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1. Introduction

Glaucoma with or without elevated intraocular pressure (IOP) leads to the loss of retinal
ganglion cells and the visual fields loss. Most studies of glaucomatous conditions have dealt
with the pathophysiology within the retina. In many cases, retinal ganglion cell death
continues after medical or surgical management of elevated IOP. Relatively little attention
has been given to the functional consequences of the remaining retinal ganglion cells
following normalized intraocular pressure. Here we review the studies dealing with loss of
visual acuities and contrast sensitivities of the glaucomatous retina with changes that follow
the dendritic arbors of remaining ganglion cells and compare with the adaptive changes
observed in the terminal areas of the optic axons in the brain visual centers.

2. Background

Glaucoma is the most common neurodegenerative disease of the eyes, leading to the
blindness. The loss of vision in glaucoma has been attributed to the retinal ganglionic cell
death (RGCs) and optic nerve axonal loss. In a recent study, advanced glaucoma
intervention study, the relationship between intraocular pressure control and the visual
field deficits has been established (1). This report has established the role of elevated IOP, in
clinical trials, to the initiation of glaucoma and further elaborated that reduction of IOP can
reduce the progressive vision loss in glaucomatous patients.

In the pathology of the glaucoma, visual field losses first occur in the peripheral retina and
progressively lead to the loss of all vision and complete blindness. The main therapy for the
treatment of glaucoma has been the reduction of IOP that stabilizes the vision loss.
However, in certain population, the visual loss continues in spite of the reduction of IOP.
The death of RGCs in glaucoma is primarily apoptotic in experimental animals (2, 3) and in
Human (4). The exact mechanism, which initiates the cascade of death signals in RGC of
glaucomatous eye, is unclear. Similarly, how the elevation of IOP translates or triggers
changes in either RGC or its effect to the optic disc and/or the optic axons is uncertain.
Actually over the past 20 years, more efforts have been made in searching for the perfect



58 Glaucoma - Basic and Clinical Concepts

model that replicate human disease yet nothing close to human disease process has emerged
in experimental animal models. However, these efforts have led to myriad theories of the
initiation of changes in the prelaminar optic axons supporting the assumptions that optic
axons are injured first followed by the death of RGCs. Similarly data exist that leads one to
believe that RGCs are directly affected by elevated IOP.

Relatively less efforts has been made in deciphering how the pressure triggers changes in
cells other than RGCs. In animal models of glaucoma, activation of micoglia leads to
proliferation and hypertrophy, visible within hours after the initial insult (5). The mechanisms
of activation, proliferation, and hypertrophy are not understood. In glaucomatous eye,
either the optic nerve or the retina initiates changes in microglia that have been known to
trigger the formation of reactive oxygen species. The reactive oxygen species activate
nuclear factor kappa B (NFK), which then results in the expression of proinflammatory
cytokines. Persistence of these factors leads to the peroxidation of lipid and the activation of
apoptotic neuronal death pathways. Speculations regarding such a role for microglia in
glaucoma have been made, although no definite answers have yet emerged.

Similarly, other glial cells, such as astrocytes, become hypertrophied and have enlarged end
feet at the retinal blood vessels in glaucoma.

It has also been reported that astrocyte migration occurs in response to neuronal injury
through the action of myriad growth factors, such as epidermal growth factor (6); cytokines,
such as tumor necrosis factor (TNF-a) and interleukin 1 alpha (IL-la) (7); and other
mediators, such as adenosine triphosphate (ATP) (8). This migration is considered an
important component in the remodeling of the optic nerve head in glaucoma (9). Reactive
astrocytes migrate from the cribriform plates into the nerve bundles and synthesize
neurotoxic mediators such as nitric oxide (NO) and TNF-a, which may be released near the
axons causing neuronal damage (10, 11). Agents that inhibit the migration of astrocytes by
transforming growth factor B (TGFP)and myosin light chain kinase pathways were
suggested for glaucoma treatment (12).

Miiller cells have also been shown to respond to growth factors and cytokines (13), though
their role in initiating RGC death in glaucoma is unclear.

