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Numerical Design of a Micro-LED Based
Optogenetic Stimulator for Visual

Cortical Prosthesis
Junyu Chen , He Ding , Ya-tang Li , and Xing Sheng

Abstract—Visual impairment represents a critical public health
and safety issue, and visual prostheses provide a promising solution
to addressing it. Here we present a design strategy for a micro-
LED based optogenetic stimulator as visual prosthesis on cortex,
and numerically evaluate its performance. First, we provide an
introductory overview of visual prostheses, and categorize visual
prostheses into four distinct groups based on the stimulation loca-
tion (retina or visual cortex) and stimulation modality (electrical or
optical). Specifically, we focus on the design involving a micro-LED
array implanted on the dura mater for visual cortex prosthesis.
The study evaluates two optogenetic approaches based on different
photosensitive proteins (C1V1 and ChrimsonR) and determines
the method of utilizing green light for C1V1 activation. Through
comprehensive optical simulations, we optimize the design param-
eters, and thermal simulations are employed to ensure efficient
heat dissipation and tissue safety. The resulting stimulation effects
and potential for vision recovery are thoroughly discussed. While
challenges associated with tissue scattering and the elucidation of
biological visual signal mechanisms impede the efficacy of optical
stimulation, further research is warranted to fully harness the
potential of visual cortex prostheses and surmount these obstacles.

Index Terms—Micro-LED, optogenetics, retina prostheses,
visual cortical prostheses.

I. INTRODUCTION

V ISION is one of the most important ways for humans
to receive information. The human visual system, which
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comprises eyes, the optic nerve, and the brain, is complex and
intricate. The eyes first capture light and the retinas convert
optical signals into electrical signals through the photoreceptors.
Then the signals propagate to retinal ganglion cells (RGCs)
and transmitted to the brain via the optic nerve. In the brain,
the visual cortex processes these signals and interprets them as
visual information, enabling the perception and interpretation of
the world [1].

Owing to the intricate nature of the visual system, visual
diseases stem from a variety of causative factors, rendering
the development of universal treatment modalities a challenging
endeavor. For example, gene-replacement therapies that deliver
normal gene to the mutated retinal cells have been developed
for inherited retinal degenerations [2], [3]. However, the cargo
capacity of delivery vectors such as adeno-associated virus
(AAV) is lower than most retinal genes and the patients must
have surviving photoreceptors, resulting in a limited utility
to a narrow range of recessive diseases [1]. Cell-replacement
therapies apply degenerated native retinal cells from stem cells
to replace damaged or dead cells in the pathological space [4],
[5], [6]. Although these methods may be effective for age-related
macular degeneration and retinitis pigmentosa, the source of
stem cells remains an issue. The autologous method carrying
the same genes as patients may lead to disease recurrence, and
the allogeneic method faces ethical acceptability and immune
compatibility problems. Except the issue of stem cell sources,
the transplanted stem cells may not be integrated properly into
the existing retinal tissue in patients with advanced disease.
Currently, the application fields of these visual restoration meth-
ods are relatively restricted and ineffective in treating optic
nerve damage caused by glaucoma or any serious disease of the
retina, while glaucoma has already become the leading causes of
blindness (3.6 million cases in 2020) [7], highlighting the need
to develop approaches that target late-stage diseases and possess
a high degree of universality.

Utilizing prostheses to directly stimulate components within
the visual system presents a potential universal approach towards
achieving visual restoration (Fig. 1). Based on the position
of stimulation, visual prostheses can be divided into retinal
stimulators and cortical stimulators. Electrical stimulation pros-
theses for retina (Fig. 1(a)) are currently the most mature visual
prostheses. The fundamental principle underlying this type of
prosthesis involves the conversion of light into electric pulses,
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Fig. 1. Schematic illustrations of different visual prosthetic strategies, based
on the stimulation modes and locations. (a) Electrical stimulators for retina,
(b) LED based optogenetic stimulators for retina, (c) Electrical stimulators for
visual cortex and (d) LED based optogenetic stimulators for visual cortex.

which subsequently stimulate the retina. These stimuli are then
transmitted via the optic nerves to the brain, facilitating the
formation of visual perception. An electrical retina stimulation
system is generally composed of a camera to receive external
light signals, a power supply and signal conversion module,
and a microelectrode array that is implanted into the retina [8].
For example, the Argus II system (the first vision prosthesis
to get regulatory approval in the USA and Europe) implants
a 60-channel microelectrode array on the posterior pole of
the retinal surface to replace photoreceptors [9]. The system
uses a portable small processor to convert the picture from
the glass-mounted camera to a pixel image and transmits the
signals to the microelectrode array through a coil to elicited
retinal responses. An alternative electrical retina stimulation
strategy uses a photodiode-based electrode array or a nanowire
array to replace the microelectrode array [10], [11]. Compared
to the first method, this photodiode-based system can directly
transfer optical signals into stimulation electrical signals, which
means that an external camera may not be needed and people
can directly control the images by their eyes. However, weak
natural light may cause poor device response and affect the final
visual effect. Another commercial product (PRIMA system)
adds an external infrared light source to enhance the imaging
effect based on this method [12]. The system uses an 880 nm
pulsed laser source to convey the images captured and processed
by an external camera to an implanted photovoltaic electrode
array containing 378 pixels. The photovoltaic electrode transfers
the optical signals into electric current to stimulate the inner
retinal neurons to form visual signals. Comparing two different
electrical stimulation prostheses for retina, they employ various
techniques to facilitate the reception of external light signals by
the prosthesis and have achieved certain visual restoration effects
in some blind patients. The optimal visual acuity achieved by
the Argus II is about 20/1200, and the PRIMA achieves about
20/460 [1], [9], [12]. In essence, the current electrical stimulation

retinal prosthesis serves as a substitute for damaged photorecep-
tors on the retina, aiming to treat conditions characterized by
photoreceptors damage such as age-related macular degenera-
tion (AMD) and retinitis pigmentosa (RP).

