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Proteus Syndrome: a difficult diagnosis and management plan
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Abstract

Rationale. Proteus Syndrome (PS) is an extremely rare congenital pathology that causes overgrowth of multiple tissues, in particular
bone and fat, following a mosaic pattern. The estimated incidence is of less than 1 per 1,000.000 live births and represents a
significant challenge to the pediatric and orthopedic surgeons in order to establish a diagnosis and to elaborate a management plan.

Objectives. We had the opportunity of treating many children who were afflicted by overgrowth syndromes and have been
previously misdiagnosed as Proteus Syndrome in our department of pediatric and orthopedic surgery of “Maria Sklodowska Curie”
Clinical Emergency Hospital for Children. This study helped us develop a diagnostic for these patients and report the first case of a
confirmed PS in Romania.

Methods and Results. We report the case of a 5-year-old white male who is in the attention of the clinic since birth. He presented
with multiple overgrowth bone segments, fatty subcutaneous or intraabdominal tumors and other connective tissues abnormalities.
All the tests performed confirmed the diagnosis of PS at the age of 4 and the management is still to be decided.

Discussions. We followed the latest diagnostic indications and the patient fulfilled the general and specific criteria. The treatment is
still in progress and it represents a challenge for the multidisciplinary medical team.

Keywords: Proteus syndrome, overgrowth, connective tissues abnormalities, cerebriform lesion

Abbreviation
Proteus Syndrome = PS

Introduction

Proteus Syndrome is an extremely rare medical 53 cm and 32 cm, respectively. From birth, the patient
entity that has first been delineated by Cohen and Hyden  presented with a disproportionate, asymmetric overgrowth
in 1979 and, four years later, received the name after the  of the lower limbs, macrodactyly of the feet bilaterally,
Greek god Proteus, who was capable of assuming right limb bigger than left, having a length difference of 3
multiple forms. The diagnostic criteria were clearly  ¢m. Other important findings include important bilateral

established in 2004 by Turner and the responsible gene,  |oyer extremity overgrowth of the feet, right calf and thigh,
AKT1, was discovered in 2011, confirming the genetic and a 6 supernumerary right toe (Fig. 1).

nature of the syndrome. The estimated incidence is of
less than 1 per 1,000,000 live births, with a male/female
ratio of 1, 9/1 [1,2]. A sporadic disorder causes an
overgrowth of skin, bones, fat tissues, muscles and
lymphatic vessels. All the lesions appear to be distributed
in a mosaic manner and have a progressive evolution. It
is estimated that 120 persons with PS are currently alive
worldwide, and, in this article, we present the first
confirmed PS case in Romania [3].

Fig. 1 Disproportionate,
asymmetric overgrowth of the
lower limbs specific for PS

The presentation of the case

We report the case of a 5-year-old white male,
born by normal vaginal delivery at 40 weeks’ gestation to
normal healthy parents after an uneventful pregnancy.
Birth weight, height and head circumference were 35009,




An abdominal wall mass was palpable from the
hepatic dome to the iliac crest, having a soft consistency,
and we noticed pigmented epidermal nevi located on the
right hemiabdomen and thigh (Fig. 2).

Fig. 2 Pigmented epidermal nevi

The facial phenotype was normal and there was
no similar case in the family. The X-rays and MRI exams
showed overgrown long bones of the right femur, tibia and
fibula, and bilaterally of the metatarsal bones and
phalanges. The abdominal wall mass had the aspect of a
lymphangioma on the X-rays and the overgrowth soft
tissue of the right thigh, calf and feet was represented by
fatty overgrowth and lymphatic malformations disposed
within muscles and subcutaneously. We also noticed a
mild hepatosplenomegaly. The patient satisfied the
general and specific criteria for PS as listed in Table 1.
Table 1. Diagnostic criteria for Proteus
Syndrome

General criteria
1.Mosaic distribution of lesions (there are unaffected corporeal segments)

2.Progressive course of the symploms.
3.Sporadic occurence of the patholegy (no similar cases in the family)

Specific criteria
Category A
General
criteria
Presence of the cerebriform connective tissue nevus +*
1 A criteria

Proteus
Syndrome
Category B
1.Epidermal nevus
2 Asymmetric, disproportionate overgrowth (limbs, viscera, hyperostosis of the
skull, megaspondylodysplasia, hyperostosis of the external auditory meatus)
3.Specific tumors before the 2 decade (parotid menomorphic adenoma,
ovarian cystadenoma)

