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Case Report

Keratoconus in a Cynomolgus Monkey
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Abstract:  In a seven-year-old male cynomolgus monkey, erythema of the upper eyelid and forehead and corneal
opacity, edema and conical protrusion in the eye were observed.  At necropsy, ophthalmological and serological
examinations revealed binocular corneal opacity and conical protrusion and a high IgE level, respectively.  Thinning of
the epithelium and stroma of the cornea were noted histopathologically.  At the center of the corneal epithelium, the
number of epithelial cells was reduced, their cytoplasm was poorer and the basal cells were flatter than at the periphery.
Bowman’s membrane was folded with partial loss or breakage.  Collagen fibers were compacted or disarranged, and the
keratocytes were increased in the stroma, with focal pyknosis or loss of the endothelium and folding of Descemet’s
membrane.  Electron microscopical examination revealed atrophy of the corneal epithelial basal cells.  This is the first
report of a case of keratoconus in a cynomolgus monkey. (J Toxicol Pathol 2010; 23: 53–58)
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Keratoconus is a non-inflammatory disease that is
characterized by conical protrusion from the center of the
cornea.  It is a progressive disease that occurs in relatively
young people (around 15 to 35 years of age).  When the
degree of protuberance is slight, vision can be corrected with
contact lenses; however, when the protuberance becomes
pronounced, there is no treatment available other than
corneal transplantation.  In the general population, an
incidence of approximately one person in 2,000 has been
reported1–3.  The pathogenesis of keratoconus has not yet
been elucidated, but various etiologies such as hereditary
and other factors have been considered4–12, 28, 29.  As well as
these, habitual rubbing of the eyes is thought to be a major
factor9–12.  Keratoconus has been reported in the mouse13, 14,
dog15 and rhesus monkey16, but not in the cynomolgus
monkey.  This is the first report of a cynomolgus monkey
with keratoconus, in which serological, ophthalmological,
histopathological and electron microscopical findings are
discussed in detail.

The animal studied was a seven-year-old, naive male
cynomolgus monkey (Macaca fascicularis) imported from
China (Wing Freight Agent Co., Ltd., Beijing, PR China)
and used for breeding.  All procedures involving the animal

were approved by the Animal Care and Use Committee of
Shin Nippon Biomedical Laboratories, Ltd. and performed
in accordance with standards published by the National
Research Council, USA (Guide for the Care and Use of
Laboratory Animals, NIH OACU), and the National
Institutes of Health Policy on Human Care and Use of
Laboratory Animals, USA.  The animal room was
maintained within a temperature range of 23 to 29°C and a
humidity range of 35 to 75%, with 15 air changes/hour and
artificial illumination for 12 hrs/day (06:00 to 18:00).  The
animal was housed in an individual stainless steel cage
(Taiyo Stainless Co., Ltd., Kagoshima, Japan) and provided
with approximately 108 g of solid food (Teklad Global
Certified 25% Protein Primate Diet, Harlan Sprague Dawley
Inc., Madison, WI, USA) daily at approximately 15:00.
Water, certified to meet the water quality standards required
by the Japanese Waterworks Law, was available ad libitum
from an automatic supply system (Edstrom Industries, Inc.,
Waterford, WI, USA).  Ophthalmological and pupillary light
reflex examinations were performed using a penlight once a
month for 4 months.  Corneal thickness was measured once
at Month 0 (Month 0 was the month in which the first
observation was performed).  After instillation of a mydriatic
(Mydrin-P, Santen Pharmaceutical Co., Ltd., Osaka, Japan),
the anterior ocular segment and optic media were examined
using a portable slit lamp (SL-15, Kowa Company, Ltd.,
Tokyo, Japan), and the ocular fundi was examined with an
indirect ophthalmoscope (IO-α  Small Pupil,  Neitz
Instruments Co., Ltd., Tokyo, Japan, and 20D, NIKON,
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Tokyo, Japan).  The thickness of the right cornea was
measured using Optical Coherence Tomography (RTVue-
100, Optovue, Inc., Meridianville, AL, USA).  The thickness
of the left cornea was not measured because corneal edema
was severe.  At necropsy, the animal was weighed and then
anesthetized by an intravenous injection of sodium
pentobarbital (Tokyo Chemical Industry Co., Ltd., Tokyo,
Japan) solution (64.8 mg/mL, 0.4 mL/kg) into the cephalic
vein of the forearm.  After blood sampling, serum IgG, IgA
and IgM were quantified by turbidimetric immunoassay
using an immunoglobulin kit (Nitto Boseki Co., Ltd., Tokyo,
Japan), serum IgD was quantified by latex agglutination
immunoassay using an immunoglobulin kit (Nitto Boseki
Co.,  Ltd.)  and nonspecific IgE was quantif ied by
chemiluminescent immunoassay using an immunoglobulin
kit (Siemens Healthcare Diagnostics K.K., Tokyo, Japan)
because it has been documented that IgE is related to the
pathogenesis of keratoconus in humans10.  The eyes from the
animal were fixed in a mixture of 3% glutaraldehyde and
2.5% formalin, trimmed, embedded in paraffin, sectioned
and stained with hematoxylin and eosin (HE), Berlin blue
and Toluidine blue stains.  For electron microscopical
examination, freshly prepared corneal tissues from both eyes
w e r e  f i x ed  i n  2 . 5 %  p a r a f o r m a l d e h y d e  a n d  3 %
glutaraldehyde and were post-fixed in 1% osmium tetroxide.
The fixed tissues were further processed for transmission
electron microscopy (TEM).