In addition to electrical stimulation, optical stimulation retinal
prostheses (Fig. 1(b)) based on optogenetics provide another
option. Optogenetics is a technique that utilizes light-sensitive
proteins called opsins to control and manipulate neural activities
in central and peripheral systems [13], [14]. In retinal prostheses,
optogenetics method transfers light-sensitive genes into photore-
ceptors or retinal ganglion cells (RGCs) through gene delivery
tools like adeno-associated viruses (AAVs). This allows for the
expression of light-sensitive pumps or ion channel, enabling
cells to be controllable by light. A typical optogenetic visual
prosthesis uses thin-film micro-LED array instead of microelec-
trode array to stimulate RGCs [15]. The wireless, flexible GaN
micro-LED array with 8192 pixels and a center wavelength at
545 nm is attached on the retinal surface and can stimulate RGCs
expressing ChRmine-mScarlet to evoke visual cortical activity.
The device has the ability to create a human visual space of
approximately 10 degrees and has achieved the highest pixel
count currently available. Another kind of optogenetic retinal
prosthesis adopts a strategy similar to the PRIMA [16]. The
system consists of a camera and a video processor to capture
and simplify image information, a GaN micro-LED array with
8100 pixels emitting light signals and a VR lens. Unlike the
first scheme, the micro-LED array is not implanted into the eye,
but relies on the VR lens to project light signals onto the retina
to active ChR2-expressing cells. The non-implantable design
serves to mitigate potential biological damage, however, it also
leads to poor visual reconstruction results. Optical stimulation
retinal prostheses employ light stimulation to activate neural
activity, mitigating biological damage and enhancing spatial
resolution. Furthermore, the incorporation of optogenetic tech-
niques facilitates the introduction of light-sensitive proteins into
retinal cells, offering potential reparative effects on impaired
photoreceptors and RCGs.

Due to the constraint of stimulation location, the utilization of
retinal prostheses is primarily applied in photoreceptor diseases
like AMD and RP. Prostheses that directly stimulate the visual
cortex have been proposed as a potential solution for patients
with optic nerve damage (Fig. 1(c)). Primary visual cortex
(V1 area) is the first area of cortical processing and receives
signals from the eyes. As a crucial part for visual perception and
cognition, the V1 region is commonly employed as a stimulus
target for visual cortical prostheses. A study that implanted a
1024-channel prosthesis consisting of 16 Utah arrays in V1
and V4 areas of the visual cortex of monkeys has shown the
potential of electrical stimulation cortical prostheses in the
restoration of the blind [17]. The monkeys can recognize simple
shapes or letters under the stimulation of multiple electrodes.
Nowadays, a few electrical stimulation cortical prostheses used
in humans are in the stage of device development or clinical
trials [18]. The Intracortical Visual Prosthesis Project (ICVP)
develops a wireless floating microelectrode array system con-
sisting of 144 electrodes with different lengths for intracortical
stimulation [19]. Cortical visual neuroprosthesis for the blind
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(CORTIVIS) project utilizes Utah electrode array containing
100 narrow electrodes with 1.0–1.5 mm length to excite visual
cortex [20]. These systems both adopt intracortical electrodes
which can directly stimulate the target area and bring higher
spatial resolution, but also increase the risk of tissue damage.
Unlike these methods, the Orion system developed based on the
Argus II uses 60 surface electrodes to form an electrode grid
for subdural stimulation of the visual cortex [18]. The subdural
stimulation model enhances the safety but limits the resolution
[17]. How to balance the trade-off between reducing implant
damage and enhancing spatial resolution has become a challenge
for electrical stimulation cortex prostheses. Moreover, electrical
based cortical stimulation may introduce additional risks to the
patients, such as inducing seizure events and transient headaches
[21], [22].

Similar to retinal prostheses, optogenetics also can be applied
into cortical prostheses (Fig. 1(d)). An LED array implanted
under the dura matter on the visual cortex has been developed
for high-throughput optogenetic stimulation [23]. The array
comprises 24 LEDs, each emitting light at a center wavelength of
530 nm for C1V1 stimulation. The LEDs have a size of 0.5 mm
and are spaced apart at an interval of 1 mm. This device enables
optogenetic stimulation at a target depth of 1 mm within the
visual cortex and has been demonstrated to exert modulatory
effects on visual responses in large primates through behavioral
experiments. This prosthetic strategy directly mounts the flexible
LED array on the dura and potentially avoids tissue damage to
the cerebral cortex by using light as the stimulus, providing a
new option for visual cortical prostheses.

Currently, a comprehensive evaluation reveals that each of
the four types of visual prostheses possesses unique merits and
drawbacks. In terms of stimulation location, retinal prostheses
primarily address impairments in the sensory receptors, while
visual cortex prostheses hold promise for addressing blindness
caused by optic nerve damage such as glaucoma. As for stimu-
lation modality, electrical approaches demonstrate better matu-
rity and offer direct stimulation, whereas optogenetic methods
exhibit reduced potential for tissue trauma. In this paper, we fo-
cused on optogenetic-based stimulation cortical prostheses, for
which existing devices suffer from limitations such as a limited
number of channels and low resolution, hindering their ability
to support vision restoration. We plan to design an implantable
flexible optical visual cortical prosthesis based on micro-LED
arrays, and validate the viability of this solution through optical
and thermal simulations.

