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Abstract Giant cell tumor (GCT) is a rare complication of
Paget disease of bone. It usually occurs in the skull or
pelvic bones of patients with long-standing polyostotic
disease. This report describes a 62-year-old patient who
presented with monostotic Paget disease of the distal femur
complicated by GCT. He had a 2-year history of discomfort
and pain in his left knee. Conventional plain films and MRI
demonstrated the characteristic bone changes of Paget
disease and an associated lytic lesion involving the
epiphyseal and metaphyseal regions of the distal femur. A
diagnostic curettage showed the characteristic histopatho-
logic features of Paget disease and GCT. There was no
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evidence of malignancy. The clinicopathologic features of
this rare lesion are described and correlated with a review
of the literature.
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Introduction

Paget disease of the skeleton is a well-known disorder of
unclear etiology that results in deformity and enlargement
of single or multiple bones due to abnormal osteoclastic—
osteoblastic remodeling of bone. The disease affects 3% of
the population aged over 40 years in the USA and the UK
and is very rare in younger patients [1]. More recently, the
disease has been on the decline for reasons yet to be fully
elucidated. It is common in populations of northern
European descent, including those of Australia, Great
Britain and the USA, but it is infrequently observed in
Scandinavia. It is only rarely seen in populations of the
Middle East and Asia. Familial forms of Paget disease have
been documented [1].

Major complications of Paget disease include fracture,
osteoarthritis, and, very rarely, high-output cardiac failure
[2, 3]. The development of a high-grade sarcoma, usually
osteosarcoma, occurs in approximately 1% of patients and
carries an extremely poor prognosis [4, 5]. Such complica-
tions are more often seen in patients with the polyostotic
form of the disease. Giant cell tumor (GCT) is a very rare
complication of Paget disease that usually occurs in the
skull or pelvis and is uncommon in long bones of the ex-
tremities [6]. We present a case of Paget disease of the
distal femur that initially presents with GCT and compare
the clinicopathologic features with those reported in the
literature.
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Case presentation

A 62-year-old man presented to the Orthopaedic Clinic with a
1-year history of pain in his left knee. The pain was gradually
increasing, and recently he had had difficulty straightening
and bending his knee. His past medical history was
remarkable for diabetes mellitus and coronary artery disease
for which he had undergone coronary bypass surgery. There
was no family history of bone disease or tumors. The patient
had no known family ties to Avellino, Italy.

Physical examination revealed a healthy appearing man
who walked with an antalgic limp. He moved about easily
but used a cane. Examination of his left knee revealed a 50°
flexion contracture, and he was able to flex his knee to
110°. There was vague soft tissue thickening around the
knee, but no appreciable joint effusion. He had bilateral
pitting edema and normal sensation and circulation in both
lower extremities. Laboratory findings were reported to be
within normal limits; however, a serum alkaline phospha-
tase level was not specified.

Conventional radiography of the left distal femur
revealed a lytic lesion with associated coarsening and
thickening of the trabeculae, extending from the epiphysis
to the distal diaphysis and terminating in an angular flame-
shaped configuration. The cortex at the posterior aspect of
the metaphysis was thinned and partially destroyed. In
addition, there was an ill-defined area of greater radiolu-
cency involving the medial femoral condyle (Fig. 1a,b). On
T1-weighted images (WI), MRI demonstrated coarse bone
trabeculae and a mass characterized by decreased signal
intensity (SI) in the medial femoral condyle (Fig. 2a). On
T2-WI the mass in the medial femoral condyle showed
increased signal intensity with a more prominently bright ST
at the center. T1-WI with contrast showed peripheral
enhancement and lack of enhancement at the center of the
tumor (Fig. 2b—e). The bright SI on T2 images with a lack
of signal enhancement following the administration of
contrast agent suggested the presence of fluid in the center
of the tumor. A technetium bone scan showed increased
uptake in the left distal femur. The radiological findings
were those of a lytic tumor, suggestive of a sarcoma
superimposed on a background of Paget disease. A
diagnostic curettage was performed.