General
criteria

-
2B criteria

Proteus
Syndrome
Category C
1.Dysregulated adipose fissue
(lipomas, regienal lipohypoplasia)
2 Vaseular malformations
(capillary, venous, lymphatic)
3 Lung cysts
4 Fecial phenotype
(Dolichocephaly, long face, downslanting palpebral fissures, minor ptosis, low
nasal bridge, wide nares, open mouth at rest)

General
criteria

+
3 Ccriteria

Proteus.
Syndrome

At 1 year of age, the patient presented a
progressing lower limb discrepancy of 6 cm, an
enlargement of the disproportionate, asymmetric
overgrowth of the abdominal wall mass and the presence
of a new soft tumor on the left buttock. In the anterior part
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of the calf, two hard masses were identified, described by
the ultrasound as fat necrosis. The latter imagistic
examinations showed many intraabdominal cysts in the
peritoneal cavity, pelvic region, probably lymphangiomas
and increase of the hepatosplenomegaly. Lab works
confirmed an anemic syndrome and a treatment has been
prescribed. The mental development was normal
corresponding to age.

At 3 years, the patient has been subjected to a
colonoscopy due to daily rectal bleedings and a persisting
anemic syndrome. The results showed a lymphonodular
hyperplasia of the colon.

At the age of 4, the limb length discrepancy was
9 cm (Fig. 3).

Fig. 3 Age 4, length
difference of 9 cm
between the right and
left limb

The patient had a normal mental development
and was socially integrated, attending kindergarten. The
orthopedic surgeons decided to perform a procedure on
the right calf in order to diminish the difference of
thickness and to prevent further length discrepancy of the
two lower limbs. Under general anesthesia, an excision of
an important fatty overgrowth and lymphangioma of the
posterior part of the right calf was performed (Fig. 4),
ablation of the 6t right toe and permanent epiphysiodesis
of the distal tibia and fibula.

Fig. 4 Excision of an important fatty overgrowth and
lymphangioma from the posterior part of the right calf



Some of the biopsy tissues were sent to the
National Institute of Health USA for the molecular
confirmation of the PS. The pathologic examination
confirmed the presence of acanthosis, hyperkeratosis and
a highly collagenized connective tissue, intramuscular
lymphangiomas and fat hyperplasia with small necrosis
areas.

Nowadays, the patient is socially integrated and
the lower limb length discrepancy is of 7 ¢cm. The quality
of life does not impose a surgical approach of the
abdominal wall mass or of the intraperitoneal cysts. The
rectal daily bleedings and the anemic syndrome persist
and require further investigations.

Discussions

PS is an extremely rare disorder characterized
by multiple tissues overgrowth, especially bone and fat,
vascular malformations, cerebriform lesions or epidermal
nevi. Due to its rarity and high variability, it has been
difficult to establish sensitive and specific diagnostic
criteria. Misdiagnosis of PS has been common before the
publication of the diagnostic criteria, first in 1999, by
Biesecker, completed by Turner in 2004 (Table 1) [2].
Patients must satisfy both the general criteria and the
specific categorical criteria in order to be conferred the
diagnosis of PS. Those who do not meet the stringent
diagnostic criteria for PS have been reclassified as
patients with overgrowth non Proteus Syndrome [3,4]. In
our case, the patient fulfilled all the general criteria
(mosaic distribution, progressive evolution and sporadic
occurrence), together with 3 specific criteria form the B
category, presence of the epidermal nevi, asymmetric
disproportionate  overgrowth of two limbs and
splenomegaly.

Patients affected by PS have a unique clinical
presentation due to the mosaic pattern of the disease
distribution. Two genetically different populations of cells
that originated from a zygote with uniform cells can be
found in their organism. The mutated cells distribute
randomly into the body and create different clinical
phenotypes of PS [2,4]. Our patient had multiple lesions
affecting the lower limbs, abdomen wall, lymphatic
system, and intraperitoneal findings. In 2011, the
responsible gene mutation has been identified at the level
of AKT1 gene, confirming the molecular basis of the
syndrome [1,2].

