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As with other organs, the eye’s growth is regulated by
homeostatic control mechanisms. Unlike other organs, the eye relies on vision as a principal input to
guide growth. In this review, we consider several implications of this visual guidance. First, we compare the
regulation of eye growth to that of other organs. Second, we ask how the visual system derives signals that
distinguish the blur of an eye too large from one too
small. Third, we ask what cascade of chemical signals
constitutes this growth control system. Finally, if the
match between the length and optics of the eye is
under homeostatic control, why do children so commonly develop myopia, and why does the myopia not
limit itself? Long-neglected studies may provide an
answer to this last question.

Both during development and afterwards, most body
parts actively maintain their size and shape, growing or
shrinking as necessary. Thus, if one removes part of a
rat’s liver, the original liver size is restored within days
(Michalopoulos and DeFrances, 1997). In salamanders
or tobacco plants, if cells are made larger than normal,
cell division stops early, resulting in salamanders or
leaves that are normal in size and shape (reviewed by
Day and Lawrence, 2000). In seasonally breeding birds,
the reproductive organs alternate between two sizes
during the year (Dawson et al., 2001). Even adult body
size can be under homeostatic control: clownfish regulate their body size in proportion to their social status
within the group (Figure 1A); if one fish is removed, the
fish subordinate to it grows to the size appropriate to
its new status (Buston, 2003). A particularly dramatic
case of homeostasis is found in those snakes that eat
only occasionally. The size of the heart, liver, kidney,
and intestine becomes two to three times larger after a
meal and shrinks back after the meal is digested (Figure
1B; Secor and Diamond, 1998). In all of these cases, a
homeostatic mechanism controls the size and causes
dramatic growth changes when necessary.
The eye faces a similar, if less lurid, regulatory challenge. Its length must match the focal length of its optics
for images of distant objects to fall on the retina (emmetropia) rather than in front of or behind it. Although this
might happen by a perfectly shaped eye in the embryo
growing proportionally in all dimensions, this is not what
occurs. Instead, vision guides the growth of the eye: if
spectacle lenses cause images to fall either behind or
in front of the retina (hyperopia or myopia, respectively),
*Correspondence: jwallman@ccny.cuny.edu
1
Present address: Department of Psychology, Stanford University,
Stanford, California 94305.

Review

eye growth compensates for the optical effects of the
lenses (Figures 1C and 1D; chicks, Schaeffel et al., 1988;
Irving et al., 1992; rhesus monkeys, Hung et al., 1995;
marmosets, Whatham and Judge, 2001; guinea pigs,
McFadden et al., 2004). Fish also show compensation
for imposed optical defocus (Kroger and Wagner, 1996).
Emmetropization Compared with Other Systems
of Growth Control
In all species studied, the eyes at birth or hatching are
ill matched to the focal lengths of their optics. In some,
such as macaque monkeys (Smith, 1998) and marmosets (Graham and Judge, 1999; Troilo and Judge, 1993),
the eyes are too short and thus are hyperopic; in others,
such as ostriches (Ofri et al., 2001) and falcons (Andison
et al., 1992), the eyes are too long and thus myopic; in
yet other species, such as humans (reviewed by Curtin,
1985) and chickens (Wallman et al., 1981), some individuals are myopic and others are hyperopic. All grow to
emmetropia during the postnatal period. We presume
that this homeostatic growth control has two components: active regulation using nonvisual signals that convey size, as is used in the developmental control of other
organs, and, specific to the eye, visually guided control
of growth. Because emmetropic eyes that are initially of
normal size and shape compensate for lenses, thereby
becoming abnormal in size and shape, vision must be
more powerful than other inputs to the postnatal homeostatic controller.
In other organs in which homeostatic size compensation has been studied, although many of the chemical
signals involved are known, the signal that conveys the
size information is quite unknown. Thus, it is known that
within minutes of removing part of a rat liver the receptors for urokinase plasminogen activator are externalized on the cell surface (Mars et al., 1995), within hours
hepatic growth factor is produced, and within days the
original liver size is restored through the action of a
cascade of growth factors (Michalopoulos and DeFrances, 1997). However, it is not known what signal
sets off this cascade, nor what signal terminates it, nor
what variable is regulated to maintain the size of the liver.
One theory, now 40 years old, accounts for homeostatic control of organ size by hypothesizing that organs
produce a tissue-specific inhibitory substance, a chalone (Bullough, 1965). When the organ is small, the concentration of the chalone is low, but as the organ size
increases, so does the chalone concentration, until a
point is reached at which the organ size stabilizes. Interest in the chalone concept has been revived by the
discovery of a chalone-like inhibitor of muscle growth,
myostatin. If the gene for this highly conserved protein
is made dysfunctional, increased muscle mass results
(Figure 1E; Lee and McPherron, 1999).
There are two modes of homeostasis of organ size.
In the case of the liver, regulation is relative to the body
size: baboon livers transplanted into humans grow to
the size of human livers, and livers from large dogs
transplanted into small dogs shrink to the appropriate
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Figure 1. Size Regulation and Homeostasis
The size of body parts (or even whole bodies)
is actively regulated. (A) In clownfish, body
size is actively regulated so that each fish is
80% the size of the fish above it in social
status (Buston, 2003; photo by Dr. Shane Paterson). (B) In snakes that consume large
meals infrequently, like pythons, the sizes of
many organs are dramatically downregulated
during fasting and upregulated after a meal
(Secor and Diamond, 1998). (C and D) Visual
input can drive changes in eye size and
shape, such that a chick eye fit with a defocusing lens will grow faster or slower to eliminate the refractive error and restore focused
vision (photo courtesy of C. Wildsoet and K. Schmid). (E) Two breeds of cattle bred for size both have mutations in the myostatin gene (Lee
and McPherron, 1999). (F) Embryonic salamander limbs transplanted into embryos of a smaller species develop to their normal size, irrespective
of the size of the host (Twitty and Schwind, 1931).

size (Kam et al., 1987). Similarly with the spleen: if multiple fetal spleens are transplanted into a mouse, the
aggregate mass of all the spleens equals that of one
normal spleen (reviewed by Conlon and Raff, 1999). In
these cases, one can suppose that the liver or spleen
cells produce a freely circulating inhibitory substance,
the concentration of which would drop if the organ were
transplanted into a larger animal, leading to an increase
in organ size.
Other organs regulate their size autonomously, irrespective of the size of the host. Thus, multiple fetal
thymus glands transplanted into a mouse each grow
to normal size (reviewed by Conlon and Raff, 1999).
Similarly, salamander limbs or eyes transplanted into
larger or smaller species of salamanders grow to the
normal size of the donor species (Figure 1F; Twitty and
Schwind, 1931). The limb and eye differ in that the individual bones of the limb are regulated autonomously,
so that in a composite limb made from chick and quail
the individual bones retained their species-appropriate
size (Iten and Murphy, 1980), whereas an eye made up
of parts from salamanders of different sizes was normal
in shape and intermediate in size (Harrison, 1929). Regulation independent of body size could be explained by
positing that the “chalone” concentration is much higher
within the organ than in the body as a whole, so that its
concentration rises as the organ grows because the
surface-to-volume ratio falls. But whether a chalonelike molecule exists in the eye is quite unknown.
The beauty of studying the homeostatic control of eye
growth is that because it is strongly guided by visual
error signals, we can manipulate it in ways that would
be difficult or impossible with other organs. For example,
the set-point about which the eye growth is regulated
can be precisely controlled by the power of the imposed
spectacle lens, thereby arranging for homeostatic maintenance of different eye sizes. Furthermore, increases
and decreases in size can both be studied within a single
animal by fitting different spectacle lenses to each eye.
Finally, the temporal aspects of the feedback control
can be studied by manipulating the timing of the error
signals by putting on and off a spectacle lens. Equivalent
manipulations would be nearly impossible in the case
of the liver or spleen.
Control of Eye Growth by Visual Signals
Spectacle Lens Compensation. The homeostatic control
of eye growth functions to keep images sharply focused

on the retina. Therefore, if the eye length increases more
slowly than does the focal length, the focal plane will
be behind the retina, creating hyperopic defocus on the
retina. The same occurs if one puts a negative lens over
the eye (Figure 2A). To regain sharp focus, the retina
needs to be displaced backward to where the image
is. This is done in two ways: the eye is lengthened by
increasing the rate of growth or of remodeling of the
sclera at the posterior pole of the eye (Gentle and
McBrien, 1999; Nickla et al., 1997), and the retina is
pulled back within the eye by the thinning of the choroid,
the vascular layer between the retina and sclera (Figure
2B; Wallman et al., 1995; Wildsoet and Wallman, 1995);
once distant images are again focused on the retina
(emmetropia), both the rate of ocular elongation and the
choroid thickness return to normal.

Figure 2. Ocular Compensation for Lens-Induced Defocus
(A) A positive lens (blue, convex) causes the image to form in front of
the retina (myopic defocus), whereas a negative lens (red, concave)
pushes the image plane behind the retina (hyperopic defocus). With
no lens (black rays), the image of a distant object is focused on
the retina.
(B) The eye compensates for positive lenses by slowing its rate of
elongation and by thickening the choroid, pushing the retina forward
toward the image plane. It compensates for negative lenses by
increasing the rate of elongation and thinning the choroid, pulling
the retina back toward the image plane. The emmetropic eye is
intermediate in length and in choroid thickness.
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Figure 3. Feedback Control of Refractive Error
Defocused objects induce an error signal (image blur). Three parallel
feedback loops each with different time scales can affect this error.
For example, increases in accommodation and eye length and decreases in choroid thickness all reduce the blur induced by near
objects. The inputs to the three circuits may well be different from
one another and may be modulated by adaptation.

Conversely, if the eye length increases more quickly
than the focal length does, the image will be formed in
front of the retina, creating myopic defocus. The same
occurs if one puts a positive lens over the eye (Figure
2A). The eye compensates first by expanding the choroid, which pushes the retina forward toward the image
plane, and then by slowing ocular elongation, which
causes the continuously increasing focal length of the
eye to move the image plane back to the retina (Figure
2B; Hung et al., 2000; Wildsoet and Wallman, 1995).
The range of lens powers compensated for is greater
in chicks than in monkeys, although monkeys can also
compensate for stronger lenses if the lens power is
stepped up gradually (Irving et al., 1992; Smith and Hung,
1999). The greater range of compensation in chicks may
be due to the chicks’ viewing objects at closer distances
(reducing the effective power of the positive lenses), to
their visual acuity being lower, and to their amplitude of
choroidal compensation being greater (Flitcroft, 1999).
In addition to these changes in eye length and choroid
thickness that occur over days or weeks, the eye can
change the focal length of its optics in a fraction of
second (ocular accommodation). These three processes
all act to put the image onto the retina (Figure 3).
Form-Deprivation Myopia. If, instead of being defocused by lenses, the images on the retina are obscured
by diffusers or lid suture, eyes elongate and form-deprivation myopia results in all species studied (for example,
tree shrew, Sherman et al., 1977; marmoset, Troilo and
Judge, 1993; chick, Wallman et al., 1978; rhesus macaque, Wiesel and Raviola, 1977; mice, Schaeffel et al.,
2004). Because no images are brought into focus by
the excessive ocular elongation, it continues as long
as vision is obscured, resulting in eyes whose vitreous
chambers are as much as 25% longer than normal (Wallman and Adams, 1987). This dramatic response, conserved widely across taxa, implies that image quality is
normally involved in restraining eye growth. When the
diffusers are removed, causing the visual system to experience myopic defocus, the choroid thickens, the rate
of ocular elongation slows, and the refractions return
to normal.
Although both diffusers and negative lenses cause

the eye to be longer and myopic and the choroid to
thin, form-deprivation myopia and lens-compensation
myopia differ in the time course of scleral biochemical
changes (Kee et al., 2001), the effect on the electroretinogram (Fujikado et al., 1997) and on dopamine metabolism (Schaeffel et al., 1995), as well as the effect of
optic nerve section (Wildsoet, 2003) and of constant
light (Bartmann et al., 1994). Form-deprivation myopia
can also be produced in chicks (Nevin et al., 1998), but
not monkeys (Smith and Hung, 1999), by excessively
strong spectacle lenses of either sign.
Maturity and Homeostasis of Refractive State
Although emmetropization is generally thought of as
occurring during early development, homeostatic growth
mechanisms need to be at least as precise during maturity if size is to be tightly maintained. Does vision guide
eye growth only during a narrow period in development?
In tree shrews, there is clear evidence of a period of
maximum sensitivity to form deprivation (Siegwart and
Norton, 1998). In chicks, however, it appears that susceptibility declines steadily from the earliest period, perhaps being related to the growth rate, with older animals
showing consistent but smaller responses to form deprivation (Wallman et al., 1987), even up to 1 year of age
(Papastergiou et al., 1998). Adolescent marmosets and
rhesus macaques also show decreased, but still significant, form-deprivation myopia (Smith et al., 1999; Troilo
et al., 2000b). In humans as well, there is evidence of
changes in ocular dimensions in young adults associated with the progression of myopia, perhaps related
to visual tasks (McBrien and Adams, 1997). Thus, the
young adult eye is still subject to visually guided growth.
Set-Points of Emmetropization
One of the defining attributes of a negative feedback
system is its set-point. In the case of the emmetropizing
eye, one would expect this set-point to be at emmetropia
(distant objects focused on the retina), the refraction
that most wild animals and humans who live outdoors
achieve (reviewed by Morgan and Rose, 2004, and by
Smith, 1998). The experiments on young animals, however, point to each individual having an idiosyncratic setpoint, toward which its early growth heads and toward
which it returns if its refractive status is offset by defocusing lenses (Smith and Hung, 1999). The set-point is
changed if chicks are kept in constant light or have their
optic nerves severed, with the eyes again returning to
this new refraction when spectacle lenses are imposed
(Bartmann et al., 1994; Wildsoet, 2003). Perhaps there
are two stages of emmetropization, the first being rapid
with individually variable set-points, the second being
slower and leading toward absolute emmetropia.
Local Control of Eye Shape
One of the most striking aspects of the effects of both
lenses and diffusers on the eye is that they act locally
within the eye. If the optic nerve is severed or action
potentials in it blocked, form-deprivation myopia is unaffected (Norton et al., 1994; Troilo et al., 1987; Wildsoet
and Pettigrew, 1988b), and lens compensation still occurs, although with some differences (Wildsoet, 2003;
Wildsoet and Wallman, 1995). Furthermore, if diffusers
or negative lenses cover only half of the retina, only that
half of the eye becomes enlarged and myopic (Diether
and Schaeffel, 1997; Hodos and Kuenzel, 1984; Wallman
et al., 1987), and if positive lenses cover half the retina,
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Figure 5. Dynamics of Spectacle-Lens Compensation

Figure 4. Local Control of Eye Growth and Refractive Error
(A) Eyes form deprived in only the temporal retina (left), nasal retina
(right), or over the whole eye (center) have increased length on only
the corresponding parts of the retina (dashed lines), relative to the
contralateral, untreated eyes (solid lines) (Wallman et al., 1987).
(B) Refractive error of eyes wearing a plus lens (green) or a minus
lens (red) as a function of visual angle. If a half-lens defocuses the
temporal (left) or nasal (right) retina, local refractive compensation
occurs, whereas a full lens induces compensation across the whole
eye (middle). Data replotted from Diether and Schaeffel (1997).