II. RESULTS

To design a micro-LED array for optogenetics-based cortex
prostheses, we first need to establish a suitable biological model.
In the visual transmission pathway of humans, the optical nerve
signal is initially transmitted to the L4 region of V1, which has
the highest concentration of nerves within the primary visual
cortex [24], [25]. Hence, the L4 area is designated as the targeted
region for stimulation. In order to fully exploit the advantages of
the light stimulation method and minimize potential biological
damage, we propose placing the micro-LED array outside the

Fig. 2. (a) Optical model showing optogenetic stimulation of the human
visual cortex (V1) with surface mounted micro-LEDs. (b) Absorption spectra of
ChrimsonR and C1V1, and emission spectra of red and green micro-LEDs. (c)
and (d) Normalized light intensity distribution profiles on a cross-sectional plane
along the propagation direction based on numerical simulation at wavelengths
of (c) 530 nm and (d) 620 nm. (e) and (f) Normalized light intensity profiles at
varied depths along the propagation direction at (e) 530 nm and (f) 620 nm.

dura mater. The resulting biological model is a double-layer
structure composed of the dura mater and cerebral gray matter
as shown in Fig. 2(a). In the adult human brain, the dura mater
has a thickness of about 0.3 mm, while the thickness of the
cerebral gray matter ranges from the L4 area to the surface of
the cerebral cortex, approximately 0.8 mm [26].

To achieve optogenetic regulation, we choose two photosen-
sitive proteins ChrimsonR [16] and C1V1 [23] that have been
previously employed in visual optogenetic control. In Fig. 2(b),
the excitation spectra of the two fluorescent proteins are pre-
sented together with the emission spectra of indium gallium
phosphide (InGaP) red and indium gallium nitride (InGaN)
green micro-LEDs fabricated in our laboratory [27], validating a
correspondence between them. In order to compare which group
of fluorescent proteins and micro-LEDs are more suitable for
cortex prostheses, optical simulations are first conducted for
wavelengths of 530 nm and 620 nm. To realize a high spatial
resolution, the size of micro-LED is set to be 20 μm.

First, the ray tracing method (with the software TracePro
[28]) is employed to numerically simulate the light propagation
process with the brain tissue. The optical parameters applied in
the simulation are presented in Table I [29], [30], [31], [32]. The
normalized light intensity distributions along the propagation
direction on the cross-sectional plane of the 530 nm and 620 nm
wavelength cases based on the numerical simulation are depicted
in Fig. 2(c) and (d). Then a mathematical model is developed
to calculate analytical results to compare with the numerical
results.
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TABLE I
OPTICAL PARAMETERS USED IN SIMULATION

In the mathematical model, the micro-LED is placed on the
top of the dura matter and simplified as a Lambert light source.
The light intensity received by a specific pixel in the tissue can
be described as [33], [34]

I = I0 cos θ
exp(−μeffL)

Ln
(1)

Here I0 represents the initial intensity of the light and θ is
the angle between the direction of emitted light and the normal
vector. L means the distance of light transmission. μeff is the
effective attenuation coefficient and can be defined as

μeff =
√
μa/D (2)

where μa is the absorption coefficient of the material, and D is
the diffusion coefficient which can be defined as

D =
1

3[μa + μs(1− g)]
(3)

where μs is the scattering coefficient of the material, and g is the
anisotropy of the material.

In (1), n is a geometrical parameter depending on the propa-
gation distance L. When L is smaller than the mean free path l,
the transport process can be approximated by the wave theory
where n = 2. When L is much larger than l, the transport process
can be predicted via the diffusion theory where n = 1 [33], [34].
Here l can be defined as

l =
1

μa + μs(1− g)
(4)

When calculating the variation curve of the light intensity re-
ceived by a specific pixel along the normal direction with depth,
we adopt a fixed value of n = 1.2 as an appropriate parameter
for the consideration of normalization. Then the normalized light
intensity analytical results varying with depth calculated by our
model are compared with the numerical results simulated by the
software in Fig. 2(e) and (f). The analytical results align well

Fig. 3. (a) and (b) Top-viewed, normalized light intensity distribution profiles
on L4 simulated at (a) 530 nm and (b) 620 nm. (c) and (d) Normalized light
intensity distribution profiles along the horizontal direction on L4 At (c) 530 nm
and (d) 620 nm. (e) and (f) Normalized light intensity distribution profiles along
the horizontal direction at various depths (0.01, 0.2, 0.5 and 0.8 mm) in the brain,
based on the analytical model At (e) 530 nm and (f) 620 nm.

with the numerical results, which proves the reliability of the
model.

Based on the simulation results, to achieve the threshold
irradiances of 10 mW/mm2 for C1V1 and ChrimsonR [35],
[36], the optical power of one micro-LED should be 14.18 mW
and 13.08 mW for green and red light. From the perspective
of optical power, there is negligible difference between the two
stimulation methods. However, there is a significant difference in
the external quantum efficiency (EQE) between small-sized red
and green micro-LEDs. The EQE of InGaN green and InGaP
red micro-LEDs is about 15% and 5% respectively when the
chip size is reduced to 20 μm [37]. The power of micro-LEDs
for the stimulation of C1V1 and ChrimsonR should be 94.5
mW and 261.6 mW respectively. From a standpoint of energy
consumption alone, opting for the stimulation scheme involving
C1V1 and green micro-LEDs would be more suitable.

In addition to the intensity distributions along the propaga-
tion direction, the distributions on the receiving plane, which
determine the resolution, are also of significant importance.
Fig. 3(a) and (b) show the top-viewed normalized light intensity
distribution profile on the L4 receiving plane for green and red
illumination based on numerical simulation. To improve the
accuracy of the model, n needs to vary with the depth d which
represents the distance between light source and the receiving
plane. Considering the wave theory and the diffusion theory
combined, n can be described as

n = 1 + exp(−d/l) (5)
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Fig. 4. (a) and (b) Optical models comparing optogenetic stimulation of the
human visual cortex (V1) with (a) a green micro-LED and (b) a green laser.
(c) and (d) Normalized light intensity distribution profiles on a cross-sectional
plane along the propagation direction based on numerical simulation for (c) the
micro-LED and (d) the laser. (e) and (f) Normalized light intensity distribution
profiles along the horizontal direction on L4 for (e) the micro-LED and (f) the
laser.

