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A personalized biomedicine promise Posing a problem

hiPSCs culture & Matrigel™
differentiation (and similar ECM hydrogels)
Growth on fibroblasts CB Low production
(feeder-based) X &\ (murine)
56234 |
S vemoare N . -
Growth on Matrigel™ -] Diverse composition
(feeder-free) - :
1 Different structures

Ethical issues

A

Strategy

=
-
. A+

bioMATA4EYE will address Matrigel substitution by joining several multidisciplinary research
teams with key expertise in biomaterial production (fermentation, extraction),
physicochemical modification and conformation in 2D, 2D+ and 3D structures by diverse
technologies, micro-bioreactor design, construction and physicochemical control, and
hiPSCs generation, culture and monitored differentiation to RGCs. RGCs can be the basis
for cell therapies for patients with optic neuropathies of low prevalence (e.g. LHON, DOA)
and age-related increasingly prevalent ones (e.g. glaucoma).
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The general structure of the project

A Hierarchical Approach for hIPSCs differentiation to RGCs by combining
Biomaterials, Surface Chemistry and Microfluidics (¢icMAT4EYE)

Retina: Optic neuropathies
(DOA, LHON, glaucoma) RGCs
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Project structure: the consortium
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e N T1.1. Hydrogel production and modification
wei » Exopolysaccharides: alginate, pullulan, chitosan, xanthan gum
NATURAL T1.2. Hydrogel physicochemical characterization
kBﬁW@E‘%@@E&SJ » HPLC-SEC, viscosity, SEM, NMR, FTIR, Rheology...

T1.3. Cytocompatibility assessment

KUL, UCM, | x nt
RISE PFI, i+12 > hiPSCs, RPCs adhesion & proliferation

TLd | UCM->Bacterial alginate: Azotobacter vinelandii RISE-PFI /Chitinor—>Chitosan
12| KULeuven->Pullulan: Aerobasidium pullulans Acid extraction& purification

1) BioProcess variables: carbon source, nitrogen source, %oxygen, temperature, time...

II Molecular weight

Ratio G/M (alginate)

2) Crosslinking: STMP, Ca?*, Ba?*, Fe3*, chitosan, NaOH, UV...

S om, ?
-

Pullulan-STMP hydrogels (Example)

o ol ol b dota
GEL PREPARATION g e sl sl fg

Acetylation grade p ol Lot - ol ook
/‘&l r CROSSLINKING )
: : Melanin (pullulan) o /Xiﬁ\/t&ﬁ @ room Tloraén CHARACTERIZATION
#~ g?ﬂ',: ) : ;Iw:ling / water
H T . n . reteer;ﬂ:n studies
Protein content \/;\A \ﬁ, Rheclogy
Phenolics & A o
e A . . . V4 ”
antioxidants o =,/ Crosslinking control: G , G
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Bioprocess examples: bacterial alginate e e N Tl
\O/m el O/
X ’ L»jj ?\»)j T1.2
Xanthan gum—> i B 9 -

Xanthomonas campestris (plant pathogen)

‘ p e W o e e W e Guluronic acid
™ Nou M M N

High MW /pure alginate—> _ N \ ] _

Azotobacter vinelandii ATCC 9046 . % f\@"\ Mannuronic acid

Process variables

Property affected

€100 rpm WZ200 rpm A300 rpm X400 rpm

Stirring speed

(0, N, transfer) 350 Molecular weight

2, 'N2 3.00 N a4 (MW’ PD|’ Ma)
Carbon source - R shh Acetvlation
(sac, glu, potato waste) A : X mau"® "= Y

. L e o ole degree
Nitrogen source 1.50 ~ ¢ Mannuronic /
(yeast extract, N,) oo LI . :
I um build K Alginate (g/L) evolution Guluronic ratio
nocuium buiid-up v A in bioreactor Alginate
(1,2, 3 inocula stages) g ® o .

0 10 20 30 40 50 60 70 g0 Concentratlon

Process time
(34 to 72 h)
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Bioprocess examples: pullulan (Aerobasidium pullulans)

Process variables

Carbon source
(sac, glu)

Nitrate concentration
(0.6, 1.0 g/L)

Property affected

Aireation flow
(1=22 vv.m.)