Overgrowth of the tissues in PS is not only
asymmetric and disproportionate but also progressive,
distorting and relentless. The lower limb length
discrepancy of our patient progressed in 4 years from 3 to
9 c¢m, imposing a surgical approach in order to stop this
distorting process.
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The last general criteria, a sporadic occurrence,
refer to the fact that the patient was the only sibling
affected by this syndrome. There are references in
literature of at least three PS patients who have given
birth to unaffected offspring [2].

Guidelines for the evaluation and management
of the patients with PS have been elaborated including
clinical photos, skeletal X-rays of the affected body areas,
CT scans, MRI and other consults such as dermatology,
neurology, ophthalmology and hematology [2,5]. About
20% of the PS patients have had premature deaths
resulting from pulmonary embolism, postoperative
complications and pneumonia. The risk of a deep venous
thrombosis has to be considered when managing such a
patient. The advantages and risks of a surgical procedure
must be carefully evaluated and all precautions must be
taken if an intervention is absolutely necessary [2,4]. In
our case, antithrombotic prophylaxis was performed
before and after surgery and the treatment and evolution
was supervised by a cardiologist.

The last issue to discuss is the important
psychosocial impact that this syndrome has upon the
affected children and their parents. The pathology is a
rare, progressively disfiguring condition and becomes a
social stigma in many cases [2,4]. Our patient is
integrated in the social life, attends kindergarten.
Unfortunately, the child and his parents are not under
psychological counseling and, in our country, there are no
support groups. His mental development was normal and
there were no life threatening lesions present at the time
of his last evaluation.

Conclusions

Following the natural relentless evolution of the
pathology, we recommend frequent clinical and imagistic
follow-ups, in order to detect and avoid life threatening or
distorting complications, such as progressive skeletal
deformities, invasive lipomas and lymphangiomas, benign
and malignant tumors. The dangers of deep venous
thrombosis with pulmonary embolism limit the surgical
approach to a minimum. A multidisciplinary team aware of
these complications and their management is essential in
order to provide the best optimal care for the patients with
PS.

Acknowledgement

This paper is supported by the Sectoral
Operational Program Human Resources Development
(SOP HRD) 2007-2013, financed from the European
Social Fund and by the Romanian Government under the
contract number: POSDRU/159/1.5/S/137390

Disclosures
None



Journal of Medicine and Life Vol. 7, Issue 4, October-December 2014

References

1. Lublin M, Schwartzentruber DJ, Lukish 2. Cohen MM Jr. Proteus Syndrome: An 4. Panteliadis C, Benjamin R, Cremer HJ,

J, Chester C, Biesecker LG, Newman
KD. Principles for the Surgical
Management of Patients With Proteus
Syndrome and Patients With Overgrowth
Not Meeting Proteus Criteria. Journal of
Pediatric Surgery. 2002; 37, 7: 1013-
1020.

Update. American Journal of Medical
Genetics. 2005; Part C, 137C: 38 -52.
Furquim |, Honjo R, Bae R, Andrade W,
Santos M, Tannuri U, Kima C. Proteus
syndrome: report of a case with recurrent
abdominal  lipomatosis.  Journal  of
Pediatric Surgery. 2009; 44.

566

Hagel C, Omran H. Proteus Syndrome.
Neurocutaneous Disorders
Hemangiomas. 2007; 115-117.
Jamis-Dow CA, Turner J, Biesecker
LG, Choyke PL. Radiologic
Manifestations of Proteus Syndrome.
Radio Graphics. 2004; 24, 1051-1068.




