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Abstract: Background: Although the tissues comprising the ocular conventional outflow pathway
have shown strong viscoelastic mechanical response to aqueous humor pressure dynamics, the

viscoelastic mechanical properties of the trabecular meshwork (TM), juxtacanalicular connective

check for

updates tissue (JCT), and Schlemm’s canal (SC) inner wall are largely unknown. Methods: A quadrant of the

Citation: Karimi, A.; Razaghi, R ; anterior segment from two human donor eyes at low- and high-flow (LF and HF) outflow regions was

Padilla. S.: Rahmati. S.M.: Downs pressurized and imaged using optical coherence tomography (OCT). A finite element (FE) model of

J.C.; Acott, TS.; Kelley, M.J.; Wang, the TM, the adjacent JCT, and the SC inner wall was constructed and viscoelastic beam elements were
RK.; Johnstone, M. Viscoelastic distributed in the extracellular matrix (ECM) of the TM and JCT to represent anisotropic collagen. An
Biomechanical Properties of the inverse FE-optimization algorithm was used to calculate the viscoelastic properties of the ECM/beam
Conventional Aqueous Outflow elements such that the TM/JCT/SC model and OCT imaging data best matched over time. Results:
Pathway Tissues in Healthy and The ECM of the glaucoma tissues showed significantly larger time-dependent shear moduli compared
Glaucoma Human Eyes. J. Clin. Med. - t0 the heathy tissues. Significantly larger shear moduli were also observed in the LF regions of both
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the healthy and glaucoma eyes compared to the HF regions. Conclusions: The outflow tissues in both
glaucoma eyes and HF regions are stiffer and less able to respond to dynamic IOP.
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published maps and instifutional affil- Intraocular pressure (IOP) requires maintaining a time-averaged balance between

the aqueous humor production and drainage via the trabecular meshwork (TM), juxta-
canalicular connective tissue (JCT), and inner wall endothelium of Schlemm’s canal (SC)
of the conventional outflow pathway [1-4]. Dysregulation in the balance between the
aqueous humor inflow and outflow can result in an IOP elevation that is associated with
primary open-angle glaucoma (POAG) [5-12]. The TM beams consist of highly organized
This article is an open access article ~ dense collagen fibers, while the JCT contains a loosely arrayed extracellular matrix (ECM)
distributed under the terms and  containing collagen fibrils. The aqueous humor drains to the SC lumen and eventually
conditions of the Creative Commons ~ {lows circumferentially to the collector channels leading to the aqueous and episcleral
Attribution (CC BY) license (https://  veins [13—18].
creativecommons.org/licenses/by/ The ECM in the JCT has been believed to act as a passive filter providing physical
40/). resistance to the aqueous humor across the TM. Recently, it has been shown that the TM

iations.

Copyright: © 2022 by the authors.
Licensee MDPI, Basel, Switzerland.

J. Clin. Med. 2022, 11, 6049. https://doi.org/10.3390/jcm11206049 https:/ /www.mdpi.com/journal /jem


https://doi.org/10.3390/jcm11206049
https://doi.org/10.3390/jcm11206049
https://creativecommons.org/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://www.mdpi.com/journal/jcm
https://www.mdpi.com
https://orcid.org/0000-0001-9881-611X
https://orcid.org/0000-0002-9563-7535
https://orcid.org/0000-0002-9555-2419
https://orcid.org/0000-0003-2136-2433
https://doi.org/10.3390/jcm11206049
https://www.mdpi.com/journal/jcm
https://www.mdpi.com/article/10.3390/jcm11206049?type=check_update&version=1

J. Clin. Med. 2022, 11, 6049

2 0of 29

mechanical properties play a major role in the resultant outflow resistance across the outflow
pathway [19-23]. A major regulatory site of aqueous humor drainage in the conventional
outflow pathway resides within the ECM of the JCT and the immediate vicinity of the SC
inner wall [24-29]. It is suggested that the TM acts as a biomechanical pump that generates
pulsatile flow [14,30-32]. Several studies have also shown that the aqueous outflow from
the SC is pulsatile and synchronized with IOP dynamic [14,30,33-35].

IOP transients unable to transfer pressure gradients directly from the anterior chamber
to the SC due to the complex, labyrinthine structure of the TM. However, the pulsatile flow
in the SC may occur because of the TM movement in response to the cardiac pulse [36].
Transient IOP fluctuations [12,32,37-42] also cause a dynamic mechanical environment in
the outflow pathway that actively affects the geometry and cellular mechanotransduction
of the outflow tissues [43-45]. Active outflow resistance regulation in the conventional
outflow pathway results in a dynamic outflow pressure gradient across the outflow tis-
sues [9,46,47] that significantly contributes to the IOP homeostasis [17,48,49]. The TM me-
chanically responds to IOP dynamic by geometrical alterations due to an active, two-way,
fluid-structure interaction (FSI) coupling between the outflow tissues and aqueous hu-
mor [28,50]. Thus, TM/JCT/SC complex motion and its resulting mechanisms of aqueous
outflow resistance [51,52] largely depend on the biomechanical properties of the outflow tis-
sues [36,53-57]. The TM motion has shown a strong correlation with IOP fluctuation [51,52]
with ocular pulse amplitude [51] and velocity. Li [36] perfused nonhuman primate eyes
(Macaca nemestrina) at a constant ocular pulse amplitude and measured the TM motion
using phase-sensitive optical coherence tomography (PhS-OCT). They found a significant
correlation between the TM displacement and the IOP load rate. Vranka [58] also found
different elastic moduli for the TM in physiologic and elevated perfusion pressures using
atomic force microscopy (AFM). These studies [36,58] provide evidence that the mechan-
ical response of the TM is load-rate dependent (viscoelastic). Vranka also showed that
the outflow is segmental with low-flow (LF) and high-flow (HF) regions and there are
biomechanical and protein level differences between LF and HF segmental regions of the
T™ [58].

To date, experimental [54,59,60] and numerical [60,61] TM biomechanical studies
have all been limited to the isotropic elastic and hyperelastic mechanical properties of the
TM, while it is known that soft biological tissues [62—-67], especially the TM [36,58], are
anisotropic and viscoelastic. In our prior study, we calculated the viscoelastic mechanical
properties of the TM/JCT/SC complex with embedded elastic cable elements [68] using
an inverse finite element (FE) method coupled with an optimization algorithm and high
resolution optical coherence tomography (HR-OCT) imaging data [69]. We showed that the
viscoelastic material model had an advantage in addressing the time-dependent mechanical
response of the outflow tissues compared to the elastic material model. However, the
TM, JCT, and SC inner wall in our prior study were modeled with the same mechanical
properties, while their anatomic features and pressure-dependent responses indicate that
they have different mechanical properties [58,59]. In addition, elastic cable elements were
used to address the anisotropic mechanical properties of the outflow tissues imparted by
collagen fibrils, but it has been shown that the mechanical properties of collagen fibrils are
also time-dependent [70,71]. Viscoelasticity is the time-dependent anelastic behavior of
material causing a delayed response to a stimulus, thus resulting in a loss of energy inside
the material. Viscoelastic behavior normally occurs at different time scales [72]. A typical
load case scenario in the outflow pathway due to dynamic IOP is most likely < 1 sec [41].
Viscoelasticity also strongly influences the magnitude and frequency of the mechanical
loads on cells resident in the tissue. The load establishes the internal strain and morphology
that determine responses to the cells’ biomechanical signals from their environment [73,74].
Viscoelastic material models have included the rate of the IOP load in the bulk assessment
of stresses and strains in the outflow tissues [75-78]. However, we are unaware of any
studies that have reported the component viscoelastic properties of the TM, JCT, and SC
inner wall.
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Our study aimed to characterize the TM, JCT, and SC inner wall viscoelastic properties
by using an inverse FE method to best match TM/JCT/SC and high-resolution OCT
measurements over time. The results of this study may contribute to finding a correlation
between the ex vivo and time-varying in vivo stimuli [69,79-81] that can be used to design
and fabricate ex vivo 3D cultures. The study may establish a physiologically relevant
environment to study IOP regulation mechanisms. An optimized environment may allow
us a more effective development of new generations of glaucoma devices and medications
focusing on IOP regulation.

2. Materials and Methods
2.1. Human Donor Eyes, Organ Culture Prep, HR-OCT Imaging, and Pressure Validation

Two healthy and two glaucoma human eyes (European descent), ages 54 and 89, were
obtained within 72 h postmortem from the Oregon VisionGift eye bank (Portland, OR,
USA), and anterior segments were perfused under organ culture conditions [79] to measure
the outflow facility and identify LF and HF regions in the TM [61]. Eye tissue procurement
followed the principles of the Declaration of Helsinki. The experimental descriptions are
explained in our prior publication [69]. Details on the glaucoma or normal donors included
age, race, gender, and postmortem time from death to stationary culture in Portland, but
not detailed ophthalmologist’s records.

The anterior segment LF and HF wedges were dissected, placed interior up, and the
SC cannulated as schematically shown in Figure 1 and explained in our prior publica-
tions [61,69]. Briefly, a quadrant of the anterior segment, including the cornea, limbal region
with TM, SC, and ~5 mm of the sclera, was placed in a Petri dish and held in place with pins.
The inner TM surface faced upward, and the entire quadrant was submerged in a saline
bath (Figure 1) [61,69,80]. The saline bath also helped to eradicate surface interface motion
artifacts due to experimentally induced dynamic TM motion [61]. A cannula was inserted
into one end of SC with the help of a dissecting microscope and a micromanipulator device
while the other end remained open. The micromanipulator ensured that the tip of the
cannula maintained a tight contact with the interior walls of the SC lumen. The other
end of the cannula was connected to a saline reservoir. The pressure in the SC lumen was
controlled by changing the height of the reservoirs resulting in an oscillating pulsatile load
boundary (Figure 1).

Reservoir 2

Reservoir 1

Figure 1. Schematic overview of experimental setup, including the HR-OCT system, two reservoirs
used for controlling pressure in SC. HR-OCT B-scan images were acquired continuously through the
TM, JCT and SC at 30 Hz, resulting in very high resolution images from which TM/JCT/SC complex
motion can be determined in real time [61,69].

To capture a high-resolution dynamic movement of the TM/JCT/SC complex, the HR-
OCT imaging probe was adjusted to face the TM (Figure 1). While the reservoir pressures
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were varied from 0 to 30 mmHg, a series of cross-sectional B-scans through the TM/JCT/SC
complex were captured at multiple locations [61]. The spacing between two adjacent B-
scans was ~10 um. The OCT image of the TM/JCT/SC complex with the SC pressure of 0
and 30 mmHg, as well as a representative structural scanning electron microscopy (SEM)
image from a limbal region, are shown in Figure 2.

Conjunctiva (c) SEM of the Aqueous Outflow Pathway

AV A AVC

Sclera Cornea

Figure 2. OCT images of the TM at the SC pressures of (a) 0 and (b) 30 mmHg. (c) Pathway of
Aqueous Humor: Scanning electron microscopy of aqueous outflow pathway from the anterior
chamber (AC) through the trabecular meshwork (TM) to Schlemm’s canal (outlined in blue). White
arrows denote further aqueous passage through a circumferential deep intrascleral plexus (CDSP).
Aqueous then flows through intrascleral collector channels (ISCC) to the episcleral and conjunctival
aqueous veins, finally entering the systemic episcleral vein system. A collector channel (CC) entrance
leads to a pathway between two hinged collagen flaps or leaflets. SC inlet valvelike structures (*)
attach between SC inner wall and the hinged collagen flap (HCF). If the TM moves, the HCF must also
move because each attaches to the SIV attachment structures. AV-E, aqueous veins in the episcleral;
AV-C, aqueous veins in the conjunctiva; CB, ciliary body. Macaca nemestrina primate eye. From:
Johnstone M. Intraocular pressure control through linked trabecular meshwork and collector channel
motion. Glaucoma Research and Clinical Advances. Amsterdam: Kugler; 2016; pp. 41-85.

The nominal pressure in the SC pressurization system oscillates from 0 to 30 mmHg,
but the actual pressure in the SC may not be equivalent to that of the nominal pressure. In
our pressurization system, only one end of the SC is cannulated while the other remains
open, hence the pressure in SC is unknown. One may argue that significant aqueous will
flow into collector channels or exit from the other end of the SC when we elevate the
pressure from 0 to 30 mmHg. In addition, the cannula and the tubes may have their own
flow resistance that would affect the pressure of the flow before leaving the cannula, as
these flow resistance parameters have been fully calculated in our recent publication [61].
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(f) 3D reconstruction of the Schlemm's canal with the cannula

To address this concern, we cannulated and performed high-resolution OCT of SC to
measure the resultant radial expansion in the SC at the reservoir pressure of 30 mmHg. The
radial expansion was accomplished using a tissue wedge pinned to paraffin at the base of
a Petri dish. Viscoelastic was injected into one end of the canal while the other remained
open. The viscoelastic was Healon® GV Pro, Johnson & Johnson Vision, New Brunswick,
NJ, with a viscosity of 2000 Pa.s. The viscoelastic was gently and smoothly perfused into
the SC using a specially designed cannula for SC pressurization. Injection steps are shown
in Figure 3a—e. The viscoelastic was infused into the SC until it started to flow back around
the cannula at the cannulation site (Figure 3d,e).