Histological examination of the biopsy material was
remarkable for multiple fragments of cortical and cancel-
lous bone. There was medullary fibrosis of the cancellous
bone, and the trabeculac were composed of woven and
lamellar bone with numerous cement lines. In some areas
the cement lines had a mosaic pattern. The cortical bone
also showed similar evidence of extensive remodeling. The
trabeculae were lined by plump activated appearing
osteoblasts and abundant large osteoclasts with vacuolated
cytoplasm. The histopathologic findings were typical of
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Fig. 1 Anteroposterior (a) and lateral (b) views of the right femur,
showing coarsely trabeculated rarefaction involving the distal femoral
shaft and condyle. Proximally, an advancing wedge-shaped translu-
cent edge is seen at the interface with normal bone (black arrow). The
medial condyle is remarkable for an area of vague lucency and an
indistinct cortex at the posterior aspect of the condyle (white arrow)

Paget disease of bone (Fig. 3). Multiple fragments of a
giant cell rich tumor were admixed with the Pagetic bone
(Fig. 4a). The tumor was composed of sheets of large
multinucleated osteoclast-like giant cells with nuclei rang-
ing from 10 to 30 in number, interspersed with polygonal
mononuclear cells with similar appearing nuclei (Fig. 4b).
Focally, the mononuclear cells had fibroblastic spindle cell
morphology. Intranuclear inclusions were not identified by
light microscopy. Secondary aneurysmal bone cyst (ABC)
change and peripheral reactive woven bone formation were
present as well. There were no areas of increased cellularity,
cytological atypia, atypical mitotic figures, bone formation
as seen in osteosarcoma, or other features of malignancy.
Therefore, a diagnosis of GCT complicating Paget disease
was made.
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Fig. 2 MRI of the distal femur. Coronal T1-weighted image, TE/TR
560/18 (a) shows coarse trabeculation and decreased SI in the medial
femoral condyle (arrow). Note the low SI at the center of the lesion
(asterisk). Coronal (b) and sagittal (d) short-tau inversion recovery
(STIR) TR/TE 3,900/28E images show a lobulated mass lesion in the

Discussion

Paget disease of bone, first described by Sir James Paget as
osteitis deformans, is a disease affecting the osteoclasts,
occurs predominantly in populations of northern European
descent, and is characterized by excessive osteoclast-
mediated bone resorption followed by osteoblast-mediated
bone formation. This osteoclastic—osteoblastic activity
occurs in a seemingly haphazard fashion, resulting in
abnormally remodeled bone. It is a slowly progressive
disorder that is ultimately manifested by enlargement and
deformity of the involved bones. Approximately 3% of the
population aged over 40 years in the USA and the UK are
affected by the disease. The incidence increases with age
and, historically, has been reported to affect up to 10% of

medial condyle (arrow) with increased SI at the center (asterisk).
Following administration of contrast medium (¢, e), enhanced SI is
seen at the periphery of the mass (arrow). Note the lack of
enhancement at the center of the mass following administration of
contrast agent (asterisk), suggesting the presence of fluid

people above 80 years of age [7, 8]. However, for unclear
reasons, the incidence of Paget disease seems to be on the
decline. Paget disease is more common among men than
women [9], and, although most cases are sporadic, familial
forms have been described [10].

Radiographically and pathologically, Paget’s disease
may be divided into three phases, which, although
commonly considered to be discrete and distinctive,
actually represent a spectrum of changes seen in the disease
[11]. The initial lytic phase is radiologically characterized
by osteolysis, such as that seen in osteoporosis circum-
scripta of the skull, and is due to increased osteoclastic
resorption as seen histologically. The second phase, the
mixed phase, represents the majority of cases examined
radiographically and is manifested as coarsening and
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lined by large osteoclasts (black arrow) and numerous osteoblasts
with medullary fibrosis, typical histopathological findings of Paget
disease

