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Devices implanted into the body become encapsulated due to a foreign body reaction. In the central
nervous system (CNS), this can lead to loss of functionality in electrodes used to treat disorders. Around
CNS implants, glial cells are activated, undergo gliosis and ultimately encapsulate the electrodes. The
primary cause of this reaction is unknown. Here we show that the mechanical mismatch between
nervous tissue and electrodes activates glial cells. Both primary rat microglial cells and astrocytes

g‘;_yw,"rds" responded to increasing the contact stiffness from physiological values (G ~ 100 Pa) to shear moduli
ln:;f;t G' > 10 kPa by changes in morphology and upregulation of inflammatory genes and proteins. Upon

FBR implantation of composite foreign bodies into rat brains, foreign body reactions were significantly
enhanced around their stiff portions in vivo. Our results indicate that CNS glial cells respond to me-

Astrocyte
Microglia chanical cues, and suggest that adapting the surface stiffness of neural implants to that of nervous tissue
Stiffness could minimize adverse reactions and improve biocompatibility.

© 2014 The Authors. Published by Elsevier Ltd. All rights reserved.

1. Introduction

Implantation of medical devices leads to a local foreign body
reaction (FBR), which can cause local and systemic problems. In this
process, implants are encapsulated by reactive tissue, which in the
central nervous system (CNS) consists mainly of activated glial cells
— microglia and astrocytes — surrounded by extracellular matrix.
Glial cells make up about half of the cell population in the brain.
Microglial cells are the resident immune cells of the CNS and the
first line of defense, whereas astrocytes, which assume a multitude
of functions, are the most abundant glial cells in the brain. The
reactive process, which starts with the activation of glial cells, can
damage local neurons, and the subsequent dendritic retraction and
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neuronal death may contribute to a gradual decline in the function
of implanted electrodes [1-3].

Glial cell activation is characterized by hypertrophy (increase in
volume and processes), proliferation (increase in cell number), and
inflammatory reactions [4,5]. After subsidence of an acute injury
response, implanted foreign bodies become chronically surrounded
by activated microglial cells [6], which release proinflammatory
and immunoregulatory substances [7], followed by a layer of
reactive astrocytes [8] with an increased production of intermedi-
ate filaments (particularly glial fibrillary acidic protein, GFAP) [4,5].
The resulting glial scar may have a toxic effect on local neurons and
acts as a physical barrier around the implant [6], thus insulating it
from the remaining neurons and, in case of an electrode, detri-
mentally increasing its impedance [9].

The universal occurrence of the FBR is not well correlated with
the chemical nature of the implant [10], which is generally selected
to be inert. This poses the question about the trigger of an FBR.
Importantly, CNS cells not only respond to chemical but also to
mechanical signals (i.e., they are mechanosensitive). For example,
most neuronal and glial cell types adapt their morphology and
cytoskeletal composition to the stiffness of their surrounding
in vitro [11-17].
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CNS tissue belongs to the softest tissues in nature [17], and
neural implants are usually orders of magnitude stiffer than the
physiological cell environment. Hence, it seemed possible that local
cells respond to a mismatch of mechanical compliance between
nervous tissue and the implant. To pursue this idea, we exposed
microglia and astrocytes, the main contributors to FBRs in the CNS,
to materials of different stiffness but same chemical properties and
tested their morphological and inflammatory responses to these
mechanical signals in vitro and in vivo.

2. Materials and methods
2.1. Cell cultures

Compliant culture substrates were fabricated from polyacrylamide as described
previously [13] and functionalized with poly-p-lysine solution (PDL; Sigma) (see
Supporting information for details and Fig. S5 for control measurements of rheo-
logical properties and PDL coating). All animal experiments were conducted in
accordance with the United Kingdom Animals (Scientific Procedure) Act of 1986 and
institutional guidelines. Cell cultures were prepared from neonatal Sprague—Dawley
rat cerebral cortices as previously described [18]. 50,000 astrocytes or 100,000
microglia suspended in 300 pl culture medium were added onto each gel. All in vitro
experiments were done after one day in culture.

2.2. Quantitative morphometry of glial cells

Phase contrast images of cells (72—344 cells per gel in 5—8 fields of view, 3
cultures per cell type) were taken. According to changes in morphology, four
morphological categories were defined for microglia and five for astrocytes and
arbitrary scores of 1 (for the round cell shape) to 4 or 5 (for the most spread cell
shape) were assigned to each category [13] (Fig. 1).