<<
  /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
    /ACaslonPro-Bold
    /ACaslonPro-BoldItalic
    /ACaslonPro-Italic
    /ACaslonPro-Regular
    /ACaslonPro-Semibold
    /ACaslonPro-SemiboldItalic
    /AdobeArabic-Bold
    /AdobeArabic-BoldItalic
    /AdobeArabic-Italic
    /AdobeArabic-Regular
    /AdobeFangsongStd-Regular
    /AdobeFanHeitiStd-Bold
    /AdobeGothicStd-Bold
    /AdobeHebrew-Bold
    /AdobeHebrew-BoldItalic
    /AdobeHebrew-Italic
    /AdobeHebrew-Regular
    /AdobeHeitiStd-Regular
    /AdobeKaitiStd-Regular
    /AdobeMingStd-Light
    /AdobeMyungjoStd-Medium
    /AdobeSongStd-Light
    /AGaramondPro-Bold
    /AGaramondPro-BoldItalic
    /AGaramondPro-Italic
    /AGaramondPro-Regular
    /AgencyFB-Bold
    /AgencyFB-Reg
    /Aharoni-Bold
    /Algerian
    /Andalus
    /AngsanaNew
    /AngsanaNew-Bold
    /AngsanaNew-BoldItalic
    /AngsanaNew-Italic
    /AngsanaUPC
    /AngsanaUPC-Bold
    /AngsanaUPC-BoldItalic
    /AngsanaUPC-Italic
    /Aparajita
    /Aparajita-Bold
    /Aparajita-BoldItalic
    /Aparajita-Italic
    /ArabicTypesetting
    /Arial-Black
    /Arial-BoldItalicMT
    /Arial-BoldMT
    /Arial-ItalicMT
    /ArialMT
    /ArialNarrow-Bold
    /ArialNarrow-BoldItalic
    /ArialNarrow-Italic
    /ArialRoundedMTBold
    /ArialUnicodeMS
    /BaskOldFace
    /Batang
    /BatangChe
    /Bauhaus93
    /BellMT
    /BellMTBold
    /BellMTItalic
    /BerlinSansFB-Bold
    /BerlinSansFBDemi-Bold
    /BerlinSansFB-Reg
    /BernardMT-Condensed
    /BirchStd
    /BlackadderITC-Regular
    /BlackoakStd
    /BodoniBT-Bold
    /BodoniBT-BoldItalic
    /BodoniBT-Book
    /BodoniBT-BookItalic
    /BodoniMT
    /BodoniMTBlack
    /BodoniMTBlack-Italic
    /BodoniMT-Bold
    /BodoniMT-BoldItalic
    /BodoniMTCondensed
    /BodoniMTCondensed-Bold
    /BodoniMTCondensed-BoldItalic
    /BodoniMTCondensed-Italic
    /BodoniMT-Italic
    /BodoniMTPosterCompressed
    /BookAntiqua
    /BookAntiqua-Bold
    /BookAntiqua-BoldItalic
    /BookAntiqua-Italic
    /BookmanOldStyle
    /BookmanOldStyle-Bold
    /BookmanOldStyle-BoldItalic
    /BookmanOldStyle-Italic
    /BookshelfSymbolSeven
    /BradleyHandITC
    /BremenBT-Bold
    /BritannicBold
    /Broadway
    /BrowalliaNew
    /BrowalliaNew-Bold
    /BrowalliaNew-BoldItalic
    /BrowalliaNew-Italic
    /BrowalliaUPC
    /BrowalliaUPC-Bold
    /BrowalliaUPC-BoldItalic
    /BrowalliaUPC-Italic
    /BrushScriptMT
    /BrushScriptStd
    /Calibri
    /Calibri-Bold
    /Calibri-BoldItalic
    /Calibri-Italic
    /Calibri-Light
    /Calibri-LightItalic
    /CalifornianFB-Bold
    /CalifornianFB-Italic
    /CalifornianFB-Reg
    /CalisMTBol
    /CalistoMT
    /CalistoMT-BoldItalic
    /CalistoMT-Italic
    /Cambria
    /Cambria-Bold
    /Cambria-BoldItalic
    /Cambria-Italic
    /CambriaMath
    /Candara
    /Candara-Bold
    /Candara-BoldItalic
    /Candara-Italic
    /Castellar
    /CavaleroBT-Roman
    /Centaur
    /Century
    /Century725BT-RomanCondensed