only that half shows inhibited eye growth (Figure 4).
This local modulation of eye shape may be especially
prominent in birds because their sclera is rigid and contains a ring of bones, the scleral ossicles (Walls, 1942).
Thus, to understand how visual stimuli influence eye
growth, we need to consider pathways within the eye
from retina to sclera.
In addition, the retinal signals that are modulating eye
growth may also act via the brain. Although optic nerve
section does not prevent lens compensation, it does
affect eye growth (Troilo et al., 1987). Furthermore, in
both humans and monkeys, amblyopia, a cortical dysfunction, is associated with hyperopia. Although in the
case of children it is difficult to say which is the cause
and which the effect, in monkeys made amblyopic by
various experimental manipulations, normal emmetropization does not occur (Kiorpes and Wallman, 1995).
If the local growth of the eye is guided by the local
refractive error, the arrangement of the external environment might also sculpt the eye. Fitzke et al. (1985)
showed that the lower visual field of pigeons is myopic
in proportion to the distance from the eye to the ground.
(A hint of such a lower-field myopia is seen in humans:
Seidemann et al., 2002.) This refractive gradient may
partly be driven by the local hyperopic defocus from
the ground and partly be a manifestation of the eye’s
intrinsic shape: chicks raised with a patterned ceiling
just above their heads became more myopic in the upper
visual field, with a corresponding change in the shape
of the eye (Miles and Wallman, 1990). However, there
are limits to the extent to which visual inputs can alter
the normal shape of the eye in that the peripheral refractions did not match the distance to the ceiling. The

In a hypothetical eye without a choroidal response to defocus (red
line), a defocusing lens fitted over the eye on day 1 would lead to
a delayed compensatory response (day 2). When the eye reached
emmetropia (day 4), there would also be a delayed response, leading
to an overshoot. In a real eye (blue), the rapid, transient choroidal
response prevents overshoot by quickly bringing the eye close to
emmetropia.

implications of the patterns of peripheral refractions in
humans will be discussed at the end of this review.
Dynamic Aspects of Visual Growth Control
In emmetropization, as in any control system, the time
course both of the inputs and of the responses are important determinants of performance. To consider the
responses first, the eye cannot start and stop growing
instantly. In the case of the chick eye, it takes a day or
two for the rate of ocular elongation to change after a
lens is put on (Kee et al., 2001). As a consequence, if
the eye grew at an accelerated rate as long as hyperopic
defocus were present, the elongation would continue
after it had compensated for the defocus imposed by
the lens, causing the eye to become myopic. Such an
acceleration of growth toward the end of the growth
period could leave the eye permanently myopic. The
eye prevents overshooting by thinning the choroid within
hours of the lenses being applied, causing the refractive
error to be rapidly corrected; this turns off the acceleration of ocular growth, preventing overshoot (Figure 5).
This dynamic explanation for the function of choroidal
modulation is consistent with the difference in degree
of choroidal expansion in different species: chick eyes
can grow by 300 m in 2 days, and the choroid can
increase in thickness by this amount; primate eyes grow
much more slowly, and the degree of choroidal expansion is much less (Beresford et al., 2001; Hung et al.,
2000; Troilo et al., 2000a; Wallman et al., 1995).
The other important dynamic factor is that visual error
signals are not constant. Because the degree of myopic
or hyperopic defocus fluctuates as one looks about
one’s surroundings, some objects being in front of the
plane of focus and others behind it, the ocular growth
control system must integrate these signals over time
to infer the refractive state of the eye.
This integration is neither simple nor linear. First, multiple daily episodes of lens-wear result in a much greater
growth response in chicks than a single period of the
same total duration per day (Winawer and Wallman,
2002). This frequency dependence implies either that the
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Figure 7. Temporal Characteristics of Myopia across Species
Figure 6. Temporal Integration of Defocus
In a simple linear model of emmetropization (A), the amount of
defocus signal accumulated depends only on the total amount of
defocus experienced and not on its temporal distribution. In a model
more faithful to the data from chicks (B), there is a delay before the
signal builds, a saturation after a time, and a decay in the absence
of defocus. Thus, the accumulated signal will depend on the frequency and duration of periods of defocus, as well as on the total
amount of defocus. The accumulated defocus signal could be neural, biochemical, or a combination of the two.

effect of a given episode saturates after a few minutes or
that the signal declines between episodes (Figure 6).
Second, if the episodes, however frequent, are each too
short (20 s or less), there is little response, implying that
some process needs priming before it integrates the
visual signal, perhaps analogous to enzymes that require autophosphorylation before they become fully effective.
A third, more provocative, nonlinearity is that when
chicks wear positive and negative lenses alternately,
each does not cancel out the effect of the other. Instead,
the positive lenses dominate, even if the negative lenses
are worn for five times as much time as the positive
lenses (Winawer and Wallman, 2002). In the extreme
case, if negative lenses are worn all day long except
for four 2 min episodes of positive lens-wear, the eyes
compensate in the direction of the positive lenses (Zhu
et al., 2003).
This asymmetry appears to be quite general. If chicks,
tree shrews, or monkeys have diffusers or negative
lenses removed for an hour each day, the degree of
myopia is reduced by at least half (Napper et al., 1997;
Schmid and Wildsoet, 1996; Shaikh et al., 1999; Smith
et al., 2002). Smith et al. (2002) have shown that the time
dependence of this effect is remarkably similar across
species (Figure 7). Consider the situation at the end of
the experiments: during the hour each day in which the
lens or diffuser has been removed, the eye experiences
myopic defocus. The effect of this exactly balances the
approximately 11 hr of either hyperopic defocus from
wearing a negative lens or of form deprivation. Thus,
although explicit lens-switching experiments have only
been published on chicks, these results strongly suggest that the myopic defocus is more potent than hyperopic defocus in mammals as well. This third nonlinearity
may reflect an adaptation to normal patterns of visual
experience. For example, if myopic defocus is much
rarer than hyperopic defocus in natural environments,
emmetropization may require giving it more weight.

The amount of relative myopia (y axis) as a function of the amount
of time each day lenses or diffusers were removed is similar for
form deprivation in monkeys (open circles) and chicks (triangles)
and negative lenses in chicks (squares) and tree shrews (diamonds).
The exponential was fit only to the monkey data. Adapted from
Smith et al. (2002).

All three nonlinearities could arise either as a result
of neural integrative processes in the retina before an
output is produced or as biochemical integration downstream in the choroid or sclera. Truong et al. (2002) have
found a visual and a pharmacological manipulation both
of which block the ocular elongation to diffusers but only
affect the scleral glycosaminoglycan (GAG) synthesis for
2 hr, suggesting that the long-lasting effects of the drug
or vision occur at the sclera. This hypothesis requires
testing with agents known to affect only the sclera.
How Might the Eye Know Which Way to Grow?
Emmetropization and accommodation face the same
challenge: how to discern the sign of the defocus. In
principle, there are three ways that the visual system
could use blur to direct eye growth to correct myopia
or hyperopia. The eye might grow in a random direction
and change direction if the blur got worse. Alternatively,
the eye could decode the sign of defocus from the image
itself. Finally, the eye might be able to achieve emmetropia by elongating in proportion to the magnitude of blur.
After a digression on blur, we will discuss each of
these possibilities.
What Blur Signal Guides Emmetropization?
The function of emmetropization is to minimize blur.
However, blur is not identifiable from the image alone.
To take the simplest example, a sinusoidal grating, when
defocused, does not change its appearance but only its
contrast; one would need to know its in-focus contrast
to know whether it is blurred. In viewing a more complex
natural scene, one can infer that the image is blurred if
the ratio of the amount of low spatial frequencies to
high spatial frequencies (that is, in the slope of the power
spectrum) is greater than with typical in-focus scenes
(Field and Brady, 1997). This method of blur detection
would mislead in scenes with atypical distributions of
spatial frequencies. Furthermore, it seems obvious that
blur is not averaged across regions of the scene, at
least for perception and accommodation, as one can
accommodate to, or report the sharpness of, individual
contours, independent of nearby contours. Therefore,
image segmentation must take place in the computation
of blur (Field and Brady, 1997). In sum, it is not clear
how blur is computed, either for perception, accommo-
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dation, or emmetropization. Perhaps different methods
are employed by each of these three systems, using the
different computational powers available to each. One
reason for positing differences among the three is that,
although people’s eyes can accommodate in the correct
direction to a sudden onset of defocus (Fincham, 1951;
Smithline, 1974), when asked to clear a target by a manual response, people must resort to trial and error (Stark
and Takahashi, 1965). Furthermore, people can accommodate to less blur than they can recognize (Kotulak
and Schor, 1986).
However blur is computed, the result may be influenced by adaptation. Several types of adaptation might
be involved. At the simplest level, retinal contrast gain
control adjusts the contrast sensitivity of retinal neurons
up or down if the contrast in the scene is low or high,
respectively. Another mechanism, prominent in the early
stages of cortical processing, adjusts the sensitivity to
particular orientations and spatial frequencies depending on how prevalent particular stimuli are. Thus, viewing
a high-contrast grating for a minute will reduce the visual
system’s sensitivity to gratings of that orientation and
spatial frequency (Blakemore and Campbell, 1969). Perhaps by this means the visual system modulates the
suprathreshold contrast sensitivity across spatial frequencies, much like the adjustment of an audio amplifier
to flatten the spectral response (Georgeson and Sullivan, 1975). Spatial frequency normalization occurs both
over a brief time scale, as shown by the enhanced acuity
after blurring vision for 30 min (Mon-Williams et al.,
1998), and over years, as shown by changes in suprathreshold sensitivity to different spatial frequencies
brought about by cataracts or their removal (Fine et
al., 2002). In addition to contrast adaptation of spatial
frequency channels, there is also an apparently higher
level blur normalization, whereby a normal photograph
appears to be hypersharp after viewing blurred photographs (Webster et al., 2002), as well as a compensation
for the high-order optical aberrations of one’s own eye
(Artal et al., 2004).
The increase in sensitivity to high spatial frequencies
after exposure to blur, as discussed above, manifests
itself as an increase in acuity [the high spatial frequency
cut-off]. It is a common experience of spectacle wearers
that one’s acuity improves over minutes after removing
one’s glasses. This of course does not affect the degree
of myopia, which is an optical matter of the eye’s focal
length relative to its physical length, not a matter of
acuity. Some behavioral therapies for myopia [such as
the Bates method] may improve acuity by means of
neural adaptation without altering the optics of the eye.
The several forms of adaptation just discussed would
act to “deblur” images and, thus, would act in parallel
with accommodation and emmetropization. Therefore,
just as accommodation can reduce the input to emmetropization (if accommodation were perfect, the emmetropization mechanism would never experience hyperopic blur at the fovea), so blur adaptation could reduce
the amount of blur at the inputs of either accommodation
or emmetropization if the adaptation took place at a
level of the visual system earlier than the inputs (Figure
3). If emmetropization principally occurs in the retina,
adaptation might not hinder it because retinal contrast
gain control is not very specific to spatial frequencies

(Solomon et al., 2004) and thus might only “deblur” the
image to a minor extent. In fact, the contrast adaptation
signal itself might be used by the retina as a measure
of the overall sharpness of the image: chicks wearing
spectacle lenses show increased contrast sensitivity,
presumably because they experience more blur, and
two drugs that interfere with experimentally induced myopia, atropine and reserpine, both increase contrast
sensitivity and prevent diffusers from increasing it further (Diether and Schaeffel, 1999).
Unsigned Visual Cues
Trial and Error. Either accommodation or emmetropization could, in principle, determine the direction of defocus by a trial-and-error procedure, much as we focus
a microscope. Accommodation appears to be able to
respond in the correct direction to a sudden onset of
blur (Fincham, 1951; Kruger et al., 1997; for review, see
Charman and Heron, 1988). A priori, it would seem less
likely that the emmetropization system could find the
sign of blur by trial and error because it would require
memory of the degree of blur experienced days or
months earlier. Although memory would not be required
if the rate of change of refractive error were available,
as Hung and Ciuffreda (2000) have argued, the rate of
change of blur because of emmetropization would be
orders of magnitude smaller than would be experienced
during accommodation (accommodation, 30 D/s; emmetropization, 4 ⫻ 105 D/s, even including the rapid
choroidal response). Of course, arguing from plausibility
is a dangerous game. Nature has tricks that allow bacteria to use unusual memory mechanisms to tell the direction to a food source in extremely weak gradients (Dahlquist, 2002), a problem with seemingly greater obstacles
than those faced by the eye.
Explicit evidence against a trial-and-error mechanism
in emmetropization is that chicks given 10 min of lenswear (followed by a period of darkness) consistently
increased choroid thickness after wearing positive but
not negative lenses (Park et al., 2001). Because the refractive error does not change in 10 min, these results
argue that the eye’s initial response to defocus is in the
appropriate direction.
Magnitude of Blur. Instead of decoding the sign of
defocus at each instant, it might be possible for a young
animal to infer the sign of the eye’s refractive error from
the total quantity, without regard to the sign, of blur it
experiences over a period of time. This would be possible if, for example, young animals viewed mostly nearby
objects: myopic refractive errors, such as those imposed by positive lenses (or eyes being too long), would
then tend to sharpen images, while hyperopic refractive
errors (imposed by negative lenses) would tend to degrade images. If defocus signaled the eye to accelerate
its elongation and sharp vision signaled it to slow elongation, such a system might regulate refractive error
in a manner indistinguishable from a feedback system
responding to the sign of the blur (Norton and Siegwart, 1995).
To determine whether the sign or magnitude of blur
guides lens compensation, one must distinguish whether
positive lenses halt growth because they reduce blur or
because they create myopic blur. One study (Schaeffel
and Diether, 1999) arranged for positive and negative
lenses to both increase the magnitude of blur by a similar
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Figure 8. Spectacle Lens-Wear with Restricted Viewing Distance
(A) Chicks were restricted to a central viewing
position in a cylinder. For chicks with a positive spectacle lens, the drum wall was beyond
the far point (dotted circle) and thus was myopically defocused. With a negative lens, the
far drum wall was hyperopically defocused if
accommodation was prevented.
(B) Eyes in two studies compensated for
lenses of both signs under these conditions.

amount by having chicks wear lenses only when in a
restricted environment such that (1) all parts of the visual
scene were too far away to be focused while wearing a
positive lens, and (2) accommodation was paralyzed to
prevent it from reducing the defocus imposed by the
negative lens (Figure 8). These chicks compensated in
the appropriate directions for negative and positive
lenses, as did chicks in a larger study but without cycloplegia (Park et al., 2003). If eyes only responded to the
magnitude and not the sign of defocus, they would have
responded similarly, not oppositely, to positive and negative lenses in such a situation, as both lenses increased blur.
Moreover, if eyes grew toward myopia whenever blur
increased, any manipulation that increased blur should
produce an offset toward myopia. If chicks wear lenses
composed of negative and positive cylindrical elements
with orthogonal axes (Jackson Crossed Cylinders), so
that the net spherical power is zero, the amount of blur
is greatly increased, but the eyes become slightly hyperopic, not myopic. When such lenses were combined
with negative or positive lenses, roughly doubling the
amount of blur, the eyes compensated for the negative
or positive lenses, ignoring the crossed cylinders, arguing that the sign is not inferred from the magnitude
of blur (McLean and Wallman, 2003; Thibos et al., 2001;
but see somewhat different results from Schmid and
Wildsoet, 1997).
Similarly, when chicks wore weak, image-degrading
diffusers superimposed on positive lenses, consistent
compensatory hyperopia developed, although myopia
developed when the diffusers were worn alone. Indeed,
when both eyes wore positive lenses, adding a diffuser
to one eye enhanced the lens’s inhibitory effect on ocular
elongation, despite the poor image quality in that eye
(Park et al., 2003). On the other hand, if chicks wore
extremely strong positive lenses and were prevented
from getting close enough to any objects to bring them
into sharp focus, they did not compensate for the lenses
(Nevin et al., 1998), suggesting either that sharp vision,
rather than myopic defocus, slows eye growth or that
the magnitude of the myopic defocus was too great to
be compensated. In light of the other results discussed
above, the latter seems the more parsimonious explanation.
Analysis of Blur to Determine Sign
The above experiments strongly argue that the eye can
infer the sign of the image blur. How might it do this?
We will consider several possibilities.
Chromatic Aberration. The most promising cue to de-