Pl

Section #1 Section #4

160 pm
—

(g) Cross-sections of Schlemm’s canal at different distances from the cannula
Section #1 Section #2 Section #3 Section #4

o

Figure 3. (a) A quadrant of the anterior segment was pinned in a Petri dish. (b) The SC was
cannulated and (c,d) the viscoelastic was injected into the SC. (e) Once the viscoelastic is started to
flow back from the SC lumen we removed the cannula. (f) The 3D reconstruction of the SC with
the cannula after viscoelastic injection. (g) Cross-sections of the SC at different distances from the
cannula. The distance between each cross section is ~200 um.
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A series of cross-sectional B-scans through the TM/JCT/SC complex was captured
within 800 pm from the cannula while maintaining a reservoir-dependent pressure of
30 mmHg. The SC and the cannula were segmented and reconstructed using a free, open-
source, and multi-platform 3D Slicer image computing software [81] as shown in Figure 3f.
Four different cross-sections were selected. A Matlab code was used to calculate the
center point of the SC lumen and the average diameter of a best-fit circle to the SC inner
lumen as described in our prior publications [68,82,83] and shown in Figure 3g. The goal
was to see how far from the cannula the HR-OCT imaging results in a relatively similar
radial expansion (<5%) in the SC lumen. Our calculations assume that the SC lumen has
homogenous material properties, so the mechanical properties of the SC walls throughout
the lumen are the same.

2.2. Mesh-Free, Beam-in-Solid Coupling Algorithm

Our recently developed mesh-free, penalty-based, cable-in-solid coupling algorithm
can simulate the anisotropic mechanical behavior of linear elastic or nonlinear hyperelastic
collagenous tissues [68]. However, it is known that both the ECM and collagen fibrils are
viscoelastic [84,85], so our previous approach cannot model the viscoelastic mechanical
behavior of the ECM with embedded collagen fibrils. The Hughes-Liu beam element for-
mulation [86] was therefore programmed based on the beam theory available in LS-DYNA
(Ansys/LS-DYNA, Canonsburg, PA, USA) [87]. The approach permitted incorporating
viscoelasticity into a beam formulation. The Hughes-Liu beam theory is incrementally
objective, so rigid body rotations do not generate strains in the beams. Since the beam
formulation is based on the degenerated hexahedral elements, it works well with both the
8-noded and 20-noded hexahedral elements. This element formulation includes finite trans-
verse shear strains, so it computationally requires less effort to retain the strain component
compared to those for the assumption of no transverse shear strain.

The Hughes-Liu beam element is based on a degenerated isoparametric 8-noded solid
element proposed by Ahmad et al. [88]. The solid element isoparametric mapping of the
biunit cube is as follows:

x(&1,0) = Na(&1,0)xa "
Na(&,7,0) = (1+&¢)( +8;7a;7)(1 +2a0) o

where x is an arbitrary point in the element, (¢, 7, {) are the parametric coordinates, x, are
the global nodal coordinates of node a, and N, are the element shape functions evaluated
asnodea, e.g., (a, 7a, Ca) are (¢, 7,() evaluated at node a.

In the beam geometry, { determines the location along the axis of the beam and the
coordinate pair (#,{) defines a point on the cross section. To degenerate the 8-noded
brick geometry into the 2-noded beam geometry, the four nodesat{ = —l and at ¢ = +1
are combined into a single node with three translational and three rotational degrees-of-
freedom. Orthogonal and inextensible nodal beam elements are defined at each node for
treating the rotational degrees of freedom. Schematics of the biunit cube and the beam
element are shown in Figure 4a.

x(8,1,8) = x(8) + X(,1,0) = X(8) + X¢ (8, 8) + Xy (1) ®)

where X denotes a position vector to a point on the reference axis of the beam, and X;
and X;, are positions vectors at point X on the axis that define the beam element directions
through that point.

x(8) = Na(&)xa )
Xy (8,1) = Na(&)Xya(1) ©)
Xz(6,8) = Na(8)Xza(2) (6)

~—  ~—
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(a) Hughes-Liu Beam Element (b) Deformed Configuration of Displacement and Position Vectors

Biunit Cube

T
] Beam Element

Nodal Fibers

Top Surface 7}

+1

Nl

= o —_
Bottom Surface ZE

Reference Axis in
Undeformed Geometry

TN,

Deformed Configuration \
Reference Surface N

Figure 4. (a) Hughes-Liu Beam Element. (b) Deformed configuration of displacement and position
vectors (LS-DYNA user manual: Open Access, Copyright is not required).

With this description, arbitrary points on the reference line ¥ are interpolated by
the one-dimensional shape function N(&) operating on the global position of the two
beam nodes that define the reference axis, e.g., X,;. Points off the reference axis are further
interpolated by using a one-dimensional shape function along the beam element directions,
e.g., Xya(n) and Xz, (Z) where [89]:

XW(U) = Zn(’?)XW (7)
Z’](U) = N+(77)Zi—7~_a +Nf(’7)277a ®)
Ny = L0 ©)

N () = 10 (10)
Xeal0) = 2(0) Rea a1

2(¢) = N+ (8)zf, + N-(0)z, (12)
N (@) = 118 13)

N (g =10 (14)

where z;({) and z;(77) are thickness functions.

Four position vectors are used in the Hughes-Liu beam formulation plus ¢, to locate
the reference axis and define the initial beam element directions. Consider the two position
vectors le and x;, located on the top and bottom surfaces, respectively, at node a. Then,

Xzq = %(1 —Q)xg, + (1+0)xf, (15)
+ _ —
R0 = (k) (16)

~ g, —xal
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2= 3 (1=l = x5 17
(a5 NXza = Xza
_ 1 = _
2z, = —§(1+§).\|xga—x§a\| (18)
_ 1 = _ =
X17a = 5(1—§)x,7a+(1+g)x,‘7’; (19)
X = xp,
A na na
Xqu = (+_> (20)
er]a - xnuH
1 _ _
ZrJ]ra = 5(1_77)'||x1;ra_x;7a” (21)
1 _ _
Z;;u = _§(1+77)'“x;u _x;yuH (22)
where [|.]] is the Euclidean norm. The reference surface may be located at the midsurface

y

of the beam or offset at the outer surfaces. This capability is useful in several practical
situations involving contact surfaces and connection of beam elements to solid ECM. The
reference surfaces are located within the beam element by specifying the value of the
parameters 7 and { (Figure 4a). When these parameters take on the values —1 or +1, the
reference axis is located on the outer surfaces of the beam. If they are set to zero, the
reference axis is at the center [89].

u(@,n,¢) =u(g) + UG, n,¢) =u(l)+ U (Z,8) + Uy(Z,m) (23)
(&) = Na(§)ta (24)

Uy (8, 1) = Na(&)Uya(n) (25)

Uz (¢, ¢) = Na(&)Uza(G) (26)

Uya(17) = 2zya(17) Upa (27)

U (
Uga(g) = Zéa(gﬂjga (28)
where u is the displacement of a generic point, # is the displacement of a point on the
reference surface, and U is the ‘beam element displacement’ rotations. The motion of the
beam elements can be interpreted as either displacements or rotations as will be discussed.
To describe the current deformed configuration with respect to the reference configuration
as schematically is shown in Figure 4b and written as follows:

YHYy=X+uy, =% +UY = X+ UY, = Xg + Us Yy = Xya + Uya Y7o = Xz + Uza (29)

where x refers to the reference configuration, y to the deformed configuration, and u are
the displacements. The notations with (=) indicates the reference surface quantities, as
superior caret (7) indicates the unit vector quantities, lower case letter for the deformed
displacements, and upper case letters for beam element displacements. Thus, to update the
deformed configuration, two vector quantities are needed: the reference surface displace-
ment % and the associated nodal beam element displacement U. The nodal beam element
displacements are defined in the beam element coordinate system.

For a beam element, the displacements of the reference surface % obtained from the
translational equations of motion and the rotational quantities at each node obtained from
the rotational equations of motion. The linearized relationship between the incremental
components AU of the incremental rotations are given by:

AU,y 0 Yz —Yp) (46

AUy p = |~Yy3 0 Y1 [ A6y p = hyA0 (30)
AUys Yo —Yp O Abs
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AUy 0 Yp —Ypl (a4
AL:IQ = —AYQ 0 Yo | A6y p =hyA8 (31)
AU Yoo —Yn O Abs

These equations are used to transform the incremental beam element tip displacements
to rotational increments in the equations of motion. The second-order accurate rotational
update formulation is used to update the beam element vectors [54]:

Vit = R;j(80)Yy; (32)
Y&“ = R;;(00)Y, (33)
Then:

Ay, = Yyt =Yy, (34)

AU, = ngl - Yz, (35)

where ( )
26;i + ASi) ASi
Rij(A8) = &+~ 2Dl - (36)
ASI‘]‘ = eijkAGk (37)
1
2D =2+ (863 + 863 + n62) (38)

Herein, §;; is the Kronecker delta and ¢;j is the permutation tensor.

In addition to the beam element coordinate system, also a local coordinate system is
required to enforce the zero normal stress conditions transverse to the axis. The orthonormal
basis with two directions é, and é3 normal to the axis of the beam is constructed as follows:

. Y2— 1
1= 7=———7 (39)
172 — 71l
?,71 + ?,72
||er1 + Y112||

From the vector cross product of these local tangents.

by = (40)

63 =861 X é (41)
Additionally, to complete this orthonormal basis, the vector

~ a

2 =83 X é (42)

is defined. This coordinate system rigidly rotates with the deformations of the element.
The transformation of vectors from the global to the local coordinate system now can be
defined in terms of the basis vectors as:

A T
) Ay elx € €3y Ax
A= AAy = ely €2y 63y Ay = [q]{A} (43)
A, €1z €z €3 A

where e;y, ¢y, e;; are the global components of the local coordinate unit vectors, Aisa
vector in the local coordinates, and A is the same vector in the global coordinate system.

The next step is to calculate the incremental strain and spin tensors. These were
calculated from the incremental displacement gradient as follows:

o aAui
ij — a]/j

G (44)
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where Au; are the incremental displacements and y; are the deformed coordinates. The
incremental strain and spin tensors are defined as the symmetric and skew-symmetric
parts, respectively, of G;;:

1

Aejj = 5 (Gij + Gji) (45)
1

Awi]' = 5 (Gz] — G/) (46)

The incremental spin tensor Awj; is used as an approximation to the rotational con-
tribution of the Jaumann rate of the stress tensor; in an implicit implementation [54]. The
Jaumann rate update is approximated as:

gij = 0jj + i Awp; + 0, Awpi 47)

where the superscripts on the stress tensor refer to the updated (n + 1) and reference (n)
configurations. This update of the stress is applied before the constitutive evaluation, and
the stress and strain are stored in the global coordinate system.

To evaluate the constitutive relation, the stress and strain increments are rotated from
the global to the local coordinate system using the transformation defined in Equation (44):

n

‘Tilj = JikCknTik (48)

Aeli = GikDegnin (49)

where the superscript 1 indicates components in the local coordinate system. The stress is
updated incrementally:

n n n+l
01-1]- o 01.1]. + Aal-lj : (50)
and rotated back to the global system:
n+1
‘TZ}H = Qi Tnj (51)

before computing the internal force vector. After the constitutive evaluation is completed,
the fully updated stresses are rotated back to the global coordinate system. These global
stresses are then used to update the internal force vector as follows:

int _ / B odv (52)
where fi" are the internal forces at node a and B, is the strain-displacement matrix in
the global coordinate system associated with the displacements at node 4. The B matrix
relates six global strain components to eighteen incremental displacements, including

three translational displacements per node and the six incremental beam element tip
displacements of Equations (34) and (35). It is easier to partition the B matrix:

B = [ By, Bo] (53)

Each B, submatrix is further partitioned into a portion due to strain and spin with the
following submatrix definitions:

™, 0 0 By 0 0 B, 0 0T
0 B, 0 0 Bs 0 O Bg 0
0 0 By 0 0 Bg 0O 0 By
Ba=1|B, B 0 Bs B, 0 Bs By 0 (54)
0 By B, 0 Bs Bs 0 By Bg
B, 0 B, B 0 By By 0 By

0
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where N
Nyi= ayf fori=1,2,3
B(Nazqa) .
B = { (Nazya) ; 5= —gy 2~ fori=45,6 (55)

(Nazga) ;o = 20) fori—7,8,9
with respect to the strain-displacement relations, the derivative of the shape functions
are taken with respect to the global coordinates. In addition, the B matrix is computed
on the cross-section located at the mid-point of the axis and the resulting B matrix is a
6 x 18 matrix.
The internal force, f, is given by:

fr=Tf" (56)
is assembled into the global right-hand side internal force vector. T is defined as:
I 0
T= 10 h (57)
0 he

where [ is a 3 x 3 identity matrix.
The integration of Equation (52) for the beam element with a tubular cross-section is
performed with one-point integration along the axis and multiple points in the cross-section.
The viscoelastic material model for the beam and solid elements were defined through
a shear relaxation behavior as proposed by Hermann [90]:

G(t) = Goo + (Gp — Go) exp(—pt) (58)

where Gy and G, are the short-time and long-time shear moduli, respectively. The § is the
decay constant.
A Jaumann rate formulation is used as follows:

v t )
g =2 / (Gt =)Dy ()dr (59)

. L \Y% . ¢
where the prime denotes the deviatoric part of the stress rate, py and the strain rate, D;;.
o)

