALT 19 <33 UI/L
GGT 45.6 6-42 UI/L
ALP 71 35-104 UI/L
LDH 226 135-214 UI/L
Bilirubin 0.4 <1.2 mg/dL
Lipase 217 40-49 UI/L
Albumin 41 g/L
Glucose 95 mmol/L

MCV, mean corpuscular volume; WBC, white blood cell count; ANC, absolute neutrophil count; CRP,
C-reactive protein; eGF, estimated glomerular filtration; AST, aspartate transaminase; ALT, alanine trans-
aminase; GGT, gamma-glutamyl transferase; ALP, alkaline phosphatase; LDH, lactate dehydrogenase.

this stage, showing severe tubulitis with tubule destruction and acute tubular necrosis
(Fig. 2). Immunohistochemical detection of T cells with anti-CD8 and anti-CD4 antibodies
showed labeling for CD8 T cells but not for CD4 T cells. PD-L1 expression was present in the
biopsy samples (Fig. 3). Despite second-line immunosuppressive treatment, the patient still
required high-dose potassium supplements. Eventually, she developed a diverticulitis as-
sociated with a peradiverticular abscess. Despite broad-spectrum antibiotic therapy, the
patient developed a septic shock. According to her wishes, no therapeutic escalation was
performed, and the patient died in comfort care.
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Fig. 2. Kidney biopsy showing severe tubulitis with tubule destruction and acute tubular necrosis.

CD4 CD8 2 oS PD-L1

Fig. 3. Immunohistochemical detection of T cells with anti-CD4 and anti-CD8 antibodies and PD-L1
expression.

Discussion

We report the case of an older but fit patient with metastatic melanoma who died from
unusually severe and refractory irAE on nivolumab-ipilimumab bitherapy. The incidence of
melanoma has been steadily increasing over the past few years and is correlated with higher
mortality. Melanoma occurring in older patients is associated with unfavorable prognostic
factors such as a thicker Breslow, ulcerations, and a higher mitotic rate of the tumor [1].
Performance status (PS) and LDH levels are additional prognostic factors for melanoma.

For patients with metastatic melanoma, ICPI has emerged as an integral part of treatment
by prolonging long-term survival [1]. ICPIs are monoclonal antibodies that inhibit immune
checkpoints, a receptor-ligand system that mediates the negative regulation of T cells and self-
tolerance. They include anti-cytotoxic T lymphocyte antigen 4 (anti-CTLA-4), anti-programmed
death 1 (anti-PD-1), or anti-programmed death 1 ligand (anti-PD-L1) antibodies. ICPIs play a
key role in the treatment of different cancer types but have been associated with the occurrence
of irAEs [2]. IrAEs are frequently observed, especially with double immunotherapy (59-85%),
affecting virtually all organs, with the skin, gastrointestinal tract, and liver being the most
commonly affected organs across all studies. Risk factors associated with ICPI are age under
60 years, high body mass index, anti-CTLA4 for women or anti-PD-1/PD-L1 for men, and
chronic smokers [4]. The risk is amplified with combination therapy, and for metastatic
melanoma, the association of anti-CTLA-4 and PD1/PD-L1 leads to irAEs in 95% of the patients,
of which 55% are severe irAEs (grade 3 or higher) [5]. Kidney toxicity directly related to ICPI
(excluding prerenal causes, chemotherapy toxicity, contrast-induced nephropathy, or ob-
structive uropathy) is uncommon and affects between 2.2% and 5% of the patients. The
underlying mechanism of kidney toxicity remains unclear. Potential risk factors identified for
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ICPI-associated acute kidney injury (ICPI-AKI) include the concomitant use of classical med-
ications known to induce acute interstitial nephritis (such as proton pump inhibitors, non-
steroidal anti-inflammatory drugs, and antibiotics) and the combination of ICPI. Patients who
experienced ICPI-AKI were found to have a higher probability of pre-existing renal dysfunction,
while the type of malignancy or age do not seem to be predictive factors [4]. Interestingly,
retrospective data reports that ICPI-AKI developed in patients with concomitant or prior
extrarenal iRAEs such as skin rash, colitis, or thyroiditis, as observed in this case [6].

The timing of ICPI-AKI onset varies from 12 to 14 weeks after the initiation of the treatment
but could be even less in the case of a combination of ICPI. The most common histopathological
findings in patients developing ICPI-AKI included acute interstitial nephritis and acute tubular
necrosis and, less commonly, glomerular disorders such as minimal change disease, IgA ne-
phropathy, focal segmental glomerulosclerosis, renal vasculitis, and C3 glomerulopathy [6].
Renal tubular acidosis is a very uncommon complication and is rarely reported [7]. Charmetan
et al. [8] described distal renal tubular acidosis in patients treated with ICPI without the
development of acute kidney failure. This might have been caused by an autoimmune response
against type A intercalated cell receptors or pumps (H+-ATPase or Cl/HCO3). Fanconi syn-
drome, due to proximal tubular dysfunction, is rarely reported. Only 2 case reports have been
published reporting on the occurrence of Fanconi syndrome after ICPI use for non-small cell
lung carcinoma and hepatocellular carcinoma [9, 10]. Clinicians must be aware that combined
electrolyte disorders may be due to an underlying renal tubular acidosis, and diagnosis should
not be missed as early management is of utmost importance. The concomitant occurrence of
several irAEs further complicates diagnosis, as illustrated in our clinical case.