Recent evidence suggests that metabolic stress to astrocytes releases ATP which leads to the
propagation of calcium waves causing axonal loss (14). Reactive microglia then follows the
gradient of ATP to remove the axonal debris. The marked activation of microglia in the
retina, optic nerve, and tract was postulated to accompany ongoing axonal degeneration.
The degree of activation in the optic nerve correlated with axonal damage (14). Interestingly,
as microglia is the major cell population in the central nervous system with the potential to
act as antigen-presenting cell, upregulated major histocompatibility complex (MHC)
antigens were not sufficient to stimulate significant T-cell infiltration in a mouse model of
glaucoma (15,16).

The steps of programmed cell death in glaucoma are similar to the steps in other
neurodegenerative diseases, such as Alzheimer disease (AD), Parkinson disease, or even
Huntington diseases. The agents that cause these diseases may be varied. There are certain
common features, for example, the death of RGCs in glaucoma. In a recent article Crish et al.
(16) showed that distal axonal injury appears early in mouse glaucoma, similar to the distal
changes in AD and other neurodegenerative diseases. These authors showed the changes in
axonal transports progress from the distal to the proximal end. The early changes showing
the breakdown of optic axonal terminals were seen in superior colliculus followed by
changes in the optic axons and finally in the retina. They further elaborated that in addition
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to the failure or decrease in axonal transport (distal to the proximal area) the axonal terminal
persisted in the colliculus. There is absolutely no information regarding this topic in Human
glaucoma.

Glaucomatous loss of RGC can cause neurodegeneration in the central visual pathways in
animal (17) and in humans (18). Recent advance of functional magnetic resonance imaging
(fMRI) provide functional assessment of visual changes in glaucoma patients, which
correlated, well with the loss of visual field in the eye (19). Extensive reorganization of
visual terminal area was detected in macular degeneration patients (20). In rat glaucoma
model, the visual scotoma was not apparent in the tectum two to three weeks after surgery,
and larger receptive fields on the periphery represent early signs of altered geometry of the
retinal projections (21). It was further assumed that following the death of larger cells on the
periphery, the remaining ganglion cells expanded their axonal arbors in the tectum leading
to the enlarged receptive fields. The size of the receptive field correlated with the duration
and magnitude of intraocular pressure elevation. In primates glaucoma RGC death leads to
changes in the lateral geniculate nucleus (LGN) and visual area 1 where cell loss and the
shrinkage of lateral geniculate nucleus was noted (23). Similar changes have been shown in
the death of specific cell types in the LGN (22,24,28).

In spite of massive literature that has emerged in the past decade regarding glaucoma, we
are still uncertain regarding the initiation of RGC death. Relatively little attention has been
given regarding the remaining RGC’s function following medical or surgical intervention to
reduce the IOP and subsequent RGC death. In addition to observed scotoma, do remaining
RGCs after glaucoma IOP management adapt to or show changes in their connectivity
patterns to the terminal center of the optic axons in the brain?

There are ample scientific evidences suggesting that retinal photoreceptor degeneration can
lead to remodeling of the retinal circuitry (for a recent review see Ref. 25). It has been
reported that even adult retina shows signs of neuronal plasticity as evidenced by the
presence of hypertrophy and axonal sprouting in bipolar, amacrine and photoreceptors.

In monkey retina with elevated IOP, retinal ganglion cells showed shrinkage of dendritic
arbors (17). During non-human primate development, plasticity of RGC dendritic arbors
and axonal terminals has been observed (25); however, there is a paucity of data supporting
such claims in the adult retina. In monkey glaucomatous retina, there was no increase in
RGC soma size or dendritic arborization (26); however, a decrease in the dendritic field sizes
of the RGC was reported within 3-6 months of induced glaucoma. In monkeys, Smith et al.
(27) reported visual deficits in long-term glaucoma as a consequence of RGC loss with no
changes in the functional property of the surviving neurons. In addition, loss of some lateral
geniculate neurons and reduction in the soma sizes of others were observed.