Process time
(48 to 120 h)

i,

_-4:&" 5
/' ﬁ\( ~—— a-(1-6)

MALTOTRIOSE UNIT

Melanin production (from day 3)
Pullulan production (40—>70 g/L)

Pullulanase

__ 600 : 600
© T
g g
+ 500 1500 =
=]
=) =)
2 o
= s
B 400 1400 =
=2 =]
Q
g 3
© 300} {1300 §
E B
)]
=) S
© 200f 1200 ©
o )
> >
© @©
= —
2 100 {100 =

()]
£ o
= =
4

od : - ‘ 0
0 24 48 72 9% 120
Time [h]

Tdd

Ti.2

G(1—>4) ngo 0 n
H OH H OH
o o]
Pullulan: m&" 3y
A a-glucan 4
0 codes
e
Day My, [kDa] My, [kDa] PDI [-]
0 0 0 -
1 316.093 243.888 1.206
2 471.238 439.448 1.072
3 128.157 85.560 1.498
4 224.510 214.857 1.045
5 128.987 124.758 1.034
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3) Chemical modification T4

UCM and RISE-PFI->Hydrogels based on chitosan-alginate (or xanthan gum) T1.2

KULeuven—>chemical modifications of pullulan —metacrylated, carboxymethylated, amino-

CHy

< Amino pullulan : DS=1 o 0
L r i N
ol TN o o o ‘ OH
MM, | - 0" N
N |"' . ' Ho™ oH S‘ﬁ
o Carboxymethyl pullulan

4) RGD-peptide (from integrins) grafting: a) Carbodiimide—>R-NH, b) Maleimide—>R-SH

UCM=alginate UCM, KUL, RISE PFI=>alginate, pullulan, chitosan
Maleimide-based cystein containing peptide grafting RGD functionalization .
D .~
cys-GGRGDVF y y T EDC . . ‘
+ L
. R SPUS
N N HoN N
Oy /HE E/\N Y, I B /HNé E/\N S~GGRGDVF J/ mﬁo( i%gH EDC/NHS chemistry .
=c (e} =c [e} HN OH

Arginylglycylaspartic acid

NS *Sulfo-NHS
ALGINATO ALGINATO 2 Sulfo-NHS
o
O:‘S”i
(Arginine-Glycine-Aspartic acid) ]

Tested by 'H-NMR: 100% grafting R,«'Un-m»“ - CJ) L
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hiPSCs + alginate
Example: hiPSC culture trial with alginate 300 rpm - bioreactor

P a rt ners inv 0 |V e d SS%)'OR:\? Alg300+P pTRAT ”Alg300 pNOTRAT A|g300 pTRAT B Mtg
UCM, i+12 .
g
Strange hiPSCs clumps

- /only in Matrigel

structures on
the surface

¢ ela

¥ e

It seems that there are holes in the surface = Ca?* ion exchange?éneed for a
more stable crosslinking or surface activation. Alginate citotoxicity? Structure

degradation? Surface degradation due to culture media?
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hRPCs+neat pullulan (STMP crosslinked) Correct adhesion and proliferation

 Day7 |  Day10 | .
) R —— 19 Partners involved

0 -
Ba o s Wie" ) |

Matrigel control

Hydrogel coating
6 wt% pullulan

Best
condition?

Hydrogel coating
8 wt% pullulan

Hydrogel coating |
10 wt% pullulan |
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A first joined scientific paper: to Macromolecular Bioscience -
RPCs + chitosan-RGD
Correct adhesion and proliferation

Cell culture results of hRPCs seeded on
Matrigel, air- and freeze-dried chitosan films
with and without peptide.

Each experimental condition was testedin
three independent replicates. Representative
images were obtained with brightfield
microscopy (10x objective). In this figure the
biomaterial (black arrows), live (blue arrows)
and dead cells (red arrows) are shown.
Matrigel sample: hRPCs are visualized as
individual cells; Air-dried chitosan film: a few
cells with a rounded shape can be seen; Air-
dried chitosan with peptide film: the cells
have axons and group togetherforming bigger
structures; Freeze-dried chitosan film: a few
live cells are deposited on the sample; Freeze-
dried chitosan film with peptide: cells group
together and progressively detach from the
biomaterial. Scale bar: 100 um.