The normalized light intensity distribution results along the
horizontal direction on the L4 receiving plane at different wave-
lengths calculated by the analytical method are compared with
the numerical results in Fig. 3(c) and (d) and demonstrate a high
level of consistency. Then the normalized results at different
depths in the gray matter for different colors are calculated in
Fig. 3(e) and (f). As the penetration depth increases, the full
width at half maximum (FWHM) of intensity peaks gradually
increases, indicating a broaden distribution and reduced spatial
resolutions. The FWHM values on the L4 layers for green and
red situations reach about 1.36 mm and 1.48 mm. The small
difference in FWHM between the two approaches suggests
that there is a minimal discrepancy in resolution. In terms of
comprehensive power consumption and horizontal distribution,
stimulating C1V1 with green micro-LEDs is a more suitable
scheme.

To determine the effects of different light sources on the
spatial resolution, we compare the light distribution within V1
when utilizing a green micro-LED and a green laser device
with the same geometry (Fig. 4). As shown in Fig. 4(a) and
(b), the micro-LED is set as a Lambert source, while the laser
emits parallel beam. The normalized light intensity distributions
along the propagation direction on the cross-sectional plane for
two different devices are simulated and depicted in Fig. 4(c)
and (d). It can be seen that the laser source with parallel beam
exhibits slightly improved penetration capability. Fig. 4(e) and
(f) display the normalized intensity distribution profiles along
the horizontal direction on L4. The FWHM value for the laser
is 1.15 mm, which is only marginally better than that for the
micro-LED (1.36 mm). The resolutions for both devices remain

Fig. 5. (a) and (b) Top-viewed, normalized light intensity distribution profiles
on L4 (wavelength 530 nm) at distances (a) Δx = 2 mm and (b) Δx = 1 mm
between two micro-LEDs. (c) and (d) Normalized light intensity distribution
profile along the horizontal direction on L4 (wavelength 530 nm) at distances
(c) Δx = 2 mm and (d) Δx = 1 mm . (e) Calculated resolution limits at varied
depths in V1. (f) Schematic diagram of the micro-LED array (pitch = 1.3 mm)
Displaying the character “E” of different sizes. (g) Schematic diagram the image
received by L4 in V1.

within the millimeter range, indicating that the primary factor
constraining the spatial resolution is the tissue scattering rather
than the light source itself.

Utilizing the analytical model and the previously calculated
horizontal distribution, we numerically predict the resolution
limit of green micro-LED light irradiation. The resolution limit
is the minimum distance between two adjacent micro-LEDs
mounted on V1 that can distinguish two L4 receiving light spots,
which implies that the secondary peak resulting from the overlap
between the two spots is smaller in magnitude compared to the
peak with the highest intensity. The receiving light spots herein
refer to the positions with the highest intensity. Fig. 5(a)–(d)
show the light intensity distribution results on the L4 for two
adjacent micro-LEDs at various distances Δx = 2 mm and 1
mm. When the space Δx is 2 mm, two spots can be clearly
distinguished. With the decrease of the space between two
micro-LEDs, two spots are gradually overlapped. Two spots
converge to form an indistinguishable spot when Δx is 1 mm.
The resolution limit can be simplified as the FWHM, and the
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TABLE II
THERMAL PARAMETERS USED IN SIMULATION

resolution limit changed with the depth of the gray matter is
shown in Fig. 5(e). In the ideal scenario, the peak intensity at the
overlapping region between two micro-LEDs separated by the
full FWHM is of equal to that of a single micro-LED. However,
the overlap leads to an elevation in the peak value of the highest
peak and a displacement towards the center. As a result, the
actual resolution limit is slightly smaller than the FWHM. Based
on the preceding discussion and analysis, it can be concluded
that micro-LEDs with a spacing of approximately 1.3 mm can
yield favorable resolution outcomes. Considering that the size
of human primary visual cortex is about 4× 4 cm2 [38], the final
array can consist of about 30 × 30 micro-LEDs. The schematic
diagram of micro-LED array displaying different size characters
“E” are presented in Fig. 5(f) and the corresponding image on
the L4 is shown in Fig. 5(g). Through comparison, it becomes
evident that the array is capable of forming distinct patterns and
letters in the L4 region and verifies the feasibility of employing
this array for visual restoration prostheses. It should be noted
that here the micro-LED array is designed to target the L4. If we
target more shallower regions like L2/3, the resolution limit can
be further improved to ∼0.8 mm (Fig. 5(e)).

Thermal simulations are also conducted to validate and opti-
mize the design of the micro-LED array. As shown in Fig. 6(a),
the thermal model is composed of the double-layer biological
model developed above, a 50 μm thick glass layer, a 5 μm
thick micro-LED with a size of 20 μm and a 50 μm thick
substrate layer, which can be polyimide (PI) or copper (Cu). The
thermal properties of these materials are presented in Table II.
Then the transient and steady-state thermal distribution results
are simulated through the finite-element analysis (COMSOL
software) and the simulations are divided into two parts, the pho-
tothermal effect and the electrothermal effect. The photothermal
effect is the heat solely caused by the optical irradiation, and
the electrothermal effect is originated from the Joule heating
from the electrically injected green micro-LED, which has a
limited, non-unity EQE (∼15%). Eventually, the temperature
rise within the brain tissue is the combination of these two
effects. We first apply polyimide tape as the soft substrate and
observe the highest temperature within the tissue finally reaches
about 100 °C (Fig. 6(b)). Comparing the photothermal and
electrothermal results shown in Fig. 6(d) and (e), it can be found
that the primary influencing factor lies in the device’s heating
and inadequate heat dissipation because of the poor thermal