2.3. Trabecular Meshwork Specimen Finite Element Model—Viscoelastic Parameters Calculations

While there is a wide range of elastic moduli for the human TM in the literature
(0.004 to 51.5 MPa [54]), we are not aware of any studies that have reported the viscoelas-
tic mechanical properties of the TM, JCT, and SC inner wall. Thus, we pre-estimated
these properties using an FE model of an experimental TM specimen. The resultant
stresses were compared to the published experimental data on the healthy [91] and
glaucoma [92] human TM tested in tension. The FE model of the TM specimen of
10 mm length x 0.24 mm width x 0.136 mm thickness matches the specimen dimensions
in the experimental study [91,92] as shown in Figure 5a. Beam elements representing
the anisotropic collagen fibrils in the TM tissue were incorporated into the specimen FE
model as described in Section 2.2 and coupled to the ECM using a mesh-free, beam-in-solid
algorithm. The TM specimen FE model was subjected to a uniaxial tensile strain, where the
displacement boundary condition (2% strain) was applied to the FE model to mimic the
uniaxial mechanical testing protocol [91,92]. The Fminsearch-Unconstrained nonlinear min-
imization optimization algorithm was coupled with the LS-DYNA solver to calculate the
viscoelastic parameters for the ECM with embedded viscoelastic beam elements [69,93,94].
Fminsearch started with initial estimations of Gy (short-time shear modulus) = 24.5 MPa,
Goo (long-time shear modulus) = 17.02 MPa, and B (decay constant) = 500 1/s for the ECM
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with embedded beam elements of a healthy human eye [69]. For the glaucoma eyes, the
initial estimations were Gy = 6.90 MPa, Goo = 4.85 MPa, and 8 = 510 1/s for the ECM
with embedded beam elements [69]. The upper and lower parameter boundaries for both
the healthy and glaucoma ECM/beam elements were chosen as 0.10 < Gy < 100 MPa,
0.10 < Geo <100 MPa, and 1 < 8 <1000 1/s, based on the optimized ECM/ cable elements’
mechanical properties reported in our prior publication [69]. The model was run in Matlab
with the cost function of mean squared error [95] that is the sum of the squared differences
between the experimental data [91,92] and optimized value. The resultant stress—strain in
the gauge at the center of the TM specimen FE model (Figure 5a) was calculated and plotted
versus the experimental data [91,92] as presented in Figure 5b. The optimized viscoelastic
properties for the ECM and beam elements in the healthy and glaucoma FE models are
summarized in Table 1.

(a) TM Finite Element Model

10 mm length x 0.24 mm width x 0.136 mm thickness

Displacement
Boundary

’

Fixed Boundary

S

Beam Element Extracellular Matrix with Embedded
Beam Elements

(b) Experimental Data vs Finite Element Model

Stress (MPa)

1.5,

-t
2

Hl Healthy Human TM - Experimental Data by Camras et al., 2012

| <=~ Healthy Human TM - Finite Element Model

Glaucoma Human TM - Experimental Data by Camras

® etal, 2014

] == Glaucoma Human TM - Finite Element Model

---------------------------

Strain

Figure 5. The (a) TM finite element model and (b) the experimental healthy and glaucoma human
data versus the finite element models [91,92].
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Table 1. Viscoelastic parameters for the healthy and glaucoma TM patch FE models. The ECM and
beam elements were modeled as viscoelastic material.

Viscoelastic Parameters Gy (MPa) G (MPa) B (/s)
Healthy Eyes

Extracellular matrix 2498 18.81 500
Beam Element 35.2 20.51 585
Glaucoma Eyes

Extracellular matrix 8.15 4.45 510
Beam Element 45.88 19.58 610

2.4. TM Segmentation and Volume Meshing, TM, JCT, and SC Inner Wall Viscoelastic Parameters,
and Beam Element Distribution

The flow-chart of the HR-OCT imaging, the TM/JCT/SC complex segmentation, nodal
coordinates extraction, and optimization process to calculate the viscoelastic mechanical
properties of the ECM /beam elements is shown in Figure 6.

Optimization Process

Run the *k file in Matlab using LS-
DYNA solver X
!
HR-OCT video to stack of images Read the result files (*nodout) and E
{ calculate the nodal coordinates; £ 5
compare to the experimental HR- g =
Segment the TM/JCT/SC complex boundary OCT data at each frame a g
o E
T ' E :g
Extract the TM/JCT/SC boundary nodes, including X Evaluate Cost Function _é =
and Y coordinates . o2
Calculate sum of distances 8=
¢ for all points a §
Mesh the TM/JCT/SC complex in the first HR-OCT E
Image w
I P e
ermination or

Apply pressure and floating displacement boundary
conditions, and assign material model for finite
element simulations

¥

Define the control nodes, distribute beam elements,
and apply mesh-free, beam-in-solid coupling

convergence test

Optimal viscoelastic properties for the TM, JCT,
and SC inner wall extracellular matrixes and
beam elements in the patch finite element

+ model of healthy and glaucoma eye (Camras et

Pre-tension in the beam elements and pre-stress in al., 2012 & 2014)
the extracellular matrix due to ciliary muscle optimal viscoelastic properties for the TM, JCT,
contraction at an SC lumen pressure of 0 mmHg and SC inner wall extracellular matrixes and the

TM and JCT beam elements

Figure 6. The flow-chart of the inverse finite element and optimization methods [91,92].

The HR-OCT with 30 B-scans/second at an appropriate distance from the cannula
provided a set of dynamic images of the TM/JCT/SC complex as the pressure in the
SC elevates from 0 to 30 mmHg. The TM/JCT/SC complex delineation and volume
meshing are fully explained in our prior publication [69]. Briefly, HR-OCT video data
were converted to a stack of images and delineated [94] under the supervision of an expert
glaucoma specialist (M]) as shown in Figure 7a. The nodal coordinates in the boundaries of
the TM/JCT/SC complex were used to define the floating displacement boundary condition
for the following FE simulations.
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B-scan Image

(@) TM/JCT/SC Complex Boundary in a HR-OCT | (b) FE Volume Mesh of the TM/JCT/SC Complex

Figure 7. The (a) TM/JCT/SC complex boundary in the HR-OCT B-scan Image. (b) Finite element
mesh of the TM/JCT/SC complex. The dynamic motion of defined points in the SC inner wall were
tracked throughout the pressure elevation.

To eliminate the sharp vertices in the FE mesh, the boundaries of the TM/JCT/SC
complex were smoothed in the HR-OCT images as described in our prior publication [69]
using a smoothing spline algorithm [96]:

2. 2
Smoothing Algorith (SA) = p Y w;(y; — s(x))? 4+ (1— p)/ (%) dx (60)
i

where the smoothing spline s is made for the specified smoothing parameter p = 0.999 and
the specified weights wi [69]. The first 2D HR-OCT images were delineated as described
above, extruded to 10-pum thickness, and volume meshed [83] using an 8-noded hexahedral
element type with fully integrated element formulation as shown in Figure 7b.

The FE mesh was separated into the TM, with adjacent JCT and SC inner wall regions
with thicknesses of ~14 um [97] and ~2.2 um [47], respectively, as shown in Figure 8a.
The control points were distributed into the outflow tissues’ solid matrix (surface mesh
*STL) using a custom Matlab program for further beam element distribution [68]. The
distance between the control points of the beam elements was set to 4 um (planar) and 2.5
um (through the thickness), which is restricted by the 10-um thickness of the model. The
beam elements were distributed in an asymmetric fan-shaped configuration parallel to the
external and internal edges of the TM [17,80,98-104] using a custom Matlab program as
shown in Figure 8b. The nodal coordinates (X, Y) in the TM/JCT/SC complex from the
HR-OCT imaging data were calculated and applied to the model as a floating displacement
boundary condition as explained in our prior publications [69,94]. The pressure boundary
was applied in the SC inner wall based on the optimized pressure profile reported in our
prior publication [69]. The solid TM, JCT, and SC inner wall solid matrixes were modeled
as a viscoelastic material using 8-noded hexahedral elements with Galerkin element-free
formulation [105,106].

The term f3 (decay constant) in a stress relaxation function affects the rise and relaxation
mechanical response of a viscoelastic tissue. However, since rising usually happens in a
shorter but the relaxation in a longer time, it is more accurate to calculate the 3 considering
both the rising and relaxation response of a tissue. The available uniaxial tensile test for a
healthy human TM [91] does not include any time-dependent mechanical response of the
tissue. However, Li [36] reported the displacement in the TM as a function of IOP elevation
from 5 to 50 mmHg in nonhuman primates (Macaca nemestrina), so the time-dependent
mechanical response of the tissue is already included in the TM displacement. The 3 was
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calculated from the IOP-TM displacement data, and then it was considered as a constant
parameter for the rising part. To do that, the FE model of the TM/JCT/SC complex was
used and subjected to IOP elevation from 0 to 50 mmHg in 1 s (Figure 9a). The elastic
modulus of the sclera was 2.93 MPa [107] and nearly incompressible (Poisson’s Ratio,
v = 0.495) [108,109]. The Fminsearch-Unconstrained nonlinear minimization optimization
algorithm was coupled with the LS-DYNA solver to calculate the viscoelastic parameters
for the ECM of the TM with embedded beam elements. The initial estimations were
Go =24.98 MPa, Geo = 18.81 MPa, and B = 500 1/s for the ECM (Table 1). In the beam
elements, the initial estimations were Gy = 35.2 MPa, Goo = 20.51 MPa, and =585 1/s
(Table 1). The upper and lower parameter boundaries for the ECM /beam elements were
0.10 < Gg <100 MPa, 0.10 < Goo < 100 MPa, and 1 < 8 < 1000 1/s. Six node sets were
randomly selected in the TM FE model and the average displacement in those nodes were
calculated after each optimization iteration (Figure 9a). The model was run in Matlab
with the cost function of mean squared error between the TM displacement data [36] and
average nodal displacement in the TM FE model. The TM displacement versus the IOP is
plotted in Figure 9b. The optimized viscoelastic parameters for the healthy TM patch FE
model are listed in Table 2.

(a) FE Model of the TM, JCT, and SC Inner Wall (b) FE Model with Embedded Beam Elements
as Separate Layers
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Figure 8. (a) The finite element model of the TM, JCT, and SC inner wall as separate layers. (b) The
finite element model of the TM/JCT/SC complex with embedded beam elements.

Table 2. Viscoelastic parameters for the TM patch FE model. The ECM and beam elements were
modeled as the viscoelastic material. The B was fixed in this cycle of optimization and the time-
dependent shear moduli were optimized.

Viscoelastic Parameters Gy (MPa) G (MPa) B (1/s)

Extracellular matrix 21.19 15.98 109
Beam Element 36.19 19.58 450
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(a) Finite Element Model of the Trabecular Meshwork with
Embedded Beam Elements
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in the Experimental Nonhuman Primate and Finite Element Model
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Figure 9. (a) The finite element model of the TM with embedded beam elements. Six different element
sets were defined in the model and the model was subjected to IOP elevation. (b) TM displacement
versus the IOP in the experimental nonhuman primate [53] and finite element model.

The B for the TM, JCT, SC inner wall, and the beam elements in the TM and JCT
were assumed to be constant and equal to 109 1/s and 450 1/s for the ECM and beam ele-
ments, respectively (Table 2). The initial estimations were then changed to Gy = 24.98 MPa,
Goo =18.81 MPa, and B = 109 1/s for the ECM of the TM, JCT, and SC inner wall
(Tables 1 and 2). In the beam elements, the initial estimations were Gy = 35.2 MPa,
Geo =20.51 MPa, and § = 450 1/s (Tables 1 and 2). The upper and lower parameter
boundaries for the ECM/beam elements were chosen as 0.10 < Gy < 100 MPa and
0.10 < Goo < 100 MPa. The model was run with the cost function of mean squared er-
ror between the SC inner wall nodal coordinates of the HR-OCT experimental data and
optimization data. The optimized viscoelastic properties for the TM, JCT, and SC inner
wall, and beam elements are reported in Tables 3 and 4.
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Table 3. Viscoelastic parameters for the TM, JCT, and SC inner wall FE model in healthy eyes. The

ECM and beam elements were modeled as the viscoelastic material.

Viscoelastic Parameters Gy (MPa) G (MPa) B (/s)
115HF (Male, 54 y, postmortem time = 43 h)

™ 3.85 3.18 109
JCT 1.15 1 109
SC 2.55 1.12 109
TM Beam Element 92.20 58.51 450
JCT Beam Element 65.20 32.51 450
115LF (Male, 54 y, postmortem time = 43 h)

™ 5.10 4.75 109
JCT 3.15 1.49 109
SC 4.55 2.12 109
TM Beam Element 95.26 70.59 450
JCT Beam Element 75.20 39.51 450
116HF (Male, 89 y, postmortem time = 45 h)

™ 3.05 2.26 109
JCT 1.02 0.93 109
SC 2.14 1.95 109
TM Beam Element 85.14 50.15 450
JCT Beam Element 70.16 40.25 450
116LF (Male, 89 y, postmortem time = 45 h)

™ 4.02 2.95 109
JCT 2.35 1.55 109
SC 3.12 2.08 109
TM Beam Element 90.54 55.15 450
JCT Beam Element 75.75 45.19 450

Table 4. Viscoelastic parameters for the healthy TM, JCT, and SC inner wall FE model in glaucoma

eyes. The ECM and beam elements were modeled as the viscoelastic material.