focus would be to make use of the longitudinal chromatic aberration of the eye. Because blue light is focused more strongly than red light, if an eye is correctly
focused on a black and white edge, the middle-wavelength components of the edge will be in sharp focus
on the retina, the blue components will fall in front of
the retina, and the red ones behind the retina (Figure
9A). Thus, if the eye is myopic (longer than usual), the
red edges will be more in focus than the blue, whereas
if it is hyperopic, the reverse will hold. Flitcroft (1990)
has shown that the refractive status of the eye can be
deduced from the normal output of color-opponent retinal ganglion cells.
Accommodation uses chromatic cues. Fincham (1951)
showed that some of his subjects accommodated much
more poorly to targets displayed in monochromatic light.
Subsequent studies have supported this finding (Kruger
et al., 1997). Perhaps the strongest evidence is that, in
an open loop setting, many subjects accommodate to
a stationary grating chromatically modulated to simulate
the effects of a target moving in depth (Figure 9B; Kruger
et al., 1995). Furthermore, if a grating stimulates only
the short-wavelength-sensitive cones, people tend to
overaccommodate, as though the brain knows that in a
sharp image the short wavelengths tend to be focused
in front of the retina (Rucker and Kruger, 2001).
These findings have led researchers to look for a role
of chromatic aberration in emmetropization. Raising animals in monochromatic light does not prevent compensation for spectacle lenses (Rohrer et al., 1992; Schaeffel
and Howland, 1991; Wildsoet et al., 1993), demonstrating that chromatic cues are not necessary for spectacle
compensation, without resolving whether chromatic
cues might be sufficient. The methodological challenge
is to isolate the contribution of one cue if several (unknown) cues are employed. This is less of a problem
with accommodation in humans in that one can reduce
most cues by controlled stimulus presentation. In the
lens-compensation experiments just discussed, there
were a plethora of other potential cues, as the chicks
had many days to freely look at objects at variable distances with intact accommodation. Therefore, whether
or not chromatic cues are used, other cues must exist
to guide emmetropization.
Nonchromatic Cues. Some subjects can accommodate in monochromatic light even under open loop conditions (eliminating trial-and-error mechanisms) (Fincham,
1951; Kruger et al., 1997), implicating a nonchromatic cue
to the sign of blur. Although a perfect optical system
would not provide such cues, there are numerous so-
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Figure 9. Effects of Longitudinal Chromatic Aberration
(A) Cartoon depicting the multiple planes of focus in a hyperopic
(left), emmetropic (middle), and myopic (right) eye. In each case,
shorter wavelength light (blue) is focused more strongly than medium (green) or long (red) wavelength light.
(B) The consequences of chromatic aberration on contrast, as indicated by plots of the normalized luminance (y axis) of blue, red, and
green light superimposed on a sinusoidal grating. For a hyperopic
eye (top), blue light is in best focus and red light in poorest, causing
the white region of the grating to have a bluish tint and the black
region a reddish tint. The reverse is true for a myopic eye (bottom).
For the emmetropic eye (middle), the best focus is closer to green,
with both blue and red being defocused. Plots assume a 3 mm pupil
and a spatial frequency of three cycles per degree (replotted from
Kruger et al., 1995).

called monochromatic aberrations in the eye, such as
astigmatism, spherical aberration, coma, etc., which
taken together are not symmetric with respect to the
sign of defocus (Figure 10A). These asymmetries are
present in the eyes of humans (Woods et al., 1996) and
chicks (Figure 10B; Coletta et al., 2003). Indeed human
subjects can learn to identify the sign of defocus of
images of point sources of light (Wilson et al., 2002).
How well these asymmetries could be used with ordinary
visual scenes is uncertain. Because these asymmetries
cause differences in the modulation transfer function
and hence in the contrast sensitivity function of the
eye, one could imagine a comparison of different spatial
frequencies yielding the sign.
Very recently, Hunter et al. (2003) presented preliminary results showing that the point-spread function of

Figure 10. Asymmetries in Point Spread Function with Defocus
(A) Simulations of a single point of light imaged on the retina as a
function of defocus. With no aberrations (top panel), the PSF is
symmetric with the sign of defocus, but aberrations create asymmetries (panels 2–5) that could be used to infer the sign of defocus.
(Simulations by Austin Roorda, University of Houston.)
(B) PSFs from a defocused chick eye. The aberrations make the
blur circle on the retina appear different depending on the sign of
defocus (Coletta et al., 2003).
(C) Even with massive defocus (⫾15 D), the effect of astigmatism
in a chick eye is asymmetric with the sign of defocus and could
provide a cue as to the sign of defocus (Hunter et al., 2003; figure
courtesy of Melanie Campbell).

young chick eyes permitted determination of the sign
even with large amounts of defocus (Figure 10C). If confirmed, this finding would confer a theoretical foundation
to the findings that chicks appear to be able to discern
the sign of defocus.
Accommodation as a Cue. Accommodation could
also yield a cue to the sign of the refractive error. The
long-term average level of accommodation would indicate whether an eye was hyperopic (much accommodation all the time) or myopic (little accommodation). There
is a long history of attempts to link accommodation
with myopia in humans, both because it is a prominent
feature of near-work and because drugs that block accommodation, such as atropine, reduce myopic progression in children. As we will discuss, accommodation
probably has an indirect relation to myopia in humans.
Although we cannot exclude the use of accommoda-
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tion in emmetropization, several lines of evidence argue
against it being necessary. First, lens compensation persisted after blocking accommodation either by drugs
(Schwahn and Schaeffel, 1994), by brain lesion (Schaeffel et al., 1990), or by denervating the ciliary muscle
(Wildsoet et al., 1993). Second, lens compensation was
also not seriously affected if accommodation was made
less effective optically by increasing the eye’s depth of
focus by imposing blur or image degradation that could
not be cleared by accommodation (McLean and Wallman, 2003; Park et al., 2003). Third, emmetropization
can occur locally in the retina (Diether and Schaeffel,
1997), whereas accommodation cannot. These results
must be viewed with the caveat that accommodation
might be used as a cue only for levels of defocus less
than that imposed by the spectacle lenses used in
these experiments.
Are Accommodation and Emmetropization
in Conflict?
How can emmetropization be guided effectively by blur
if accommodation nearly eliminates blur? A common
view is that emmetropization uses the residual blur left
by accommodation. We propose that temporal partitioning might by employed, with accommodation normally acting only briefly and emmetropization ignoring
brief intervals of focus or defocus. In fact, very brief
periods of lens-wear (20 s or less) do not lead to compensation even if repeated often (Winawer and Wallman,
2002). As we will discuss below, it may be that in humans
the act of reading interferes with this temporal partitioning by causing long periods of steady hyperopic
defocus, which would not be ignored by emmetropization.
Clues to Visual Cues Employed
Although no single cue has been identified as providing
the eye with the direction to grow, one can make three
inferences about the nature of possible signals.
First, several cues seem to be employed, complicating
the study of emmetropization because negative results
from removing a single cue only means that other cues
are sufficient. In fact, removing one cue can augment
the use of another one. Because the monochromatic
aberrations differ at different wavelengths, when chromatic cues are eliminated to test the use of chromatic
aberration, this may enhance the use of the monochromatic aberrations.
Second, the cues must be highly resistant to image
distortion, as shown by the experiments described in
the “Magnitude of Blur” section. This robustness of sign
detection might be accomplished by using both the
chromatic and achromatic aberrations of the eye.
Third, the compensation for positive and negative
lenses appears to have different visual requirements, in
that they are blocked by different conditions of flickering
light (Schwahn and Schaeffel, 1997) and respond differently to different temporal patterns of lens-wear (Winawer and Wallman, 2002). Furthermore, compensation
for negative and positive lenses is differentially affected
by drugs that block different populations of retinal neurons (Crewther and Crewther, 2003; Schaeffel et al.,
1995; Schmid and Wildsoet, 2004).
Thus, it seems increasingly unlikely that the eye uses
a simple trick to grow in the correct direction. Rather,

a combination of cues, probably requiring specialized
retinal processing, appears to be involved.
The Sensorimotor Retina and the Visual Signals
Controlling Retinal Position
In contrast to the usual view of the retina as the input
stage of vision, in the control of eye growth the retina
encompasses an entire sensorimotor apparatus. Because lens compensation can occur in eyes with a severed optic nerve, the retina clearly is able both to decode
the blur and to move itself forward and backward within
the eye by inflating and deflating the choroid and also
by controlling the growth of the posterior sclera.
Signal Transmission from Retina to Sclera
How might the retina signal the sclera and choroid to
change? Because the control is largely local to the eye,
either a retinal chemical signal could act directly on the
choroid and sclera or a cascade of signals (one secreted
by the retina, another secreted by the retinal pigment
epithelium, a third secreted by the choroid) could be
involved. We presume that a cascade of signals is involved because it seems unlikely that a retinal signal
could penetrate the tight junctions of the retinal pigment
epithelium and avoid being washed away in the choroid
(which has one of the highest proportional blood flows
of any tissue) to reach the sclera.
Although this presumed signal cascade will necessarily pass through the choroid, the signals regulating ocular elongation may be distinct from those regulating choroidal thickness. Evidence supporting this dissociation
comes from experiments in chicks in which either the
choroidal or the scleral responses to lens-wear were
suppressed when vision was limited to brief episodes
of lens-wear (Winawer and Wallman, 2002) or when diffusers were worn over plus lenses (Park et al., 2003) or
when the daily rhythms were disrupted by repeated light
exposures during the night (Kee et al., 2001). On the
other hand, we have not found a condition in which
the choroid thickens while the eye’s rate of elongation
increases or vice versa. The dissociability of the choroidal and scleral responses cautions against a simple
view of there being a “stop” and a “go” chemical signal
controlling emmetropization.
Signaling Cascade: Retina. The retinal beginning of
the cascade would most likely be the amacrine cells.
Amacrine cells have complex visual responses, they release neurotransmitters and neuromodulators within the
retina (ganglion cells, for the most part, do not), and
pharmacological treatments that selectively disable
amacrine cells have profound effects on eye growth
(Barrington et al., 1989; Fischer et al., 1999b; Wildsoet
and Pettigrew, 1988a) and block the differential responses to positive and negative lenses (Bitzer and
Schaeffel, 2004).
The most studied candidate retinal neuron has been
the dopaminergic amacrine cell. Early work showed that
form deprivation in both monkey and chick led to decreased dopamine production (Iuvone et al., 1989; Stone
et al., 1989). Moreover, giving a dopamine agonist reduced form-deprivation myopia to some extent in monkeys and in chicks (Iuvone et al., 1991; Schmid and
Wildsoet, 2004; Stone et al., 1989), and a dopamine
antagonist enhanced it (Schaeffel et al., 1995). It has
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been proposed that retinal amacrine cells release dopamine, affecting the RPE, which then determines eye
growth (Ohngemach et al., 1997). If dopamine were, in
fact, the principal retinal output controlling emmetropization, one would expect its concentration to change
in opposite directions to positive and negative lenses,
a result that has not in general been found (Bartmann
et al., 1994; Schaeffel et al., 1995, but see Guo et al.,
1995). Furthermore, there is a large difference in the
concentration of both apomorphine and reserpine required to block lens compensation in the two directions
(Schaeffel et al., 1995; Schmid and Wildsoet, 2004), and
when form-deprived eyes have their diffusers removed,
the dopamine levels slowly return to normal (Pendrak et
al., 1997), whereas the rate of ocular elongation abruptly
drops below normal, both findings casting additional
doubt on the bidirectional action of dopamine. Finally,
complete depletion of dopamine in a fish retina did not
prevent the response to either myopic or hyperopic blur,
but caused an overall reduction in eye size (Kroger et
al., 1999).
The other well-studied candidates are neurons with
muscarinic cholinergic receptors. This interest goes
back decades to the finding that daily topical treatment
of the eye of a child with atropine reduces the rate of
myopic progression (Bedrossian, 1979; Kennedy et al.,
2000; Shih et al., 1999) and reduces form-deprivation
myopia in monkeys (Raviola and Wiesel, 1985), a result
long attributed to interference with ocular accommodation. However, the finding that the same occurred in
chicks (McBrien et al., 1993; Stone et al., 1991), in which
no cycloplegic effect of atropine occurs, and that pirenzepine protects against myopia in chicks and mammals,
though it prevents accommodation in neither (Cottriall
and McBrien, 1996; Stone et al., 1991), has led attention
to the possibility of a retinal site of action.
History has not been kind to this interpretation. First,
retinas of chick or tree shrew show no change in acetylcholine concentration as a consequence of form-deprivation myopia (McBrien and Gentle, 2001). Second,
retinas in culture experience spreading depression
and ERG signs of pathology when treated with muscarinic antagonists at concentrations that block myopia
(Schwahn et al., 2000). Third, when retinal cholinergic
amacrine cells were destroyed, the eyes remained emmetropic and susceptible to form-deprivation myopia,
which could still be blocked by atropine (Fischer et al.,
1998b). Fourth, the pattern of effects of different cholinergic antagonists is difficult to reconcile with an action
on muscarinic receptors (Luft et al., 2003). Fifth, there
are many sites of action of muscarinic agents in the eye,
including the RPE, choroid, ciliary body (Fischer et al.,
1998a), and likely the sclera (Lind et al., 1998). Thus,
although there is no doubt that muscarinic antagonists
interfere with myopia in several species, the mode of
action is unlikely to be via retinal neurons and may not
be via muscarinic receptors. Because both atropine and
pirenzepine are currently being used in clinical trials on
children, it is urgent to understand their site of action.
The gold standard for relevance to emmetropization
is for the concentration of a signaling molecule to
change in opposite directions under opposite signs of
defocus. Two retinal molecules almost meet this criterion. First, in guinea pigs the level of retinoic acid is

increased by negative lenses and reduced by positive
lenses (McFadden et al., 2004), and in chicks it is increased by form deprivation (Seko et al., 1998). Furthermore, the levels of mRNA of one of its synthetic enzymes
and of the retinoic acid receptor are differentially modulated by lens-wear, and form-deprivation myopia can
be reduced by an inhibitor of retinoic acid synthesis
(Bitzer et al., 2000).
Second, the glucagonergic amacrine cells show increased expression of the immediate early gene zenk by
positive lenses and decreased expression by negative
lenses (Bitzer and Schaeffel, 2002; Fischer et al., 1999a).
In addition, injecting the eye with a glucagon agonist
inhibits negative lens compensation, whereas a glucagon antagonist inhibits positive lens compensation
(Feldkaemper and Schaeffel, 2002). However, the overall
level of retinal glucagon mRNA does not follow this pattern (Buck et al., 2004), perhaps because the regulation
is not at the transcriptional level.
Of course, the neural processing of blur almost certainly uses retinal circuits beyond those linked specifically to emmetropization. Therefore, the fact that antagonists to GABA receptors and to nicotinic acetylcholine
receptors influence eye growth (Stone et al., 2001, 2003)
is subject to several interpretations.
Signaling Cascade: Retinal Pigment Epithelium. Although there is little direct evidence that the RPE is
involved in an eye growth signal cascade, several facts
provoke interest: dopamine modulates the electrical activity of RPE cells (Gallemore and Steinberg, 1990; Rudolf et al., 1991), RPE cells in culture influence the growth
of scleral chondrocytes (Seko et al., 1994), and this effect
is strongly modulated by apomorphine, an antagonist
of dopamine (Seko et al., 1997). Furthermore, glucagon,
which shows a bidirectional modulation with lens-wear,
affects RPE cells (Koh and Chader, 1984), as does VIP,
another retinal neurotransmitter implicated by some
studies of myopia (Seltner and Stell, 1995).
Signaling Cascade: Choroid. In addition to changes
in its thickness moving the retina back and forth, the
choroid also is part of the signal cascade from retina to
sclera. Thus, when sclera taken from an untreated eye
is cocultured with choroid from a myopic or hyperopic
eye, the rate of scleral proteoglyclan synthesis changes
in a direction determined by the donor choroid (Marzani
and Wallman, 1997). A plausible mediator of these choroidal effects is retinoic acid.
In chicks the choroid produces large amounts of retinoic acid. This production is differentially affected by
lens-wear, in that positive lenses, which inhibit ocular
elongation, increase the retinoic acid synthesis more
than 2-fold, whereas negative lenses decrease it even
more (just the opposite direction of the effects on retinoic acid in the retina). The choroidal retinoic acid is
transported to the sclera, where it inhibits proteoglycan
synthesis (Mertz and Wallman, 2000). Therefore, it is
likely that retinoic acid is a member of the signal cascade
modulating eye growth.
The choroid also contains a set of intriguing intrinsic
neurons, which might provide a neural path across the
choroid (Schrodl et al., 2003).
Motor Outputs
Motor Outputs Controlling Retinal Position: Choroid. The
choroid responds to myopic defocus by thickening,
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Figure 11. Choroid Thickness and Homeostasis
When the retina detects defocus, it can direct the choroid, the vascular tissue between the retina and the sclera, to inflate or deflate,
thereby moving the retina forward or back toward the image plane.
Photo from Crewther (2000).