Immune-mediated colitis is a frequent adverse event and occurs in up to 25% of patients.
One-third of the patients are resistant to corticosteroids, and second-line immunosuppression
must be introduced to treat immune-mediated colitis. Off-label use of infliximab and vedoli-
zumab has been associated with good clinical responses. This patient reported not having a good
response to Infliximab, but vedolizumab seemed effective on gastrointestinal symptoms [11].

Several studies have demonstrated the efficacy and safety of ICPI in older patients with
cancer, including those with melanoma [1, 3]. Nevertheless, older people are underrepre-
sented in clinical studies, and most of the recommendations come from age subgroup an-
alyses. The main difference lies in the impact and management of side effects, which can be
more challenging for older patients [12]. Studies with older and vulnerable patients have
shown that patients with irAEs tend to stop treatment earlier and have a higher requirement
for immune-modulating medications [3, 12]. Specific tools, such as the G8 screening tool or
the comprehensive geriatric assessment, when necessary, enable the identification of frail
patients at risk of developing more severe side effects [13]. In addition to geriatric as-
sessment, an extensive blood analysis and a baseline renal function profile (sediment,
proteinuria, albuminuria, and biochemical analysis) are essential prior to immunotherapy to
promptly detect any changes from baseline and possible ICPI-induced renal toxicities [6].

This patient had a normal G8 screening score and showed no biological abnormalities
before starting immunotherapy, but she developed fatal consequences. However, in the
absence of robust clinical data, it is essential to balance the risks and benefits of the addition of
a second immunotherapy medication in the treatment of older patients, as the risk of severe
infections should not be minimized, as illustrated in our case.

Finally, additional studies are needed to identify predictors of irAE. For example,
C-reactive protein level has been proposed to be a predictive biomarker of irAE even before
clinical symptoms [4, 6]. The research also focuses on easily available biomarkers that could
be used in current clinical practice to early detect the occurrence of irAEs, such as absolute
circulating blood cell counts, neutrophil-lymphocyte ratio, platelet-lymphocyte ratio, or
monocyte-lymphocyte ratio [4]. Interest is also growing regarding the intestinal microbiota,
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which could potentially play a role in the occurrence of irAE, as well as the role of human
leukocyte antigen [14]. Moreover, a recent preclinical model research showed that anti-PD-1
therapy induced irAE-like multiorgan dysfunctions in tumor-bearing older mice, with ectopic
expansion of T and B cells in injured organs, whereas not in young mice [15].

Conclusion

To our knowledge, this is the first case report of a fatal case of severe Fanconi syndrome
and colitis in an older patient receiving combined immunotherapy for advanced melanoma. As
demonstrated by this case report, renal Fanconi syndrome caused by ICPIs is a rare but
potentially severe adverse event that should not be underestimated. Although studies have
shown identical efficacy and safety in younger patients compared to older patients, the
consequences of irAEs can potentially be more serious in the older population. Early
identification of toxicities and management by a multidisciplinary team are crucial. Physicians
must be aware of potential treatment-resistant forms of irAEs. In addition, considering the
decreased functional reserve associated with aging, careful evaluation of the benefits and
risks of introducing second-line immunosuppression in older patients is crucial. Additional
research is essential for identifying older patients at risk of irAEs.

Acknowledgments

The authors express gratitude to Dr. Dumont Laura who participated in the clinical care of
the patient as well as Dr. Van Eycken Marie who provided the anatomopathological images.

Statement of Ethics

Written informed consent for publication was obtained from the next of kin for the
publication of this case report and the accompanying data. Ethics approval was not required
for this case report in accordance with local guidelines.

Conflict of Interest Statement

The authors have no conflicts of interest to declare.

Funding Sources

This case report was not supported by any sponsor or funder.

Author Contributions

M.G. and A.R. drafted the initial manuscript, reviewed, and revised the manuscript. T.V,,
ALC, AD,, LD.L, and H.R. reviewed and revised the manuscript. All authors approved the
final manuscript as submitted and agreed to be accountable for all aspects of the work. H.R.
accepted responsibility for the finished work and controlled the decision to publish. H.R. is
responsible for the overall content as the guarantor.

I
Kargers<

245


https://www.karger.com/cro
https://www.karger.com/cro
https://doi.org/10.1159/000535553
https://www.karger.com/cro

Case Rep Oncol 2024;17:239-246

DOI: 10.1159/000535553 © 2024 The Author(s). Published by S. Karger AG, Basel
www.karger.com/cro

Georgery etal.: Fatal Tubulopathyinan Old Patient Receiving Immunotherapy for Melanoma

Data Availability Statement

All data generated or analyzed during this study are included in this article. Further

inquiries can be directed to the corresponding author.