Viscoelastic Parameters Gy (MPa) G (MPa) B (1/s)
125HF (Female, 80 y, postmortem time = 67 h)

™ 12.51 5.15 109
JCT 4.18 2.2 109
SC 6.28 3.18 109
TM Beam Element 205.54 109.41 450
JCT Beam Element 132.12 55.39 450
125LF (Female, 80 y, postmortem time = 67 h)

™ 16.11 7.15 109
JCT 9.05 3.05 109
SC 12.59 4.16 109
TM Beam Element 255.15 152.28 450
JCT Beam Element 129.69 85.98 450
126HF (Female, 80 y, postmortem time = 67 h)

™ 15.14 6.58 109
JCT 4.52 2.05 109
SC 6.38 3.88 109
TM Beam Element 198.25 98.14 450
JCT Beam Element 145.69 68.15 450
126LF (Female, 80 y, postmortem time = 67 h)

™ 18.88 7.19 109
JCT 5.18 3.38 109
SC 7.22 4.97 109
TM Beam Element 215.44 113.34 450
JCT Beam Element 145.65 75.95 450
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2.5. Parameter Uniqueness in Fminsearch-Unconstrained Nonlinear Minimization

While the optimized material parameters (Tables 3 and 4) may not be an absolute
minimum for a non-convex cost function, they are the best “possible” minimum solu-
tion after more than ~100 iterations. Fminsearch-Unconstrained nonlinear minimization
finds the minimum of an unconstrained multivariable function using the derivative-free
method [110]. Fminsearch is a multivariate curve resolution (MCR) method such that
uncertainty in the parameters due to a wide range of initial guesses may invoke non-unique
results [111]. The non-uniqueness problem is an inevitable part of MCR methods. However,
an intelligent selection of data structure and provision of reasonable constraints may sig-
nificantly alleviate or even eliminate the non-uniqueness problem in some cases [112,113].
Here, the parameters were constrained with suitable upper and lower bounds [69], which
helped to eliminate any observably non-physiologic results. To check the reliability or
uniqueness of the results, we perturbed the system through choosing different initial
guesses [110,113]. Thus, eight different sets of initial guesses, defined as 10%, 20%, 30%,
and 40% greater and lesser than the optimized material parameters, were assigned to a
healthy and glaucoma TM/JCT/SC. The complex FE model and the converged properties
were compared to those of the optimized set of parameters (Tables 3 and 4). In all cases,
optimization resulted in similar parameters (less than ~10% difference), so we can claim
that the solution is consistent but not a relative minimum.

2.6. Element Quality Assessment and Continuum Wave Propagation Velocity in 3D Elements

The element quality assessment was carried out for the FE models to make sure the
resultant meshes are well within the range of acceptable elements. The element minimum
and maximum angles, element aspect ratio, and element volume were calculated and
shown in Figure 10. The element volume shows that it is important to report volumetric
average stresses or strains in the FE models since the distribution of the element volume in
a FE model may significantly affect the stress or strain map in a model.
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Figure 10. (a) Solid minimum angle, (b) solid maximum angle, (c) solid element aspect ratio, and
(d) solid element volume (um?3) in the FE model.
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Time step size is the minimum division of the time on which the maximum iteration
you have given is going to perform. In explicit dynamic simulations, the time step plays an
important role to secure a stable solution. Explicit time integration scheme is conditionally
stable and the global computing time step must be less than models highest natural
frequency that in the LS-DYNA it should be <10% of the reduction factor. In the LS-DYNA,
the highest natural frequency is approximated as the ratio of the characteristic length and
the sound speed [114]. In LS-DYNA, it is defined through the dilation wave in a solid
element that is calculated as follows:

B E(1—-v)
€= \/(1 +v)(1—2v)p (61)

where the E is the Young’s modulus, v is the Poisson’s ratio, and p is the specific mass
density. The critical time step for the dynamic simulation is then calculated as follows:

l
Atyin = = 62
min C ( )
where [ is the length of the element [114]. The / for an 8-noded hexahedral element is
as follows:
Ve

Aefmax

Atmin = (63)

where V, is the element volume and A,—4x is the area of the largest side, and c is the plane
stress sound speed:

_E
p(1—v2)

In LS-DYNA, the time step size should not exceed 0.456 x 10~ to avoid contact
instabilities to assure stable results. The contour maps of the time step in the FE model is
shown in Figure 11.

CcC =

(64)

Solid Element Time Step 0.327e6

0.202e-6 -
0.181e-6 -

Figure 11. Solid element type step in the FE model.

2.7. Statistical Analysis

Data from the simulation of four eye-specific FE models were determined to be
normally distributed. The statistical significance of the difference between sample means
was evaluated using a randomized one-way analysis of variance (ANOVA). When indicated
by a significant F statistic after a one-way ANOVA, post hoc comparisons with the Scheffe
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method [115] were used to determine the individual levels of significant differences among
the material parameters for the ECM and beam elements. The criterion chosen to discard
the null hypothesis was p < 0.05.

3. Results

The diameter of each cross-section in the SC at different distances from the cannula
(Figure 3g) was measured through a Matlab code. The average diameter in each of the
four cross-sections was 126 £+ 5 um within 800 um from the cannula, which assures us
that the pressure in these regions can be assumed to be equal immediately distal to the
cannula. The best-optimized shape of the SC inner wall that resulted in the best possible
match with the TM/JCT/SC complex FE model and the experimental HR-OCT data are
shown in Figure 12. The optimized viscoelastic parameters for the healthy TM, JCT, and SC
inner wall with embedded beam elements are shown in Tables 3 and 4.
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044l imental (OCT ) 0145F g Experimental (OCT Images)
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Figure 12. Nodal coordinates of the SC inner wall with SC pressure elevation in both the FE model
and experimental HR-OCT imaging data in (a) 115LF—Healthy, (b) 116HF—Healthy, (c) 125LF—
glaucoma, and (d) 126HF—glaucoma eyes.

4. Discussion

It is known that soft biological tissues [62-67], especially the TM [36,58], are anisotropic
and viscoelastic. Characterizing the time-dependent mechanical behavior of the outflow
tissues with a dynamic load boundary may contribute to our understanding of active IOP
regulation in the human eye [17]. Experimental [116-122], numerical [123-125], and re-
view [9,10,17,126-132] studies have all tremendously contributed to a better understanding
of the mechanism of outflow resistance in the conventional outflow pathway. However,
the active outflow tissues’ biomechanical responses are largely unknown. The outflow
pathway is a very dynamic mechanical environment that actively affects the tissues’ geom-
etry [120,133] through a coupling between outflow hydrodynamics and the TM, JCT, and
SC inner wall that form a fluid-structure interaction [28].

In this study, one end of SC in a quadrant of the anterior segment in LF and HF
segmental regions of two human donors were cannulated, and pressures switched from 0
to 30 mmHg (Figures 1-3). Hariri using a precise perfusion pump measured the area in the
SC as a function of the pressure, and reported the SC diameter of 124.66 & 11.5 mmHg [80],
that is in a very good agreement with our results (126 £ 5 um). This assures us the pressure
of the SC in our FE simulations can be assumed to be ~30 mmHg. A series of HR-OCT
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cross-sectional B-scans captured the TM/JCT/SC complex motion during SC pressurization.
An inverse FE method coupled with the optimization algorithm was used to calculate the
mechanical properties of the TM, JCT, and SC inner wall with embedded beam elements
(Figures 4-11 and Tables 1-4). The inverse FE method coupled with the optimization
algorithm resulted in the best possible match between the SC nodal coordinates of the
HR-OCT imaging data and that of the FE models during SC pressure elevation (Figure 12).

Vranka using AFM showed that the elastic modulus of the TM in the LF regions at the
pressure of 8.8 mmHg is 14.98 kPa while in the HF region is 6.49 kPa. When they elevated
the pressure to 17.6 mmHg, the elastic modulus of the TM in the LF region is 30.33 kPa
while in the HF region is 2.72 kPa [58,134]. Keller similarly showed that the HF regions
have a lower elastic modulus and are more compliant than the LF regions [135]. Our
results are in very good agreement with Vranka and Keller, as we found larger short- and
long-time shear moduli for the LF regions compared to the HF regions (Tables 3 and 4), so
the HF regions are more compliant and dynamic in their homeostatic response to elevated
pressure. In both the LF and HF regions, the TM had the largest while the JCT had the
smallest shear moduli. Larger shear moduli in the TM compared to the JCT and SC inner
wall may relate to its central role in maintaining aqueous outflow resistance [58]. The beam
elements in the LF regions of the TM and JCT showed larger shear moduli compared to the
HF regions, with larger shear moduli also present for the beam elements in the TM region
compared to the JCT (Tables 3 and 4).

Collagen stiffness has been indicated to play a crucial role in IOP elevation of the out-
flow pathway [136,137]. The collagen fibrils in the TM lamellae primarily controls the TM
distension and recovery to IOP fluctuation [138]. Our results showed significantly larger
shear moduli in the ECM of the glaucoma eyes compared to the healthy eyes (p = 0.005,
Tables 3 and 4) that are in good agreement with findings on the TM stiffness in glaucoma
eyes [10,12,14,30,32,51,54,59,61,139,140]. Moreover, it has been shown that the ECM of the
glaucomatous TM loses its resiliency and becomes stiffer [141], so it is reasonable to specu-
late that the collagen fibrils in the glaucoma eyes are stiffer than in healthy eyes [54,142].
This result is in good agreement with our findings (Tables 3 and 4), as the beam elements
in the glaucoma eyes showed significantly larger short-time (TM = 2.4-fold, JCT = 1.9-fold)
and long-time shear moduli (TM = 2-fold, JCT = 1.8-fold) compared to the healthy eyes
(p =0.001).

Aging or chronic exposure to ocular hypertension may result in elastin fragmentation
and replacement by collagen that causes a stiffer mechanical response in the TM of the
glaucoma eyes [54,142,143]. Large deformation in the TM due to higher IOPs produces
more collagen that reduces the elastin: collagen ratio and stiffens the TM [144-146]. Our
results revealed 2.4 and 1.9-fold larger short-time shear moduli in the beam elements of
the TM and JCT in the glaucoma eyes compared to the healthy eyes (Tables 3 and 4). The
long-time shear moduli of the beam elements were also 2 and 1.8-fold larger in the TM and
JCT of the glaucoma eyes compared to the healthy eyes (Tables 3 and 4). Our recent study
also showed 1.82 stiffer cable element elastic moduli in the glaucoma eyes compared to
the healthy eyes [69] which is in good agreement with the current findings. Based on these
results, it is reasonable to speculate that the stiffer response of the beam elements in the
glaucoma eyes implies the presence of additional collagen fibrils in the ECM of the TM and
JCT of glaucoma eyes [58,147] or additional cross linking [148].

The IOP elevation from 8 to 30 mmHg could cause up to 50% stretch in the cells of
the outflow pathway [149]. Thus, the effects of mechanical stress in the SC cell basement
membrane ECM may be considered as one potential mechanism to counteract pressure
fluctuations and regulate the outflow facility [150]. The viscoelastic outflow tissues ac-
tively respond to pressure fluctuation, providing a means to better address the tissues’
mechanical response with an IOP elevation. In addition to mechanical strain associated
with elevating IOP, the TM experiences smaller pulsatile distensions associated with the
ocular pulsations [14]. It has been shown that with developing glaucoma, pulsatile aqueous
humor flow diminishes until it is eventually absent [15,37].
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Limitations

First, the SC is pressurized in our ex vivo preparation, although the aqueous humor ap-
plies pressure on the TM in vivo; hence, our experimental setup is the reverse of the in vivo
condition. In addition, the SC lumen is pressurized to 30 mmHg in our experiments, while
prior work has shown that the physiological pressure in the SC is 5.6-10.5 mmHg [26,151].
However, the large deformations in the outflow tissues resulting from this approach al-
lowed us to calculate the viscoelastic properties of the TM, JCT, and SC inner wall as
separate tissues, which would be difficult to achieve with physiologic pressures applied
to the TM from inside the eye. In our future organ culture perfusion setup, we aim to use
different pressure ranges, such as 0-8.8, 0-17.6, and 0-30 mmHg, to have wide range of
small and large deformations in the tissues. In addition, the ocular pulse amplitude has
not been included in the experimental setup. While this can be considered as a limitation
of the experimental setup, the ocular pulse amplitude only alters the load boundary and
would not affect the resultant mechanical properties of the outflow tissues. In this study,
the mechanical properties of the outflow tissues were calculated with dynamic SC pressur-
ization from 0 to 30 mmHg using finite element method-optimization algorithm based on
the high-resolution OCT images.

Second, the TM boundary was segmented and the JCT and SC inner wall were sep-
arated from the TM FE model based on the average tissue thicknesses available in the
literature. Although the current imaging technique provided us with a suitable resolution
to determine the TM boundary, it is not high enough to accurately determine the boundaries
between the TM, JCT, and SC inner wall. Imaging of a tissue in situ with a dynamic load
boundary is very challenging, and HR-OCT is one of the best available imaging approaches
for the task.

Third, one may argue that Camras et al. [91,92] data are outside the physiologic range
based on measurements using other methods. However, it should be noted that these
data were only used to train TM FE model in the first step of the analysis. After this
initial guess based on the Camras data, another cycle of the FE-optimization algorithm was
used for parameter selection in a manner that is completely independent from the Camras
data. Thus, it is unlikely that the resultant optimized viscoelastic material properties were
affected by the Camras data. Further, the optimized results were perturbed to ensure the
properties are fully independent of the input data. In addition, prior studies have reported
tensile moduli of the TM in human and porcine eyes on the order of megapascals (MPa),
while others using the AFM and FEM reported the TM moduli on the order of kilopascals
(kPa). The TM and JCT are collagenous tissues, so only tensile biomechanical measurements
account for the important mechanical roles of the collagen and elastin fibrils. AFM is local
indentation (compression) and so this technique ignores the fibrils’ biomechanical role.
Hence, the strengths and weaknesses inherent in the testing methods need to be considered.