2.1 Evaluation of recent findings

In experimental rat glaucoma, ganglion, amacrine, and rod bipolar cell loss was observed
within 5 weeks of elevated intraocular pressure (IOP), suggesting that inner nuclear layer
cells of the retina were affected as well (36,37). We previously showed 3-4% RGC death per
week in glaucomatous rats (29). The IOP elevation was induced by episcleral venous
cauderization. In these animals, IOP usually returned to normal after 10-12 weeks of
elevation, possibly due to revascularization. During the period of elevated IOP in the
experimental eyes, the remaining ganglion cell soma increased in size of all RGC types. This
increase in soma size can be attributed as a precursor to their death. Another possibility is
derived from developmental studies on the retina that points to the fact that increase in
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Fig. 1. The retinotopic projective maps in a normal rat when recorded from the electrode
positions place on the contralateral superior colliculus. Figure on the left shows numbers
1-16 are representative examples of the visually driven receptive field sizes form the tectum
when driven by a normal eye. Receptive field sizes were between 12-25° degrees. The right
visual field map shows visually driven receptive field sizes (positions 19-35) in glaucomatous
eye that are almost doubled in size when compared to normal. In these topographic mapping
there was no overlap of receptive fields in the normal eye mapping, however, experimental
glaucomatous eye showed numerous overlapping receptive fields. The normal order of the
map was degraded. Many other abnormalities were seen in other maps

soma size of RGC is linked to the soma density. As in glaucomatous RGC, when the cell
number decreases, the remaining ganglion cells may hypertrophy. Upon the induction of
elevated IOP in pigs using episcleral venous occlusion as in rats (32), Ruitz-Ederra et al.
similarly showed an increase in the mean soma area of the remaining RGC (31). A recent
study in rat glaucoma showed the neuroprotective effect on retinal ganglion cell survival
following systemically administration of bromonidine and it further prevented the increase
in soma sizes usually associated with RGC death (38). Additionally, because RGCs are
ensheathed by Miiller cell processes, these processes must change their milieus to allow the
soma to increase in size. These findings stand in contrast to findings in the glaucomatous
monkey retina, where all retinal ganglion cells shrink in size, perhaps due to the constraints
of very tight Miiller cell processes that may not allow expansion (30). Future studies must
explore the possibility of ganglion cell dendritic arbor expansion following the breakdown
of Miiller cell ensheathment.

In addition to soma size increases in rat RGCs, Ahmed et al. also showed the increase in the
dendritic arbors of the remaining ganglion cells in glaucomatous eyes (28). Do these changes
observed in remaining RGCs have compensatory effects on the target centers as well?
Towards this goal visually evoked receptive fields were mapped onto the superior colliculus
contralateral to the experimental glaucomatous eyes (21).

Recent evidence from mouse and rat studies showed that the optic axonal terminal synapses
degenerate from the distal to proximal direction and precede the degeneration and death of
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RGCs (33-35). We theorize that the larger visual receptive fields in the superior colliculus of
rats with elevated IOP may be the consequence of expanding terminals of the intact axons
into spaces vacated by dying retinal axon terminals (22). Within 6-8 weeks of induced
glaucoma, electrophysiological mapping showed no significant changes in receptive field
sizes when recorded in the superior colliculus. Dramatic changes were not observed until
4-10 months following IOP elevation (22).

Visual receptive fields measured in the contralateral superior colliculus fall in the range of
15 to 20° (Figure 1A) in normal animals. Receptive fields measured 4 months later in
experimental animals with elevated IOP were in the range of 40 to 60° (Figure 1B). These
observations indicate some adaptive changes.

2.2 Changes in axonal terminal arbors

Anatomical evidences for observed enlargement of receptive fields in experimental glaucoma
point to the increase in the axonal terminal arbors of the remaining retinal ganglion cells
axons in the contralateral superior colliculus. Figure 2 shows the morphology of RGC axonal
terminal in the superior colliculus. The axons at proximal and distal portion of superior
colliculus (Figure 2A and 2C) in the normal IOP animal are displayed. With elevation of IOP
for 4 months, the axons at the same level were enlarged and more terminal branches were
identified (Figure 2B and 2D). This suggests that surviving axons may occupy the territory
of the dead axons.