2.3. Immunocytochemistry

Cells were fixed in 4% paraformaldehyde (PFA) for 10 min and washed in PBS
three times for 10 min. Cells were then treated with 10% normal goat serum
(Sigma) in PBS containing 0.1% Triton-X100 (Sigma; PBS-TX100) for 1 h. For IL-18,
the blocking step was performed with normal donkey serum (Stratech). Primary
antibodies (or cocktails of primary antibodies; for details see Supporting
information) were prepared in proper dilutions in PBS-TX100 and added to the
cells. Cells were incubated for 2 h at room temperature, or alternatively overnight

compliant

microglia

astrocytes

at 4 °C, washed, and incubated with appropriate secondary antibodies. After 1 h
incubation at room temperature, cells were washed and mounted with FluorSave
mounting reagent.

Image stacks were obtained with a confocal laser scanning microscope (Leica
SP2 or Zeiss 510Meta). For Figs. 2 and 3, maximum projections were generated using
Image] (NIH). In Fig. 2, gray levels were adjusted with Adobe Photoshop, settings for
the same channels were kept constant for all samples.

2.4. Genome-wide profile of gene expression

Total RNA was extracted using RNeasy MinElute Cleanup Kit (QIAGEN) following
the manufacturer’s protocol. RNA quality and quantity was assessed using an RNA
Pico Chip kit (RNA 6000 Pico Chip Kit, Agilent Technologies); genomic DNA was
removed using the Ambion® TURBO DNA-free™ DNase Treatment (Ambion) kit.
RNase activity was prohibited by implementing 20 Units of SUPERase-In (Ambion),
and RNA quality and quantity evaluated again. Equal RNA quantities were processed
with WT-Ovation™ Pico RNA Amplification System (NuGEN).

Sense-Target cDNA was generated, fragmented, biotinylated and hybridized
onto Affymetrix Rat Gene 1.0 ST microarrays. The hybridized probe arrays were
stained with streptavidin phycoerythrin conjugate and scanned using an Affymetrix
GeneChip 7G scanner. Raw image data were converted to CEL using Affymetrix
GeneChip Operating Software (GCOS). All downstream analysis of microarray data
was performed using GeneSpring GX 11 (Agilent). CEL files were used for both the
robust multiarray average (RMA) [19] and Probe Logarithmic Intensity Error esti-
mation (PLIER) analyses [20], and expression values on the chip were normalized to
the chip’s 50th percentile. Each independent experiment included three arrays from
three biological replicates. Statistical analysis was performed using a one-sample
Student’s t-test, which was applied to the mean of each normalized value against
the baseline value of 1. Genes regulated differently by more than 1.3-fold from the
control condition with a P < 0.05 were considered significant. Only genes which met
the above criteria using RMA and PLIER were examined and shown in Tables S1, S2,
S8 and S9.

Functional analyses were performed (Tables S3, S4, S10 and S11) using In-
genuity Pathway Analysis (IPA) (Ingenuity Systems Inc., USA; www.ingenuity.com)
to identify the biological functions and diseases that were most significant to the
data set (Tables S5, S6, S12 and S13). The significance of the association between
the data set and the pathway was measured by two means: (1) A ratio of the
number of molecules from the data set that map to the pathway divided by the
total number of molecules that map to the canonical pathway is displayed and (2)
Fisher’s exact test was used to calculate a P value to determine the probability that
the association between the genes in the data set and the pathway is due to chance
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Fig. 1. Glial cell morphology depends on substrate stiffness. Both primary microglial cells (A—C) and astrocytes (D—F) change their morphology in response to the stiffness of the
substrate. (A, D) On compliant substrates mimicking brain tissue elasticity (G’ = 100 Pa) both cell types showed spherical morphologies. Moreover, astrocytes occasionally showed
star-like morphologies, resembling their in vivo shape (arrow in D). (B, E) On stiffer substrates (G’ = 30 kPa and 10 kPa for microglia and astrocytes, respectively), glial cells spread
significantly more and extended several processes. An activated phenotype was frequently observed on stiff gels (arrowheads in B). Scale bars: 50 um. (C, F) A quantitative cell shape
analysis (score according to cell morphology [13]) confirmed that morphological changes in microglia and astrocytes cultured on stiff substrates were significant (Pmicrogiic = 1E-30
(Nstiff = 447; Nyot = 418); Pastrocytes = 2E-39 (Nggigr = 550; Nsoie = 625); Mann—Whitney test). Scale bars: 30 pm.
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Fig. 2. Inflammatory responses of microglial cells to stiff substrates. (A—F) Fluorescence images of microglia cultured on compliant (A—C) and stiff (D—F) substrates for 1 day and
stained for inflammatory mediators TLR4 (A, D) and PPARy (B, E). (C, F) Overlay of PPARYy, TLR4, and Hoechst-labeled cell nuclei. Scale bar: 50 um. (G) Western blots showing
intracellular protein concentrations after 1 day in culture. (H) Quantitative analysis of Western blots revealed that both PPARy and TLR4 levels were significantly upregulated on
stiffer substrates (N = 3, P < 0.05, paired two-tailed t-test; mean + S.E.M.).