    /Century751BT-BoldB
    /Century751BT-BoldItalicB
    /Century751BT-ItalicB
    /Century751BT-No2ItalicB
    /Century751BT-RomanB
    /Century751BT-RomanNo2B
    /Century751BT-SemiBold
    /Century751BT-SemiBoldItalicB
    /CenturyGothic
    /CenturyGothic-Bold
    /CenturyGothic-BoldItalic
    /CenturyGothic-Italic
    /CenturySchlbkCyrillicBT-Bold
    /CenturySchlbkCyrillicBT-BoldIt
    /CenturySchlbkCyrillicBT-Italic
    /CenturySchlbkCyrillicBT-Roman
    /CenturySchoolbook
    /CenturySchoolbook-Bold
    /CenturySchoolbook-BoldItalic
    /CenturySchoolbook-Italic
    /ChaparralPro-Bold
    /ChaparralPro-BoldIt
    /ChaparralPro-Italic
    /ChaparralPro-Regular
    /CharlemagneStd-Bold
    /Chiller-Regular
    /ClarendonBT-Black
    /ClarendonBT-Bold
    /ClarendonBT-Light
    /ClarendonBT-Roman
    /ColonnaMT
    /ComicSansMS
    /ComicSansMS-Bold
    /Consolas
    /Consolas-Bold
    /Consolas-BoldItalic
    /Consolas-Italic
    /Constantia
    /Constantia-Bold
    /Constantia-BoldItalic
    /Constantia-Italic
    /CooperBlack
    /CooperBlackStd
    /CooperBlackStd-Italic
    /CopperplateGothic-Bold
    /CopperplateGothic-Light
    /Corbel
    /Corbel-Bold
    /Corbel-BoldItalic
    /Corbel-Italic
    /CordiaNew
    /CordiaNew-Bold
    /CordiaNew-BoldItalic
    /CordiaNew-Italic
    /CordiaUPC
    /CordiaUPC-Bold
    /CordiaUPC-BoldItalic
    /CordiaUPC-Italic
    /CourierNewPS-BoldItalicMT
    /CourierNewPS-BoldMT
    /CourierNewPS-ItalicMT
    /CourierNewPSMT
    /CurlzMT
    /DaunPenh
    /David
    /David-Bold
    /DeVinneBT-Text
    /DFGothic-EB-WIN-RKSJ-H
    /DFKaiSho-SB-WIN-RKSJ-H
    /DFKaiShu-SB-Estd-BF
    /DFMincho-SU-WIN-RKSJ-H
    /DFMincho-UB-WIN-RKSJ-H
    /DFMincho-W5-WIN-RKSJ-H
    /DFPOP1-W9-WIN-RKSJ-H
    /DilleniaUPC
    /DilleniaUPCBold
    /DilleniaUPCBoldItalic
    /DilleniaUPCItalic
    /DokChampa
    /Dotum
    /DotumChe
    /Ebrima
    /Ebrima-Bold
    /EdwardianScriptITC
    /Elephant-Italic
    /Elephant-Regular
    /EmbassyBT-Regular
    /EngraversGothicBT-Regular
    /EngraversMT
    /ErasITC-Bold
    /ErasITC-Demi
    /ErasITC-Light
    /ErasITC-Medium
    /EstrangeloEdessa
    /EucrosiaUPC
    /EucrosiaUPCBold
    /EucrosiaUPCBoldItalic
    /EucrosiaUPCItalic
    /EuphemiaCAS
    /Exotic350BT-Bold
    /Exotic350BT-DemiBold
    /FangSong
    /FelixTitlingMT
    /FootlightMTLight
    /ForteMT
    /FranklinGothic-Book
    /FranklinGothic-BookItalic
    /FranklinGothic-Demi
    /FranklinGothic-DemiCond
    /FranklinGothic-DemiItalic
    /FranklinGothic-Heavy
    /FranklinGothic-HeavyItalic
    /FranklinGothic-Medium
    /FranklinGothic-MediumCond
    /FranklinGothic-MediumItalic
    /FrankRuehl
    /Freehand521BT-RegularC
    /FreesiaUPC
    /FreesiaUPCBold
    /FreesiaUPCBoldItalic
    /FreesiaUPCItalic
    /FreestyleScript-Regular
    /FrenchScriptMT
    /FuturaBT-Bold
    /FuturaBT-BoldItalic
    /FuturaBT-Book
    /FuturaBT-BookItalic
    /FuturaBT-Medium
    /FuturaBT-MediumItalic
    /Gabriola