Fig. 2. Camera lucida drawing of the axonal arbor in the mid rostal (Fig. 2A) tectal region of
a normal rat, total area of the terminal was 11250 pm2. In the glaucomatous animal, the area
of terminal axonal arbor at similar location to the normal was 12480 pm? (Fig. 2B). In the
caudal tectum of normal rat, the area of the normal optic axonal terminal was 14290 pm?
(Fig. 2C) whereas it was 18060 pm? in glaucomatous side (Fig. 2D). It was also noted that
these were less vericosities and relatively less dense boutons when compared to the normal
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The functional consequences of the changes observed in glaucomatous animals following
changes in RGC somas and dendritic arbors of the remaining ganglion cells and the axonal
terminal arbors in the contralateral superior colliculus, as described above, were determined
psychophysiologically in the experimental animals. Slow horizontal head and body rotation
occurs in rats when the visual fields are rotated around them. These optomotor responses
can be readily reproduced. When one eye is closed, only motion in the temporal to nasal
direction for the contralateral eye evokes the tracking response. In these animals, visual
acuity refers to the maximal spatial frequency capable of evoking an optomotor response. In
a normal animal, the visual acuity of the right and left eyes is identical in monocular or
binocular viewing conditions. In an experimental eye of elevated IOP, the visual acuity was
significantly lower when compared to the control eye (p < 0.0005). In addition, the contrast
sensitivity as a function of spatial frequency was also studied. At all spatial frequencies
studied, the contrast sensitivity of the experimental eye was lower than the control eye
(p < 0.0005) (39).

2.3 Future directions

The contrasting changes seen in studies involving rat and those involving human glaucoma

are at first unsettling. We strongly believe that the following studies need to be undertaken

in human.

a. Longitudinal studies using optical coherence tomography (OCT) with adaptive optics
to discern changes in different retinal cell types during the progression of glaucoma.

b. Studies of the progression or regression of scotomas in human patients following
management of elevated IOP either surgically and/or medically

If there are documented changes, one can pursue the means to induce adaptive changes. At

present one can only partially block the progression of glaucomatous scomota and one

assumes that partial vision is better than no vision. We must therefore seek the new avenues

to overcome our limitations.

3. Acknowledgements

Supported by grants from Basque Government (IT43710), Red Patologia Oular Retics (RD
07/0062/2004), organization for Spanish Blind People (ONCE) and U.S. N.LH. N.E.I. grants.

4. References

[1] The AGIS Investigators. The Advanced Glaucoma Intervention Study (AGIS): 7. The
relationship between control of intraocular pressure and visual field deterioration.
Am ] Ophthalmol. 2000 Oct;130(4):429-40

[2] Garcia-Valenzuela, E., Shareef, S., Walsh, ]., and Sharma, S.C. Programmed cell death of
retinal ganglion cells during experimental glaucoma. Exp. Eye Res. 1995; 61:33-44.

[3] Quigley, H.A., Nickells, R-W., Kerrigan, L.A., Pease, M.E., Thibault, D.J., and Zack, D.].
Retinal ganglion cell death in experimental glaucoma and after axotomy occurs by
apoptosis. Invest. Ophthalmol. Vis. Sci. 1995;36:774-786.

[4] Quigley, H.A., Guy, J., and Anderson, D.R. Blockade of rapid axonal transport. Effect of
intraocular pressure elevation in primate optic nerve. Arch. Ophthalmol. 1999;
97:525-531.



Adaptive Changes in the Retina and Central Visual Areas in Glaucoma 63

[5] Lam D, Jim J, To E, Rasmussen C, Kaufman PL, Matsubara ]. Astrocyte and microglial
activation in the lateral geniculate nucleus and visual cortex of glaucomatous and
optic nerve transected primates. Molecular Vision 2009;15: 2217-2229

[6] Hernandez MR, Miao H, Lukas T. Astrocytes in glaucomatous optic neuropathy. Prog
Brain Res. 2008:173:353-373

[7] Gavillet M, Allaman I, Magistretti PJ]. Modulation of astrocytic metabolic phenotype by
proinflammatory cytokines. Glia. 2008;56:975-989

[8] Wang M, Long Q, Gonzalez FA, et al. P2Y nucleotide receptor interaction with alpha
integrin mediates astrocyte migration. | Neurochem. 2005; 95:630-640

[9] Hernandez MR. The optic nerve head in glaucoma: role of astrocytes in tissue
remodeling. Prog Retin Eye Res. 2000;19:297-321

[10] Liu B, Neufled AH. Expression of nitric oxide syndthase-2 (NOS-2) in reactive
astrocytes of the human glaucomatous optic nerve head. Glia. 2000. 2000;30:178-186

[11] Liu B, Chen H, Johns TG, Neufeld AH. Epidermal growth factor receptor activation: an
upstream signal for transition of quiescent astrocytes into reactive astrocytes after
neural injury. | Neurosci. 2006,26:7532-7540

[12] Miao H, Crabb AW, Hernandez MR and Lukas T]. Modulation of factors affecting optic
nerve head astrocyte migration. Invest ophthalmol & Vis Sci. 2010;51:4096-4103

[13] Johnson CA, Cioffi GA, Liebmann JR, Sample PA, Zangwill LM, Weinreb RN. The
relationship between structural and functional alterations in glaucoma: a review.
Semin Ophthalmol. 2000 Dec;15(4):221-33.