alone. Functional analyses were performed on lists generated using only the PLIER
algorithm.

2.5. Quantitative real-time PCR (qPCR)

A TagMan real-time PCR method was applied to confirm changes in expression
profiles of a selection of genes in microglia (i.e., LPL, RELA, PPARG, ALCAM, CCR1,
CD9, CD97, CSF2, CSF3, P2RY1, TLR4, SDC4, ANGPT1 and TREM1). A separate set of
RNA was extracted from microglia, purified and converted to cDNA as described
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Fig. 3. Inflammatory response of astrocytes to stiff substrates. (A—F)

100 Pa ..

above. Real-time PCR was run using TagMan primers and reagents (Applied Bio-
systems) and arbitrary units of gene quantities were extracted from Ct values using
the standard curves. Among BACTIN, GAPDH and B2M, BACTIN showed the smallest
variation and was therefore selected as the house-keeping control.

2.6. Western blot analysis

Astrocytes were gently detached using ice-cold EDTA (5 mm in PBS, Sigma), spun
down, resuspended in ice-cold PBS and pelleted again. Astrocytes were lysed using
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Fluorescence images of astrocytes cultured on compliant (A—C) and stiff (D—F) substrates for 1 day and

stained for inflammatory mediators Caspase-1 (A, D) and Interleukin 1B B, E). (C, F) Overlay of Caspase-1, Interleukin 1B, and Hoechst-labeled cell nuclei. Scale bar: 100 um. (G)
Western blots showing intracellular protein concentrations after 1 day in culture. (H) Quantitative analysis of Western blots revealed that both pro-Caspase-1 and pro-Interleukin 18
levels were significantly upregulated on stiffer substrates (N = 3, P < 0.05; paired two-tailed t-test; mean + S.E.M.).
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Complete Lysis-M kit (Roche) at room temperature and extracted proteins were
mixed with Laemmli sample buffer and incubated for 2 min at 95 °C. Microglia were
collected similarly and equalized to ~2.25 x 106 cells. Cells were pelleted and lysed
with 30 pl of ice-cold lysis buffer (Cell Signaling) supplemented with additional
protease inhibitors (Complete Lysis-M kit, Roche) for 30—60 min. Intermittent
vortexing and sonication was performed every 15 min. Laemmli sample buffer
(Biorad) was added to cell lysates and heated to 100 °C for 10 min.

Samples were run through 4—20% gradient PAA gels (110V, Pierce) and trans-
ferred to 0.45 pum pore size polyvinylidene fluoride (PVDF) membranes (Fisher
Scientific). Membranes were blocked in 5% skimmed milk dissolved in Tris buffered
saline-Tween 20 (TBS-T; 20 mwm Tris Base, 150 mm NaCl, and 0.1% Tween-20, Sigma)
or 5% bovine serum albumin (BSA) for 60 min. Membranes were blotted for proteins
(antibodies were dissolved in TBS-T containing 1% semi-skimmed milk) followed by
horseradish peroxidase (HRP)-tagged secondary antibody treatment. Immuno-
labeled protein bands were visualized by chemiluminescence (ECL Plus, Amer-
sham) on conventional X-ray film (Kodak). In microglial samples, avidin-biotin
amplification (Vectastain, Vector labs) was used. Blots were visualized by CCD
camera and UVISoft software (UVITEC Cambridge).