    /Garamond
    /Garamond-Bold
    /Garamond-Italic
    /Gautami
    /Gautami-Bold
    /Geometric212BT-BookCondensed
    /Geometric212BT-HeavyCondensed
    /Geometric415BT-BlackA
    /Geometric706BT-BlackCondensedB
    /GeometricSlab703BT-Bold
    /GeometricSlab703BT-BoldCond
    /GeometricSlab703BT-BoldItalic
    /GeometricSlab703BT-Medium
    /GeometricSlab703BT-MediumCond
    /GeometricSlab703BT-MediumItalic
    /Georgia
    /Georgia-Bold
    /Georgia-BoldItalic
    /Georgia-Italic
    /GiddyupStd
    /Gigi-Regular
    /GillSansMT
    /GillSansMT-Bold
    /GillSansMT-BoldItalic
    /GillSansMT-Condensed
    /GillSansMT-ExtraCondensedBold
    /GillSansMT-Italic
    /GillSans-UltraBold
    /GillSans-UltraBoldCondensed
    /Gisha
    /Gisha-Bold
    /GloucesterMT-ExtraCondensed
    /GoudyOldStyleT-Bold
    /GoudyOldStyleT-Italic
    /GoudyOldStyleT-Regular
    /GoudyStout
    /Gulim
    /GulimChe
    /Gungsuh
    /GungsuhChe
    /Haettenschweiler
    /HandOfSeanDemo
    /HarlowSolid
    /Harrington
    /Helvetica
    /Helvetica-Bold
    /Helvetica-BoldOblique
    /Helvetica-Light
    /Helvetica-LightOblique
    /Helvetica-Oblique
    /HighTowerText-Italic
    /HighTowerText-Reg
    /HoboStd
    /Humanist521BT-Bold
    /Humanist521BT-BoldItalic
    /Humanist521BT-Italic
    /Humanist521BT-Light
    /Humanist521BT-LightItalic
    /Humanist521BT-Roman
    /Humanist777BT-BlackB
    /Humanist777BT-BlackCondensedB
    /Humanist777BT-BoldCondensedB
    /Humanist777BT-LightB
    /Humanist777BT-RomanB
    /Humanist777BT-RomanCondensedB
    /Impact
    /ImprintMT-Shadow
    /InformalRoman-Regular
    /IrisUPC
    /IrisUPCBold
    /IrisUPCBoldItalic
    /IrisUPCItalic
    /IskoolaPota
    /IskoolaPota-Bold
    /JasmineUPC
    /JasmineUPCBold
    /JasmineUPCBoldItalic
    /JasmineUPCItalic
    /Jokerman-Regular
    /JuiceITC-Regular
    /KaiTi
    /Kalinga
    /Kalinga-Bold
    /Kartika
    /Kartika-Bold
    /KaufmannBT-Regular
    /KhmerUI
    /KhmerUI-Bold
    /KodchiangUPC
    /KodchiangUPCBold
    /KodchiangUPCBoldItalic
    /KodchiangUPCItalic
    /Kokila
    /Kokila-Bold
    /Kokila-BoldItalic
    /Kokila-Italic
    /KozGoPr6N-Bold
    /KozGoPr6N-ExtraLight
    /KozGoPr6N-Heavy
    /KozGoPr6N-Light
    /KozGoPr6N-Medium
    /KozGoPr6N-Regular
    /KozGoPro-Bold
    /KozGoPro-ExtraLight
    /KozGoPro-Heavy
    /KozGoPro-Light
    /KozGoPro-Medium
    /KozGoPro-Regular
    /KozMinPr6N-Bold
    /KozMinPr6N-ExtraLight
    /KozMinPr6N-Heavy
    /KozMinPr6N-Light
    /KozMinPr6N-Medium
    /KozMinPr6N-Regular
    /KozMinPro-Bold
    /KozMinPro-ExtraLight
    /KozMinPro-Heavy
    /KozMinPro-Light
    /KozMinPro-Medium
    /KozMinPro-Regular
    /KristenITC-Regular
    /KunstlerScript
    /LaoUI
    /LaoUI-Bold
    /Latha
    /Latha-Bold
    /LatinWide
    /Leelawadee
    /Leelawadee-Bold
    /LetterGothicStd
    /LetterGothicStd-Bold
    /LetterGothicStd-BoldSlanted
    /LetterGothicStd-Slanted
    /LevenimMT
    /LevenimMT-Bold