pushing the retina forward toward the image plane, and
it responds to hyperopic defocus by thinning, pulling the
retina back to the image plane (Figure 2), a mechanism
hypothesized by Walls (1942) a half-century before it
was demonstrated. Although the thickness changes are
most dramatic in the chick, with the choroid quadrupling
or halving its thickness in hours or days (Wallman et
al., 1995), qualitatively similar changes occur in rhesus
monkeys (Hung et al., 2000), marmosets (Troilo et al.,
2000a), and tree shrews (Siegwart and Norton, 1998).
In chicks, the increased thickness results mostly
through the expansion of the lacunae in the stroma of
the choroid (Figure 11; Junghans et al., 1999). The lacunae are membrane-bound spaces that are part of the
lymphatic drainage of the eye (De Stefano and Mugnaini,
1997; Junghans et al., 1999; Wallman et al., 1995). The
mechanism of the expansion is not known. One possibility is that the synthesis of osmotically active molecules
draws water into the lacunae. This is supported by the
findings that glycosaminoglycan production in the choroid increases during expansion (Nickla et al., 1997;
Wallman et al., 1995), and that, if glycosaminoglycan
production is reduced by xyloside treatment, choroidal
thickness is also reduced (Rada et al., 2002). Alternatively, choroidal thickness might be regulated via control
of fluid transport into and out of the choroid. In support
of this possibility, changes in choroidal blood flow precede changes in choroid thickness following form deprivation or recovery (Fitzgerald et al., 2002), and ultrastructural correlates of increased fluid transport into the
lymphatic vessels occur during recovery from form-deprivation myopia (Junghans et al., 1999).
In addition to these fluidic mechanisms of modulating
choroidal thickness, there are also nonvascular smooth
muscle fibers that might provide more rapid thickness
modulation (May, 2003; Schrodl et al., 2003; Wallman
et al., 1995), especially in young chicks in which the
choroidal thinning occurs very rapidly (Kee et al., 2001).
Finally, both the vascular and nonvascular smooth muscle of the choroid is innervated by intrinsic neurons of
the choroid, which are found in birds and mammals,

including humans, and which synthesize nitric oxide
(Schrodl et al., 2003). Perhaps related to this, blocking
nitric oxide synthesis immediately inhibits choroidal
thickening in response to myopic defocus (Nickla and
Wildsoet, 2004).
Motor Outputs Controlling Retinal Position: Sclera.
Because the sclera defines the size and shape of the
eye, it has been a focus of attention for understanding
both emmetropization and the causes of human myopia.
Although human myopia was once seen as a scleral
defect, in which the thinner scleras of myopic eyes could
not resist the normal intraocular pressure, it is now clear
that extensive remodeling of the sclera accompanies
changes in ocular elongation. Thus, when chick eyes
are elongating at a faster rate because of wearing lenses
or diffusers, the dry weight of the sclera increases, its
degree of hydration decreases and the synthesis of
DNA, protein, and proteoglycans increases, whereas the
opposite changes occur when elongation is slowed because of myopic defocus (Christensen and Wallman,
1991; Nickla et al., 1992; Rada et al., 1992).
The sclera of most vertebrates consists of two layers:
a layer of cartilage and a fibrous layer. Eutherian mammals, as well as snakes and salamanders, have lost the
cartilage layer (Walls, 1942), although some molecular
signs of it remain (Poole et al., 1982). In chicks, the
synthesis of both proteoglycans and DNA are opposite
in the two layers: accelerated growth (from wearing negative lenses or diffusers) is associated with increased
synthesis in the cartilaginous layer and decreased synthesis in the fibrous layer, whereas decelerated growth
(from wearing positive lenses) is associated with the
opposite changes (Marzani and Wallman, 1997). (A recent paper [Gentle et al., 2001] did not confirm these
changes in the chick fibrous layer, perhaps because
these authors labeled the proteoglycans before separating the scleral layers; thus, small amounts of the more
intensely labeled cartilaginous layer may have obscured
the slight differences in label in the fibrous layer.)
These fibrous and cartilaginous changes in opposite
directions are coupled: when cocultured, the fibrous
layer from an eye elongating slower or faster than normal
can decrease or increase, respectively, the rate of proteoglycan synthesis of the cartilaginous layer from a
normal eye (Marzani and Wallman, 1997). Perhaps related to these changes in synthetic activity, when the eye
grows toward myopia, the cartilaginous sclera thickens
and the fibrous sclera thins (Gottlieb et al., 1990). These
thickness changes may result from transdifferentiation
of the fibroblasts into chondrocytes during accelerated
growth and the reverse during decelerated growth (Kusakari et al., 2001).
Mammalian sclera has only the fibrous layer. When
elongation of the eye is accelerated, the sclera reduces
its synthesis of extracellular matrix and increases its
synthesis of enzymes that degrade the matrix, such as
metalloproteinases, resulting in a net loss of tissue (reviewed by McBrien and Gentle, 2003). Similar changes
occur in the fibrous layer of the chick sclera (Rada et
al., 1999).
The fact that the mammalian sclera thins when the
eye elongates more rapidly tempts one to view it as a
simple elastic tissue, such that the rate of ocular elongation is governed by the balance between its stiffness
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and the intraocular pressure. In support of this view,
when strips of sclera from birds or mammals are placed
under constant load comparable to that exerted by the
intraocular pressure, those from eyes rapidly growing
toward myopia elongate (“creep”) more than do scleral
strips from normal eyes, and tree shrew sclera creeps
more than chick sclera (Phillips et al., 2000; Siegwart
and Norton, 1999). However, it would be a mistake to
view this vision-dependent creep as an in vitro version
of the eye’s elongation because the rate of creep is
several percent per hour, a hundred times the maximal
rate of ocular elongation. Furthermore, when the load
is exerted by increasing the intraocular pressure in an
intact eye, the tree shrew sclera now appears more
stiff than the chick sclera, and instead of creeping, it
contracts (Phillips and McBrien, 2004). Even more perplexing is the finding in tree shrews that monocular form
deprivation and the subsequent recovery from it, which
alters the growth rate of only one eye, leads to comparable changes in the levels of collagen-related molecules
in both eyes: the mRNA levels of collagen, MMP3 (a
metalloproteinase which degrades collagen), and TIMP-1
(an inhibitor of metalloproteinases) all decrease in both
eyes during monocular deprivation and all increase
when the diffuser is removed (Siegwart and Norton,
2002). Thus, we can only conclude that the sclera is
more mysterious than it seems it ought to be and that
its mechanical properties change when eye growth
changes.
But the sclera is not a simple tissue. In particular,
it contains myofibroblasts (Phillips and McBrien, 2004;
Poukens et al., 1998), which, in other tissues, contract
to resist applied forces. In contrast to the traditional
view of the extracellular matrix, in which covalent crosslinking of the collagen molecules provides rigidity and
must be broken to permit expansion, dynamic linkages
hold the matrix in the shortened state while the myofibroblasts reattach to contract again (reviewed by Tomasek et al., 2002). Scleral myofibroblasts might account
for the eye’s shrinking, rather than stretching, under
elevated intraocular pressure. When tree shrews are
treated with a drug that blocks collagen cross-linking,
form-deprived eyes elongate more than usual, but the
fellow untreated eyes do not (McBrien and Norton,
1994), supporting the view that in normal eyes collagen
cross-linking does not provide the only resistance to
expansion of the eye by the intraocular pressure. In
chicks, the rate of elongation of eyes and the rate of
synthesis of glycosaminoglycans (GAG) are normally
tightly linked, both changing up or down depending on
the visual input. When chicks have proteoglycan production reduced to half by treatment with xylosides, the
ocular elongation is reduced by half both in the formdeprived and normal eyes (Rada et al., 2002). However
GAG synthesis and ocular elongation can be uncoupled.
If form-deprived chicks are given either brief daily periods of vision or are injected daily with pirenzepine, the
eyes do not elongate or become myopic, although the
glycosaminoglycan synthesis remains elevated, except
for brief daily periods (Truong et al., 2002). Furthermore,
optical correction of myopia in tree shrews does not
reverse the change in scleral GAG synthesis; the myopic
phenotype is maintained, although neither the cause of

the myopia nor the myopia itself is present (McBrien et
al., 1999).
The normal eye matures from front to back, with the
posterior sclera resembling tissue younger than the rest
of the sclera. When the eye is elongating toward myopia,
the posterior sclera resembles an even younger sclera
in that it is more hydrated (chick, Christensen and Wallman, 1991), the creep rate of scleral strips is increased
(tree shrew, Siegwart and Norton, 1999), the distribution
of collagen fibrils peaks at small diameters (chick, Kusakari et al., 2001; tree shrew, McBrien et al., 2001), and
the normal gradient of fibril diameter across the scleral
thickness is lost (tree shrew, McBrien et al., 2001). These
changes may simply reflect the higher rate of ocular
elongation, or they may reflect a reversal of maturation
as a means of altering growth.
These findings of strong modulations of scleral growth
invite inquiry into the growth factors controlling them.
One obvious candidate would be transforming growth
factor ␤ (TGF-␤), which strongly stimulates GAG synthesis in cartilage (Morales and Roberts, 1988). Unfortunately the several studies of TGF-␤ on scleral growth
(Honda et al., 1996; Rohrer and Stell, 1994; Seko et al.,
1995) reached conflicting conclusions. Beyond this, it
has been shown that fibroblast growth factor can block
form-deprivation myopia in chicks (Rohrer and Stell,
1994), and its receptor (FGFR-1) is upregulated in the
sclera of myopic tree shrews (Gentle and McBrien,
2002).
Finally, choroidal retinoic acid is changed bidirectionally with lens-wear, strongly inhibits GAG synthesis
(Mertz and Wallman, 2000), and has its receptor upregulated in myopic sclera (Seko et al., 1996), making it likely
that retinoic acid plays an important role in controlling
scleral growth. In other systems, retinoic acid causes
dedifferentiation of chondrocytes (Sandell et al., 1996),
as may occur during slowed ocular elongation (Kusakari
et al., 2001). How these growth factors interact to regulate scleral growth remains to be worked out.
Are Visually Guided Signals Also Required for Normal
Eye Growth? Is eye growth continuously modulated by
vision, speeding up and slowing down depending on
each momentary visual input, or is there a default growth
state of the eye which is perturbed by visual input only
when the eye is substantially myopic or hyperopic? If
the former, maintaining emmetropization would be the
summation of many short periods of modulation by hyperopic and myopic defocus. In this case, any pharmacological manipulation that interfered with compensation for one sign of spectacle lens also would be
expected to bias eye growth when no lens was worn.
There is some support for this view: at least two drugs
which reduce the compensatory response to negative
lenses, the muscarinic antagonist pirenzepine and the
nicotinic antagonist chlorisondamine, also cause normal
eyes to slow growth and become hyperopic (Cottriall
and McBrien, 1996; Stone et al., 2001; Truong et al.,
2002). Generally, however, the weight of the evidence
has supported the view that normal growth is distinct
from growth altered by visual manipulations. Atropine
reduces myopia in response to lenses or diffusers but
does not affect normal eye growth (Schmid and Wildsoet, 2004; Stone et al., 1991). This is true also of apomorphine (Stone et al., 1989), reserpine (Ohngemach
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et al., 1997), opiate antagonists (Pickett-Seltner et al.,
1997), and basic fibroblast growth factor (Rohrer and
Stell, 1994). The lack of effect on normal eye growth
argues for normal growth being different from compensation for defocus. Understanding this difference would
constitute a major advance in the study of growth mechanisms.
Cyclic Control of Eye Growth. The growing eye elongates mostly during the day. Is this simply a manifestation of the circadian rhythms present in most biological
processes, or does it represent a mechanism by which
the eye growth is regulated by visual input? Weiss and
Schaeffel (1993) first noticed that rapidly elongating
form-deprived chick eyes showed a change in this daily
rhythm. Nickla et al. (1998) showed that this was a
change in phase rather than in amplitude. In elongating
chick eyes, the daily rhythms in choroidal thickness and
rate of ocular elongation are nearly opposite in phase;
when ocular elongation is inhibited by myopic defocus,
they shift to being nearly in-phase. A similar phase shift
occurs between young, rapidly growing marmoset eyes
and older eyes with slowed growth (Nickla et al., 2002).
The rhythm of ocular elongation probably results from
an intrinsic scleral growth rhythm, in that scleral tissue
isolated in tissue culture shows a daily rhythm in the
production of GAGs (Nickla et al., 1999).
These correlations raise the possibility that the rate
of ocular elongation is determined by the phase relation
between the various growth processes (e.g., scleral softening and growth). Perhaps form-deprivation myopia
results when synchronization of ocular daily rhythms
is weakened because of inadequate signaling of the
external light-dark cycle. Consistent with this speculation, making the day-night transition more prominent
(30 min of strobe light at dawn and dusk) reduced formdeprivation myopia but not negative lens compensation,
whereas manipulations that interfered with the normal
circadian cycle (lights on repeatedly at night) reduced
lens compensation but not form-deprivation myopia,
both pointing to the form-deprived eye being poorly
synchronized to the day-night cycle (Kee et al., 2001).
Consistent with this interpretation, the reduced synthesis of dopamine in form-deprivation myopia involves
only a smaller daily rise in dopamine; the night levels
are normal (Stone et al., 1989). We speculate that form
vision, in addition to light per se, may function as a
synchronizing signal (Zeitgeber).
Human Myopia
It is perhaps obvious that the interest in visual guidance
of eye growth is fueled in part by the hope of understanding why myopia is so prevalent among educated people
worldwide. We will now consider how the homeostatic
control of eye growth relates to the characteristics of
human myopia.
As mentioned earlier, most children are born hyperopic or myopic. Over the first few years, their eyes grow
to be approximately emmetropic, with least variability
at about 6 years of age (Gwiazda et al., 1993a). Over
the school years, the prevalence of myopia increases,
so that by the end of the university years 25% (United
States and Western Europe) to 75% (industrialized countries of Asia) of students are myopic (Saw et al., 1996).