[14] Johnson EC, Deppmeier LM, Wentzien SK, et al. Chronology of optic nerve head and
retinal responses to elevated intraocular pressure. Invest Ophthalmol Vis Sci.
2000;41:431-442

[15] Ebneter A, Casson RJ, Wood JP, Childlow G. Microglial activation in the visual pathway
in experimental glaucoma: spatiotemporal characterization and correlation with
axonal injury. Invest Ophthalmol Vis Sci. 2010;51:6448-6460

[16] Lucin KM, Wyss-Coray T. Immune activation in brain aging and neurodegeneration:
too much or too little? Neuron. 2009;64:110-122

[17] Crish SD, Sappington RM, Inman DM, Horner PJ, Calkins DJ. Distal axonopathy with
structural persistence in glaucomatous neurodegeneration. Proc Natl Acad Sci U S
A. 2010 Mar 16;107(11):5196-201. Epub 2010 Mar 1.

[18] Weber AJ, Chen H, Hubbard WC, Kaufman PL. Experimental glaucoma and cell size,
density, and number in the primate lateral geniculate nucleus. Invest Ophthalmol Vis
Sci 2000;41:1370-9

[19] Gupta N, Ang LS, Noél de Tilly L, Bidaisee L, Yiicel YH. Human glaucoma and neural
degeneration in intracranial optic nerve, lateral geniculate nucleus, and visual
cortex. Br | Ophthalmol 2006;90:674-8

[20] Duncan DO, Sample PA, Weinreb RW, Bowd C, Zangwill LM. Retinotopic organization
of primary visual cortex in glaucoma: comparing fMRI measurements of cortical
function with visual loss. Prog Retin Eye Res. 2007;26:38-56

[21] Baker CI, Peli E, Knouf N, Kanwisher NG. Reorganization of visual processing in
macular degeneration. | Neuroscience. 2005; 25:614-618

[22] King WM, Sarup V, Sauve Carpenter DO, Sharma SC. Expansion of visual receptive
fields in glaucomatous rat. Visual Neurosci 2006;23:137-142



64 Glaucoma - Basic and Clinical Concepts

[23] Yiicel YH, Zhang Q. Weinreb RN, Kaufman PL, Gupta N. Effects of retinal ganglion cell
loss on Magno-, Parvo-konicellular pathways in the lateral geniculate nucleus and
the visual cortex in glaucoma. Prog Retin Eye Res 2003; 22: 465-481

[24] Wang X, Sam-Wah Tay S, Ng YK. Nitric oxide, microglial activities and neuronal cell
death in the lateral geniculate nucleus of glaucomatous rats. Brain Res 2000;878:136-
147.

[25] Marc RE, Jones BW, Watt CB. Retinal remodeling: circuitry revision triggered by
photoreceptor degeneration. In Pinaud, Tremere and De-Weerd (Eds.), Plasticity in
the visual system: From Genes to Circuits, Spring Science, 2006. pp.35-54

[26] Leventhal AG, Ault S], Vitek DJ. The nasotemporal division in primate retina: the
neural bases of macular sparing and splitting. Science. 1988; 40(4848):66-7.

[27] Weber AJ, Harman CD. Structure-function relations of parasol cells in the normal and
glaucomatous primate retina. Invest Ophthalmol Vis Sci.2005; 46(9):3197-207.

[28] Smith EL, Chino YM, Harwerth RS, Ridder RS, Crawford ML. Retinal imputs to the
monkey lateral geniculate nucleus in experimental glaucoma. Clin.Vis. Sci
1993,8:113-139

[29] Ahmed FA, Hegazy K, Chaudhary P, Sharma SC. Neuroprotective effect of alpha(2)
agonist (brimonidine) on adult rat retinal ganglion cells after increased intraocular
pressure. Brain Res. 2001; 913(2):133-9.