Western blots were quantified using Image] software. Briefly, images were
inverted, boxes of equal size were drawn around the bands of interest, and mean
white values (MWV) measured; background was measured accordingly and sub-
tracted from the band values. The method was confirmed by Gaussian fitting anal-
ysis using Origin. Briefly, plot profiles of inverted blots were plotted and fitted to a
Gaussian. Background was subtracted from the base of the curve and the integrated
value of the curve was determined.

2.7. In vivo study

PAA premixes of 30 kPa and 100 Pa gels were polymerized on top of each other
in a 0.2 ml PCR tube, removed, and treated as before. Cylindrical composite gels of
~3 mm length were prepared and implanted into brains of 14 Sprague—Dawley rats.
After opening the skull, a composite foreign body was inserted into brain tissue
using fine tweezers (Fig. 4). The insertion point was located 1.5 mm lateral to the
midline mid-way between Bregma and Lambda planes. The brain was covered with
the excised bony slab and the skin was sutured. Animals received analgesic in-
jections for the following 2—3 days. 1 or 3 weeks after gel implantation, animals
were overdosed with Euthanal (Merial Animal Health Ltd) and perfused trans-
cardially using PBS followed by 4% PFA. Regions of interest were trimmed from the
brains, post-fixed for 2 h in 4% PFA, immersed in a 25% sucrose solution overnight,
cut along the coronal plane into 16 pm-thick slices using a Leica Cryostat (CM3000,
Leica), and slices stained using immunohistochemistry (see Supporting
information).

Images were taken using a confocal laser scanning microscope and stitched
together using Corel Draw X3 software. The interface between the brain tissue and
different gel types was determined using bright field images (Fig. S1). Fluorescence
images were analyzed using Adobe Photoshop CS5 software. To capture local re-
sponses to foreign body stiffness, the edges of the lesion around the stiff and soft gels
were separately found using the magic lasso tool, the border of the mask was
extended to 50 pixels, and average gray values of these selections determined. This
way, protein levels around the stiff and soft parts of the implant in the same animal
were normalized for the contact area of implant and tissue (Fig. 4).

2.8. Statistical analysis

In vitro data was collected in all cases from at least three different cultures.
Origin software (Version 8; OriginLab) was used to analyze the statistical signifi-
cance of the data. Kolmogorov—Smirnov tests confirmed a normal distribution of
values before any parametric test was employed.

3. Results
3.1. Cell morphology

In order to examine the putative effect of contact compliance on
glial cells, we cultured primary rat microglia and astrocytes on
polyacrylamide substrates of different compliance but identical
poly-p-lysine surface coating [13] (Fig. 1). Two compliance regimes
were used: shear storage moduli G’ = 100 Pa, resembling physio-
logical brain tissue elasticity [21,22], and 10 or 30 kPa, which is
significantly stiffer than brain tissue and at least an order of
magnitude above the substrate stiffness at which astrocytes un-
dergo a transition from a compliant to stiff phenotype [13]. We
studied morphological, gene and protein expression changes as a
function of substrate stiffness after one day in culture.

Microglial cells growing on 100 Pa surfaces mostly showed
spherical morphologies, with some short processes and

lamellipodia (Fig. 1A). On stiff substrates (G’ = 30 kPa) microglia
spread more and assumed cell shapes generally seen in cultures on
rigid surfaces (Fig. 1B) [23]. A quantitative analysis [13] showed
significant morphological differences (Fig. 1C). Consistent with
previous studies [12,13], astrocytes on compliant gels either had a
rounded shape or a star-like morphology with fine processes, quite
unlike their usual in vitro appearance on rigid substrates, but
resembling their in vivo morphology (Fig. 1D). Astrocytes on stiff
substrates (G’ = 10 kPa) spread significantly more and acquired a
polygonal shape as on rigid tissue culture plastic or glass surfaces
(Fig. 1E). Quantitative shape analysis confirmed that also differ-
ences in astrocyte morphologies were significant (Fig. 1F). Hence,
both microglia and astrocytes displayed morphological character-
istics of an activated phenotype on stiffer substrates.

3.2. Gene and protein expression in microglia

We then investigated whether glial responses to mechanical
stiffness might also involve the production of molecules that could
trigger an inflammatory reaction. We first analyzed the transcrip-
tional profile of microglial cells and astrocytes as a function of
substrate compliance using DNA microarrays.