    /LilyUPC
    /LilyUPCBold
    /LilyUPCBoldItalic
    /LilyUPCItalic
    /LithosPro-Black
    /LithosPro-Regular
    /LucidaBright
    /LucidaBright-Demi
    /LucidaBright-DemiItalic
    /LucidaBright-Italic
    /LucidaCalligraphy-Italic
    /LucidaConsole
    /LucidaFax
    /LucidaFax-Demi
    /LucidaFax-DemiItalic
    /LucidaFax-Italic
    /LucidaHandwriting-Italic
    /LucidaSans
    /LucidaSans-Demi
    /LucidaSans-DemiItalic
    /LucidaSans-Italic
    /LucidaSans-Typewriter
    /LucidaSans-TypewriterBold
    /LucidaSans-TypewriterBoldOblique
    /LucidaSans-TypewriterOblique
    /LucidaSansUnicode
    /Magneto-Bold
    /MaiandraGD-Regular
    /MalgunGothic
    /MalgunGothicBold
    /MalgunGothicRegular
    /Mangal
    /Mangal-Bold
    /Marlett
    /MaturaMTScriptCapitals
    /Meiryo
    /Meiryo-Bold
    /Meiryo-BoldItalic
    /Meiryo-Italic
    /MeiryoUI
    /MeiryoUI-Bold
    /MeiryoUI-BoldItalic
    /MeiryoUI-Italic
    /MesquiteStd
    /MicrosoftHimalaya
    /MicrosoftJhengHeiBold
    /MicrosoftJhengHeiRegular
    /MicrosoftNewTaiLue
    /MicrosoftNewTaiLue-Bold
    /MicrosoftPhagsPa
    /MicrosoftPhagsPa-Bold
    /MicrosoftSansSerif
    /MicrosoftTaiLe
    /MicrosoftTaiLe-Bold
    /MicrosoftUighur
    /MicrosoftYaHei
    /MicrosoftYaHei-Bold
    /Microsoft-Yi-Baiti
    /MingLiU
    /MingLiU-ExtB
    /Ming-Lt-HKSCS-ExtB
    /Ming-Lt-HKSCS-UNI-H
    /MinionPro-Bold
    /MinionPro-BoldCn
    /MinionPro-BoldCnIt
    /MinionPro-BoldIt
    /MinionPro-It
    /MinionPro-Medium
    /MinionPro-MediumIt
    /MinionPro-Regular
    /MinionPro-Semibold
    /MinionPro-SemiboldIt
    /Miriam
    /MiriamFixed
    /Mistral
    /Modern-Regular
    /MongolianBaiti
    /MonotypeCorsiva
    /MoolBoran
    /MS-Gothic
    /MS-Mincho
    /MSOutlook
    /MS-PGothic
    /MS-PMincho
    /MSReferenceSansSerif
    /MSReferenceSpecialty
    /MS-UIGothic
    /MVBoli
    /MyriadPro-Bold
    /MyriadPro-BoldCond
    /MyriadPro-BoldCondIt
    /MyriadPro-BoldIt
    /MyriadPro-Cond
    /MyriadPro-CondIt
    /MyriadPro-It
    /MyriadPro-Regular
    /MyriadPro-Semibold
    /MyriadPro-SemiboldIt
    /MyriadWebPro
    /MyriadWebPro-Bold
    /MyriadWebPro-Italic
    /Narkisim
    /News701BT-BoldA
    /News701BT-ItalicA
    /News706BT-BoldC
    /NewsGothicBT-Bold
    /NewsGothicBT-BoldItalic
    /NewsGothicBT-Italic
    /NewsGothicBT-Light
    /NewsGothicBT-Roman
    /NewsGothicBT-RomanCondensed
    /NI7SEG
    /NiagaraEngraved-Reg
    /NiagaraSolid-Reg
    /NSimSun
    /NuevaStd-BoldCond
    /NuevaStd-BoldCondItalic
    /NuevaStd-Cond
    /NuevaStd-CondItalic
    /Nyala-Regular
    /OCRAbyBT-Regular
    /OCRAExtended
    /OCRAStd
    /OCRB10PitchBT-Regular
    /OldEnglishTextMT
    /Onyx
    /OratorStd
    /OratorStd-Slanted
    /PalaceScriptMT
    /PalatinoLinotype-Bold
    /PalatinoLinotype-BoldItalic
    /PalatinoLinotype-Italic
    /PalatinoLinotype-Roman
    /Papyrus-Regular
    /Parchment-Regular
    /Perpetua
    /Perpetua-Bold
    /Perpetua-BoldItalic