[30] Weber AJ, Kaufman PL, Hubbard WC. Morphology of single ganglion cells in the
glaucomatous primate retina. Invest Ophthalmol Vis Sci.1998;39(12):2304-20

[31] Ruiz-Ederra ], Garcia M, Hernandez M, Urcola H, Herndndez-Barbachano E, Araiz J,
Vecino E. The pig eye as a novel model of glaucoma. Exp Eye Res.2005;81(5):561-9

[32] Shareef S, Garcia-Valenzuela E, Salierno A, Walsh ], Sharma SC. Chronic ocular
hypertension following episcleral venous occlusion in rats. Exp Eye Res.1995;
61:379-382.

[33] Harwerth RS, Crawford ML, Frishman JL, Wiswanathan S. Smith EL III, Carter-Dawson
L. Visual field defects and neural losses from experimental glaucoma. Prog Retin
Eye Res. 2002;21:91-125

[34] Whitmore AV, Libby RT, John SW. Glaucoma: thinking in new ways-a role for
autonomous axonal self-destruction and other compartmentalized processes? Prog
Retin Eye Rse. 2005;24:639-662

[35] Morrison JC, Johnson EC, Cepurna W, Jia L. Understanding mechanisms of pressure-
induced optic nerve damage. Prog Retin Eye Res. 2005;24:217-240

[36] Fu QL, Li X, Shi J, Xu G, Wen W, Lee DH et al. Synaptic degeneration of retinal ganglion
cells in a rat ocular hypertension glaucoma model. Cell Mol Neurobiol. 2009; 29: 575-
581

[37] Hernandez, M., Rodriguez, F. D., Sharma, S.C., & Vecino, E. Immunohistochemical
changes in rat retinas at various time periods of elevated intraocular pressure. 2009;
Molecular Vision, 15, 2696-2709

[38] Pinar-Suerio, S., Urcola, H., Rivas, M. A., Vecino, E. Prevention of retinal ganglion cell
swelling by systemic brimonidine in a rat experimental glaucoma model. 2011;
Clinical and Experimental Ophthalmology (in press)

[39] Prusky, G.T., West, P.W., and Douglas, D.M. Behavioral assessment of visual acuity in
mice and rats. 2000, Vision Research, 40, 2201-2209



	Glaucoma_-_Basic_and_Clinical_Concepts.pdf
	Preface
	Part1
	01_Mechanism of Aqueous Humor Secretion,Its Regulation and Relevance to Glaucoma
	02_Retinal Ganglion Cell Death
	03_Adaptive Changes in the Retina and Central Visual Areas in Glaucoma
	04_Molecular Control of Retinal Ganglion Cell Specification and Differentiation
	05_The Role of Retinal Oxidative and Nitrative Injury in Glaucomatous Neurodegeneration
	06_Excitotoxic Injury to Retinal Ganglion Cells
	07_Neuroprotection in Glaucoma
	08_Neural Mechanisms Underlying Brimonidine’s Protection of Retinal Ganglion Cells in Experimental Glaucoma
	09_Glaucoma Genetics – Regulation of Cell Surviving and Death in the Retina
	10_A Vascular Approach to Glaucoma
	11_Corneal Viscoelastical Properties Related to Glaucoma
	12_Effects of High Altitude Related Oxidative Stress on Intraocular Pressure and Central Corneal Thickness – A Research Model for the Etiology of Glaucoma
	13_Sleep Apnea and Glaucoma – Greater Risk for Blacks_
	14_Quality of Life (QoL) in Glaucoma Patients
	15_Glaucoma Animal Models
	Part2
	16_Management of Glaucoma in the Era of Modern Imaging and Diagnostics
	17_Anterior Chamber Angle Assessment Techniques
	18_End Stage Glaucoma
	19_Update on Modulating Wound Healing in Trabeculectomy
	20_Novel Glaucoma Surgical Devices
	21_Cyclodestructive Procedures
	22_Cyclodestructive Procedures
	23_Controlled Cyclophotocoagulation
	Part3
	24_Congenital Glaucoma
	25_Primary Angle Closure Glaucoma
	26_Plateau Iris
	27_Normal-Tension (Low-Tension) Glaucoma
	28_Drug-Induced Glaucoma (Glaucoma Secondary to Systemic Medications)
	29_Steroid Induced Glaucoma
	30_Glaucoma in Cases of Penetrating Keratoplasty, Lamellar Procedures and Keratoprosthesis



<<
  /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
  ]
  /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 <<
    /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