Four  months  before  necropsy  (Month  0) ,  no
abnormalities had been observed in general condition, body
weight or food intake, except for erythema of the upper
eyelid and forehead, corneal opacity, edema and conical
protrusion of the eyes (Figs. 1b–d).  The erythema of the
upper eyelid and forehead and corneal edema disappeared by
the time of necropsy, but corneal opacity and conical
protrusion were continuously observed in both eyes.

The ophthalmological findings for the present case are
summarized in Table 1.  From the time they were first noted,
corneal opacity and conical protrusion continued to be

observed in both eyes until the time of necropsy.  In the left
eye, edema was observed at Months 0 and 1, but disappeared
thereafter.  The thickness of the right cornea was less than
that for a normal monkey at all sites in the cornea.  The
corneal thickness was thinnest at the center, but increased
gradually toward the periphery.  Pupillary light reflex and
intraocular pressure were normal (Table 2).

The serum IgE level was high in this monkey, but the
serum IgG, IgA, IgM and IgD levels were not significantly
different from those in a normal animal (Table 3).

Histopathological examination showed that the cornea
became centripetally thinner from the periphery toward the
center (Fig. 2a).  At the center of the corneal epithelium, the
number of epithelial cells was reduced, their cytoplasm was
poorer and the basal cells were flatter than those at the
periphery.  The Bowman’s membrane was folded with
partial loss or breakage (Fig. 2c).  In the stroma underlying
the  a f fec ted  cornea l  ep i the l ium,  compac t ion  o r
disarrangement of the collagen fibers and increases in the
keratocytes were observed (Fig. 2c).  Focal pyknosis or loss
of the endothelium and folding of the Descemet’s membrane
were also observed (Fig. 2e).  All these findings in the left
eye were more severe than those in the right eye.  Iron
deposits were observed in the choroid of the left eye.
Though various changes were noted in the cornea and
choroid,  no leukocytic infi l tration was observed.
Furthermore, no abnormal changes were noted in the iris,
lens ,  c i l i a ry  body,  re t ina  or  upper  eye l id  in  the
histopathological examination.

Electron microscopical examination revealed a reduced
number of cytoplasmic organelles and irregularity of the
nuclear membrane, which were also noted in the light
microscopical findings (Fig. 3).

In humans, keratoconus is a progressive non-
inflammatory disorder of the cornea with the central
curvature of the cornea exceeding the normal range as its
cardinal  sign,  and i t  can be typical ly l inked with
characteristic histopathological findings in the cornea, such

Fig. 1. a) Macroscopic appearance of the left eye in the
normal monkey.
b) Macroscopic appearance of the right eye in
the present case. The cornea becomes conical
and protrudes from the center (Month 0).
c) Macroscopic appearance of the left eye in the
present case. Severe edema with opacity covers
the corneal surface (Month 0).
d) Macroscopic appearance of the face in the
present case. The upper eyelid and forehead
have wide-ranging erythema. Both corneas
become conical and protrude from the center.
Acute edema occurred in the left eye (Month 0).
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as epithelial and stromal thinning, iron deposition in the
epithelial basement membrane and breakage of the
Bowman’s membrane1,2,8.  In the present case, as histo-
pathological findings in the eye, thinning of the epithelium
and stroma of the cornea, focal loss or breakage of the
Bowman’s membrane, compaction or disarrangement of the
stromal collagen fiber and increases in keratocytes were
observed in both eyes, with no leukocytic infiltration.  These
changes correspond to the above-stated histopathological
findings associated with human keratoconus.  It has been
reported that acute breakage of the Descemet’s membrane in
keratoconus results in inflow of the aqueous humor to the
corneal stroma, subsequently inducing acute corneal edema
and corneal opacity, and that these disorders are ameliorated
with regeneration of the Descemet’s membrane within a few
months17.  However, in this case, the corneal edema and
protuberance were observed by ophthalmological
examination to have occurred at an early stage, and breakage
of the Bowman’s membrane and the subsequent changes in