- -
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Fig. 4 a Giant cell rich tumor (fop of image) adjacent to bone with
irregular mosaic-like cement lines (bottom of image). b Diagnostic
field of GCT composed of sheets of large osteoclastic giant cells
mixed with mononuclear cells with similar appearing nuclei supported
by a rich capillary vasculature
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thickening of trabeculaec and cortex as a result of osteo-
blastic repair following oseoclastic activity. In this phase,
trabeculae with irregular cement lines and woven bone are
lined by osteoblasts and osteoclasts with marrow fibrosis.
The third stage is termed the blastic stage, due to excessive
osteoblastic activity in comparison with osteoclastic resorp-
tion and, therefore, is radiographically characterized by
areas of sclerosis and enlargement of the bone. Histolog-
ically, this phase is characterized by thickened trabeculae
with numerous cement lines often imparting a mosaic
pattern.

In general, the primary cause of Paget disease is
unknown. A viral etiology of Paget disease has been
proposed for many years, based on the early discovery of
viral-like intranuclear inclusion bodies in osteoclasts of
Pagetic bone [12—14]. In addition, Mirra and Gold reported
a case where viral-like intranuclear inclusion bodies were
found in osteoclasts of giant cell tumor associated with
Paget disease [15]. More recently, mutations in the gene
encoding sequestosome 1 (SQSTM1/p62) have been
identified in patients with familial and sporadic Paget
disease [16]. This gene has been implicated in the signaling
cascade involving RANK, which is essential to osteoclasto-
genesis [17]. Osteoclast precursors from patients with Paget
disease seem to be hyperresonsive to RANK ligand
(RANKL), and marrow stromal cells from pagetic bone
show increased expression of RANKL [18]. The increased
sensitivity of Pagetic bone to RANKL appears to be
mediated by interleukin 6 (IL-6) [17]. Such findings
suggest a genetic basis for the disease, which may depend
on environmental exposure (virus) for the disease state to
be manifested. One possible scenario would be that, within
the pagetic bone micro-environment, osteoclast precursors,
having been exposed to a virus, are hyperresponsive to
RANKL. The osteoclasts produce increased levels of IL-
6, eventually resulting in constitutive overexpression of
RANKL in marrow stromal cells and osteoblasts further
contributing to abnormal osteoclastogenesis in the
Pagetic bone [17]. Furthermore, it is reasonable to
postulate that such abnormal osteoclastogenesis could
produce a giant cell tumor of Paget disease, possibly as a
result of localized excessive osteoclastogenesis and associ-
ated stromal cell proliferation, or by autonomous prolifer-
ation of stromal and/or osteoclastic cells from additional
molecular abnormalities.

Fewer than 10% of patients with Paget disease may
suffer from discomfort or pain [9]. The major skeletal
complications of Paget disease include fracture, osteoar-
thritis, and neoplasms. Malignant tumors, usually osteosar-
comas or fibrosarcomas, develop in approximately 1% of
cases [6]. In long-standing extensive polyostotic disease,
malignant transformation may occur in 5-10% of patients
[19-21].
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GCT complicates Paget disease much less often than
sarcomas do. A review of the Mid-America Tumor Registry
between 1958 and 1983 found 82 cases of neoplasms
arising in Paget disease of bone [21]. While the great
majority of these tumors were osteosarcoma, only one case
of GCT was identified. GCT of Paget disease may be single
or multiple [11, 15, 22—-24] and is usually benign, but a few
cases of malignancy have been described in the literature
that likely represent giant cell rich osteosarcoma [25]. Of
note, Jacobs et al. [6] found five patients with benign GCT
in Paget disease who had a common ancestral root in
Avellino, Italy. A recent analysis of a large number of
Italian patients with Paget disease showed higher clinical
severity and greater frequency of neoplastic transformation
among patients who lived in or were descended from
individuals living in the Campania region of southern Italy.
Our patient had no known ties with either to Avellino or
Campania, Italy [26].