Fourth, the length, diameter, stiffness, and distribution of the beam elements repre-
senting the anisotropic stiffness imparted by collagen fibrils were assumed to be uniform
throughout the entire TM and JCT, even though collagen fibrils have been shown to be
thicker closer to the anterior chamber [98]. However, the quantitative data on collagen fibril
characteristics in the TM and JCT is sparse, so we will incorporate heterogeneous beam
element distributions in our future models as those data become available. In the current
models, the beam elements were distributed according to the literature, and the density of
the beam elements was constrained to the geometry of the TM and JCT.

Finally, we only used four samples from each of two healthy and two glaucoma eyes.
While we did find statistically significant differences in our results, future studies will
benefit from a larger cohort of healthy and glaucoma eyes, considering the age, race, sex,
and disease severity of the human donors. In addition, patients with glaucoma were
likely under treatment with pressure-lowering medications, which affect both IOP and
TM/JCT/SC biomechanics. In addition, we only studied samples from the temporal
quadrant, and future study will be necessary to determine the mechanical properties
around the entire circumference of the outflow pathway.
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5. Conclusions

In this study, the SC was pressurized in an oscillating manner from 0 to 30 mmHg in
wedges of healthy and glaucoma human donor eyes, and the outflow pathway HR-OCT
imaged. The inverse FE-optimization algorithm was used to calculate the viscoelastic
mechanical properties of the TM, JCT, and SC inner wall with embedded viscoelastic beam
elements. The finding of this study are as follows:

(a) Significantly larger time-dependent shear moduli for the ECM and beam elements in
the glaucoma eyes compared to the healthy eyes.

(b) ECM and beam elements in glaucoma tissues showed larger shear moduli than the
heathy tissues.

(¢) TM showed larger shear moduli compared to the JCT and SC inner wall.

(d) The LF regions of the outflow tissues showed a stiffer mechanical response compared
to the HF regions.

(e) Models that account for the time-dependent mechanical responses of the outflow tis-
sues will help to improve accuracy of numerical models of the aqueous outflow system.

(f)  Such models will further the study of tissue dynamics that regulate aqueous outflow.
Thus, these models may provide new perspectives in understanding, diagnosing, and
treating ocular hypertension and glaucoma.

Author Contributions: Conceptualization, A.K.; methodology, A.K., R.R., S.P., SM.R., RK.W. and
M.].; software, A.K., RR., S.P. and S.M.R.; validation, A K., RR., S.P, SM.R., RK.W. and M.].; formal
analysis, A.K,, RR, S.P, S.M.R., RK.W. and M.],; investigation, A K, RR., S.P, SM.R., RK.W. and
M.J.; resources, A K., S.P, T.S.A.,, M.].K.,, RK.W., M.]J. and J].C.D.; data curation, A.K.,S.P.,, T.S.A., M.]. K.,
RKW., MJ. and ].C.D.; writing—original draft preparation, A.K.; writing—review and editing, A K.,
TS.A., MJK, RKW, M]J. and J].C.D,; visualization, A.K,; supervision, A.K., T.S.A., M.J K., RK.W,,
M.J. and ].C.D.; project administration, A.K.; funding acquisition, J.C.D. All authors have read and
agreed to the published version of the manuscript.

Funding: This work was supported in part by the National Institutes of Health Grants R0O1-EY027924,
RO1-EY018926, and P30-EY003039 (Bethesda, MD, USA); EyeSight Foundation of Alabama (Birming-
ham, AL, USA); and Research to Prevent Blindness (New York, NY, USA).

Institutional Review Board Statement: The Internal Review Board of the Portland at Oregon Health
& Science University approved the experimental section. This study also entirely adhered to the 2008
declaration of Helsinki.

Informed Consent Statement: Written informed consent was obtained from the family of all subjects
involved in the study. The study was conducted in accordance with the Declaration of Helsinki,
and the protocol was approved by the ethics committee of the Portland at Oregon Health & Science
University.

Data Availability Statement: The raw /processed data required to reproduce these findings cannot
be shared at this time as the data is part of an ongoing study:.

Conflicts of Interest: The authors declare that they have no known competing financial interests or
personal relationships that could have appeared to influence the work reported in this paper.

1. Ellingsen, B.A.; Grant, WM. The relationship of pressure and aqueous outflow in enucleated human eyes. Invest. Ophthalmol.
1971, 10, 430—437. [PubMed]

2. Moses, R.A. The effect of intraocular pressure on resistance to outflow. Surv. Ophthalmol. 1977, 22, 88-100. [CrossRef]

3. Johnson, M.C.; Kamm, R.D. The role of Schlemm’s canal in aqueous outflow from the human eye. Invest. Ophthalmol. Vis. Sci.

1983, 24, 320-325.

4. Johnson, D.H.; Johnson, M. How does nonpenetrating glaucoma surgery work? Aqueous outflow resistance and glaucoma
surgery. J. Glaucoma 2001, 10, 55-67. [CrossRef] [PubMed]
5.  Kitazawa, Y.; Horie, T. Diurnal variation of intraocular pressure in primary open-angle glaucoma. Am. |. Ophthalmol. 1975, 79,

557-566. [CrossRef]


http://www.ncbi.nlm.nih.gov/pubmed/5578207
http://doi.org/10.1016/0039-6257(77)90088-1
http://doi.org/10.1097/00061198-200102000-00011
http://www.ncbi.nlm.nih.gov/pubmed/11219641
http://doi.org/10.1016/0002-9394(75)90792-8

J. Clin. Med. 2022, 11, 6049 24 of 29

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.
25.

26.

27.

28.

29.

30.

31.

32.

33.
34.

35.

Sommer, A.; Tielsch, ].M.,; Katz, J.; Quigley, H.A.; Gottsch, ].D.; Javitt, J.; Singh, K. Relationship between intraocular pressure
and primary open angle glaucoma among white and black Americans. The Baltimore Eye Survey. Arch. Ophthalmol. 1991, 109,
1090-1095. [CrossRef]

Fautsch, M.P; Johnson, D.H.; Group, S.A.P.R.IL.W. Aqueous humor outflow: What do we know? Where will it lead us? Invest.
Ophthalmol. Vis. Sci. 2006, 47, 4181-4187. [CrossRef] [PubMed]

Kwon, Y.H.; Fingert, ] H.; Kuehn, M.H.; Alward, W.L. Primary open-angle glaucoma. N. Engl. . Med. 2009, 360, 1113-1124.
[CrossRef] [PubMed]

Goel, M,; Picciani, R.G.; Lee, R.K.; Bhattacharya, S.K. Aqueous humor dynamics: A review. Open Ophthalmol. |. 2010, 4, 52-59.
[CrossRef]

Stamer, W.D.; Acott, T.S. Current understanding of conventional outflow dysfunction in glaucoma. Curr. Opin. Ophthalmol. 2012,
23, 135-143. [CrossRef] [PubMed]

Tamm, E. Glaucoma opinion: A unifying concept for trabecular meshwork pathology in primary open angle glaucoma. Int.
Glaucoma Rev. 2013, 15, 45-47.

Carreon, T.; van der Merwe, E.; Fellman, R.L.; Johnstone, M.; Bhattacharya, S.K. Aqueous outflow—A continuum from trabecular
meshwork to episcleral veins. Prog. Retin. Eye Res. 2017, 57, 108-133. [CrossRef] [PubMed]

Dvorak-Theobald, G.; Kirk, H.Q. Aqueous pathways in some cases of glaucoma. Trans. Am. Ophthalmol. Soc. 1955, 53, 301.
[PubMed]

Johnstone, M. A. The aqueous outflow system as a mechanical pump: Evidence from examination of tissue and aqueous movement
in human and non-human primates. J. Glaucoma. 2004, 13, 421-438. [CrossRef]

Johnstone, M.; Jamil, A.; Martin, E. Aqueous veins and open angle glaucoma. In The Glaucoma Book; Springer: Berlinn/Heidelberg,
Germany, 2010; pp. 65-78.

Johnstone, M.A. Intraocular pressure regulation: Findings of pulse-dependent trabecular meshwork motion lead to unifying
concepts of intraocular pressure homeostasis. J. Ocul. Pharmacol Ther. 2014, 30, 88-93. [CrossRef] [PubMed]

Johnstone, M.; Xin, C.; Tan, J.; Martin, E.; Wen, J.; Wang, R K. Aqueous outflow regulation-21st century concepts. Prog. Retin. Eye
Res. 2020, 83, 100917. [CrossRef] [PubMed]

Swain, D.L.; Le, T.D.; Yasmin, S.; Fernandes, B.; Lamaj, G.; Dasgupta, L.; Gao, Y.; Gong, H. Morphological factors associated with
giant vacuoles with I-pores in Schlemm’s canal endothelial cells of human eyes: A serial block-face scanning electron microscopy
study. Exp. Eye Res. 2021, 205, 108488. [CrossRef]

Johnson, M. What controls aqueous humour outflow resistance? Exp. Eye Res. 2006, 82, 545-557. [CrossRef]

Acott, T.S.; Kelley, M.]. Extracellular matrix in the trabecular meshwork. Exp. Eye Res. 2008, 86, 543-561. [CrossRef]

Roy Chowdhury, U.; Hann, C.R.; Stamer, W.D.; Fautsch, M.P. Aqueous humor outflow: Dynamics and disease. Invest. Ophthalmol.
Vis. Sci. 2015, 56, 2993-3003. [CrossRef]

Braunger, B.M.; Fuchshofer, R.; Tamm, E.R. The aqueous humor outflow pathways in glaucoma: A unifying concept of disease
mechanisms and causative treatment. Eur. |. Pharm. Biopharm. 2015, 95, 173-181. [CrossRef]

Sacca, S.C.; Gandolfi, S.; Bagnis, A.; Manni, G.; Damonte, G.; Traverso, C.E.; Izzotti, A. The Outflow Pathway: A Tissue With
Morphological and Functional Unity. J. Cell Physiol. 2016, 231, 1876-1893. [CrossRef] [PubMed]

Grant, WM. Experimental aqueous perfusion in enucleated human eyes. Arch. Ophthalmol. 1963, 69, 783-801. [CrossRef]
Rosenquist, R.; Epstein, D.; Melamed, S.; Johnson, M.; Grant, W.M. Outflow resistance of enucleated human eyes at two different
perfusion pressures and different extents of trabeculotomy. Curr. Eye Res. 1989, 8, 1233-1240. [CrossRef]

Maepea, O.; Bill, A. Pressures in the juxtacanalicular tissue and Schlemm’s canal in monkeys. Exp. Eye Res. 1992, 54, 879-883.
[CrossRef]

Schuman, J.S.; Chang, W.; Wang, N.; de Kater, A.W.; Allingham, R.R. Excimer laser effects on outflow facility and outflow pathway
morphology. Invest. Ophthalmol. Vis. Sci. 1999, 40, 1676-1680.

Overby, D.R.; Stamer, W.D.; Johnson, M. The changing paradigm of outflow resistance generation: Towards synergistic models of
the JCT and inner wall endothelium. Exp. Eye Res. 2009, 88, 656—-670. [CrossRef] [PubMed]

McDonnell, F; Dismuke, W.M.; Overby, D.R.; Stamer, W.D. Pharmacological regulation of outflow resistance distal to Schlemm’s
canal. Am. ]. Physiol. Cell Physiol. 2018, 315, C44-C51. [CrossRef]

Johnstone, M.A. A new model describes an aqueous outflow pump and explores causes of pump failure in glaucoma. In Glaucoma;
Springer: Berlin/Heidelberg, Germany, 2006; pp. 3-34.

Johnstone, M.A. Aqueous humor outflow system overview. In Becker-Shaffer’s Diagnosis and Therapy of the Glaucomas; Stamper, R.L.,
Lieberman, M.F,, Drake, M.V., Eds.; Mosby: Edinburgh, UK, 2009; pp. 25-46.