(In addition to the common myopia that develops during
the school years or during young adulthood, there is
another type of myopia, pathological myopia, that begins earlier, has a clear genetic basis [Young et al.,
1998], and is apparently not the consequence of visual
experience [Curtin, 1985]. We will not discuss this
type further.)
Epidemiological Findings and Possible
Association with Near-Work
Until the past decade or two, the conventional wisdom
had been that myopia was principally genetic in origin
both because of the higher incidence of myopia among
the children of myopic parents and the large differences
in myopia prevalence among ethnic groups (Mutti et
al., 2002). This view was weakened by the discovery
of homeostatic control of refractive error in animals,
including primates. This gave credibility to the epidemiological evidence accumulating over decades that visual
factors might contribute to myopia in humans. The evidence is of three types. First, there are epidemiological
studies in many countries showing an association between the educational level attained and the prevalence
of myopia (e.g., Goldschmidt, 1968; Sperduto et al.,
1983), ranging from 3% for unskilled laborers to 30%
for those with university educations. Second, a high
proportion of young adults who do intensive professional studies (medical, law, engineering, or pilot school)
become myopic over the few years of study (e.g., Kinge
et al., 2000; Zadnik and Mutti, 1987). Third, cultures
in which people lead outdoor lives have little myopia
(Morgan and Rose, 2004), but when compulsory education and the other attributes of modern Western culture
were introduced to Inuit or American Indian villages,
there was a 4-fold increase in the incidence of myopia
within one generation (Bear, 1991), although it is difficult
to dissociate the visual changes from dietary and other
changes (Cordain et al., 2002). The thrust of these findings is that education is associated with an increased
prevalence of myopia. The risk factor most discussed
as the intervening variable is reading, because the nearness of the page presents the eye with hyperopic defocus. Although the accommodation system reduces this
hyperopic defocus, it cannot eliminate it, because accommodation is under negative feedback control, with
defocus being the error signal that drives the accommodation output. Therefore, it is plausible that continuous
hyperopic defocus during reading drives the emmetropization mechanism to correct this apparent refractive
error by making the eye myopic.
Related to this, there has been a view, which has
existed on the margins of science for decades, that most
myopia is iatrogenic, in that the eye doctor, instead of
letting the myopia stabilize at the level that brings the
page into focus, corrects the vision with negative lenses,
which reimposes the original error that caused the myopia in the first place (Medina and Fariza, 1993). Needless
to say, this idea has not been explicitly tested, as that
would require randomly assigning some myopic children
to be uncorrected, a procedure unlikely to be tolerated
by parents or institutional review boards. A more modest
test of this hypothesis was to undercorrect the myopia
of children. Several small studies found undercorrection
to reduce myopic progression (Goss, 1994; Ong et al.,
1999), but in a recent, larger study, undercorrected chil-
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Figure 12. Near-Work and Myopia
Frequency distribution of refractive errors in
four populations of Israeli students. Boys in
religious schools, who do much sustained
near-work, have a much higher prevalence of
myopia than do girls in religious schools or
than either girls or boys in secular schools
(replotted from Zylbermann et al., 1993.)

dren showed greater, not less, myopic progression than
those who were fully corrected (Chung et al., 2002).
Within a society, the correlation between the amount
of near-work a child does and myopia is much weaker
than the epidemiological data just cited. Thus, some
studies find a strong association between the hours of
near-work and myopia (Richler and Bear, 1980; Saw et
al., 2002), whereas other very careful studies find only
a weak association (Mutti et al., 2002). It is our view
that the daily hours of near-work is not an appropriate
measure because of the strongly nonlinear integration of
the episodes of lens-wear shown by the animal studies
(“Dynamic Aspects of Visual Growth Control” section).
If the hyperopic defocus during reading is analogous to
negative lens-wear in animals, the duration and frequency of interruptions would be as important as the
amount of time spent reading. Measuring near-work in
terms of diopter hours (the product of the nearness of
the page and the hours of reading) is even less appropriate, in that there is no evidence that the rate of lens
compensation depends on the amount of blur beyond
a low threshold. Consequently, it is not surprising to us
that in many studies only a weak association with myopia is found. Two studies that made use of an unusually
large difference in the amount of reading within a group
were those of children attending religious schools in
Israel, in which the boys read much more than either
the girls or the children in secular schools. In this case,
only the boys attending religious schools become markedly myopic, an effect unlikely to be due to differences
in nutrition or background (Figure 12; Ben-Simon et al.,
2004; Zylbermann et al., 1993).
Of course, one cannot disprove the importance of a
genetic component by showing the importance of the
environment any more than one can do the reverse.
Myopia may resemble heart disease or obesity in resulting from a complex interaction between genetics
and environment. Studies of twins generally show a significant interaction between genetics and environment
(Chen et al., 1985), as well as a high heritability of refractive errors (Hammond et al., 2001). Heritability, however,
is not a measure of the relative influence of genetics
and environment but of the influence of heredity in a
given environment: in populations in which the incidence
of myopia is rapidly changing, such as Inuits exposed
to education, the heritability of myopia is much lower
than in populations with stable myopia (Morgan and

Rose, 2004). The question is to understand which variables are the relevant ones.
Accommodation and Emmetropization
Because both accommodation and emmetropization reduce blur and thus act in parallel, one would expect that
the less effective accommodation is, the more myopia
might result from near-work because of the presence
of greater blur. Evidence in favor of this hypothesis is
that myopes tend to have poorer blur-driven accommodative function, especially while the myopia is developing (Abbott et al., 1998; Gwiazda et al., 1995; Jiang
and Morse, 1999). Furthermore, a recent large clinical
trial of fitting children with progressive addition lenses
to test whether this would slow myopic progression (the
lenses would reduce the blur during reading) found that
those children with weaker accommodation obtained
more benefit from wearing these lenses (Gwiazda et
al., 2003).
The relation between accommodation and emmetropization is complicated by several factors. First, the
amount of blur present during normal viewing may depend as much on convergence accommodation (the
accommodation incidental to adjusting the gaze angle
of the two eyes) as on blur-driven accommodation. Thus,
to infer the amount of blur present, the characteristics
of the accommodation and vergence systems and their
interconnections must be considered (Flitcroft, 1998;
Schor, 1999). Second, even in the absence of input,
there is a tonic level of accommodation (Rosenfield et
al., 1993). Because blur-driven accommodation is incomplete, the only unblurred images are of objects at
the distance corresponding to this tonic level, which
differs for myopes and hyperopes (Zadnik et al., 1999).
Third, long periods of near-work leave the eye slightly
myopic for a few minutes afterwards (hysteresis of accommodation), which has led to the suggestion that this
myopic defocus might lead to myopia (Ciuffreda and
Lee, 2002; Ebenholtz, 1983). In light of the work discussed above concerning brief myopic defocus canceling the effects of long periods of hyperopic defocus, we
would be inclined to the opposite interpretation, namely
that brief myopic defocus after each period of reading
would protect the eye against myopia. Thus, it is uncertain whether to attribute the greater duration of this
transient myopia in myopic children (Wolffsohn et al.,
2003) to being a cause of myopia or a compensatory
mechanism resulting from it. The Chinese practice of

Review
461

having schoolchildren take breaks from studying to do
eye exercises might reduce myopic progression by providing brief periods of sharp or myopically defocused
vision.
Reading
Reading is the factor most often pointed to as predisposing a child toward myopia. The slight hyperopic blur
caused by the nearness of the page—more if accommodation is weak—is posited either to provoke homeostatic compensation or to degrade image quality causing form-deprivation myopia. We propose other relevant
effects of reading: most near tasks other than reading
present a combination of hyperopic defocus (at the point
of regard) and myopic defocus (from objects in the background). Given the extreme potency of myopic defocus
in countering the effect of long periods of hyperopic
defocus in all animals examined (Figure 7; “Dynamic
Aspects of Visual Control” section), most near tasks
may not provoke the emmetropization mechanism at
all. Reading, however, may lead to myopia because the
page occludes most distant objects, and because it
involves long continuous periods of near-viewing. Thus,
the pattern of bouts of reading may be more important
than the total amount of reading.
We speculate that the age at which reading starts
may be important. Myopes are reported to read blurred
text better than emmetropes (Rosenfield and AbrahamCohen, 1999). Perhaps children who start reading earlier
(as children in Asia are said to do) or who read more
might be better at identifying letters and words and thus
relax at least the voluntary component of accommodation, leading to more hyperopic blur, which is corrected
by the emmetropization system, resulting in myopia.
Alternatively, the causal arrow might point the other way:
myopic children (if they are not fully corrected) would
see distant objects as blurred, thus attenuating high
spatial frequencies. This, in turn, may result in their
brains boosting the amplification of high spatial frequencies. During reading this “sharper” image would lead to
reduced accommodation (if the input to accommodation
is after the stage of blur adaptation) and thus more
blur, which would spur the emmetropization system to
lengthen the eye. Then, once the myopia stabilized (and
was corrected), the high-frequency boost would be removed and accommodation would return to normal. This
could explain the transient decrease in accommodative
gain as myopia is developing (Gwiazda et al., 1995). To
understand emmetropization we need to know where in
the visual system the signals driving both accommodation and emmetropization are derived.
Optical Aberrations and Human Myopia
The finding that even mild visual deprivation can lead
to myopia has led to the hypothesis that any optical
aberrations (defocus, astigmatism, or the so-called
higher-order aberrations) might predispose an eye to
myopia. Alternatively, the presence of aberrations may
be the way that the eye decodes the sign of the blur to
grow in the appropriate direction. Unfortunately for both
of these hypotheses, the evidence is mixed on whether
the aberrations differ in myopes and emmetropes (reviewed by Llorente et al., 2004).
A third hypothesis is that several attributes of human
myopia may be due to spherical aberration (rays through
the center of a lens focusing at a different point than

those through the periphery) causing the point of best
focus to depend on the spatial frequency (Jansonius
and Kooijman, 1998). For myopes, when the eyes are
corrected to emmetropia (high spatial frequencies focused on the retina), the optimum focus for middle frequencies is shifted behind the retina (Radhakrishnan et
al., 2004), so that for near objects these frequencies
would be in focus, although the high frequencies may
not be. This finding might explain why myopes accommodate less to hyperopic defocus (Gwiazda et al.,
1993b) and perhaps why they are less sensitive to
blurred letters (Rosenfield and Abraham-Cohen, 1999),
because both accommodation (Mathews and Kruger,
1994) and reading (Majaj et al., 2002) rely mostly on
middle spatial frequencies.
The Peripheral Consequences of Being Myopic
Probably because we humans rely so much on foveal
vision, nearly all work on myopia has concerned only
foveal refractions. However, 70 years ago, Ferree and
Rand (1933) showed that, in the periphery, some human
eyes become increasingly myopic and others increasingly hyperopic. More recently, several studies, using
four different methods, have shown that myopic eyes
are hyperopic in the periphery relative to the center
because the eye is differentially elongated on the optic
axis, while the reverse applies to hyperopic eyes (Figures 13A and 13B; Logan et al., 2004; Millodot, 1981;
Mutti et al., 2000; Rempt et al., 1971; Schmid, 2003; see
also review by Stone and Flitcroft, 2004; one additional
study did not find myopic eyes to be more hyperopic in
the periphery than on the optic axis but did find them
to be more hyperopic in the periphery than hyperopic
eyes were [Seidemann et al., 2002].) This differential
elongation along the optic axis may be augmented by
traction of the ciliary muscle pulling the peripheral sclera
inward (Mutti et al., 2000); indeed, the relative peripheral
hyperopia is increased during accommodation (Walker
and Mutti, 2002). These changes in the shape of the
globe may not occur in birds because of the stiffening
cartilage in their scleras.
If the eye becomes hyperopic in the periphery as it
becomes myopic on the optic axis, homeostatic signals
from the central retina directing the eye to elongate less
would be countered by signals from the peripheral retina
directing it to elongate more. Because the density of
most neurons is greater in the central retina, one might
think that the influence of the periphery would be modest; however, the total area of the central retina is quite
small (the area from 30 to 40 degrees from the fovea is
six times as great as the area from the fovea to 10
degrees away; the area from 30 to 31 degrees from
the fovea is 60 times the area of the 1 degree fovea).
Consequently, the number of retinal neurons in the central retina is relatively small. In the cumulative distribution across the retina of two types of neurons, the dopaminergic amacrine cells, which have a relatively flat
distribution across the retina, and the parasol ganglion
cells, which occur 100 times more frequently in the central than peripheral retina, the effect of area dominates,
resulting in many more cells in the periphery (Figure
13C). Thus, if there is spatial summation of signals from
the myopic center and from the hyperopic periphery,
the peripheral signal will dominate the emmetropization,
and the eye will continue to elongate until enough of the
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Figure 13. Refractive Errors around the Globe
(A) A cartoon depicting exaggerated differences in eye shape as a function of refractive error. For myopic eyes (red), the posterior elongation
results in an prolate globe, which is hyperopic in the periphery, whereas hyperopic eyes (blue) have an oblate shape with myopia in the periphery.
(B) When refractive error is corrected (at the fovea), myopes show a relative hyperopia in the periphery, and hyperopes show a relative myopia
(replotted from Millodot, 1981.)
(C) Estimations of the cumulative distribution of two types of retinal neurons as a function of distance from the fovea. Though each type of
neuron is densest in the central retina, the central few degrees only makes a small contribution to the total number of neurons summed over
a large area (data from Rodieck, 1998).

central retina is myopic that it balances the hyperopic
periphery. Correcting the refractions of the central retina
(no myopia in center; more hyperopia in periphery) will
prevent reaching this balance. In contrast, in hyperopic
eyes the peripheral myopia may oppose elongation of
the eye, just as imposing myopic defocus does in animals; correcting the hyperopia would make the periphery more myopic and further restrain eye growth (also
hypothesized by Seidemann et al., 2002). Indeed, hyperopes tend to stay hyperopic.
It would seem that a better method of correcting myopia is needed. One can envisage that if myopes could
wear lenses that corrected not only their central myopia
but also their peripheral hyperopia, they would have
better vision, and their progressing myopia would be
slowed. Progressive spectacle lenses are somewhat like
the corrective lenses we are proposing, in that the lower
part of the lens would correct the hyperopia in the lower
part of the visual field whenever the child was viewing
at distance. Therefore, perhaps the efficacy of the progressive lenses, weak as it is, is due to their slight inadvertent effect on peripheral refractions. Lenses with near
zones on both the top and bottom of the lens, like the
progressive lenses worn by automobile mechanics,
might prove to be more effective.
Differences in peripheral refractions may explain why
only some children become myopic and why rates of
progression vary. Hoogerheide et al. (1971) have shown
that, among pilots in training, of those emmetropes and
hyperopes who had the peripheral pattern of refractions
characteristic of myopes (hyperopic in periphery, low
peripheral astigmatism; Rempt et al., 1971), 77% shifted
in the myopic direction, compared to 6% of those who
had the peripheral pattern characteristic of hyperopia
(myopic peripheral refractions) (Figure 14). If these results
are confirmed, peripheral refractions would be the best
predictor by far of subsequent myopia yet identified.
Conclusions
From the point of view of homeostatic growth control,
we have shown that the growth of eyes is guided by

vision and probably by subtle computations on the visual input, in animals as divergent as fish, birds, rodents,
and monkeys. Because the visual error signals can be
easily manipulated, the homeostatic growth control
mechanism of the eye may be decipherable, providing a
useful model for the study of size control of other organs.
That eyes control their growth by visual homeostatic
mechanisms is shown by the rapid compensation for the
defocusing effects of either positive or negative lenses,
although the mechanisms and temporal properties of
compensation in the two directions are different. For
example, briefly wearing a positive lens or removing a

Figure 14. Peripheral Refractive Errors and Myopic Progression
(A) The pattern of peripheral refractions in young adults were classified into five types by Rempt et al., (1971). One type (called type I)
was more characteristic of myopes, another (type IV) more typical
of hyperopes; refractions along the horizontal meridian (red) and
vertical meridian (blue) are shown.
(B) Among pilots in training, emmetropes and hyperopes with type
1 peripheral refractions were much more likely to progress toward
myopia than those with type IV (Hoogerheide et al., 1971).
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negative lens can cancel day-long wearing of a negative
lens in both birds and mammals. The homeostatic controller corrects the defocus by appropriate modulation
of the choroidal thickness and of the rate of ocular elongation, although the two can be decoupled to some
extent. Visual deprivation also causes myopia, but probably by a different mechanism.
With respect to human myopia, the importance of
environmental factors such as educational level argues
against viewing human myopia primarily as a genetic
disorder or a disease. Instead, the question might be
better phrased as: what aspects of ocular homeostasis
are associated with myopia? Long periods of reading
might defeat the cancellation of blur from distant objects
by blur from near ones, and this might drive the setpoint in the myopic direction; the temporal pattern of
reading may also influence whether myopia develops.
Also, accommodation and emmetropization might be
weakened by blur adaptation. Finally, the homeostatic
control of refractive error appears to be exerted over
a broad region of the posterior globe, averaging, for
example, myopia in the central retina together with hyperopia in the peripheral retina. Our limiting attention to
central vision may prove to have been a myopia in itself.

ZENK expression in the chicken retina. Invest. Ophthalmol. Vis. Sci.
43, 246–252.

Acknowledgments

Chung, K., Mohidin, N., and O’Leary, D.J. (2002). Undercorrection
of myopia enhances rather than inhibits myopia progression. Vision
Res. 42, 2555–2559.