10

11

12

13

14

15

References

Rogiers A, van den Oord J], Garmyn M, Stas M, Kenis C, Wildiers H, et al. Novel therapies for metastatic
melanoma: an update on their use in older patients. Drugs Aging. 2015;32(10):821-34.

Johnson DB, Nebhan CA, Moslehi J], Balko JM. Immune-checkpoint inhibitors: long-term implications of toxicity.
Nat Rev Clin Oncol. 2022;19(4):254-67.

van Holstein Y, Kapiteijn E, Bastiaannet E, van den Bos F, Portielje ], de Glas NA. Efficacy and adverse events of
immunotherapy with checkpoint inhibitors in older patients with cancer. Drugs Aging. 2019;36(10):927-38.
Chennamadhavuni A, Abushahin L, Jin N, Presley CJ, Manne A. Risk factors and biomarkers for immune-related
adverse events: a practical guide to identifying high-risk patients and rechallenging immune checkpoint
inhibitors. Front Immunol. 2022;13:779691.

Larkin ], Chiarion-Sileni V, Gonzalez R, Grob J], Cowey CL, Lao CD, et al. Combined nivolumab and ipilimumab or
monotherapy in untreated melanoma. N Engl ] Med. 2015;373(1):23-34.

Herrmann SM, Perazella MA. Immune checkpoint inhibitors and immune-related adverse renal events. Kidney
Int Rep. 2020;5(8):1139-48.

Herrmann SM, Alexander MP, Romero MF, Zand L. Renal tubular acidosis and immune checkpoint inhibitor
therapy: an immune-related adverse event of PD-1 inhibitor—a report of 3 cases. Kidney Med. 2020;2(5):
657-62.

Charmetant X, Teuma C, Lake ], Dijoud F, Frochot V, Deeb A. A new expression of immune checkpoint inhibitors’
renal toxicity: when distal tubular acidosis precedes creatinine elevation. Clin Kidney ]. 2020;13(1):42-5.
Farid S, Latif H, Nilubol C, Kim C. Immune Checkpoint Inhibitor-induced Fanconi Syndrome. Cureus [Internet].
2020 Apr 16 [cited 2023 Mar 29]; Available from: https://www.cureus.com/articles/29486-immune-
checkpoint-inhibitor-induced-fanconi-syndrome.

Tinawi M, Bastani B. A case of Fanconi syndrome as a complication of treatment with a checkpoint inhibitor in
a patient with hepatocellular carcinoma. ] Nephropathol. 2019;9(2):e19.

Losurdo G, Angelillo D, Favia N, Sergi MC, Di Leo A, Triggiano G, et al. Checkpoint inhibitor-induced colitis: an
update. Biomedicines. 2023;11(5):1496.

Gomes F, Lorigan P, Woolley S, Foden P, Burns K, Yorke ], et al. A prospective cohort study on the safety of
checkpoint inhibitors in older cancer patients: the ELDERS study. ESMO Open. 2021;6(1):100042.

Bellera CA, Rainfray M, Mathoulin-Pélissier S, Mertens C, Delva F, Fonck M, et al. Screening older cancer
patients: first evaluation of the G-8 geriatric screening tool. Ann Oncol. 2012;23(8):2166-72.

Conroy M, Naidoo J. Inmune-related adverse events and the balancing act of immunotherapy. Nat Commun.
2022;13(1):392.

Tsukamoto H, Komohara Y, Tomita Y, Miura Y, Motoshima T, Imamura K, et al. Aging-associated and
CD4 T-cell-dependent ectopic CXCL13 activation predisposes to anti-PD-1 therapy-induced adverse events.
Proc Natl Acad Sci USA. 2022;119(29):e2205378119.

I
Kargers<

246


https://doi.org/10.1007/s40266-015-0304-7
https://doi.org/10.1038/s41571-022-00600-w
https://doi.org/10.1007/s40266-019-00697-2
https://doi.org/10.3389/fimmu.2022.779691
https://doi.org/10.1056/NEJMoa1504030
https://doi.org/10.1016/j.ekir.2020.04.018
https://doi.org/10.1016/j.ekir.2020.04.018
https://doi.org/10.1016/j.xkme.2020.05.015
https://doi.org/10.1093/ckj/sfz051
https://www.cureus.com/articles/29486-immune-checkpoint-inhibitor-induced-fanconi-syndrome
https://www.cureus.com/articles/29486-immune-checkpoint-inhibitor-induced-fanconi-syndrome
https://doi.org/10.34172/jnp.2020.19
https://doi.org/10.3390/biomedicines11051496
https://doi.org/10.1016/j.esmoop.2020.100042
https://doi.org/10.1093/annonc/mdr587
https://doi.org/10.1038/s41467-022-27960-2
https://doi.org/10.1073/pnas.2205378119
https://www.karger.com/cro
https://www.karger.com/cro
https://doi.org/10.1159/000535553
https://www.karger.com/cro

	Occurrence of Fatal Tubulopathy in an Old, Fit Patient Receiving Nivolumab and Ipilimumab for Metastatic Melanoma: A Case R ...
	Introduction
	Case Report
	Discussion
	Conclusion
	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