t h e  s t r o m a  a n d  e n d o t h e l i u m  w e r e  o b s e r v e d  b y
histopathological examination to have occurred at a late
stage.  Though the reasons for these changes were not clear,
it was considered greatly possible that the disease resulted

Table 2. Ophthalmological and Pupillary Light Reflex Examinations of the Eyes of the Present Case and Normal Eyes of Monkeys

Pupillary light Intraocular Corneal thickness (μm)
pressure (mmHg)

reflex (mean ± SD) Thickest* Thinnest* Within 2 mm* 2 to 5 mm** 5 to 6 mm**

Normal monkey (n=8)†

  Left eye Normal 19.11 ± 3.14 NE NE NE NE NE
  Right eye Normal 19.44 ± 3.48 616 580 593 599 607

Present case
 Left eye Normal 18 NE NE NE NE NE
 Right eye Normal 19 432 273 290 384 525

*: within a radius of 5 mm in the center of the cornea.  **: mean thickness within a radius of 2 to 5 mm or 5 to 6 mm in the center of the
cornea.  NE: Not examined.  †: These animals were five- to seven-year-old, naïve male cynomolgus monkey (Macaca fascicularis) imported
from China (Wing Freight Agent Co., Ltd., Beijing, PR China) and used for breeding. 

Table 1. Ophthalmological Findings for the Eyes of the Present Case and Normal Eyes of Monkeys

Observation point
Ophthalmological findings Month 0 Month 1 Month 2 Month 3 Necropsy

Normal monkey†

  Left eye – – – – –
  Right eye – – – – –

Present case
  Left eye
   Conical protrusion P P P P P
   Corneal opacity ± 3+ 2+ + +
   Corneal edema 3+ 3+ – – –
 Right eye
   Conical protrusion P P P P P
   Corneal opacity ± + + + +
   Corneal edema – – – – –

P: positive  ±: very slight  +: slight  2+: moderate  3+: severe –: no abnormal changes. †: This animal was a seven-
year-old, naïve male cynomolgus monkey (Macaca fascicularis) imported from China (Wing Freight Agent Co., Ltd.,
Beijing, PR China) and used for breeding. 

Table 3. Serum Immunoglobulin Levels in the Cynomolgus
Monkeys

Present case Normal†

IgG (mg/L) 13810 11950
IgA (mg/L) 2330 2150
IgM (mg/L) 1630 550
IgD (mg/L) <6 <6
IgE (kIU/L) 38 <5

 † :  This animal was a seven-year-old,  naïve male
cynomolgus monkey (Macaca fascicularis) imported from
China (Wing Freight Agent Co., Ltd., Beijing, PR China)
and used for breeding. 
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Fig. 2.
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from breakage of the Bowman’s membrane.
In the ophthalmological examination, corneal edema

was observed in the left eye at a degree that was more severe
than that in the right eye.  Histopathological changes were
more severe in the left eye than in the right.  It has been
reported that keratoconus in humans is generally binocular

and rarely monocular, and the progress from onset can differ
between the left and right eyes3, 18.  The results in the present
case were consistent with these clinical findings.

The pathogenesis of keratoconus has not yet been
elucidated, but it is thought to be associated with hereditary
factors and some disorders such as atopic disease, mitral
valve prolapse syndrome and Down’s syndrome4–12, 28, 29.
According to experimental investigation of inheritance,
there are families in which it occurs at a much higher
incidence, an estimated 6 to 19%19.  The responsible gene
has not yet been identified; however, most research has
shown it is consistent with autosomal dominant inheritance.
There is a high prevalence among cases of Down’s
syndrome, but the pathogenesis is not clear2.  It was not clear
whether the keratoconus was associated with hereditary
factors in the present case because familial history could not
be investigated.