Bitzer, M., and Schaeffel, F. (2004). Effects of quisqualic acid on
retinal ZENK expression induced by imposed defocus in the chick
eye. Optom. Vis. Sci. 81, 127–136.
Bitzer, M., Feldkaemper, M., and Schaeffel, F. (2000). Visually induced changes in components of the retinoic acid system in fundal
layers of the chick. Exp. Eye Res. 70, 97–106.
Blakemore, C., and Campbell, F.W. (1969). On the existence of neurones in the human visual system selectively sensitive to the orientation and size of retinal images. J. Physiol. 203, 237–260.
Buck, C., Schaeffel, F., Simon, P., and Feldkaemper, M. (2004).
Effects of positive and negative lens treatment on retinal and choroidal glucagon and glucagon receptor mRNA levels in the chicken.
Invest. Ophthalmol. Vis. Sci. 45, 402–409.
Bullough, W.S. (1965). Mitotic and functional homeostasis: a speculative review. Cancer Res. 25, 1683–1727.
Buston, P. (2003). Social hierarchies: size and growth modification
in clownfish. Nature 424, 145–146.
Charman, W.N., and Heron, G. (1988). Fluctuations in accommodation: a review. Ophthalmic Physiol. Opt. 8, 153–164.
Chen, C.J., Cohen, B.H., and Diamond, E.L. (1985). Genetic and
environmental effects on the development of myopia in Chinese
twin children. Ophthalmic Paediatr. Genet. 6, 353–359.
Christensen, A.M., and Wallman, J. (1991). Evidence that increased
scleral growth underlies visual deprivation myopia in chicks. Invest.
Ophthalmol. Vis. Sci. 32, 2143–2150.

We are grateful to the following for comments on earlier drafts: Ian
Flitcroft, Neville McBrien, Earl Smith, Jane Gwiazda, Frank Schaeffel,
Debora Nickla, R. Harold Garrett-Goodyear, Xiaoying Zhu, and Dawn
Richiert. Work on this manuscript was supported by the NIH (EY
02727 and RR 03060). We also thank the Salk Institute for the temporary loan of an office with an inspiring view.

Coletta, N.J., Marcos, S., Wildsoet, C., and Troilo, D. (2003). Doublepass measurement of retinal image quality in the chicken eye. Optom. Vis. Sci. 80, 50–57.

References

Conlon, I., and Raff, M. (1999). Size control in animal development.
Cell 96, 235–244.

Abbott, M.L., Schmid, K.L., and Strang, N.C. (1998). Differences in
the accommodation stimulus response curves of adult myopes and
emmetropes. Ophthalmic Physiol. Opt. 18, 13–20.
Andison, M.E., Sivak, J.G., and Bird, D.M. (1992). The refractive
development of the eye of the American kestrel (Falco sparverius):
a new avian model. J. Comp. Physiol. [A] 170, 565–574.
Artal, P., Chen, L., Fernandez, E.J., Singer, B., Manzanera, S., and
Williams, D.R. (2004). Neural compensation for the eye’s optical
aberrations. J. Vis. 4, 281–287.
Barrington, M., Sattayasai, J., Zappia, J., and Ehrlich, D. (1989).
Excitatory amino acids interfere with normal eye growth in posthatch
chick. Curr. Eye Res. 8, 781–789.
Bartmann, M., Schaeffel, F., Hagel, G., and Zrenner, E. (1994). Constant light affects retinal dopamine levels and blocks deprivation
myopia but not lens-induced refractive errors in chickens. Vis. Neurosci. 11, 199–208.
Bear, J.C. (1991). Epidemiology and genetics of refractive anomalies. In Refractive Anomalies: Research and Clinical Applications, T.
Grosvenor, and M.C. Flom, eds. (Boston: Butterworth-Heinemann),
pp. 57–80.
Bedrossian, R.H. (1979). The effect of atropine on myopia. Ophthalmology 86, 713–719.
Ben-Simon, G.J., Peiss, M., Anis, E., Nakra, T., Luski, A., and Spierer,
A. (2004). Spectacle use and reduced unaided vision in third grade
students: a comparative study in different educational settings. Clin.
Exp. Optom. 87, 175–179.

Ciuffreda, K.J., and Lee, M. (2002). Differential refractive susceptibility to sustained nearwork. Ophthalmic Physiol. Opt. 22, 372–379.

Cordain, L., Eaton, S.B., Brand Miller, J., Lindeberg, S., and Jensen,
C. (2002). An evolutionary analysis of the aetiology and pathogenesis
of juvenile-onset myopia. Acta Ophthalmol. Scand. 80, 125–135.
Cottriall, C.L., and McBrien, N.A. (1996). The M1 muscarinic antagonist pirenzepine reduces myopia and eye enlargement in the tree
shrew. Invest. Ophthalmol. Vis. Sci. 37, 1368–1379.
Crewther, D.P. (2000). The role of photoreceptors in the control of
refractive state. Prog. Retin. Eye Res. 19, 421–457.
Crewther, S.G., and Crewther, D.P. (2003). Inhibition of retinal ON/
OFF systems differentially affects refractive compensation to defocus. Neuroreport 14, 1233–1237.
Curtin, B.J. (1985). The Myopias: Basic Science and Clinical Management (Philadelphia: Harper and Row).
Dahlquist, F.W. (2002). Amplification of signaling events in bacteria. Science’s STKE, http://stke.sciencemag.org/cgi/content/full/
OC_sigtrans;2002/132/pe24.
Dawson, A., King, V.M., Bentley, G.E., and Ball, G.F. (2001). Photoperiodic control of seasonality in birds. J. Biol. Rhythms 16, 365–380.
Day, S.J., and Lawrence, P.A. (2000). Measuring dimensions: the
regulation of size and shape. Development 127, 2977–2987.
De Stefano, M.E., and Mugnaini, E. (1997). Fine structure of the
choroidal coat of the avian eye. Lymphatic vessels. Invest. Ophthalmol. Vis. Sci. 38, 1241–1260.
Diether, S., and Schaeffel, F. (1997). Local changes in eye growth
induced by imposed local refractive error despite active accommodation. Vision Res. 37, 659–668.
Diether, S., and Schaeffel, F. (1999). Long-term changes in retinal
contrast sensitivity in chicks from frosted occluders and drugs: relations to myopia? Vision Res. 39, 2499–2510.

Beresford, J.A., Crewther, S.G., Kiely, P.M., and Crewther, D.P.
(2001). Comparison of refractive state and circumferential morphology of retina, choroid, and sclera in chick models of experimentally
induced ametropia. Optom. Vis. Sci. 78, 40–49.

Ebenholtz, S.M. (1983). Accommodative hysteresis: a precursor for
induced myopia? Invest. Ophthalmol. Vis. Sci. 24, 513–515.

Bitzer, M., and Schaeffel, F. (2002). Defocus-induced changes in

Feldkaemper, M.P., and Schaeffel, F. (2002). Evidence for a potential

Neuron
464

role of glucagon during eye growth regulation in chicks. Vis. Neurosci. 19, 755–766.

Gottlieb, M.D., Joshi, H.B., and Nickla, D.L. (1990). Scleral changes
in chicks with form-deprivation myopia. Curr. Eye Res. 9, 1157–1165.

Ferree, G.R., and Rand, G. (1933). Interpretation of refractive conditions in the peripheral field of vision: A further study. Arch. Opthal.
9, 925–938.

Graham, B., and Judge, S.J. (1999). Normal development of refractive state and ocular component dimensions in the marmoset (Callithrix jacchus). Vision Res. 39, 177–187.

Field, D.J., and Brady, N. (1997). Visual sensitivity, blur and the
sources of variability in the amplitude spectra of natural scenes.
Vision Res. 37, 3367–3383.

Guo, S.S., Sivak, J.G., Callender, M.G., and Diehl-Jones, B. (1995).
Retinal dopamine and lens-induced refractive errors in chicks. Curr.
Eye Res. 14, 385–389.

Fincham, E.F. (1951). The accommodation reflex and its stimulus.
Br. J. Ophthalmol. 35, 381–393.

Gwiazda, J., Thorn, F., Bauer, J., and Held, R. (1993a). Emmetropization and the progression of manifest refraction in children followed
from infancy to puberty. Clinical Vis. Sci. 8, 337–344.

Fine, I., Smallman, H.S., Doyle, P., and MacLeod, D.I. (2002). Visual
function before and after the removal of bilateral congenital cataracts in adulthood. Vision Res. 42, 191–210.
Fischer, A.J., McKinnon, L.A., Nathanson, N.M., and Stell, W.K.
(1998a). Identification and localization of muscarinic acetylcholine
receptors in the ocular tissues of the chick. J. Comp. Neurol. 392,
273–284.
Fischer, A.J., Miethke, P., Morgan, I.G., and Stell, W.K. (1998b).
Cholinergic amacrine cells are not required for the progression and
atropine-mediated suppression of form-deprivation myopia. Brain
Res. 794, 48–60.
Fischer, A.J., McGuire, J.J., Schaeffel, F., and Stell, W.K. (1999a).
Light- and focus-dependent expression of the transcription factor
ZENK in the chick retina. Nat. Neurosci. 2, 706–712.
Fischer, A.J., Morgan, I.G., and Stell, W.K. (1999b). Colchicine
causes excessive ocular growth and myopia in chicks. Vision Res.
39, 685–697.
Fitzgerald, M.E., Wildsoet, C.F., and Reiner, A. (2002). Temporal
relationship of choroidal blood flow and thickness changes during
recovery from form deprivation myopia in chicks. Exp. Eye Res.
74, 561–570.
Fitzke, F.W., Hayes, B.P., Hodos, W., Holden, A.L., and Low, J.C.
(1985). Refractive sectors in the visual field of the pigeon eye. J.
Physiol. 369, 33–45.
Flitcroft, D.I. (1990). A neural and computational model for the chromatic control of accommodation. Vis. Neurosci. 5, 547–555.
Flitcroft, D.I. (1998). A model of the contribution of oculomotor and
optical factors to emmetropization and myopia. Vision Res. 38,
2869–2879.
Flitcroft, D.I. (1999). The lens paradigm in experimental myopia:
oculomotor, optical and neurophysiological considerations. Ophthalmic Physiol. Opt. 19, 103–111.
Fujikado, T., Kawasaki, Y., Suzuki, A., Ohmi, G., and Tano, Y. (1997).
Retinal function with lens-induced myopia compared with formdeprivation myopia in chicks. Graefes Arch. Clin. Exp. Ophthalmol.
235, 320–324.
Gallemore, R.P., and Steinberg, R.H. (1990). Effects of dopamine on
the chick retinal pigment epithelium. Membrane potentials and lightevoked responses. Invest. Ophthalmol. Vis. Sci. 31, 67–80.
Gentle, A., and McBrien, N.A. (1999). Modulation of scleral DNA
synthesis in development of and recovery from induced axial myopia
in the tree shrew. Exp. Eye Res. 68, 155–163.
Gentle, A., and McBrien, N.A. (2002). Retinoscleral control of scleral
remodelling in refractive development: a role for endogenous FGF-2?
Cytokine 18, 344–348.
Gentle, A., Truong, H.T., and McBrien, N.A. (2001). Glycosaminoglycan synthesis in the separate layers of the chick sclera during myopic eye growth: comparison with mammals. Curr. Eye Res. 23,
179–184.
Georgeson, M.A., and Sullivan, G.D. (1975). Contrast constancy:
deblurring in human vision by spatial frequency channels. J. Physiol.
252, 627–656.
Goldschmidt, E. (1968). On the Etiology of Myopia. An Epidemiological Study (Copenhagen: Munksgaard).
Goss, D.A. (1994). Effect of spectacle correction on the progression
of myopia in children-a literature review. J. Am. Optom. Assoc.
65, 117–128.

Gwiazda, J., Thorn, F., Bauer, J., and Held, R. (1993b). Myopic children show insufficient accommodative response to blur. Invest.
Ophthalmol. Vis. Sci. 34, 690–694.
Gwiazda, J., Bauer, J., Thorn, F., and Held, R. (1995). A dynamic
relationship between myopia and blur-driven accommodation in
school-aged children. Vision Res. 35, 1299–1304.
Gwiazda, J., Hyman, L., Hussein, M., Everett, D., Norton, T.T., Kurtz,
D., Leske, M.C., Manny, R., Marsh-Tootle, W., and Scheiman, M.
(2003). A randomized clinical trial of progressive addition lenses
versus single vision lenses on the progression of myopia in children.
Invest. Ophthalmol. Vis. Sci. 44, 1492–1500.
Hammond, C.J., Snieder, H., Gilbert, C.E., and Spector, T.D. (2001).
Genes and environment in refractive error: the twin eye study. Invest.
Ophthalmol. Vis. Sci. 42, 1232–1236.
Harrison, R.G. (1929). Correlation in the development and growth of
the eye studied by means of heteroplastic transplantation. Wilhelm
Roux’ Arch. Entwicklungsmech Org. 120, 1–55.
Hodos, W., and Kuenzel, W.J. (1984). Retinal-image degradation
produces ocular enlargement in chicks. Invest. Ophthalmol. Vis. Sci.
25, 652–659.
Honda, S., Fujii, S., Sekiya, Y., and Yamamoto, M. (1996). Retinal
control on the axial length mediated by transforming growth factorbeta in chick eye. Invest. Ophthalmol. Vis. Sci. 37, 2519–2526.
Hoogerheide, J., Rempt, F., and Hoogenboom, W.P. (1971). Acquired myopia in young pilots. Ophthalmologica 163, 209–215.
Hung, G.K., and Ciuffreda, K.J. (2000). A unifying theory of refractive
error development. Bull. Math. Biol. 62, 1087–1108.
Hung, L.F., Crawford, M.L., and Smith, E.L. (1995). Spectacle lenses
alter eye growth and the refractive status of young monkeys. Nat.
Med. 1, 761–765.
Hung, L.F., Wallman, J., and Smith, E.L., 3rd. (2000). Vision-dependent changes in the choroidal thickness of macaque monkeys. Invest. Ophthalmol. Vis. Sci. 41, 1259–1269.
Hunter, J.J., Campbell, M.C., Kisilak, M.L., and Irving, E.L. (2003).
Signals to the direction of defocus from monochromatic aberrations
in chick eyes that develop lens induced myopia. Invest. Ophthalmol.
Vis. Sci. (ARVO Suppl.) 44, 4341.
Irving, E.L., Sivak, J.G., and Callender, M.G. (1992). Refractive plasticity of the developing chick eye. Ophthalmic Physiol. Opt. 12,
448–456.
Iten, L.E., and Murphy, D.J. (1980). Pattern regulation in the embryonic chick limb: supernumerary limb formation with anterior (nonZPA) limb bud tissue. Dev. Biol. 75, 373–385.
Iuvone, P.M., Tigges, M., Fernandes, A., and Tigges, J. (1989). Dopamine synthesis and metabolism in rhesus monkey retina: development, aging, and the effects of monocular visual deprivation. Vis.
Neurosci. 2, 465–471.
Iuvone, P.M., Tigges, M., Stone, R.A., Lambert, S., and Laties, A.M.
(1991). Effects of apomorphine, a dopamine receptor agonist, on
ocular refraction and axial elongation in a primate model of myopia.
Invest. Ophthalmol. Vis. Sci. 32, 1674–1677.
Jansonius, N.M., and Kooijman, A.C. (1998). The effect of spherical
and other aberrations upon the modulation transfer of the defocussed human eye. Ophthalmic Physiol. Opt. 18, 504–513.
Jiang, B.C., and Morse, S.E. (1999). Oculomotor functions and lateonset myopia. Ophthalmic Physiol. Opt. 19, 165–172.
Junghans, B.M., Crewther, S.G., Liang, H., and Crewther, D.P. (1999).

Review
465

A role for choroidal lymphatics during recovery from form deprivation myopia? Optom. Vis. Sci. 76, 796–803.

Mathews, S., and Kruger, P.B. (1994). Spatiotemporal transfer function of human accommodation. Vision Res. 34, 1965–1980.