Fig. 6. (a) Cross-sectional view of the thermal model simulating the temper-
ature distribution within the brain during LED operation. (b) and (c) Dynamic
increases of the maximum temperature within the brain tissue when the micro-
LED is turned on at t = 0 s. Here the micro-LED is mounted on (b) Polyimide
(PI) or (c) Copper (Cu) substrates. (d–f) Steady-state temperature distribution
with the device and the brain tissue, considering (d) the photothermal effect, (e)
the electrothermal effect and (f) the combined effect when the substrate Is PI.
(g–i) Steady-state temperature distribution with the device and the brain tissue,
considering (g) the photothermal effect, (h) the electrothermal effect and (i) the
combined effect when the substrate is Cu. (j) and (k) Dynamic increases of the
maximum temperature within the brain tissue when a micro-LED operates in a
pulsed mode (at a frequency of 10 Hz, duty cycle 0.5). Here the micro-LED is
mounted on (j) Polyimide (PI) or (k) Copper (Cu) substrates.

conductivity of PI (0.837 W/m/K). To avoid the thermal damage,
the material of the substrate is replaced by Cu, which has a
much higher thermal conductivity (400 W/m/K). In this case, the
highest temperature within the tissue is under 38 °C as shown in
Fig. 6(c). The minimal disparity observed between Fig. 6(d) and
(g) suggests that the substrate material has a negligible impact
on the temperature increase induced by light radiation. More
practically, pulsed stimulations are often used in optogenetics.
In Fig. 6(j) and (k), we further analyze the thermal behaviors
of micro-LEDs under pulsed operation (10 Hz frequency, 0.5
duty cycle). In this case, the temperature rise within the tissue
is considerably lower than those captured under continuous
illumination. Here we assume the green micro-LED has a fixed
EQE (15%), independent of the operating temperature. When
considering the thermal effect on the LED performance, the
results for the devices on PI could be much worse. Thermal
simulation results indicate that the micro-LED arrays necessitate
the use of materials with high thermal conductivity like Cu as
effective heat dissipation layers. For practical use, other metals
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with better biocompatibilities, like titanium or platinum, can be
considered.

III. DISCUSSIONS

Based on the optical and thermal simulation, we design a
micro-LED array as the optogenetic stimulator for visual cortical
prostheses. InGaN green micro-LEDs for the stimulation for
C1V1 are selected by comparing the power consumption and
light distribution. The array is comprised of 30 × 30 micro-
LEDs, with a precise spacing of 1.3 mm between each individual
micro-LED considering the resolution limit. In order to mitigate
potential thermal harm to biological tissues, it is imperative to
incorporate a heat dissipation layer into the device design, given
the small size of the components alongside their relatively high
power consumption. The micro-LED array can theoretically be
implanted on the dura mater to effectively stimulate the L4
region of the primary visual cortex with 900 channels, thereby
fulfilling the requirements of an optogenetic visual cortical
prosthesis.

The potential vision restoration effect achievable by the device
can be roughly estimated by comparing the angular resolution
of the human eye with the resolution of the device. In visual
cortex close to the fovea, the cortical magnification is about
4 mm/° [39], which is estimated to achieve a final resolution of
0.325° and the corresponding visual acuity is 20/389. Although
the performance is far from perfect when comparing with the
normal human vision system (with a visual acuity of 20/20),
the resulted effect is better than the Argus II of which the
visual acuity can reach 20/1200 and can help the blind feel
glowing objects or see patterns and characters. However, this
estimation lacks accuracy as the precise mechanisms underlying
the establishment of visual information in the visual cortex
remain incompletely elucidated.

Resolution is a key determinant of the visual acuity attainable
by the prosthesis, and the primary limiting factor in achieving
high resolution is the significant scattering phenomenon within
the tissue. Optical stimulation retinal prostheses can improve the
resolution by increasing the numbers of stimulation channel.
Notwithstanding, the L4 region is located at a specific depth
within the cerebral cortex, distinct from photoreceptors that
reside on the surface of the retina. The scattering phenomenon
encountered during the penetration process imposes a resolution
limit in the millimeter range, and solely increasing the number
of channels does not effectively enhance the final resolution.
To overcome the challenge, a Utah optrode array permit focal
optogenetic stimulation of deep layer neurons [40]. The device
with the size of 4 × 4 mm2 consisted of 10 × 10 glass needle
waveguides bonded to an addressable micro-LED array and was
validated to achieve sub-millimeter level stimulation in macaque
primary visual cortex. The specifically engineered waveguides
can effectively mitigate light scattering within tissues, but they
may also pose a potential risk of mechanical damage to the tissue.
Advancing resolution capabilities to enhance restored visual
acuity while concurrently preserving the benefits of minimal
tissue damage is the subsequent objective of optogenetic visual
cortical prostheses.

IV. SUMMARY

In this paper, we first review the recent progress on the devel-
opment of various visual prostheses. Based on the stimulation
position, visual prostheses can be divided into retina prostheses
and visual cortical prostheses. The prostheses for retina can
replace photoreceptors and treat relevant diseases like AMD
and RP. Relatively, visual cortical prostheses can directly active
higher level neurons and are indicated for the management of
more intricate and severe visual impairments. Based on the
stimulation mode, the prostheses can be divided into electrical
stimulators and optogenetic stimulators. The electrical strategy
is characterized by its maturity and gene-independent nature, and
the optogenetic strategy presents advantages of cell specificity,
reduced tissue damage and theoretically better spatial resolution.