It has been reported that Fleischer’s ring and Vogt’s
s t r i a e  a r e  o b s e r v e d  w i t h  k e r a t o c o n u s  d u r i n g
ophthalmological examinations20 and that iron deposition in
the epithelial basement membrane is associated with the
pathogenesis of keratoconus21–23.  In the present case, iron
deposition was not observed in the cornea.  Iron deposition
in the choroids was considered to reflect an old hemorrhage
and to be unrelated to the keratoconus.   Electron
microscopical studies have suggested that the primary lesion
in keratoconus is degeneration of the basal cells in the
corneal epithelium and that this may liberate proteolytic
enzymes, resulting in loss of collagen fibrils and formation
of the cone.  The liberation of hydrolytic enzymes from
lysosomes of connective-tissue cells may be responsible for
some of the destructive changes seen in connective-tissue
diseases24–26.  The atrophy of the basal cells in the cornea
revealed by TEM in the present case might also suggest that
the basal layer of the epithelium is the primary target site of
keratoconus.

The immunological mechanism is not known to
participate as the primary causal factor of keratoconus; the
disease is non-inflammatory, and it is difficult to see how an
immunopathological processes can produce changes in the
cornea without inducing any inflammatory reaction.
However, the clinical impression that keratoconus shows a
strong tendency to coexist with atopic disorders, for reasons
that remain unexplained, is confirmed by the high incidence

Fig. 3. Electron microscopy of the corneal epithelium of the left eye
with keratoconus.  The number of the epithelial cells (E) is
decreased, and the epithelial basal cells (EB) are atrophied.
In the stroma (S), the collagen fibers are disordered and
compacted.  The Bowman’s membrane (B) is folded or has
disappeared.  Scale Bar=10 μm.  Inset: The basal cell shows a
reduced number of cytoplasmic organelles and irregularity of
the nuclear membrane.  Scale Bar=1 μm.

Fig. 2. a) Low magnification view of the cornea of the left eye in the present case. The corneal epithelium, stroma and endothelium are thinned.
HE stain. Scale Bar=200 μm.
b) Low magnification view of the cornea of the left eye in the normal monkey. HE stain. Scale Bar=200 μm.
c) High magnification view of the corneal epithelium of the left eye in the present case. In the corneal epithelium, the number of epithelial
cells decreases, the cytoplasms are poor and the basal cells are flattened. The Bowman’s membrane also disappeared. The stromal
collagen fiber is disordered and compacted, and the number of keratocytes has increased. HE stain. Scale Bar=20 μm.
d) High magnification view of the corneal epithelium of the left eye in the normal monkey. HE stain. Scale Bar=20 μm.
e) High magnification view of the corneal endothelium of the left eye in the present case. The endothelial cell has pyknosis (arrowhead)
and is partially detached (arrows). HE stain. Scale Bar=20 μm.
f) High magnification view of the corneal endothelium of the left eye in the normal monkey. HE stain. Scale Bar=20 μm.
g) The cornea of the left keratoconus eye. The Bowman’s membrane is folded (arrows). Toluidine blue stain.



58 Keratoconus in a Cynomolgus Monkey

of atopy reported in a large number of studies9–12.  It has been
reported that most patients with evidence of atopy show an
IgE level above 31 kIU/L27.  In the present case, erythema of
the upper eyelid and forehead, and corneal edema might
have resulted from habitual rubbing of the eyes, and the high
serum IgE level (38 kIU/L) suggests a possible atopy-like
mechanism in this monkey.

One case of keratoconus in a rhesus monkey has been
reported; however, that report only covered specular
microscopical examination of the corneal endothelium16.
The ophthalmological findings in the rhesus monkey were
quite similar to those in the present case; however,
serological, histopathological and electron microscopical
examinations were not performed for the rhesus monkey.

In conclusion, the present case shows that keratoconus
can occur in the cynomolgus monkey.  Similar to human
cases, a high serum IgE level and rubbing of the eyes may
play a role in the pathogenesis of the disease.  This is the first
report of a case of keratoconus in a cynomolgus monkey.

References

  1. Bron AJ. Keratoconus. Cornea. 7: 163–169. 1988.
  2. Rabinowitz YS. Keratoconus. Surv Ophthalmol. 42: 297–

319. 1998.
  3. Kennedy RH, Bourne WM, and Dyer JA. A 48-year clinical

and epidemiologic study of keratoconus. Am J Ophthalmol.
101: 267–273. 1986.