Kam, I., Lynch, S., Svanas, G., Todo, S., Polimeno, L., Francavilla,
A., Penkrot, R.J., Takaya, S., Ericzon, B.G., Starzl, T.E., et al. (1987).
Evidence that host size determines liver size: studies in dogs receiving orthotopic liver transplants. Hepatology 7, 362–366.

May, C.A. (2003). Nonvascular smooth muscle alpha-actin positive
cells in the choroid of higher primates. Curr. Eye Res. 27, 1–6.

Kee, C.S., Marzani, D., and Wallman, J. (2001). Differences in time
course and visual requirements of ocular responses to lenses and
diffusers. Invest. Ophthalmol. Vis. Sci. 42, 575–583.
Kennedy, R.H., Dyer, J.A., Kennedy, M.A., Parulkar, S., Kurland, L.T.,
Herman, D.C., McIntire, D., Jacobs, D., and Luepker, R.V. (2000).
Reducing the progression of myopia with atropine: a long term
cohort study of Olmsted County students. Binocul. Vis. Strabismus
Q. 15, 281–304.
Kinge, B., Midelfart, A., Jacobsen, G., and Rystad, J. (2000). The
influence of near-work on development of myopia among university
students. A three-year longitudinal study among engineering students in Norway. Acta Ophthalmol. Scand. 78, 26–29.

McBrien, N.A., and Adams, D.W. (1997). A longitudinal investigation
of adult-onset and adult-progression of myopia in an occupational
group. Refractive and biometric findings. Invest. Ophthalmol. Vis.
Sci. 38, 321–333.
McBrien, N.A., and Gentle, A. (2001). The role of visual information
in the control of scleral matrix biology in myopia. Curr. Eye Res.
23, 313–319.
McBrien, N.A., and Gentle, A. (2003). Role of the sclera in the development and pathological complications of myopia. Prog. Retin. Eye
Res. 22, 307–338.
McBrien, N.A., and Norton, T.T. (1994). Prevention of collagen crosslinking increases form-deprivation myopia in tree shrew. Exp. Eye
Res. 59, 475–486.

Kiorpes, L., and Wallman, J. (1995). Does experimentally-induced
amblyopia cause hyperopia in monkeys? Vision Res. 35, 1289–1297.

McBrien, N.A., Gentle, A., and Cottriall, C. (1999). Optical correction
of induced axial myopia in the tree shrew: implications for emmetropization. Optom. Vis. Sci. 76, 419–427.

Koh, S.M., and Chader, G.J. (1984). Elevation of intracellular cyclic
AMP and stimulation of adenylate cyclase activity by vasoactive
intestinal peptide and glucagon in the retinal pigment epithelium.
J. Neurochem. 43, 1522–1526.

McBrien, N.A., Moghaddam, H.O., and Reeder, A.P. (1993). Atropine
reduces experimental myopia and eye enlargement via a nonaccommodative mechanism. Invest. Ophthalmol. Vis. Sci. 34, 205–215.

Kotulak, J.C., and Schor, C.M. (1986). The accommodative response
to subthreshold blur and to perceptual fading during the Troxler
phenomenon. Perception 15, 7–15.
Kroger, R.H., and Wagner, H.J. (1996). The eye of the blue acara
(Aequidens pulcher, Cichlidae) grows to compensate for defocus
due to chromatic aberration. J. Comp. Physiol. [A] 179, 837–842.
Kroger, R.H., Hirt, B., and Wagner, H.J. (1999). Effects of retinal
dopamine depletion on the growth of the fish eye. J. Comp. Physiol.
[A] 184, 403–412.
Kruger, P.B., Mathews, S., Aggarwala, K.R., Yager, D., and Kruger,
E.S. (1995). Accommodation responds to changing contrast of long,
middle and short spectral-waveband components of the retinal image. Vision Res. 35, 2415–2429.
Kruger, P.B., Mathews, S., Katz, M., Aggarwala, K.R., and Nowbotsing, S. (1997). Accommodation without feedback suggests directional signals specify ocular focus. Vision Res. 37, 2511–2526.
Kusakari, T., Sato, T., and Tokoro, T. (2001). Visual deprivation stimulates the exchange of the fibrous sclera into the cartilaginous sclera
in chicks. Exp. Eye Res. 73, 533–546.
Lee, S.J., and McPherron, A.C. (1999). Myostatin and the control of
skeletal muscle mass. Curr. Opin. Genet. Dev. 9, 604–607.
Lind, G.J., Chew, S.J., Marzani, D., and Wallman, J. (1998). Muscarinic acetylcholine receptor antagonists inhibit chick scleral chondrocytes. Invest. Ophthalmol. Vis. Sci. 39, 2217–2231 (see also http://
www.iovs.org/cgi/eletters/39/12/2217).
Llorente, L., Barbero, S., Cano, D., Dorronsoro, C., and Marcos, S.
(2004). Myopic versus hyperopic eyes: axial length, corneal shape
and optical aberrations. J. Vis. 4, 288–298.

McBrien, N.A., Cornell, L.M., and Gentle, A. (2001). Structural and
ultrastructural changes to the sclera in a mammalian model of high
myopia. Invest. Ophthalmol. Vis. Sci. 42, 2179–2187.
McFadden, S.A., Howlett, M.H., and Mertz, J.R. (2004). Retinoic acid
signals the direction of ocular elongation in the guinea pig eye.
Vision Res. 44, 643–653.
McLean, R.C., and Wallman, J. (2003). Severe astigmatic blur does
not interfere with spectacle lens compensation. Invest. Ophthalmol.
Vis. Sci. 44, 449–457.
Medina, A., and Fariza, E. (1993). Emmetropization as a first-order
feedback system. Vision Res. 33, 21–26.
Mertz, J.R., and Wallman, J. (2000). Choroidal retinoic acid synthesis: a possible mediator between refractive error and compensatory
eye growth. Exp. Eye Res. 70, 519–527.
Michalopoulos, G.K., and DeFrances, M.C. (1997). Liver regeneration. Science 276, 60–66.
Miles, F.A., and Wallman, J. (1990). Local ocular compensation for
imposed local refractive error. Vision Res. 30, 339–349.
Millodot, M. (1981). Effect of ametropia on peripheral refraction. Am.
J. Optom. Physiol. Opt. 58, 691–695.
Mon-Williams, M., Tresilian, J.R., Strang, N.C., Kochhar, P., and
Wann, J.P. (1998). Improving vision: neural compensation for optical
defocus. Proc. R. Soc. Lond. B. Biol. Sci. 265, 71–77.
Morales, T.I., and Roberts, A.B. (1988). Transforming growth factor
beta regulates the metabolism of proteoglycans in bovine cartilage
organ cultures. J. Biol. Chem. 263, 12828–12831.
Morgan, I., and Rose, K. (2004). How genetic is school myopia. Prog.
Retin. Eye Res., in press.

Logan, N.S., Gilmartin, B., Wildsoet, C.F., and Dunne, M.C. (2004).
Posterior retinal contour in adult human anisomyopia. Invest. Ophthalmol. Vis. Sci. 45, 2152–2162.

Mutti, D.O., Sholtz, R.I., Friedman, N.E., and Zadnik, K. (2000). Peripheral refraction and ocular shape in children. Invest. Ophthalmol.
Vis. Sci. 41, 1022–1030.

Luft, W.A., Ming, Y., and Stell, W.K. (2003). Variable effects of previously untested muscarinic receptor antagonists on experimental
myopia. Invest. Ophthalmol. Vis. Sci. 44, 1330–1338.

Mutti, D.O., Mitchell, G.L., Moeschberger, M.L., Jones, L.A., and
Zadnik, K. (2002). Parental myopia, near work, school achievement,
and children’s refractive error. Invest. Ophthalmol. Vis. Sci. 43, 3633–
3640.

Majaj, N.J., Pelli, D.G., Kurshan, P., and Palomares, M. (2002). The
role of spatial frequency channels in letter identification. Vision Res.
42, 1165–1184.
Mars, W.M., Liu, M.L., Kitson, R.P., Goldfarb, R.H., Gabauer, M.K.,
and Michalopoulos, G.K. (1995). Immediate early detection of urokinase receptor after partial hepatectomy and its implications for initiation of liver regeneration. Hepatology 21, 1695–1701.
Marzani, D., and Wallman, J. (1997). Growth of the two layers of the
chick sclera is modulated reciprocally by visual conditions. Invest.
Ophthalmol. Vis. Sci. 38, 1726–1739.

Napper, G.A., Brennan, N.A., Barrington, M., Squires, M.A., Vessey,
G.A., and Vingrys, A.J. (1997). The effect of an interrupted daily
period of normal visual stimulation on form deprivation myopia in
chicks. Vision Res. 37, 1557–1564.
Nevin, S.T., Schmid, K.L., and Wildsoet, C.F. (1998). Sharp vision:
a prerequisite for compensation to myopic defocus in the chick?
Curr. Eye Res. 17, 322–331.
Nickla, D.L., and Wildsoet, C.F. (2004). The effect of the nonspecific
nitric oxide synthase inhibitor NG-nitro-L-arginine methyl ester on

Neuron
466

the choroidal compensatory response to myopic defocus in chickens. Optom. Vis. Sci. 81, 111–118.

tinase A and TIMP-2 expression in the fibrous sclera of myopic and
recovering chick eyes. Invest. Ophthalmol. Vis. Sci. 40, 3091–3099.

Nickla, D., Gottlieb, M., Wildsoet, C., and Wallman, J. (1992). Myopic
and hyperopic blur cause opposite changes in proteoglycan synthesis of sclera and choroid. Exp Eye Res (Int Congress of Eye Res
Suppl) 55, S109.

Rada, J.A., Johnson, J.M., Achen, V.R., and Rada, K.G. (2002). Inhibition of scleral proteoglycan synthesis blocks deprivation-induced
axial elongation in chicks. Exp. Eye Res. 74, 205–215.

Nickla, D.L., Wildsoet, C., and Wallman, J. (1997). Compensation
for spectacle lenses involves changes in proteoglycan synthesis in
both the sclera and choroid. Curr. Eye Res. 16, 320–326.
Nickla, D.L., Wildsoet, C., and Wallman, J. (1998). Visual influences
on diurnal rhythms in ocular length and choroidal thickness in chick
eyes. Exp. Eye Res. 66, 163–181.
Nickla, D.L., Rada, J.A., and Wallman, J. (1999). Isolated chick sclera
shows a circadian rhythm in proteoglycan synthesis perhaps associated with the rhythm in ocular elongation. J. Comp. Physiol. [A]
185, 81–90.
Nickla, D.L., Wildsoet, C.F., and Troilo, D. (2002). Diurnal rhythms
in intraocular pressure, axial length, and choroidal thickness in a
primate model of eye growth, the common marmoset. Invest. Ophthalmol. Vis. Sci. 43, 2519–2528.
Norton, T.T., and Siegwart, J.T., Jr. (1995). Animal models of emmetropization: matching axial length to the focal plane. J. Am. Optom.
Assoc. 66, 405–414.
Norton, T.T., Essinger, J.A., and McBrien, N.A. (1994). Lid-suture
myopia in tree shrews with retinal ganglion cell blockade. Vis. Neurosci. 11, 143–153.

Radhakrishnan, H., Pardhan, S., Calver, R.I., and O’Leary, D.J.
(2004). Effect of positive and negative defocus on contrast sensitivity
in myopes and non-myopes. Vision Res. 44, 1869–1878.
Raviola, E., and Wiesel, T.N. (1985). An animal model of myopia. N.
Engl. J. Med. 312, 1609–1615.
Rempt, F., Hoogerheide, J., and Hoogenboom, W.P. (1971). Peripheral retinoscopy and the skiagram. Ophthalmologica 162, 1–10.
Richler, A., and Bear, J.C. (1980). The distribution of refraction in
three isolated communities in Western Newfoundland. Am. J. Optom. Physiol. Opt. 57, 861–871.
Rodieck, R.W. (1998). The First Steps in Seeing (Sunderland, MA:
Sinauer Associates).
Rohrer, B., and Stell, W.K. (1994). Basic fibroblast growth factor
(bFGF) and transforming growth factor beta (TGF-beta) act as stop
and go signals to modulate postnatal ocular growth in the chick.
Exp. Eye Res. 58, 553–561.
Rohrer, B., Schaeffel, F., and Zrenner, E. (1992). Longitudinal chromatic aberration and emmetropization: results from the chicken eye.
J. Physiol. 449, 363–376.
Rosenfield, M., and Abraham-Cohen, J.A. (1999). Blur sensitivity in
myopes. Optom. Vis. Sci. 76, 303–307.

Ofri, R., Millodot, S., Shimoni, R., Horowitz, I.H., Ashash, E., and
Millodot, M. (2001). Development of the refractive state in eyes of
ostrich chicks (Struthio camelus). Am. J. Vet. Res. 62, 812–815.

Rosenfield, M., Ciuffreda, K.J., Hung, G.K., and Gilmartin, B. (1993).
Tonic accommodation: a review. I. Basic aspects. Ophthalmic Physiol. Opt. 13, 266–284.

Ohngemach, S., Hagel, G., and Schaeffel, F. (1997). Concentrations
of biogenic amines in fundal layers in chickens with normal visual
experience, deprivation, and after reserpine application. Vis. Neurosci. 14, 493–505.

Rucker, F.J., and Kruger, P.B. (2001). Isolated short-wavelength
sensitive cones can mediate a reflex accommodation response.
Vision Res. 41, 911–922.

Ong, E., Grice, K., Held, R., Thorn, F., and Gwiazda, J. (1999). Effects
of spectacle intervention on the progression of myopia in children.
Optom. Vis. Sci. 76, 363–369.
Papastergiou, G.I., Schmid, G.F., Laties, A.M., Pendrak, K., Lin, T.,
and Stone, R.A. (1998). Induction of axial eye elongation and myopic
refractive shift in one-year-old chickens. Vision Res. 38, 1883–1888.
Park, T., Winawer, J., and Wallman, J. (2001). In a matter of minutes
the eye can know which way to grow. Invest. Ophthalmol. Vis. Sci.
42, S55.

Rudolf, G., Wioland, N., and Allart, I. (1991). Is dopamine involved
in the generation of the light peak in the intact chicken eye? Vision
Res. 31, 1841–1849.
Sandell, L.J., Dietz, U.H., and Nalin, A.M. (1996). mRNA encoding a
novel growth regulatory factor is coexpressed with type II procollagen during chondrogenesis. Ann. N Y Acad. Sci. 785, 325–327.
Saw, S.M., Katz, J., Schein, O.D., Chew, S.J., and Chan, T.K. (1996).
Epidemiology of myopia. Epidemiol. Rev. 18, 175–187.
Saw, S.M., Chua, W.H., Hong, C.Y., Wu, H.M., Chan, W.Y., Chia,
K.S., Stone, R.A., and Tan, D. (2002). Nearwork in early-onset myopia. Invest. Ophthalmol. Vis. Sci. 43, 332–339.

Park, T., Winawer, J., and Wallman, J. (2003). Further evidence that
chicks use the sign of blur in spectacle lens compensation. Vision
Res. 43:, 1519–1531.

Schaeffel, F., and Diether, S. (1999). The growing eye: an autofocus
system that works on very poor images. Vision Res. 39, 1585–1589.

Pendrak, K., Nguyen, T., Lin, T., Capehart, C., Zhu, X., and Stone,
R.A. (1997). Retinal dopamine in the recovery from experimental
myopia. Curr. Eye Res. 16, 152–157.

Schaeffel, F., Glasser, A., and Howland, H.C. (1988). Accommodation, refractive error and eye growth in chickens. Vision Res. 28,
639–657.

Phillips, J.R., and McBrien, N.A. (2004). Pressure-induced changes
in axial eye length of chick and tree shrew: significance of myofibroblasts in the sclera. Invest. Ophthalmol. Vis. Sci. 45, 758–763.

Schaeffel, F., Troilo, D., Wallman, J., and Howland, H.C. (1990).
Developing eyes that lack accommodation grow to compensate for
imposed defocus. Vis. Neurosci. 4, 177–183.