To our knowledge, 38 cases of GCT complicating Paget
disease have been reported [6, 15, 27]. GCT, like Pagetic
sarcomas, most commonly occur in the polyostotic form of
the disease in over 90% of cases. Fewer than 10% occur in
the mono-ostotic disease [28]. As in our case, the age of the
patients is higher, with the mean age being approximately
60 years, while, in conventional GCT, it ranges between
20 years and 40 years [11].

Conventional GCT most commonly arises at the end of
long bones. In contrast, GCT associated with Paget disease
involves the skull, facial bones, pelvis or spine in
accordance with the anatomic distribution of the underlying
disease [0, 11, 27, 29]. Long tubular bone involvement is
uncommon. Of the 38 cases of GCT in Paget disease, only
seven (18%) involved long bones [30-34]. Whereas
conventional GCT almost always involves the epiphyseal
and metaphyseal regions of the bone, GCT of Paget disease
involves only the metaphysis, diametaphysis or diaphysis in
half of the cases [30-34].

On plain films, the lesion is lytic and may be expansile
without a periosteal reaction and, in general, may resemble
conventional GCT. A soft tissue mass is uncommon. The
margins of the lesion are usually relatively well defined,
which helps one to differentiate it from a malignant process.
Rarely, the margins of the lesion will be sclerotic or poorly
defined. Our tumor was lytic, with cortical disruption, and
involved the epiphysis as well as part of the metaphysis.

MRI reveals a mass-like replacement of the marrow that
is different from the alteration seen in the lytic stage of
uncomplicated Paget disease [35]. As in this case, the signal
intensity on both T1-WI and T2-WI appears low and
remains heterogeneously low to intermediate due to the
presence of cellularity and a fibrous component. Coexisting
cystic and hemorrhagic components may present areas of
higher signal intensity on T2-WI, as demonstrated in this

case. Following administration of contrast agent, the tumor
shows diffuse enhancement. CT and, particularly, MR
imaging are essential in evaluating the extent of the tumor.
Specifically, the demonstration of fat within a region of
Pagetic bone on MRI effectively excludes the presence of
tumor in that region of the bone [28]. Following steroid
administration, the size of the tumor mass may decrease
significantly, suggesting that soft tissue extension in Paget
disease may not necessarily represent malignancy [6].
However, for a definitive diagnosis, surgical biopsy and
pathology examination are required [1].

Histologically, GCT in Paget disease generally appears
similar to conventional GCT. In addition to the diagnostic
features of GCT, our patient had focal ABC-like change,
corresponding to the fluid signal characteristics in the
center of the lesion on MRI. One distinguishing feature of
GCT in Paget disease is the presence of intranuclear
inclusions, which we were unable to identify in this case
by routine histological examination. Most importantly, one
must distinguish GCT from a giant cell rich sarcoma.
Sarcomas arising in Pagetic bone are typically high-grade
tumors with marked cellularity, pleomorphism and atypical
mitoses. In some cases of giant cell rich osteosarcoma
cytological features of malignancy are subtle, and identifi-
cation of neoplastic bone formation may be the major clue
to malignancy.

Occasionally, GCT in Paget disease will histologically
resemble giant cell reparative granuloma [36]. These
lesions have clinicopathologic features similar to those of
GCT of Paget disease, such as the presence of intranuclear
inclusion in the giant cells and involvement of only Pagetic
bone, with a preference for craniofacial bones. Both
conventional GCT and Paget GCT can have regions within
the tumor that are rich in fibroblastic spindle cells, with a
paucity of giant cells, as was present focally in this case,
and, therefore, it is conceivable that, in some tumors, this
histologic appearance dominates and thereby resembles
giant cell reparative granuloma. Given the clinicopathologic
similarities between these two lesions, they likely represent
ends of a morphological spectrum that can be seen with
“GCT of Paget disease”. Furthermore, the growing under-
standing of the etiology of Paget disease and the fact that
these lesions occur in only Pagetic bone, even when
multifocal, support the concept that GCT of Paget disease
is biologically distinct from conventional GCT and giant
cell reparative granuloma.