In microglial cells 73 genes were significantly upregulated on
stiff substrates compared to compliant ones (Table S1) and 123
genes downregulated (Table S2). A functional gene expression
analysis revealed, amongst others, significant increases in the in-
flammatory response (P = 1.9E-06), immune cell trafficking
(P = 9.6E-05), cellular growth and proliferation (P = 7.5E-05), cell-
mediated immune response (P = 2.2E-04), and antigen presenta-
tion (P = 1.1E-04) of microglia grown on stiff substrates (Table S3,
for significant decreases see Table S4). In total, 15 pathways related
to different inflammatory and pathogenic functions were upregu-
lated on stiff substrates (Table S5), and 8 were attenuated
(Table S6). Individual inflammation-related genes that were
significantly enhanced in microglia cultured on the stiffer gels and
that are important for FBR include markers of microglia activation
(CD97 and PPARY), receptors mediating microglia activation (TLR4
and TREM1), and receptors involved in adhesion and migration
(CD9 and CD97). The increased expression of these genes was
verified by qPCR (Table S7); immunocytochemistry and Western
blots confirmed significant upregulation of PPARy and TLR4 at the
protein level (Fig. 2).

3.3. Gene and protein expression in astrocytes

Comparing gene expression in astrocytes that were grown on
stiff substrates (G’ = 10 kPa) relative to compliant substrates, we
found a significant increase in the expression of 151 genes
(Table S8) and a decrease of 57 genes (Table S9). A functional
analysis of astrocytes grown on stiff substrates showed, amongst
others, significant increases in their inflammatory response
(P = 1.5E-02), cell-mediated immune response (P = 2.6E-03),
cellular growth and proliferation (P = 5.1E-03), cell morphology
(P = 5.8E-03), and cell-to-cell signaling and interaction (P = 7.7E-
03) (Table S10; for significant decreases see Table S11). Individual
genes that were enhanced on the stiffer substrates include in-
flammatory proteins (CASP1), microtubule organizers (TUBET,
MID1), molecular motors (KIF18B), extracellular matrix proteins
(FBN1, CSGALNACT1, HYAL3), cell—cell adhesion proteins
(PCDHGB6), and growth and differentiation proteins (CCNF,
SMAD9, SEMA4C). In order to confirm these mRNA changes, we
selected some key inflammation-related molecules, for which an-
tibodies exist, for examination at the protein level by immunocy-
tochemistry and Western blot. Astrocytes growing on stiff
substrates contained significantly higher levels of pro-caspase-1
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Fig. 4. In vivo FBR is triggered by the stiffness of an implant. (A) Schematic drawing of a composite foreign body (cFB) consisting of a compliant (G’ = 100 Pa) and a stiff part
(G' = 30 kPa), both made from polyacrylamide. (B) Schematic coronal section and top view of a rat brain indicating the location of the cFB (dotted lines). The dashed gray line
indicates the region visible in (C), which shows brain tissue at the end of an experiment. Scale bar: 1 mm. (D) Immunohistochemistry of brain tissue in the vicinity of the compliant
and (E) stiff part of a cFB (asterisks) implanted for three weeks; blue: Hoechst stained nuclei, red: CD11b (OX 42) showing activated microglial cells, green: GFAP showing activated
astrocytes. Inflammatory and astrogliotic reactions are considerably increased around the stiff material (cf. Figs. S2, S3). Scale bar: 50 pm (F) A quantitative analysis of the fluo-
rescence intensity of the brain tissue surrounding the cFB revealed that after one week the CD11b signal was significantly increased around its stiff portion (P < 0.01; N = 5; paired
one-tailed t-test; mean + S.E.M.), suggesting that more activated microglia were attracted towards the stiffer implant in the acute phase of the FBR. After three weeks, i.e., in the
chronic phase, GFAP as well as Interleukin 1B expression were also significantly enhanced around the stiff part of the cFB (P < 0.05, N = 5 and 3, respectively), indicating that
mechanical cues are involved in triggering gliotic and inflammatory reactions around foreign bodies, culminating in FBRs.

and pro-interleukin-1f (IL-1p) proteins (Fig. 3). IL-18 is considered
to be at the top of the hierarchy of the neuroinflammatory mediator
cascade [24].