    /Perpetua-Italic
    /PerpetuaTitlingMT-Bold
    /PerpetuaTitlingMT-Light
    /PlantagenetCherokee
    /Playbill
    /PMingLiU
    /PMingLiU-ExtB
    /PoorRichard-Regular
    /PoplarStd
    /PrestigeEliteStd-Bd
    /Pristina-Regular
    /Raavi
    /RageItalic
    /Ravie
    /Rockwell
    /Rockwell-Bold
    /Rockwell-BoldItalic
    /Rockwell-Condensed
    /Rockwell-CondensedBold
    /Rockwell-ExtraBold
    /Rockwell-Italic
    /Rod
    /RosewoodStd-Regular
    /SakkalMajalla
    /SakkalMajallaBold
    /SchadowBT-Bold
    /SchadowBT-Roman
    /ScriptMTBold
    /SegoePrint
    /SegoePrint-Bold
    /SegoeScript
    /SegoeScript-Bold
    /SegoeUI
    /SegoeUI-Bold
    /SegoeUI-BoldItalic
    /SegoeUI-Italic
    /SegoeUI-Light
    /SegoeUI-SemiBold
    /SegoeUISymbol
    /ShonarBangla
    /ShonarBangla-Bold
    /ShowcardGothic-Reg
    /Shruti
    /Shruti-Bold
    /SimHei
    /SimplifiedArabic
    /SimplifiedArabic-Bold
    /SimplifiedArabicFixed
    /SimSun
    /SimSun-ExtB
    /SnapITC-Regular
    /Square721BT-Bold
    /Square721BT-BoldCondensed
    /Square721BT-Roman
    /Square721BT-RomanCondensed
    /Stencil
    /StencilStd
    /Swiss721BT-Black
    /Swiss721BT-BlackCondensed
    /Swiss721BT-Bold
    /Swiss721BT-BoldCondensed
    /Swiss721BT-BoldCondensedItalic
    /Swiss721BT-BoldItalic
    /Swiss721BT-Heavy
    /Swiss721BT-Italic
    /Swiss721BT-ItalicCondensed
    /Swiss721BT-Light
    /Swiss721BT-LightExtended
    /Swiss721BT-LightItalic
    /Swiss721BT-Roman
    /Swiss721BT-RomanCondensed
    /Sylfaen
    /SymbolMT
    /Tahoma
    /Tahoma-Bold
    /TektonPro-Bold
    /TektonPro-BoldCond
    /TektonPro-BoldExt
    /TektonPro-BoldObl
    /TempusSansITC
    /TimesNewRomanPS-BoldItalicMT
    /TimesNewRomanPS-BoldMT
    /TimesNewRomanPS-ItalicMT
    /TimesNewRomanPSMT
    /TraditionalArabic
    /TraditionalArabic-Bold
    /TrajanPro-Bold
    /TrajanPro-Regular
    /Trebuchet-BoldItalic
    /TrebuchetMS
    /TrebuchetMS-Bold
    /TrebuchetMS-Italic
    /Tunga
    /Tunga-Bold
    /TwCenMT-Bold
    /TwCenMT-BoldItalic
    /TwCenMT-Condensed
    /TwCenMT-CondensedBold
    /TwCenMT-CondensedExtraBold
    /TwCenMT-Italic
    /TwCenMT-Regular
    /TypoUprightBT-Regular
    /Utsaah
    /Utsaah-Bold
    /Utsaah-BoldItalic
    /Utsaah-Italic
    /Vani
    /Vani-Bold
    /Verdana
    /Verdana-Bold
    /Verdana-BoldItalic
    /Verdana-Italic
    /Vevey
    /Vijaya
    /Vijaya-Bold
    /VinerHandITC
    /Vivaldii
    /VladimirScript
    /Vrinda
    /Vrinda-Bold
    /Webdings
    /Wingdings2
    /Wingdings3
    /Wingdings-Regular
    /WP-ArabicScriptSihafa
    /WP-ArabicSihafa
    /WP-CyrillicA
    /WP-CyrillicB
    /WP-GreekCentury
    /WP-GreekCourier
    /WP-GreekHelve
    /WP-HebrewDavid
    /WP-MultinationalAHelve
    /WP-MultinationalARoman
    /WP-MultinationalBCourier
    /WP-MultinationalBHelve
    /WP-MultinationalBRoman
    /WP-MultinationalCourier
    /ZWAdobeF
  ]
  /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