GCT complicating Paget disease has often been treated
by surgical resection [27, 30—34]. Surgical curettage, as one
would perform for conventional GCT, is a reasonable
approach as well. Tumors may recur, but the overall
prognosis is excellent. In our case, the tumor was curetted
and packed. The patient has been free of symptoms and
recurrent GCT for 24 months after surgery.

@ Springer



978

Skeletal Radiol (2007) 36:973-978

In summary, we present a case of mono-ostotic Paget
disease complicated by the development of a benign GCT
of the distal femur as the initial manifestation of the disease.
The development of GCT in Paget disease is rare and
particularly uncommon in long tubular bones. Although
these tumors can have imaging features similar to those of
conventional GCT, and histologically can have the appear-
ance of conventional GCT or even giant cell reparative
granuloma, the known underlying molecular abnormalities
of Paget disease, and the growing understanding of the
Pagetic bone micro-environment, suggest that these tumors
are biologically distinct from conventional GCT and giant
cell reparative granuloma. Biopsy should be performed to
exclude a Paget sarcoma.

References

1. Resnick D, Paget’s disease. In: Saunders WB, Diagnosis of bone
and joint disorders. Philadelphia: 1995: 1923-1968.

2. Whyte MP. Paget’s disease of bone. N Engl J Med 2006; 355:
593-600.

3. Kanis JA. Pathophysiology and treatment of Paget’s disease of
bone, Ist edn. London: Martin Dunitz; 1991.

4. Wick MR, Siegel GP, Unni KK, McLeod RA, Greditzer HB.
Sarcomas of bone complicating osteitis deformans (Paget’s
disease). Am J Surg Pathol 1981; 5: 47-59.

5. Mankin HJ, Hornicek FJ. Paget’s sarcoma. A historical and
outcome review. Clin Orthop Relat Res 2005; 438: 97-102.

6. Jacobs TP, Michelsen J, Polay JS, D’Adamo AC, Canfield RE.
Giant cell tumor in Paget’s disease of bone. Cancer 1979; 44:
742-747.

7. Schmorl G. Ueber Ositis deformans Paget. Virchows Arch 1932;
283: 694.

8. Collins DH. Paget’s disease of bone. Incidence and subclinical
forms. Lancet 1956; 271: 51.

9. Mirra JM, Brien EW, Tehranzadeh J. Paget’s disease of bone:
review with emphasis on radiologic features, part I. Skeletal
Radiol 1995; 23: 163-171.

10. Siris ES, Ottman R, Flasher E. Kelsey JL. Familial aggregation of
Paget’s disease of bone. J Bone Miner Res 1991; 6: 495-500.

11. Smith SE, Murphey MD, Motamedi K, et al. Radiologic spectrum
of Paget disease of bone and its complications with pathologic
correlation. Radiographics 2002; 22: 1191-1216.

12. Welsh RA, Meyer AT. Nuclear fragmentation and associated
fibrils in giant cell tumor of bone. Lab Invest 1970; 22: 63.

13. Mirra JM. Pathogenesis of Paget’s disease based on viral etiology.
Clin Orthop Relat Res 1987; 217: 162—-170.

14. Baslé MF, Rebel A, Fournier JG, et al. On the trail of para-
myxoviruses in Paget’s disease of bone. Clin Orthop 1987; 217: 9.

15. Mirra JM, Gold RH. Case report 186. Skeletal Radiol 1982; 8:
67-70.

16. Laurin N, Brown JP, Morisette J, Raymond V. Recurrent mutation
of the gene encoding sequestosome 1 (SQSTM1/p62) in Paget
disease of bone. Am J Hum Genet 2002; 70: 1582—1588.

@ Springer

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

217.

28.

29.

30.

31.

32.

33.

34.

35.

36.

Reddy S. Etiology of Paget’s disease and osteoclast abnormalities.
J Cell Biochem 2004; 93: 688-696.