Phillips, J.R., Khalaj, M., and McBrien, N.A. (2000). Induced myopia
associated with increased scleral creep in chick and tree shrew
eyes. Invest. Ophthalmol. Vis. Sci. 41, 2028–2034.

Schaeffel, F., and Howland, H.C. (1991). Properties of the feedback
loops controlling eye growth and refractive state in the chicken.
Vision Res. 31, 717–734.

Pickett-Seltner, R.L., Rohrer, B., Grant, V., and Stell, W.K. (1997).
Endogenous opiates in the chick retina and their role in form-deprivation myopia. Vis. Neurosci. 14, 801–809.

Schaeffel, F., Bartmann, M., Hagel, G., and Zrenner, E. (1995). Studies on the role of the retinal dopamine/melatonin system in experimental refractive errors in chickens. Vision Res. 35, 1247–1264.

Poole, A.R., Pidoux, I., Reiner, A., Coster, L., and Hassell, J.R. (1982).
Mammalian eyes and associated tissues contain molecules that are
immunologically related to cartilage proteoglycan and link protein.
J. Cell Biol. 93, 910–920.

Schaeffel, F., Burkhardt, E., Howland, H.C., and Williams, R.W.
(2004). Measurement of refractive state and deprivation myopia in
two strains of mice. Optom. Vis. Sci. 81, 99–110.

Poukens, V., Glasgow, B.J., and Demer, J.L. (1998). Nonvascular
contractile cells in sclera and choroid of humans and monkeys.
Invest. Ophthalmol. Vis. Sci. 39, 1765–1774.
Rada, J.A., McFarland, A.L., Cornuet, P.K., and Hassell, J.R. (1992).
Proteoglycan synthesis by scleral chondrocytes is modulated by a
vision dependent mechanism. Curr. Eye Res. 11, 767–782.
Rada, J.A., Perry, C.A., Slover, M.L., and Achen, V.R. (1999). Gela-

Schmid, G. (2003). Variability of retinal steepness at the posterior
pole in children 7–15 years of age. Curr. Eye Res. 27, 61–68.
Schmid, K.L., and Wildsoet, C.F. (1996). Effects on the compensatory responses to positive and negative lenses of intermittent lens
wear and ciliary nerve section in chicks. Vision Res. 36, 1023–1036.
Schmid, K., and Wildsoet, C.F. (1997). Natural and imposed astigmatism and their relation to emmetropization in the chick. Exp. Eye
Res. 64, 837–847.

Review
467

Schmid, K.L., and Wildsoet, C.F. (2004). Inhibitory effects of apomorphine and atropine and their combination on myopia in chicks. Optom. Vis. Sci. 81, 137–147.

Smith, E.L., 3rd, Bradley, D.V., Fernandes, A., and Boothe, R.G.
(1999). Form deprivation myopia in adolescent monkeys. Optom.
Vis. Sci. 76, 428–432.

Schor, C. (1999). The influence of interactions between accommodation and convergence on the lag of accommodation. Ophthalmic
Physiol. Opt. 19, 134–150.

Smith, E.L., 3rd, Hung, L.F., Kee, C.S., and Qiao, Y. (2002). Effects
of brief periods of unrestricted vision on the development of formdeprivation myopia in monkeys. Invest. Ophthalmol. Vis. Sci. 43,
291–299.

Schrodl, F., De Laet, A., Tassignon, M.J., Van Bogaert, P.P.,
Brehmer, A., Neuhuber, W.L., and Timmermans, J.P. (2003). Intrinsic
choroidal neurons in the human eye: projections, targets, and basic
electrophysiological data. Invest. Ophthalmol. Vis. Sci. 44, 3705–
3712.
Schwahn, H.N., and Schaeffel, F. (1994). Chick eyes under cycloplegia compensate for spectacle lenses despite six-hydroxy dopamine
treatment. Invest. Ophthalmol. Vis. Sci. 35, 3516–3524.
Schwahn, H.N., and Schaeffel, F. (1997). Flicker parameters are
different for suppression of myopia and hyperopia. Vision Res.
37, 2661–2673.
Schwahn, H.N., Kaymak, H., and Schaeffel, F. (2000). Effects of
atropine on refractive development, dopamine release, and slow
retinal potentials in the chick. Vis. Neurosci. 17, 165–176.
Secor, S.M., and Diamond, J. (1998). A vertebrate model of extreme
physiological regulation. Nature 395, 659–662.
Seidemann, A., Schaeffel, F., Guirao, A., Lopez-Gil, N., and Artal,
P. (2002). Peripheral refractive errors in myopic, emmetropic, and
hyperopic young subjects. J. Opt. Soc. Am. A Opt. Image Sci. Vis.
19, 2363–2373.
Seko, Y., Tanaka, Y., and Tokoro, T. (1994). Scleral cell growth is
influenced by retinal pigment epithelium in vitro. Graefes Arch. Clin.
Exp. Ophthalmol. 232, 545–552.
Seko, Y., Shimokawa, H., and Tokoro, T. (1995). Expression of bFGF
and TGF-beta 2 in experimental myopia in chicks. Invest. Ophthalmol. Vis. Sci. 36, 1183–1187.
Seko, Y., Shimokawa, H., and Tokoro, T. (1996). In vivo and in vitro
association of retinoic acid with form-deprivation myopia in the
chick. Exp. Eye Res. 63, 443–452.
Seko, Y., Tanaka, Y., and Tokoro, T. (1997). Apomorphine inhibits
the growth-stimulating effect of retinal pigment epithelium on scleral
cells in vitro. Cell Biochem. Funct. 15, 191–196.
Seko, Y., Shimizu, M., and Tokoro, T. (1998). Retinoic acid increases
in the retina of the chick with form deprivation myopia. Ophthalmic
Res. 30, 361–367.
Seltner, R.L., and Stell, W.K. (1995). The effect of vasoactive intestinal peptide on development of form deprivation myopia in the chick:
a pharmacological and immunocytochemical study. Vision Res.
35, 1265–1270.
Shaikh, A.W., Siegwart, J.T., Jr., and Norton, T.T. (1999). Effect of
interrupted lens wear on compensation for a minus lens in tree
shrews. Optom. Vis. Sci. 76, 308–315.

Smithline, L.M. (1974). Accommodative response to blur. J. Opt.
Soc. Am. 64, 1512–1516.
Solomon, S.G., Peirce, J.W., Dhruv, N.T., and Lennie, P. (2004).
Profound contrast adaptation early in the visual pathway. Neuron
42, 155–162.
Sperduto, R.D., Seigel, D., Roberts, J., and Rowland, M. (1983).
Prevalence of myopia in the United States. Arch. Opthalmol. 101,
405–407.
Stark, L., and Takahashi, Y. (1965). Absence of an odd-error signal
mechanism in human accommodation. IEEE Trans. Biomed. Eng.
12, 138–146.
Stone, R.A., and Flitcroft, D.I. (2004). Ocular shape and myopia. Ann.
Acad. Med. Singapore 33, 7–15.
Stone, R.A., Lin, T., Laties, A.M., and Iuvone, P.M. (1989). Retinal
dopamine and form-deprivation myopia. Proc. Natl. Acad. Sci. USA
86, 704–706.
Stone, R.A., Lin, T., and Laties, A.M. (1991). Muscarinic antagonist
effects on experimental chick myopia. Exp. Eye Res. 52, 755–758.
Stone, R.A., Sugimoto, R., Gill, A.S., Liu, J., Capehart, C., and Lindstrom, J.M. (2001). Effects of nicotinic antagonists on ocular growth
and experimental myopia. Invest. Ophthalmol. Vis. Sci. 42, 557–565.
Stone, R.A., Liu, J., Sugimoto, R., Capehart, C., Zhu, X., and Pendrak,
K. (2003). GABA, experimental myopia, and ocular growth in chick.
Invest. Ophthalmol. Vis. Sci. 44, 3933–3946.
Thibos, L.N., Cheng, X., and Phillips, J.R. (2001). Astigmatic deprivation of chicks produces myopia, but not astigmatism. Invest. Ophthalmol. Vis. Sci. 42, S58.
Tomasek, J.J., Gabbiani, G., Hinz, B., Chaponnier, C., and Brown,
R.A. (2002). Myofibroblasts and mechano-regulation of connective
tissue remodelling. Nat. Rev. Mol. Cell Biol. 3, 349–363.
Troilo, D., and Judge, S.J. (1993). Ocular development and visual
deprivation myopia in the common marmoset (Callithrix jacchus).
Vision Res. 33, 1311–1324.
Troilo, D., Gottlieb, M.D., and Wallman, J. (1987). Visual deprivation
causes myopia in chicks with optic nerve section. Curr. Eye Res.
6, 993–999.
Troilo, D., Nickla, D.L., and Wildsoet, C.F. (2000a). Choroidal thickness changes during altered eye growth and refractive state in a
primate. Invest. Ophthalmol. Vis. Sci. 41, 1249–1258.

Sherman, S.M., Norton, T.T., and Casagrande, V.A. (1977). Myopia
in the lid-sutured tree shrew (Tupaia glis). Brain Res. 124, 154–157.

Troilo, D., Nickla, D.L., and Wildsoet, C.F. (2000b). Form deprivation
myopia in mature common marmosets (Callithrix jacchus). Invest.
Ophthalmol. Vis. Sci. 41, 2043–2049.

Shih, Y.F., Chen, C.H., Chou, A.C., Ho, T.C., Lin, L.L., and Hung, P.T.
(1999). Effects of different concentrations of atropine on controlling
myopia in myopic children. J. Ocul. Pharmacol. Ther. 15, 85–90.

Truong, H.T., Cottriall, C.L., Gentle, A., and McBrien, N.A. (2002).
Pirenzepine affects scleral metabolic changes in myopia through a
non-toxic mechanism. Exp. Eye Res. 74, 103–111.

Siegwart, J.T., Jr., and Norton, T.T. (1998). The susceptible period
for deprivation-induced myopia in tree shrew. Vision Res. 38, 3505–
3515.

Twitty, V.C., and Schwind, J.L. (1931). The growth of eyes and limbs
transplanted heteroplastically between two species of Amblystoma.
J. Exp. Zool. 59, 61–86.

Siegwart, J.T., Jr., and Norton, T.T. (1999). Regulation of the mechanical properties of tree shrew sclera by the visual environment. Vision
Res. 39, 387–407.

Walker, T.W., and Mutti, D.O. (2002). The effect of accommodation
on ocular shape. Optom. Vis. Sci. 79, 424–430.

Siegwart, J.T., Jr., and Norton, T.T. (2002). The time course of
changes in mRNA levels in tree shrew sclera during induced myopia
and recovery. Invest. Ophthalmol. Vis. Sci. 43, 2067–2075.
Smith, E.L. (1998). Environmentally induced refractive errors in animals. In Myopia and Nearwork, M. Rosenfield, and B. Gilmartin, eds.
(Oxford: Butterworth-Heinemann), pp. 57–90.
Smith, E.L., 3rd, and Hung, L.F. (1999). The role of optical defocus
in regulating refractive development in infant monkeys. Vision Res.
39, 1415–1435.

Wallman, J., and Adams, J.I. (1987). Developmental aspects of experimental myopia in chicks: susceptibility, recovery and relation to
emmetropization. Vision Res. 27, 1139–1163.
Wallman, J., Turkel, J., and Trachtman, J. (1978). Extreme myopia
produced by modest change in early visual experience. Science
201, 1249–1251.
Wallman, J., Adams, J.I., and Trachtman, J.N. (1981). The eyes of
young chickens grow toward emmetropia. Invest. Ophthalmol. Vis.
Sci. 20, 557–561.
Wallman, J., Gottlieb, M.D., Rajaram, V., and Fugate-Wentzek, L.A.

Neuron
468

(1987). Local retinal regions control local eye growth and myopia.
Science 237, 73–77.
Wallman, J., Wildsoet, C., Xu, A., Gottlieb, M.D., Nickla, D.L., Marran,
L., Krebs, W., and Christensen, A.M. (1995). Moving the retina: choroidal modulation of refractive state. Vision Res. 35, 37–50.
Walls, G.L. (1942). The Vertebrate Eye and Its Adapative Radiation
(Bloomfield Hills, IL: Cranbrook Institute of Science).
Webster, M.A., Georgeson, M.A., and Webster, S.M. (2002). Neural
adjustments to image blur. Nat. Neurosci. 5, 839–840.
Weiss, S., and Schaeffel, F. (1993). Diurnal growth rhythms in the
chicken eye: relation to myopia development and retinal dopamine
levels. J. Comp. Physiol. [A] 172, 263–270.
Whatham, A.R., and Judge, S.J. (2001). Compensatory changes in
eye growth and refraction induced by daily wear of soft contact
lenses in young marmosets. Vision Res. 41, 267–273.
Wiesel, T.N., and Raviola, E. (1977). Myopia and eye enlargement
after neonatal lid fusion in monkeys. Nature 266, 66–68.
Wildsoet, C. (2003). Neural pathways subserving negative lensinduced emmetropization in chicks-insights from selective lesioning
of the optic nerve and ciliary nerve. Curr. Eye Res. 27, 371–385.
Wildsoet, C., and Pettigrew, J.D. (1988a). Experimental myopia and
anomalous eye growth patterns unaffected by optic nerve section
in chickens: evidence for local control of eye growth. Clin. Vis. Sci.
3, 99–107.
Wildsoet, C.F., and Pettigrew, J.D. (1988b). Experimental myopia
and anomalous eye growth patterns unaffected by optic nerve section in chickens: evidence for local control of eye growth. Clin. Vis.
Sci. 3, 99–107.
Wildsoet, C.F., Howland, H.C., Falconer, S., and Dick, K. (1993).
Chromatic aberration and accommodation: their role in emmetropization in the chick. Vision Res. 33, 1593–1603.
Wildsoet, C., and Wallman, J. (1995). Choroidal and scleral mechanisms of compensation for spectacle lenses in chicks. Vision Res.
35, 1175–1194.
Wilson, B.J., Decker, K.E., and Roorda, A. (2002). Monochromatic
aberrations provide an odd-error cue to focus direction. J. Opt. Soc.
Am. A Opt. Image Sci. Vis. 19, 833–839.
Winawer, J., and Wallman, J. (2002). Temporal constraints on lens
compensation in chicks. Vision Res. 42, 2651–2668.
Wolffsohn, J.S., Gilmartin, B., Li, R.W., Edwards, M.H., Chat, S.W.,
Lew, J.K., and Yu, B.S. (2003). Nearwork-induced transient myopia
in preadolescent Hong Kong Chinese. Invest. Ophthalmol. Vis. Sci.
44, 2284–2289.
Woods, R.L., Bradley, A., and Atchison, D.A. (1996). Monocular diplopia caused by ocular aberrations and hyperopic defocus. Vision
Res. 36, 3597–3606.
Young, T.L., Ronan, S.M., Drahozal, L.A., Wildenberg, S.C., Alvear,
A.B., Oetting, W.S., Atwood, L.D., Wilkin, D.J., and King, R.A. (1998).
Evidence that a locus for familial high myopia maps to chromosome
18p. Am. J. Hum. Genet. 63, 109–119.
Zadnik, K., and Mutti, D.O. (1987). Refractive error changes in law
students. Am. J. Optom. Physiol. Opt. 64, 558–561.
Zadnik, K., Mutti, D.O., Kim, H.S., Jones, L.A., Qiu, P.H., and
Moeschberger, M.L. (1999). Tonic accommodation, age, and refractive error in children. Invest. Ophthalmol. Vis. Sci. 40, 1050–1060.
Zhu, X., Winawer, J., and Wallman, J. (2003). The potency of myopic
defocus in lens-compensation. Invest. Ophthalmol. Vis. Sci. 44,
2818–2827.
Zylbermann, R., Landau, D., and Berson, D. (1993). The influence of
study habits on myopia in Jewish teenagers. J. Pediatr. Ophthalmol.
Strabismus 30, 319–322.