3.4. In vivo experiments
The preceding results suggested that both astrocytes and

microglial cells change gene and protein expression as well as
morphology when grown on stiff materials compared to surfaces

with a compliance equivalent to that of brain tissue. These changes
on stiff substrates were characteristic of those seen in reactive
gliosis and FBR. We therefore devised an in vivo test and implanted
composite foreign bodies into rat brains to see whether gliosis and
the accompanying FBR can be triggered by mechanical cues. These
foreign bodies consisted of a compliant (G’ = 100 Pa) and a stiff part
(G’ = 30 kPa) made from the same material (polyacrylamide) as
used for the culture experiments. The grafts were left in place for
one or three weeks. We then performed immunohistochemistry on
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sections of the tissue surrounding the implant, observing markers
of gliosis and inflammation (Fig. 4, S1—-S3).

At one week, increased fluorescence of CD11b (OX 42) revealed a
significant increase in microglial activation around the stiff portion
of the foreign body if compared to its compliant region (P = 0.008,
paired one-tailed t-test). GFAP levels in astrocytes were not
significantly different in both regions (P = 0.45). After three weeks,
however, reactive astrocytes surrounded the foreign body, with
significantly higher GFAP levels around the stiff part of the implant
(P = 0.02). Furthermore, IL-15 was significantly upregulated in the
tissue in contact with the stiff part of the implants at that time point
(P = 0.04) (Fig. 4E—G). Overall, three weeks after implantation cells
organized into a dense and distinct layer of tissue that encircled the
stiff portion of the implanted object.

4. Discussion

Our experiments show that both microglial cells and astrocytes,
the key contributors to FBR in CNS tissue, respond to mechanical
cues in vitro as well as in vivo in a way that is consistent with a
mechanical trigger of FBR. Contact with an unphysiologically stiff
surface causes both microglia and astrocytes to display an acute and
late chronic inflammatory response typical for reactive gliosis. It is
possible that glial reactions to mechanical cues and/or distributions
of other cells which may contribute to glial scarring, such as peri-
cytes [25], are cortical layer-specific. However, when comparing
intensities of fluorescent inflammation and astrogliosis markers
locally, and focusing on the tissue region where the soft and stiff
parts of the implant met, we found very similar differences as in the
global analysis shown in Fig. 4, indicating that our results are in-
dependent of the location within the cortex. Overall, our data
suggest a significant contribution of glial cell mechanosensitivity to
triggering gliosis and FBR around implants in the CNS.

The stiffness of different tissues in our body spans several orders
of magnitude, from that of fat and brain tissue to that of bone and
teeth. Most if not all animal tissue cells, including glial cells and
neurons, are mechanosensitive and respond to mechanical stimuli
in their environment. Deviations from the physiological mechanical
properties of a tissue may accompany or even precede and/or
contribute to pathological changes [26—28]. It is important to note
that each type of tissue cell seems to have its own internal gauge for
a ‘normal’ stiffness; cells from stiffer tissues usually experience
larger stiffnesses as ‘normal’. Our current study promotes the thesis
that glial cells in the brain feel and respond to changes in the
stiffness of their environment and react by isolating the “foreign”,
stiff object from the surrounding physiologically soft tissue.

Cellular mechanosensitivity is increasingly recognized as an
important player in cell physiology and pathology. For example,
stem cell differentiation can be directed by mechanical cues [29],
towing by migrating cells can mechanically guide neuronal axon
pathfinding in vivo [30], and mechanical forces can even act as sec-
ond messenger in signal transduction [31]. While our data present
direct proof for an involvement of mechanical signaling at the onset
and during progression of FBR in the CNS, the molecular pathways
leading to the mechano-responsiveness of glial cells remain elusive
[17]. Our experiments reveal changes in the expression of many
genes in glial cells grown on stiff substrates (Tables S1, S8), which
could potentially be involved in their mechanosensitive response to
foreign bodies [14,17]. Further work will investigate molecular
mechanisms of glial cell mechanosensitivity.

5. Conclusions

FBR is a general phenomenon also found in other organ systems.
It is likely that macrophages as the first line of defense in these

organs will show similar responses to mechanical cues as do
microglia in the nervous system [32]. Hence, our data suggest that
adapting the surface mechanical properties of implants to the
physiological stiffness of the organ in which they are embedded
could significantly alleviate FBR. Since most cell types probe their
substrate only a few tens of microns deep [33,34], a compliant
coating of appropriate thickness might be sufficient to increase the
life time of electrodes implanted into brain tissue, and alleviate FBR
around other types of medical implants by improving their
biocompatibility. This improved implant design aspect could
significantly improve the quality of life of many patients that
depend on long-term implant survival.
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