  4. Werb A. Keratoconus. Br J Ophthalmol. 56: 565–568. 1972.
  5. Edwards M, McGhee CN, and Dean S. The genetics of

keratoconus. Clin Experiment Ophthalmol. 29: 339. 2001.
  6. Kenny MC, and Brown DJ. The cascade hypothesis of

keratoconus. Cont Lens Anterior Eye. 26: 139–149. 2003.
  7. Mackiewicz Z, Maatta M, Stenman M, Konttinen L, Tervo

T, and Konttinen YT. Collagenolytic proteinases in
keratoconus. Cornea. 25: 603–610. 2006.

  8. Fernandes BF, Logan P, Zajdenweber ME, Santos LN,
Cheema DP, and Burnier MN Jr. Histopathological study of
49 cases of keratoconus. Pathology. 40: 623–626. 2008.

  9. Copeman PW. Eczema and keratoconus. Br Med J. 2: 977–
979. 1965.

10. Rahi A, Davies P, Ruben M, Lobascher D, and Menon J.
Keratoconus and coexisting atopic disease. Br J Ophthalmol.
61: 761–764. 1977.

11. Coyle JT. Keratoconus and eye rubbing. Am J Ophthalmol.
97: 527–528. 1984.

12. Ahmed MB, William GH, and B Lorimer. Atopy and
keratoconus: a multivariate analysis. Br J Ophthalmol. 84:

834–836. 2000.
13. Masayoshi T, Mieko O, Michihiro S, and Yoshibumi M.

Hereditary keratoconus-like keratopathy in Japanese wild
mice mapped to mouse chromosome 13. Mamm Genome.
13: 692–695. 2002.

14. Newkirk KM, Chandler HL, Parent AE, Young DC, Colitz
CM, Wilkie DA, and Kusewitt DF. Ultraviolet radiation-
induced corneal degeneration in 129 mice. Toxicologic
pathology. 35: 817–824. 2007.

15. Kuhns EL. Conjunctival patch grafts for treatment of corneal
lesions in dogs. Mod Vet Pract. 60: 301–305. 1979.

16. Peiffer RL Jr, Werblin TP, and Patel AS. Keratoconus in a
rhesus monkey. J Med Primatol. 16: 403–406. 1987.

17. Grewal S, Laibson PR, Cohen EJ, and Rapuano CJ. Acute
hydrops in the corneal ectasias: associated factors and
outcomes. Trans Am Ophthalmol Soc. 97: 187–203. 1999.

18. Krachmer JH, Feder RS, and Belin MW. Keratoconus and
related noninflammatory corneal thinning disorders. Surv
Ophthalmol. 28: 293–322. 1984.

19. Merin S. Inherited Eye Disease: Diagnosis and management.
Taylor and Francis, Boca Raton. 2005.

20. Edrington TB, Zadnik K, and Barr JT. Keratoconus. Optom
Clin. 4: 65–73. 1995.

21. Hiratsuka Y, Nakayasu K, and Kanai A. Secondary
keratoconus with corneal epithelial iron ring similar to
Fleischer’s ring. Jpn J Ophthalmol. 44: 381–386. 2000

22. Said DG, Ho S, Mathew M, Alomar T, and Dua HS. Rings
around Cones. Br J Ophthalmol. 93: 423, 545. 2009.

23. Loh A, Hadziahmetovic M, and Dunaief JL. Iron
homeostasis and eye disease. Biochim Biophys Acta. 1790:
637–649. 2009.

24. Teng CC. Electron microscopic study of pathology of
keratoconus. Am J Ophthalmol. 42: 847–860. 1956.

25. al-Hazzaa SA, Specht CS, McLean IW, and Harris DJ Jr.
Posterior keratoconus. Case report with scanning electron
microscopy. Cornea. 14: 316–320. 1995.

26. Sawaguchi S, Fukuchi T, Abe H, Kaiya T, Sugar J, and Yue
BY. Three-dimensional scanning electron microscopic study
of keratoconus corneas. Arch Ophthalmol. 116: 62–68.
1998.

27. Harrison RJ, Kloda PT, Easty DL, Manku M, Charles J, and
Stewart CM. Association between keratoconus and atopy. Br
J Ophthalmol. 73: 816–822. 1989.

28. Sharif KW, Casey TA, and Coltart J. Prevalence of mitral
valve prolapse in keratoconus patients. J R Soc Med. 85:
446–448. 1992.

29. Lichter H, Loya N, Sagie A, Cohen N, Muzmacher L,
Yassur Y, and Weinberger D. Keratoconus and mitral valve
prolapse. Am J Ophthalmol. 129: 667–668. 2000.



<<
  /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 /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /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 <>
    /PTB <>
    /SUO <>
    /SVE <>
    /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