To achieve high-density optical stimulation of the visual
cortex, we design a micro-LED array for visual cortical pros-
theses. Through optical modeling calculations and software
simulations, we conduct a comparative analysis of the power
consumption requirements and resolution between two distinct
optogenetic approaches, separately utilizing C1V1 and Chrim-
sonR. Following meticulous evaluation, the method of utilizing
green light for the activation of C1V1 is recommended, based
on the state-of-the-art micro-LED technologies. The spacing
for individual devices and number of channels in the array
are determined by calculating the optical field distribution and
resolution limit. The design of the device’s heat dissipation
layer is optimized through thermal simulations to ensure that
it does not cause any thermal damage to the tissues. We perform
simulations to assess both the display performance of the array
and the activation effects within the designated stimulation
area, verifying the feasibility of the design in visual cortical
prostheses.

Finally, we discuss the visual efficacy attainable through the
utilization of this visual prosthesis and the primary factors that
constrain the resolution of optical stimulation for visual cortex,
specifically the L4 in V1. The resolution is hindered by scattering
within the tissue, and the potential solution Utah optrode array is
also introduced. Currently, further advancements in the applica-
tion of optical visual cortical prostheses are still pending, as the
challenges of severe scattering within tissues and the elucidation
of biological visual signal mechanisms need to be addressed.

REFERENCES

[1] J. Cehajic-Kapetanovic, M. S. Singh, E. Zrenner, and R. E. MacLaren,
“Bioengineering strategies for restoring vision,” Nature Biomed. Eng.,
vol. 7, no. 4, pp. 387–404, 2023.

[2] G. M. Acland et al., “Gene therapy restores vision in a canine model of
childhood blindness,” Nature Genet., vol. 28, no. 1, pp. 92–95, 2001.

[3] J. W. B. Bainbridge et al., “Effect of gene therapy on visual function in
Leber’s congenital amaurosis,” New England J. Med., vol. 358, no. 21,
pp. 2231–2239, 2008.

[4] D. A. Lamba, J. Gust, and T. A. Reh, “Transplantation of human embryonic
stem cell-derived photoreceptors restores some visual function in Crx-
deficient mice,” Cell Stem Cell, vol. 4, no. 1, pp. 73–79, 2009.

[5] M. S. Singh and R. E. MacLaren, “Stem cells as a therapeutic tool for the
blind: Biology and future prospects,” Proc. Roy. Soc. B: Biol. Sci., vol. 278,
no. 1721, pp. 3009–3016, 2011.

[6] J. Ribeiro et al., “Restoration of visual function in advanced disease
after transplantation of purified human pluripotent stem cell-derived cone
photoreceptors,” Cell Rep., vol. 35, no. 3, 2021, Art. no. 109022.

Authorized licensed use limited to: Tsinghua University. Downloaded on February 11,2024 at 06:07:20 UTC from IEEE Xplore.  Restrictions apply. 



7200308 IEEE JOURNAL OF SELECTED TOPICS IN QUANTUM ELECTRONICS, VOL. 30, NO. 3, MAY/JUNE 2024

[7] J. D. Steinmetz et al., “Causes of blindness and vision impairment in 2020
and trends over 30 years, and prevalence of avoidable blindness in relation
to VISION 2020: The Right to Sight: An analysis for the Global Burden of
Disease Study,” Lancet Glob. Health, vol. 9, no. 2, pp. e144–e160, 2021.

[8] K. Y. Wu, M. Mina, J.-Y. Sahyoun, A. Kalevar, and S. D. Tran, “Retinal
prostheses: Engineering and clinical perspectives for vision restoration,”
Sensors, vol. 23, no. 13, 2023, Art. no. 5782.

[9] Y. H.-L. Luo and L. da Cruz, “The Argus II Retinal prosthesis System,”
Prog. Retinal Eye Res., vol. 50, pp. 89–107, 2016.

[10] E. Zrenner et al., “Subretinal electronic chips allow blind patients to read
letters and combine them to words,” Proc. Roy. Soc. B: Biol. Sci., vol. 278,
no. 1711, pp. 1489–1497, 2010.

[11] J. Tang et al., “Nanowire arrays restore vision in blind mice,” Nature
Commun., vol. 9, no. 1, 2018, Art. no. 786.

[12] D. Palanker, Y. L. Mer, S. Mohand-Said, M. Muqit, and J. A. Sahel,
“Photovoltaic restoration of central vision in atrophic age-related macular
degeneration,” Ophthalmology, vol. 127, no. 8, pp. 1097–1104, 2020.

[13] F. Zhang et al., “Multimodal fast optical interrogation of neural circuitry,”
Nature, vol. 446, no. 7136, pp. 633–639, 2007.

[14] S. N. Obaid et al., “Flexible electro-optical arrays for simultaneous multi-
site colocalized spatiotemporal cardiac mapping and modulation,” Adv.
Opt. Mater., vol. 10, no. 23, 2022, Art. no. 2201331.

[15] E. K. Knudsen et al., “A thin-film optogenetic visual prosthesis,” 2023,
bioRxiv:2023.01.31.526482.

[16] A. Soltan et al., “A head mounted device stimulator for optogenetic retinal
prosthesis,” J. Neural Eng., vol. 15, no. 6, 2018, Art. no. 065002.

[17] X. Chen, F. Wang, E. Fernandez, and P. R. Roelfsema, “Shape percep-
tion via a high-channel-count neuroprosthesis in monkey visual cortex,”
Science, vol. 370, no. 6521, pp. 1191–1196, 2020.

[18] S. Niketeghad and N. Pouratian, “Brain machine interfaces for vision
restoration: The current State of cortical visual prosthetics,” Neurother-
apeutics, vol. 16, no. 1, pp. 134–143, 2019.