Johnstone, M.; Martin, E.; Jamil, A. Pulsatile flow into the aqueous veins: Manifestations in normal and glaucomatous eyes. Exp.
Eye Res. 2011, 92, 318-327. [CrossRef]

Ascher, KW. Glaucoma and aqueous veins. Arch. Ophthalmol. 1965, 73, 302. [CrossRef]

Goldmann, H. Weitere mitteilung tiber den abfluss des kammerwassers beim menschen. Ophthalmologica 1946, 112, 344-349.
[CrossRef] [PubMed]

Stegmann, R.; Pienaar, A.; Miller, D. Viscocanalostomy for open-angle glaucoma in black African patients. J. Cataract. Refract.
Surg. 1999, 25, 316-322. [CrossRef]


http://doi.org/10.1001/archopht.1991.01080080050026
http://doi.org/10.1167/iovs.06-0830
http://www.ncbi.nlm.nih.gov/pubmed/17003404
http://doi.org/10.1056/NEJMra0804630
http://www.ncbi.nlm.nih.gov/pubmed/19279343
http://doi.org/10.2174/1874364101004010052
http://doi.org/10.1097/ICU.0b013e32834ff23e
http://www.ncbi.nlm.nih.gov/pubmed/22262082
http://doi.org/10.1016/j.preteyeres.2016.12.004
http://www.ncbi.nlm.nih.gov/pubmed/28028002
http://www.ncbi.nlm.nih.gov/pubmed/13360882
http://doi.org/10.1097/01.ijg.0000131757.63542.24
http://doi.org/10.1089/jop.2013.0224
http://www.ncbi.nlm.nih.gov/pubmed/24359130
http://doi.org/10.1016/j.preteyeres.2020.100917
http://www.ncbi.nlm.nih.gov/pubmed/33217556
http://doi.org/10.1016/j.exer.2021.108488
http://doi.org/10.1016/j.exer.2005.10.011
http://doi.org/10.1016/j.exer.2008.01.013
http://doi.org/10.1167/iovs.15-16744
http://doi.org/10.1016/j.ejpb.2015.04.029
http://doi.org/10.1002/jcp.25305
http://www.ncbi.nlm.nih.gov/pubmed/26754581
http://doi.org/10.1001/archopht.1963.00960040789022
http://doi.org/10.3109/02713688909013902
http://doi.org/10.1016/0014-4835(92)90151-H
http://doi.org/10.1016/j.exer.2008.11.033
http://www.ncbi.nlm.nih.gov/pubmed/19103197
http://doi.org/10.1152/ajpcell.00024.2018
http://doi.org/10.1016/j.exer.2011.03.011
http://doi.org/10.1001/archopht.1965.00970030304027
http://doi.org/10.1159/000300402
http://www.ncbi.nlm.nih.gov/pubmed/20293720
http://doi.org/10.1016/S0886-3350(99)80078-9

J. Clin. Med. 2022, 11, 6049 25 of 29

36.

37.
38.
39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.
55.

56.

57.

58.

59.

60.

61.

62.

Li, P; Reif, R.; Zhi, Z.; Martin, E.; Shen, T.T.; Johnstone, M.; Wang, R K. Phase-sensitive optical coherence tomography characteri-
zation of pulse-induced trabecular meshwork displacement in ex vivo nonhuman primate eyes. J. Biomed. Opt. 2012, 17, 076026.
[CrossRef] [PubMed]

Ascher, K.W. The Aqueous Veins: Biomicroscopic Study of the Aqueous Humor Elimination; Thomas: Nashville, TN, USA, 1961.
Downs, J.C. IOP telemetry in the nonhuman primate. Exp. Eye Res. 2015, 141, 91-98. [CrossRef]

Xin, C.; Wang, RK.; Song, S.; Shen, T.; Wen, J.; Martin, E.; Jiang, Y.; Padilla, S.; Johnstone, M. Aqueous outflow regulation: Optical
coherence tomography implicates pressure-dependent tissue motion. Exp. Eye Res. 2017, 158, 171-186. [CrossRef]

Turner, D.C.; Samuels, B.C.; Huisingh, C.; Girkin, C.A.; Downs, ].C. The Magnitude and Time Course of IOP Change in Response
to Body Position Change in Nonhuman Primates Measured Using Continuous IOP Telemetry. Invest. Ophthalmol. Vis. Sci. 2017,
58, 6232-6240. [CrossRef]

Turner, D.C.; Edmiston, A.M.; Zohner, Y.E.; Byrne, K.J.; Seigfreid, W.P,; Girkin, C.A.; Morris, ].S.; Downs, J.C. Transient Intraocular
Pressure Fluctuations: Source, Magnitude, Frequency, and Associated Mechanical Energy. Invest. Ophthalmol. Vis. Sci. 2019, 60,
2572-2582. [CrossRef]

Turner, D.C.; Girkin, C.A.; Downs, ]J.C. The Magnitude of IOP Elevation Associated with Eye Rubbing. Ophthalmology 2019,
126, 171. [CrossRef]

Lei, Y.; Stamer, W.D.; Wu, J.; Sun, X. Cell senescence reduced the mechanotransduction sensitivity of porcine angular aqueous
plexus cells to elevation of pressure. Invest. Ophthalmol. Vis. Sci. 2014, 55, 2324-2328. [CrossRef]

Overby, D.R.; Zhou, E.H.; Vargas-Pinto, R.; Pedrigi, RM.; Fuchshofer, R.; Braakman, S.T.; Gupta, R.; Perkumas, K.M.;
Sherwood, ].M.; Vahabikashi, A.; et al. Altered mechanobiology of Schlemm’s canal endothelial cells in glaucoma. Proc.
Natl. Acad. Sci. USA 2014, 111, 13876-13881. [CrossRef]

Stamer, W.D.; Braakman, 5.T.; Zhou, E.H.; Ethier, C.R.; Fredberg, ].J.; Overby, D.R.; Johnson, M. Biomechanics of Schlemm’s canal
endothelium and intraocular pressure reduction. Prog. Retin. Eye Res. 2015, 44, 86-98. [CrossRef] [PubMed]

Johnstone, M.A.; Grant, W.G. Pressure-dependent changes in structures of the aqueous outflow system of human and monkey
eyes. Am. J. Ophthalmol. 1973, 75, 365-383. [CrossRef]

Johnson, M.; Chan, D.; Read, A.T.; Christensen, C.; Sit, A.; Ethier, C.R. The pore density in the inner wall endothelium of
Schlemm’s canal of glaucomatous eyes. Invest. Ophthalmol. Vis. Sci. 2002, 43, 2950-2955. [PubMed]

Acott, T.S.; Kelley, M.].; Keller, K.E.; Vranka, J.A.; Abu-Hassan, D.W,; Li, X.; Aga, M.; Bradley, ].M. Intraocular pressure
homeostasis: Maintaining balance in a high-pressure environment. J. Ocul. Pharm. 2014, 30, 94-101. [CrossRef] [PubMed]
Abu-Hassan, D.W,; Li, X.; Ryan, E.I; Acott, T.S.; Kelley, M.]. Induced pluripotent stem cells restore function in a human cell loss
model of open-angle glaucoma. Stem Cells 2015, 33, 751-761. [CrossRef]

Bradley, ].M.; Kelley, M.].; Zhu, X.; Anderssohn, A.M.; Alexander, ].P.; Acott, T.S. Effects of mechanical stretching on trabecular
matrix metalloproteinases. Invest. Ophthalmol. Vis. Sci. 2001, 42, 1505-1513.

Gao, K;; Song, S.; Johnstone, M.A.; Zhang, Q.; Xu, J.; Zhang, X.; Wang, RK.; Wen, J.C. Reduced Pulsatile Trabecular Meshwork
Motion in Eyes With Primary Open Angle Glaucoma Using Phase-Sensitive Optical Coherence Tomography. Invest. Ophthalmol.
Vis. Sci. 2020, 61, 21. [CrossRef]

Xin, C.; Wang, X.F.; Wang, N.L.; Wang, R.K.; Johnstone, M. Trabecular Meshwork Motion Profile from Pulsatile Pressure Transients:
A New Platform to Simulate Transitory Responses in Humans and Nonhuman Primates. Appl. Sci. 2022, 12, 11. [CrossRef]

Li, P; Shen, T.T.; Johnstone, M.; Wang, R.K. Pulsatile motion of the trabecular meshwork in healthy human subjects quantified by
phase-sensitive optical coherence tomography. Biomed. Opt. Express 2013, 4, 2051-2065. [CrossRef]

Wang, K.; Read, A.T.; Sulchek, T.; Ethier, C.R. Trabecular meshwork stiffness in glaucoma. Exp. Eye Res. 2017, 158, 3-12. [CrossRef]
Xin, C.; Song, S.; Johnstone, M.; Wang, N.; Wang, R.K. Quantification of Pulse-Dependent Trabecular Meshwork Motion in
Normal Humans Using Phase-Sensitive OCT. Invest. Ophthalmol. Vis. Sci. 2018, 59, 3675-3681. [CrossRef] [PubMed]

Gao, K.; Song, S.Z.; Johnstone, M.A.; Wang, RK.K.; Wen, J.C. Trabecular Meshwork Motion in Normal Compared with Glaucoma
Eyes. Invest. Ophthalmol. Vis. Sci. 2019, 60, 4824.

Du, R; Xin, C,; Xu, J.; Hu, J.; Wang, H.; Wang, N.; Johnstone, M. Pulsatile Trabecular Meshwork Motion: An Indicator of
Intraocular Pressure Control in Primary Open-Angle Glaucoma. J. Clin. Med. 2022, 11, 2696. [CrossRef] [PubMed]

Vranka, ].A.; Staverosky, J.A.; Reddy, A.P; Wilmarth, PA.; David, L.L.; Acott, T.S.; Russell, P.; Raghunathan, V.K. Biomechanical
Rigidity and Quantitative Proteomics Analysis of Segmental Regions of the Trabecular Meshwork at Physiologic and Elevated
Pressures. Invest. Ophthalmol. Vis. Sci. 2018, 59, 246-259. [CrossRef]

Last, J.A.; Pan, T.; Ding, Y.; Reilly, C.M.; Keller, K.; Acott, T.S.; Fautsch, M.P.; Murphy, C.J.; Russell, P. Elastic modulus determination
of normal and glaucomatous human trabecular meshwork. Invest. Ophthalmol. Vis. Sci. 2011, 52, 2147-2152. [CrossRef]

Li, G.; Lee, C.; Agrahari, V.; Wang, K.; Navarro, I.; Sherwood, ].M.; Crews, K.; Farsiu, S.; Gonzalez, P.; Lin, CW.; et al. In vivo
measurement of trabecular meshwork stiffness in a corticosteroid-induced ocular hypertensive mouse model. Proc. Natl. Acad.
Sci. USA 2019, 116, 1714-1722. [CrossRef]

Wang, K.; Johnstone, M.A; Xin, C.; Song, S.; Padilla, S.; Vranka, J.A.; Acott, T.S.; Zhou, K.; Schwaner, S.A.; Wang, RK.; et al.
Estimating Human Trabecular Meshwork Stiffness by Numerical Modeling and Advanced OCT Imaging. Invest. Ophthalmol. Vis.
Sci. 2017, 58, 4809-4817. [CrossRef]

Dehoff, PH. On the nonlinear viscoelastic behavior of soft biological tissues. J. Biomech. 1978, 11, 35-40. [CrossRef]


http://doi.org/10.1117/1.JBO.17.7.076026
http://www.ncbi.nlm.nih.gov/pubmed/22894509
http://doi.org/10.1016/j.exer.2015.07.015
http://doi.org/10.1016/j.exer.2016.06.007
http://doi.org/10.1167/iovs.17-22858
http://doi.org/10.1167/iovs.19-26600
http://doi.org/10.1016/j.ophtha.2018.08.025
http://doi.org/10.1167/iovs.13-13317
http://doi.org/10.1073/pnas.1410602111
http://doi.org/10.1016/j.preteyeres.2014.08.002
http://www.ncbi.nlm.nih.gov/pubmed/25223880
http://doi.org/10.1016/0002-9394(73)91145-8
http://www.ncbi.nlm.nih.gov/pubmed/12202514
http://doi.org/10.1089/jop.2013.0185
http://www.ncbi.nlm.nih.gov/pubmed/24401029
http://doi.org/10.1002/stem.1885
http://doi.org/10.1167/iovs.61.14.21
http://doi.org/10.3390/app12010011
http://doi.org/10.1364/BOE.4.002051
http://doi.org/10.1016/j.exer.2016.07.011
http://doi.org/10.1167/iovs.17-23579
http://www.ncbi.nlm.nih.gov/pubmed/30029254
http://doi.org/10.3390/jcm11102696
http://www.ncbi.nlm.nih.gov/pubmed/35628823
http://doi.org/10.1167/iovs.17-22759
http://doi.org/10.1167/iovs.10-6342
http://doi.org/10.1073/pnas.1814889116
http://doi.org/10.1167/iovs.17-22175
http://doi.org/10.1016/0021-9290(78)90041-6

J. Clin. Med. 2022, 11, 6049 26 of 29

63.

64.

65.

66.

67.

68.

69.

70.
71.
72.
73.
74.
75.
76.
77.
78.
79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

Humphrey, ].D. Continuum biomechanics of soft biological tissues. Proc. R. Soc. A-Math. Phys. Eng. Sci. 2003, 459, 3-46.
[CrossRef]

Karimi, A.; Shojaei, A.; Razaghi, R. Viscoelastic mechanical measurement of the healthy and atherosclerotic human coronary
arteries using DIC technique. Artery Res. 2017, 18, 14-21. [CrossRef]

Holzapfel, G.A. Similarities between soft biological tissues and rubberlike materials. In Constitutive Models for Rubber 1V
Routledge: Milton Park, UK, 2017; pp. 607-617.