Neale SD, Smith R, Wass JAH, Athanasou NA. Osteoclast
differentiation from circulating mononuclear precursors in Paget’s
disease is hypersensitive to dihydroxyvitamin D3 and RANKL.
Bone 2000; 27: 409-416.

Wick MR, Siegal GP, Unni KK, McLeod RA, Greditzer H.
Sarcomas of bone complicating osteitis deformans (Paget’s
disease): fifty years’ experience. Am J Surg Pathol 1981; 5: 47-59.
Grediker HG III, McLeod RA, Unni KK, et al. Bone sarcoma in
Paget’s disease. Radiology 1983; 146: 327.

Haibach H, Farrell C, Dittrich FJ. Neoplasms arising in Paget’s
disease of bone: a study of 82 cases. Am J Clin Pathol 1985; 83:
594-600.

Ros PR, de Christenson R, Buetow PC, et al. Image interpretation
session: 1997. Giant cell tumor associated with Paget’s disease.
Radiographics 1998; 18: 205-207.

Francis R, Lewis E. Demonstration of giant cell tumor compli-
cating Paget disease. J] Comput Assist Tomogr 1983; 7: 917-918.
Nusbacher N, Sclafani SJ, Savittiri RB. Case report 155. Skeletal
Radiol 1981; 6: 233-235.

Pathak HJ, Nardi PM, Thornhill. Multiple giant cell tumors
complicating Paget’s disease. AJR Am J Roentgenol 1999; 172:
1696-1697.

Rendina D, Gennari L, De Filippo G, et al. Evidence for
increased clinical severity of familial and sporadic Paget’s disease
of bone in Campania, southern Italy. ] Bone Miner Res 2006; 21:
1828-1835.

Gebhart M, Vandeweyer E, Nemec E. Paget’s disease of bone
complicated by giant cell tumor. Clin Orthop Relat Res 1998; 352:
187-193.

Murphey MD, Nomikos GC, Flemming DJ, Gannon FH,
Temple HT, Kransdorf MJ: From the archives of the AFIP:
imaging of giant cell tumor and giant cell reparative granuloma
of bone-radiologic—pathologic correlation. Radiographics 2001;
21: 1283-1309.

Potter H, Schneider R, Ghelman B, Healey JH, Lane JM. Multiple
giant cell tumors and Paget disease of bone; radiographic and
clinical correlations. Radiology 1991; 180: 261-264.

Schajowicz F, Slullite I. Giant cell tumor associated with Paget’s
disease of bone. A case report. J] Bone Joint Surg Am 1966; 48:
1340-1349.

Mirra JM, Bauer FC, Grant TT. Giant cell tumor with viral-like
intranuclear inclusions associated with Paget’s disease. Clin
Orthop Relat Res 1981; 158: 243-251.

Pazzaglia UE, Barbieri D, Ceciliani. An epiphyseal giant cell
tumor associated with early Paget’s disease. Clin Orthop 1988;
234: 217-220.

Barry HC. Sarcomas in Paget’s disease of bone in Australia. J
Bone Joint Surg Am 1961; 43: 1122-1134.

Dixon GR, Ritchie DA, Myskow MW. Case report: Benign giant
cell tumor associated with Paget’s disease of bone. Clin Radiol
1995; 50: 269-271.

Sundaram MG, Khanna G, el-Koury GY. Tl-weighted MR
imaging for distinguishing large osteolysis of Paget’s disease
from sarcomatous degeneration. Skeletal Radiol 2001; 30:
378-383.

Upchurch K, Simon L, Schiller AL, et al. Giant cell reparative
granuloma of Paget’s disease of bone: a unique clinical entity.
Ann Intern Med 1983; 98: 35-40.



	Giant cell tumor complicating Paget disease of long bone
	Abstract
	Introduction
	Case presentation
	Discussion
	References




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /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 <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for journal articles and eBooks for online presentation. Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