[19] P. R. Troyk, “The Intracortical Visual Prosthesis Project,” in Artificial
Vision: A Clinical Guide, V. P. Gabel Ed. Cham, Switzerland: Springer,
2017, pp. 203–214.

[20] E. Fernández and R. A. Normann, “CORTIVIS approach for an intracor-
tical visual prostheses,” in Artificial Vision: A Clinical Guide, V. P. Gabel
Ed. Cham, Switzerland: Springer, 2017, pp. 191–201.

[21] A. Szelényi, B. Joksimovic, and V. Seifert, “Intraoperative risk of seizures
associated with transient direct cortical stimulation in patients with symp-
tomatic epilepsy,” J. Clin. Neurophysiol., vol. 24, no. 1, pp. 39–43, 2007.

[22] J. P. Lefaucheur, “Methods of therapeutic cortical stimulation,” Neuro-
physiologie Clinique/Clin. Neurophysiol., vol. 39, no. 1, pp. 1–14, 2009.

[23] R. Rajalingham et al., “Chronically implantable LED arrays for behavioral
optogenetics in primates,” Nature Methods, vol. 18, no. 9, pp. 1112–1116,
2021.

[24] W. Sun, Z. Tan, B. D. Mensh, and N. Ji, “Thalamus provides layer 4 of
primary visual cortex with orientation- and direction-tuned inputs,” Nature
Neurosci., vol. 19, no. 2, pp. 308–315, 2016.

[25] R. J. Douglas and K. A. C. Martin, “Neuronal circuits of the neocortex,”
Annu. Rev. Neurosci., vol. 27, no. 1, pp. 419–451, 2004.

[26] E. G. Jones, “Microcolumns in the cerebral cortex,” Proc. Nat. Acad. Sci.,
vol. 97, no. 10, pp. 5019–5021, 2000.

[27] L. Li et al., “Transfer-printed, tandem microscale light-emitting diodes
for full-color displays,” Proc. Nat. Acad. Sci., vol. 118, no. 18, 2021,
Art. no. e2023436118.

[28] X. Cai et al., “A dual-channel optogenetic stimulator selectively mod-
ulates distinct defensive behaviors,” iScience, vol. 25, no. 1, 2022,
Art. no. 103681.

[29] S. C. Gebhart, W. C. Lin, and A. Mahadevan-Jansen, “In vitro determi-
nation of normal and neoplastic human brain tissue optical properties
using inverse adding-doubling,” Phys. Med. Biol., vol. 51, no. 8, 2006,
Art. no. 2011.

[30] S. Alaa, N. L. Ekaterina, and V. T. Valery, “Measurement of the refractive
index of the gray matter of the cow’s brain at wavelengths of 480-1550
nm when exposed to different temperatures,” Proc. SPIE, vol. 12192, pp.
221–235, 2022.

[31] N. B. Alexey et al., “In-vitro study of control of human dura mater
optical properties by acting of osmotical liquids,” Proc. SPIE, vol. 4162,
pp. 182–188, 2000.

[32] A. N. Bashkatov et al., “Glucose and mannitol diffusion in human dura
mater,” Biophysical J., vol. 85, no. 5, pp. 3310–3318, 2003.

[33] R. Nazempour, C. Liu, Y. Chen, C. Ma, and X. Sheng, “Performance
evaluation of an implantable sensor for deep brain imaging: An analytical
investigation,” Opt. Mater. Exp., vol. 9, no. 9, pp. 3729–3737, 2019.

[34] L. V. Wang and H.-I. Wu, Biomedical Optics: Principles and Imaging.
Hoboken, NJ, USA: Wiley, 2012.

[35] N. C. Klapoetke et al., “Independent optical excitation of distinct neural
populations,” Nature Methods, vol. 11, no. 3, pp. 338–346, 2014.

[36] M. Prigge et al., “Color-tuned channelrhodopsins for multiwavelength
optogenetics,” J. Biol. Chem., vol. 287, pp. 31804–31812, 2012.

[37] E.-L. Hsiang et al., “Improving the power efficiency of micro-LED displays
with optimized LED chip sizes,” Crystals, vol. 10, 2020, Art. no. 494.

[38] E. C. Bush and J. M. Allman, “Three-dimensional structure and evolution
of primate primary visual cortex,” Anat. Rec. Part A: Discoveries Mol.,
Cellular, Evol. Biol., vol. 281A, no. 1, pp. 1088–1094, 2004.

[39] A. Cowey and E. T. Rolls, “Human cortical magnification factor and its
relation to visual acuity,” Exp. Brain Res., vol. 21, no. 5, pp. 447–454,
1974.

[40] A. M. Clark et al., “An optrode array for spatiotemporally precise large-
scale optogenetic stimulation of deep cortical layers in non-human pri-
mates,” 2022, bioRxiv:2022.02.09.479779.

Junyu Chen received the B.Eng. degree in 2022 from the Department of Elec-
tronic Engineering, Tsinghua University, Beijing, China, where he is currently
working toward the Ph.D. degree.

He Ding received the Ph.D. degree from Ecole Centrale de Lyon, France, in
2016, and the Postdoctoral studies from Tsinghua University, Beijing, China,
from 2016 to 2018.

He is currently an Assistant Professor with the School of Optics and Photonics,
Beijing Institute of Technology, Beijing.

Ya-tang Li received the Ph.D. degree from the University of Southern California,
Los Angeles, CA, USA. He completed the postdoctoral training from the
California Institute of Technology, Pasadena, CA, USA.

He is currently an Assistant Investigator with the Chinese Institute for Brain
Research, Beijing, China.