Maccabi, A.; Shin, A.; Namiri, N.K.; Bajwa, N.; St John, M.; Taylor, Z.D.; Grundfest, W.; Saddik, G.N. Quantitative characterization
of viscoelastic behavior in tissue-mimicking phantoms and ex vivo animal tissues. PLoS ONE 2018, 13, e0191919. [CrossRef]
[PubMed]

Estermann, S.J.; Pahr, D.H.; Reisinger, A. Material design of soft biological tissue replicas using viscoelastic micromechanical
modelling. J. Mech. Behav. Biomed. Mater. 2022, 125, 104875. [CrossRef] [PubMed]

Karimi, A.; Rahmati, S.M.; Razaghi, R.; Girkin, C.A.; Crawford Downs, J. Finite element modeling of the complex anisotropic
mechanical behavior of the human sclera and pia mater. Comput. Methods Programs Biomed. 2022, 215, 106618. [CrossRef]
[PubMed]

Karimi, A.; Rahmati, S.M.; Razaghi, R.; Crawford Downs, J.; Acott, T.S.; Wang, R.K.; Johnstone, M. Biomechanics of human
trabecular meshwork in healthy and glaucoma eyes via dynamic Schlemm’s canal pressurization. Comput. Methods Programs
Biomed. 2022, 221, 106921. [CrossRef]

Silver, EH.; Seehra, G.P,; Freeman, ].W.; DeVore, D. Viscoelastic properties of young and old human dermis: A proposed molecular
mechanism for elastic energy storage in collagen and elastin. J. Appl. Polym. Sci. 2002, 86, 1978-1985. [CrossRef]

Ryan, A.J.; O’'Brien, EJ. Insoluble elastin reduces collagen scaffold stiffness, improves viscoelastic properties, and induces a
contractile phenotype in smooth muscle cells. Biomaterials 2015, 73, 296-307. [CrossRef]

Capurro, M.; Barberis, F. Evaluating the mechanical properties of biomaterials. In Biomaterials for Bone Regeneration; Elsevier:
Amsterdam, The Netherlands, 2014; pp. 270-323.

Martino, E; Perestrelo, A.R.; Vinarsky, V.; Pagliari, S.; Forte, G. Cellular Mechanotransduction: From Tension to Function. Front.
Physiol. 2018, 9, 824. [CrossRef]

Safa, B.N.; Read, A.T.; Ethier, C.R. Assessment of the viscoelastic mechanical properties of the porcine optic nerve head using
micromechanical testing and finite element modeling. Acta Biomater. 2021, 134, 379-387. [CrossRef]

Fung, Y.C. Biorheology of soft tissues. Biorheology 1973, 10, 139-155. [CrossRef]

Fung, Y.-C. Bio-viscoelastic solids. In Biomechanics; Springer: Berlin/Heidelberg, Germany, 1981; pp. 196-260.

Fung, Y.-C. The meaning of the constitutive equation. In Biomechanics; Springer: Berlin/Heidelberg, Germany, 1993; pp. 23-65.
Snoeijer, J.H.; Pandey, A.; Herrada, M.A.; Eggers, ]. The relationship between viscoelasticity and elasticity. Proc. Math. Phys. Eng.
Sci. 2020, 476, 20200419. [CrossRef]

Acott, T.S.; Kingsley, P.D.; Samples, J.R.; van Buskirk, EM. Human trabecular meshwork organ culture: Morphology and
glycosaminoglycan synthesis. Invest. Ophthalmol. Vis. Sci. 1988, 29, 90-100. [PubMed]

Hariri, S.; Johnstone, M.; Jiang, Y.; Padilla, S.; Zhou, Z.; Reif, R.; Wang, R K. Platform to investigate aqueous outflow system
structure and pressure-dependent motion using high-resolution spectral domain optical coherence tomography. J. Biomed. Opt.
2014, 19, 106013. [CrossRef]

Fedorov, A.; Beichel, R.; Kalpathy-Cramer, J.; Finet, J.; Fillion-Robin, J.C.; Pujol, S.; Bauer, C.; Jennings, D.; Fennessy, E;
Sonka, M.; et al. 3D Slicer as an image computing platform for the Quantitative Imaging Network. Magn. Reson. Imaging 2012, 30,
1323-1341. [CrossRef]

Karimi, A.; Grytz, R.; Rahmati, SM.; Girkin, C.A.; Downs, ]J.C. Analysis of the effects of finite element type within a 3D
biomechanical model of a human optic nerve head and posterior pole. Comput. Methods Programs Biomed. 2021, 198, 105794.
[CrossRef] [PubMed]

Karimi, A.; Rahmati, S.M.; Grytz, R.G.; Girkin, C.A.; Downs, ].C. Modeling the biomechanics of the lamina cribrosa microstructure
in the human eye. Acta Biomater. 2021, 134, 357-378. [CrossRef]

Shen, Z.L.; Kahn, H.; Ballarini, R.; Eppell, S.J. Viscoelastic properties of isolated collagen fibrils. Biophys. J. 2011, 100, 3008-3015.
[CrossRef]

Fung, Y.-C. Biomechanics: Mechanical Properties of Living Tissues; Springer Science & Business Media: Berlin/Heidelberg,
Germany, 2013.

Hughes, T.; Liu, W.; Levit, I. Nonlinear dynamic finite element analysis of shells. In Nonlinear Finite Element Analysis in Structural
Mechanics; Springer: Berlin/Heidelberg, Germany, 1981; pp. 151-168.

Murray, Y.D. Users Manual for LS-DYNA Concrete Material Model 159; United States. Federal Highway Administration, Office of
Research: McLean, VA, USA, 2007.

Ahmad, S.; Irons, B.M.; Zienkiewicz, O. Analysis of thick and thin shell structures by curved finite elements. Int. . Numer.
Methods Eng. 1970, 2, 419-451. [CrossRef]

Hughes, T.J.; Winget, ]. Finite rotation effects in numerical integration of rate constitutive equations arising in large-deformation
analysis. Int. ]. Numer. Methods Eng. 1980, 15, 1862-1867. [CrossRef]

Herrmann, L. A numerical procedure for viscoelastic stress analysis. In Proceedings of the Seventh Meeting of ICRPG Mechanical
Behavior Working Group, Orlando, FL, USA, October 1968.


http://doi.org/10.1098/rspa.2002.1060
http://doi.org/10.1016/j.artres.2017.02.004
http://doi.org/10.1371/journal.pone.0191919
http://www.ncbi.nlm.nih.gov/pubmed/29373598
http://doi.org/10.1016/j.jmbbm.2021.104875
http://www.ncbi.nlm.nih.gov/pubmed/34695662
http://doi.org/10.1016/j.cmpb.2022.106618
http://www.ncbi.nlm.nih.gov/pubmed/35026624
http://doi.org/10.1016/j.cmpb.2022.106921
http://doi.org/10.1002/app.11119
http://doi.org/10.1016/j.biomaterials.2015.09.003
http://doi.org/10.3389/fphys.2018.00824
http://doi.org/10.1016/j.actbio.2021.07.022
http://doi.org/10.3233/BIR-1973-10208
http://doi.org/10.1098/rspa.2020.0419
http://www.ncbi.nlm.nih.gov/pubmed/3335436
http://doi.org/10.1117/1.JBO.19.10.106013
http://doi.org/10.1016/j.mri.2012.05.001
http://doi.org/10.1016/j.cmpb.2020.105794
http://www.ncbi.nlm.nih.gov/pubmed/33099262
http://doi.org/10.1016/j.actbio.2021.07.010
http://doi.org/10.1016/j.bpj.2011.04.052
http://doi.org/10.1002/nme.1620020310
http://doi.org/10.1002/nme.1620151210

J. Clin. Med. 2022, 11, 6049 27 of 29

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.
103.

104.

105.

106.

107.

108.

109.

110.

111.

112.

113.

114.

115.

116.

117.

118.

119.

120.

Camras, L.J.; Stamer, W.D.; Epstein, D.; Gonzalez, P.; Yuan, E. Differential effects of trabecular meshwork stiffness on outflow
facility in normal human and porcine eyes. Invest. Ophthalmol Vis. Sci. 2012, 53, 5242-5250. [CrossRef]

Camras, L.J.; Stamer, W.D.; Epstein, D.; Gonzalez, P,; Yuan, F. Circumferential tensile stiffness of glaucomatous trabecular
meshwork. Invest. Ophthalmol Vis. Sci. 2014, 55, 814-823. [CrossRef]

Abdolkarimzadeh, F.; Ashory, M.R.; Ghasemi-Ghalebahman, A.; Karimi, A. Inverse dynamic finite element-optimization
modeling of the brain tumor mass-effect using a variable pressure boundary. Comput. Methods Programs Biomed. 2021, 212, 106476.
[CrossRef] [PubMed]

Rahmati, S.M.; Razaghi, R.; Karimi, A. Biomechanics of the keratoconic cornea: Theory, segmentation, pressure distribution, and
coupled FE-optimization algorithm. J. Mech. Behav. Biomed. Mater. 2021, 113, 104155. [CrossRef]

Schmidt, D.A.; Shi, C.; Berry, R.A.; Honig, M.L.; Utschick, W. Minimum mean squared error interference alignment. In Proceedings
of the 2009 Conference Record of the Forty-Third Asilomar Conference on Signals, Systems and Computers, Pacific Grove, CA,
USA, 1-4 November 2009; pp. 1106-1110.

Horova, I.; Kolacek, J.; Zelinka, J. Kernel Smoothing in MATLAB: Theory and Practice of Kernel Smoothing; World Scientific:
Singapore, 2012.

Ten Hulzen, R.D.; Johnson, D.H. Effect of fixation pressure on juxtacanalicular tissue and Schlemm’s canal. Invest. Ophthalmol.
Vis. Sci. 1996, 37, 114-124.

Flocks, M. The anatomy of the trabecular meshwork as seen in tangential section. AMA Arch. Ophthalmol. 1956, 56, 708-718.
[CrossRef] [PubMed]

Hogan, M.]. Histology of the human eye. Atlas Textb. 1971, 88, 234.

Umihira, J.; Nagata, S.; Nohara, M.; Hanai, T.; Usuda, N.; Segawa, K. Localization of elastin in the normal and glaucomatous
human trabecular meshwork. Invest. Ophthalmol Vis. Sci. 1994, 35, 486—494. [PubMed]

Morishige, N.; Petroll, W.M.; Nishida, T.; Kenney, M.C.; Jester, ].V. Noninvasive corneal stromal collagen imaging using two-
photon-generated second-harmonic signals. J. Cataract Refract. Surg. 2006, 32, 1784-1791. [CrossRef]

Ammar, D.A; Lei, T.C.; Gibson, E.A.; Kahook, M.Y. Two-photon imaging of the trabecular meshwork. Mol. Vis. 2010, 16, 935-944.
Johnstone, M.A; Hariri, S.; Jiang, Y.; Padilla, S.; Zhou, Z.H.; Wang, R K.K. OCT Imaging Shows Collector Channels Rapidly Open
& Close with Pressure Changes: A Mechanism Regulating Control of Distal Resistance? Invest. Ophthalmol. Vis. Sci. 2015, 56, 3539.
Park, C.Y,; Lee, ] K.; Kahook, M.Y,; Schultz, ].S.; Zhang, C.; Chuck, R.S. Revisiting ciliary muscle tendons and their connections
with the trabecular meshwork by two photon excitation microscopic imaging. Invest. Ophthalmol Vis. Sci. 2016, 57, 1096-1105.
[CrossRef]

Belytschko, T.; Lu, Y.Y.; Gu, L. Element-free Galerkin methods. Int. ]. Numer. Methods Eng. 1994, 37, 229-256. [CrossRef]

Chen, H. An introduction to* Constrained_Beam_in_Solid. FEA Inf. 2016, 5, 79-83.

Karimi, A.; Razaghi, R.; Navidbakhsh, M.; Sera, T.; Kudo, S. Mechanical Properties of the Human Sclera Under Various Strain
Rates: Elastic, Hyperelastic, and Viscoelastic Models. J. Biomater. Tissue Eng. 2017, 7, 686—695. [CrossRef]

Karimi, A.; Sera, T.; Kudo, S.; Navidbakhsh, M. Experimental verification of the healthy and atherosclerotic coronary arteries
incompressibility via Digital Image Correlation. Artery Res. 2016, 16, 1-7. [CrossRef]

Pant, A.D.; Kagemann, L.; Schuman, J.S.; Sigal, .A.; Amini, R. An imaged-based inverse finite element method to determine
in-vivo mechanical properties of the human trabecular meshwork. J. Model Ophthalmol. 2017, 1, 100-111. [CrossRef] [PubMed]
Ma, K,; Farajzadeh, R.; Lopez-Salinas, J.L.; Miller, C.A.; Biswal, S.L.; Hirasaki, G.J. Non-uniqueness, Numerical Artifacts, and
Parameter Sensitivity in Simulating Steady-State and Transient Foam Flow Through Porous Media. Transp. Porous Media 2014,
102, 325-348. [CrossRef]

Chiandussi, G.; Codegone, M.; Ferrero, S.; Varesio, EE. Comparison of multi-objective optimization methodologies for engineering
applications. Comput. Math. Appl. 2012, 63, 912-942. [CrossRef]

Goffe, W.L.; Ferrier, G.D.; Rogers, J. Global Optimization of Statistical Functions with Simulated Annealing. J. Econom. 1994, 60,
65-99. [CrossRef]

Abdollahi, H.; Tauler, R. Uniqueness and rotation ambiguities in Multivariate Curve Resolution methods. Chemom. Intell. Lab.
Syst. 2011, 108, 100-111. [CrossRef]

Manual, L.-D.T. Livermore software technology corporation. Livermore 1998, 199, 412—420.

Scheffé, H. A method for judging all contrasts in the analysis of variance. Biometrika 1953, 40, 87-110.

Erickson-Lamy, K.; Rohen, ].W.; Grant, W.M. Outflow facility studies in the perfused bovine aqueous outflow pathways. Curr.
Eye Res. 1988, 7, 799-807. [CrossRef] [PubMed]

Erickson-Lamy, K.; Rohen, ].W.; Grant, W.M. Outflow facility studies in the perfused human ocular anterior segment. Exp. Eye
Res. 1991, 52, 723-731. [CrossRef]

Wiederholt, M.; Bielka, S.; Schweig, F.; Lutjen-Drecoll, E.; Lepple-Wienhues, A. Regulation of outflow rate and resistance in the
perfused anterior segment of the bovine eye. Exp. Eye Res. 1995, 61, 223-234. [CrossRef]

Overby, D.; Gong, H.; Qiu, G.; Freddo, T.F,; Johnson, M. The mechanism of increasing outflow facility during washout in the
bovine eye. Invest. Ophthalmol Vis. Sci. 2002, 43, 3455-3464.

Ramos, R.E.; Stamer, W.D. Effects of cyclic intraocular pressure on conventional outflow facility. Invest. Ophthalmol Vis. Sci. 2008,
49, 275-281. [CrossRef]


http://doi.org/10.1167/iovs.12-9825
http://doi.org/10.1167/iovs.13-13091
http://doi.org/10.1016/j.cmpb.2021.106476
http://www.ncbi.nlm.nih.gov/pubmed/34715517
http://doi.org/10.1016/j.jmbbm.2020.104155
http://doi.org/10.1001/archopht.1956.00930040716010
http://www.ncbi.nlm.nih.gov/pubmed/13361636
http://www.ncbi.nlm.nih.gov/pubmed/8112998
http://doi.org/10.1016/j.jcrs.2006.08.027
http://doi.org/10.1167/iovs.15-17091
http://doi.org/10.1002/nme.1620370205
http://doi.org/10.1166/jbt.2017.1609
http://doi.org/10.1016/j.artres.2016.08.002
http://doi.org/10.35119/maio.v1i3.48
http://www.ncbi.nlm.nih.gov/pubmed/29338062
http://doi.org/10.1007/s11242-014-0276-9
http://doi.org/10.1016/j.camwa.2011.11.057
http://doi.org/10.1016/0304-4076(94)90038-8
http://doi.org/10.1016/j.chemolab.2011.05.009
http://doi.org/10.3109/02713688809033211
http://www.ncbi.nlm.nih.gov/pubmed/3180831
http://doi.org/10.1016/0014-4835(91)90024-9
http://doi.org/10.1016/S0014-4835(05)80042-9
http://doi.org/10.1167/iovs.07-0863

J. Clin. Med. 2022, 11, 6049 28 of 29

121.

122.

123.

124.

125.
126.
127.
128.
129.
130.
131.

132.

133.

134.

135.

136.

137.

138.

139.

140.

141.

142.

143.

144.

145.
146.

147.

148.

149.

Ramos, R.F; Sumida, G.M.; Stamer, W.D. Cyclic mechanical stress and trabecular meshwork cell contractility. Invest. Ophthalmol.
Vis. Sci. 2009, 50, 3826-3832. [CrossRef]

Sherwood, J.M.; Reina-Torres, E.; Bertrand, J.A.; Rowe, B.; Overby, D.R. Measurement of Outflow Facility Using iPerfusion. PLoS
ONE 2016, 11, €0150694. [CrossRef]

Yuan, F; Schieber, A.T.; Camras, L.J.; Harasymowycz, PJ.; Herndon, L.W.; Allingham, R.R. Mathematical Modeling of Outflow
Facility Increase With Trabecular Meshwork Bypass and Schlemm Canal Dilation. J. Glaucoma 2016, 25, 355-364. [CrossRef]
Szopos, M.; Cassani, S.; Guidoboni, G.; Prud’'Homme, C.; Sacco, R.; Siesky, B.; Harris, A. Mathematical modeling of aqueous
humor flow and intraocular pressure under uncertainty: Towards individualized glaucoma management. . Model Ophthalmol.
2016, 2, 29-39. [CrossRef]

Sherwood, ].M.; Stamer, W.D.; Overby, D.R. A model of the oscillatory mechanical forces in the conventional outflow pathway. J.
R. Soc. Interface 2019, 16, 20180652. [CrossRef] [PubMed]

Tripathi, R. Tracing the bulk outflow route of cerebrospinal fluid by transmission and scanning electron microscopy. Brain Res.
1974, 80, 503-506. [CrossRef]

Gong, H.; Tripathi, R.C.; Tripathi, B.]. Morphology of the aqueous outflow pathway. Microsc. Res. Tech. 1996, 33, 336-367.
[CrossRef]

Johnson, M. Mechanisms and routes of aqueous humor drainage. Princ. Pract. Ophthalmol. 2000, 2577-2595.

Ethier, C.R. The inner wall of Schlemm’s canal. Exp. Eye Res. 2002, 74, 161-172. [CrossRef]

Tamm, E.R.; Braunger, B.M.; Fuchshofer, R. Intraocular Pressure and the Mechanisms Involved in Resistance of the Aqueous
Humor Flow in the Trabecular Meshwork Outflow Pathways. Prog. Mol. Biol. Transl. Sci. 2015, 134, 301-314. [CrossRef]

Acott, T.S.; Vranka, J.A_; Keller, K.E.; Raghunathan, V.; Kelley, M.]. Normal and glaucomatous outflow regulation. Prog. Retin. Eye
Res. 2021, 82, 100897. [CrossRef]

McDowell, C.M.; Kizhatil, K.; Elliott, M.H.; Overby, D.R.; van Batenburg-Sherwood, J.; Millar, J.C.; Kuehn, M.H.; Zode, G.;
Acott, T.S.; Anderson, M.G.; et al. Consensus Recommendation for Mouse Models of Ocular Hypertension to Study Aqueous
Humor Outflow and Its Mechanisms. Invest. Ophthalmol Vis. Sci. 2022, 63, 12. [CrossRef]

Vranka, J.A.; Acott, T.S. Pressure-induced expression changes in segmental flow regions of the human trabecular meshwork. Exp.
Eye Res. 2017, 158, 67-72. [CrossRef]

Vranka, ].A.; Raghunathan, V.; Russell, P,; Keller, K.E.; Reddy, A.; Wilmarth, P; Klimek, J.; David, L.L.; Acott, T.S. Biomechanical
Rigidity and Proteomics Analyses of Segmental Outflow Regions of the Trabecular Meshwork at Physiologic and Elevated
Pressures. Invest. Ophthalmol Vis. Sci. 2016, 57, 4702.

Keller, K.E.; Peters, D.M. Pathogenesis of glaucoma: Extracellular matrix dysfunction in the trabecular meshwork-A review. Clin.
Exp. Ophthalmol. 2022, 50, 163-182. [CrossRef] [PubMed]

Huang, W.; Fan, Q.; Wang, W.; Zhou, M.; Laties, A.M.; Zhang, X. Collagen: A potential factor involved in the pathogenesis of
glaucoma. Med. Sci. Monit. Basic Res. 2013, 19, 237-240. [CrossRef] [PubMed]

Chang, J.; Huang, J.; Li, L.; Liu, Z.; Yuan, F. Stiffness characterization of anisotropic trabecular meshwork. J. Biomech. 2017, 61,
144-150. [CrossRef] [PubMed]

Xin, C.; Johnstone, M.; Wang, N.; Wang, R.K. OCT Study of Mechanical Properties Associated with Trabecular Meshwork and
Collector Channel Motion in Human Eyes. PLoS ONE 2016, 11, e0162048. [CrossRef]

Keller, K.E.; Aga, M.; Bradley, ].M.; Kelley, M.].; Acott, T.S. Extracellular matrix turnover and outflow resistance. Exp. Eye Res.
2009, 88, 676-682. [CrossRef] [PubMed]

Russell, P,; Johnson, M. Elastic Modulus Determination of Normal and Glaucomatous Human Trabecular Meshwork. Invest.
Ophthalmol. Vis. Sci. 2012, 53, 117. [CrossRef] [PubMed]

Schlunck, G.; Han, H.; Wecker, T.; Kampik, D.; Meyer-ter-Vehn, T.; Grehn, F. Substrate rigidity modulates cell matrix interactions
and protein expression in human trabecular meshwork cells. Invest. Ophthalmol. Vis. Sci. 2008, 49, 262-269. [CrossRef]
Coudrillier, B.; Pijanka, J.K,; Jefferys, J.L.; Goel, A.; Quigley, H.A.; Boote, C.; Nguyen, T.D. Glaucoma-related Changes in the
Mechanical Properties and Collagen Micro-architecture of the Human Sclera. PLoS ONE 2015, 10, e0131396. [CrossRef]

Liu, B.; McNally, S.; Kilpatrick, J.I; Jarvis, S.P.,; O’Brien, C.J. Aging and ocular tissue stiffness in glaucoma. Surv. Ophthalmol. 2018,
63, 56-74. [CrossRef]

Robert, L.; Robert, A.; Fiilop, T. Rapid increase in human life expectancy: Will it soon be limited by the aging of elastin?
Biogerontology 2008, 9, 119-133. [CrossRef]

Sherratt, M.J. Tissue elasticity and the ageing elastic fibre. Age 2009, 31, 305-325. [CrossRef] [PubMed]

Handorf, AM.; Zhou, Y.; Halanski, M.A.; Li, W.]. Tissue stiffness dictates development, homeostasis, and disease progression.
Organogenesis 2015, 11, 1-15. [CrossRef] [PubMed]

Speakman, ].S.; Leeson, T.S. Pathological Findings in a Case of Primary Congenital Glaucoma Compared with Normal Infant
Eyes. Br. . Ophthalmol. 1964, 48, 196-204. [CrossRef]

Yang, Y.E; Sun, Y.Y,; Acott, T.S.; Keller, K.E. Effects of induction and inhibition of matrix cross-linking on remodeling of the
aqueous outflow resistance by ocular trabecular meshwork cells. Sci. Rep. 2016, 6, 30505. [CrossRef] [PubMed]

Grierson, I.; Lee, W.R. Light microscopic quantitation of the endothelial vacuoles in Schlemm'’s canal. Am. ]. Ophthalmol. 1977, 84,
234-246. [CrossRef]


http://doi.org/10.1167/iovs.08-2694
http://doi.org/10.1371/journal.pone.0150694
http://doi.org/10.1097/IJG.0000000000000248
http://doi.org/10.35119/maio.v1i2.24
http://doi.org/10.1098/rsif.2018.0652
http://www.ncbi.nlm.nih.gov/pubmed/30958169
http://doi.org/10.1016/0006-8993(74)91033-6
http://doi.org/10.1002/(SICI)1097-0029(19960301)33:4&lt;336::AID-JEMT4&gt;3.0.CO;2-N
http://doi.org/10.1006/exer.2002.1144
http://doi.org/10.1016/bs.pmbts.2015.06.007
http://doi.org/10.1016/j.preteyeres.2020.100897
http://doi.org/10.1167/iovs.63.2.12
http://doi.org/10.1016/j.exer.2016.06.009
http://doi.org/10.1111/ceo.14027
http://www.ncbi.nlm.nih.gov/pubmed/35037377
http://doi.org/10.12659/MSMBR.889061
http://www.ncbi.nlm.nih.gov/pubmed/24002298
http://doi.org/10.1016/j.jbiomech.2017.07.021
http://www.ncbi.nlm.nih.gov/pubmed/28784463
http://doi.org/10.1371/journal.pone.0162048
http://doi.org/10.1016/j.exer.2008.11.023
http://www.ncbi.nlm.nih.gov/pubmed/19087875
http://doi.org/10.1167/iovs.11-9314
http://www.ncbi.nlm.nih.gov/pubmed/23065596
http://doi.org/10.1167/iovs.07-0956
http://doi.org/10.1371/journal.pone.0131396
http://doi.org/10.1016/j.survophthal.2017.06.007
http://doi.org/10.1007/s10522-007-9122-6
http://doi.org/10.1007/s11357-009-9103-6
http://www.ncbi.nlm.nih.gov/pubmed/19588272
http://doi.org/10.1080/15476278.2015.1019687
http://www.ncbi.nlm.nih.gov/pubmed/25915734
http://doi.org/10.1136/bjo.48.4.196
http://doi.org/10.1038/srep30505
http://www.ncbi.nlm.nih.gov/pubmed/27465745
http://doi.org/10.1016/0002-9394(77)90857-1

J. Clin. Med. 2022, 11, 6049 29 of 29

150. Liton, P.B.; Gonzalez, P. Stress response of the trabecular meshwork. J. Glaucoma 2008, 17, 378-385. [CrossRef] [PubMed]
151. Maepea, O.; Bill, A. The pressures in the episcleral veins, Schlemm’s canal and the trabecular meshwork in monkeys: Effects of
changes in intraocular pressure. Exp. Eye Res. 1989, 49, 645-663. [CrossRef]


http://doi.org/10.1097/IJG.0b013e31815f52a8
http://www.ncbi.nlm.nih.gov/pubmed/18703948
http://doi.org/10.1016/S0014-4835(89)80060-0

	Introduction 
	Materials and Methods 
	Human Donor Eyes, Organ Culture Prep, HR-OCT Imaging, and Pressure Validation 
	Mesh-Free, Beam-in-Solid Coupling Algorithm 
	Trabecular Meshwork Specimen Finite Element Model—Viscoelastic Parameters Calculations 
	TM Segmentation and Volume Meshing, TM, JCT, and SC Inner Wall Viscoelastic Parameters, and Beam Element Distribution 
	Parameter Uniqueness in Fminsearch-Unconstrained Nonlinear Minimization 
	Element Quality Assessment and Continuum Wave Propagation Velocity in 3D Elements 
	Statistical Analysis 

	Results 
	Discussion 
	Conclusions 
	References