Xing Sheng received the B.Eng. degree from Tsinghua University, Beijing,
China, in 2007, and the Ph.D. degree from the Massachusetts Institute of Tech-
nology, Cambridge, MA, USA, in 2012. He is currently an endowed Associate
Professor with the Department of Electronic Engineering, Tsinghua University.

Authorized licensed use limited to: Tsinghua University. Downloaded on February 11,2024 at 06:07:20 UTC from IEEE Xplore.  Restrictions apply. 



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 0
  /ParseDSCComments false
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness true
  /PreserveHalftoneInfo true
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
    /Algerian
    /Arial-Black
    /Arial-BlackItalic
    /Arial-BoldItalicMT
    /Arial-BoldMT
    /Arial-ItalicMT
    /ArialMT
    /ArialNarrow
    /ArialNarrow-Bold
    /ArialNarrow-BoldItalic
    /ArialNarrow-Italic
    /ArialUnicodeMS
    /BaskOldFace
    /Batang
    /Bauhaus93
    /BellMT
    /BellMTBold
    /BellMTItalic
    /BerlinSansFB-Bold
    /BerlinSansFBDemi-Bold
    /BerlinSansFB-Reg
    /BernardMT-Condensed
    /BodoniMTPosterCompressed
    /BookAntiqua
    /BookAntiqua-Bold
    /BookAntiqua-BoldItalic
    /BookAntiqua-Italic
    /BookmanOldStyle
    /BookmanOldStyle-Bold
    /BookmanOldStyle-BoldItalic
    /BookmanOldStyle-Italic
    /BookshelfSymbolSeven
    /BritannicBold
    /Broadway
    /BrushScriptMT
    /CalifornianFB-Bold
    /CalifornianFB-Italic
    /CalifornianFB-Reg
    /Centaur
    /Century
    /CenturyGothic
    /CenturyGothic-Bold
    /CenturyGothic-BoldItalic
    /CenturyGothic-Italic
    /CenturySchoolbook
    /CenturySchoolbook-Bold
    /CenturySchoolbook-BoldItalic
    /CenturySchoolbook-Italic
    /Chiller-Regular
    /ColonnaMT
    /ComicSansMS
    /ComicSansMS-Bold
    /CooperBlack
    /CourierNewPS-BoldItalicMT
    /CourierNewPS-BoldMT
    /CourierNewPS-ItalicMT
    /CourierNewPSMT
    /EstrangeloEdessa
    /FootlightMTLight
    /FreestyleScript-Regular
    /Garamond
    /Garamond-Bold
    /Garamond-Italic
    /Georgia
    /Georgia-Bold
    /Georgia-BoldItalic
    /Georgia-Italic
    /Haettenschweiler
    /HarlowSolid
    /Harrington
    /HighTowerText-Italic
    /HighTowerText-Reg
    /Impact
    /InformalRoman-Regular
    /Jokerman-Regular
    /JuiceITC-Regular
    /KristenITC-Regular
    /KuenstlerScript-Black
    /KuenstlerScript-Medium
    /KuenstlerScript-TwoBold
    /KunstlerScript
    /LatinWide
    /LetterGothicMT
    /LetterGothicMT-Bold
    /LetterGothicMT-BoldOblique
    /LetterGothicMT-Oblique
    /LucidaBright
    /LucidaBright-Demi
    /LucidaBright-DemiItalic
    /LucidaBright-Italic
    /LucidaCalligraphy-Italic
    /LucidaConsole
    /LucidaFax
    /LucidaFax-Demi
    /LucidaFax-DemiItalic
    /LucidaFax-Italic
    /LucidaHandwriting-Italic
    /LucidaSansUnicode
    /Magneto-Bold
    /MaturaMTScriptCapitals
    /MediciScriptLTStd
    /MicrosoftSansSerif
    /Mistral
    /Modern-Regular
    /MonotypeCorsiva
    /MS-Mincho
    /MSReferenceSansSerif
    /MSReferenceSpecialty
    /NiagaraEngraved-Reg
    /NiagaraSolid-Reg
    /NuptialScript
    /OldEnglishTextMT
    /Onyx
    /PalatinoLinotype-Bold
    /PalatinoLinotype-BoldItalic
    /PalatinoLinotype-Italic
    /PalatinoLinotype-Roman
    /Parchment-Regular
    /Playbill
    /PMingLiU
    /PoorRichard-Regular
    /Ravie
    /ShowcardGothic-Reg
    /SimSun
    /SnapITC-Regular
    /Stencil
    /SymbolMT
    /Tahoma
    /Tahoma-Bold
    /TempusSansITC
    /TimesNewRomanMT-ExtraBold
    /TimesNewRomanMTStd
    /TimesNewRomanMTStd-Bold
    /TimesNewRomanMTStd-BoldCond
    /TimesNewRomanMTStd-BoldIt
    /TimesNewRomanMTStd-Cond
    /TimesNewRomanMTStd-CondIt
    /TimesNewRomanMTStd-Italic
    /TimesNewRomanPS-BoldItalicMT
    /TimesNewRomanPS-BoldMT
    /TimesNewRomanPS-ItalicMT
    /TimesNewRomanPSMT
    /Times-Roman
    /Trebuchet-BoldItalic
    /TrebuchetMS
    /TrebuchetMS-Bold
    /TrebuchetMS-Italic
    /Verdana
    /Verdana-Bold
    /Verdana-BoldItalic
    /Verdana-Italic
    /VinerHandITC
    /Vivaldii
    /VladimirScript
    /Webdings
    /Wingdings2
    /Wingdings3
    /Wingdings-Regular
    /ZapfChanceryStd-Demi
    /ZWAdobeF
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 900
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.00111
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 1200
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.00083
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.00063
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create PDFs that match the "Suggested"  settings for PDF Specification 4.0)
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