Matrigel
control

Air dried
chitosan

Air dried
chitosan with
peptide

Freeze dried
chitosan

Freeze dried
chitosan with |’
peptide Under review in Macromolecular Bioscience

Partners involved: RISE-PFI, i+12, UCM
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4 WP2 Y\ T2.1. Formulations of biomaterials for 3D printing

2D S0+ S>30 » Chitosan and its mixtures with alginate, pullulan...
STRUCTURES T2.2. 2D+ constructs
\ D » Thermal nanoimprint lithography, femtosecond
RISE PFI UCM laser ablation...for physical guidance of axons (differentiation).
KUL, CHITINOR, T2.3. 3D constructs
RGM3D, RISE » RGM 3D printing unit basic & modifications, 3D scaffolds,
i microbioreactors...
PFI, i+12 RISE-PFI
T2.1 Chitinor » Several chitosan samples Ink formulation & rheology
Scaffold characterisation
Ink Chitosan Mw 50000
Chitosan S 340 Chitosan XXS
Chitosan S 340 7 40000 —e—Chitosan X$
Chitosan XS 201 ;'E ~e—Chitosan S
Chitosan XS 201 o
Chitosan XXS 3 20000
Chitosan XXS ;
g

10000 “\N._

0.00 10.00 20.00 30.00 40.00
Temperature [°C]
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T2 A H. " | 5. etor/watersair

Increased
retention of
thread
dimensions

T2.2 | ucM->femtosecond laser ablation of PS plates i+12->Morphology of texturized wells

Control runs: Laminin + Poly-D-lysine —>RPCs differentiation to RGCs
: e p35 with a 1 cm? area using a
Differentiation of RPCs to RGCs tartosicondiaser
5_;3'..{;‘;5.} i Plate | Groove size | Groove spacing
' % 3:%:".’ . il Cryopreservalion 3 ("m) (l-'m)
Embryoid bodies (EBs) Neural rosettes and e)lg):gzlo o : B 100 mW 58+6 320440
pscs § { Recs | |RRCs ' ' Racs 200mW | 120+10 250420
Day 0 Day 4 Day 8 Day 0 Day 4 Day 10 Day 28 30 mwW 2844 5613
[EBIREER] N2 medium gggﬁ; Medium 1 Medium2 | Medium3 50 mW 5113 1845
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Plate coating

» Day -2: texturized plates
were sterilized using UV
light for 30 minutes

» Day -1: 1 mL Poly-D-
Lysine O/N RT

* Day 0: 1 mLlaminin2 h
37°C

T2.2 | i+12=>RPCs differentiation to RGCs

Cell seeding

» Cell detachment with
accutase

+ Cell counting
(Neubauer’s chamber)

+ 0,83 - 106 RPCs/p35

* Incubate at 37°C and
CO, 5%

. /

Translational Research with iPS Cells Group

\.

4 Cell culture

* Medium 1 — Days 0-3:
N2B27 + DAPT (4 uM).

* Medium 2 — Days 4-9:
N2B27 + DAPT + BDNF
(50 ng/ml).

* Medium 3 — Days 10-
28: N2B27+ BDNF

* Brightfield microscopy to

\.

visualize cell cultur
0,83 - 10° RPCs &8/ ~ 3%
& Q}Q
/«ﬂ%\"\ o \ RPCs ReC
. () (am) I ] } i
p ™ %, AN J 1 1 | | 1
"f \ N N Day 0 Day 4 Day 10 Day 28
N // =\ ,(/ 2\ Medium 1 Medium 2 Medium 3
‘ AN oy -
\\_/7 \\_// / - "
Control Texturized plates % =)
(Conventional (2D plus culture in (e =~
culture) 1 cm? area) T .
(.
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T2.2 | i+12=>RPCs differentiation to RGCs

p35 control p35 100 mW p35 30 mW

p35 200 mW

Day -1

(without
cells)

4X

Higher Higher surface ?

texturization cytotoxicity .
2D flat surfaces 2D+ Groove texturices surfaces
RGCs clumps & axons RPC expansion between grooves—>axon elongation

* M-ERA.NET | 6icMAT4EYE Miguel Ladero- UCM-April 2% 2025




W2

T2.3| REGEMAT 3D printing unit basic & modifications

RGM3D-> 2023: Novel printing head with in-situ photopolymerization

(A) GelMA printing process using a
0.41 mm nozzle on a Petri Dish at
22°C.

(B) Photopolymerization process of the
scaffold via irradiation with 405 nm UV
light.

(C) GelMA scaffolds with a pore size of
1.5 mm after printing and photocuring.

RGM3D-> 2024: Novel printing head with in-situ Peltier-effect temperature precise control

! (A)Printing process of the first layer,
showcasing the Peltier cooling module
and the attached syringe.

(B)Scaffolds printed at room temperature
(RT) with pore sizes of Tmm and 0.8 mm,
using nozzles of 0.41 mm(upper)and 0.25
mm (lower), respectively.

B 0,

b 1|
; ] ¢ '
M&

(C)Scaffold with a pore size of 0.8 mm,
printed at 4°C using a 0.25 mm nozzle.
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A first joined scientific paper: to Macromolecular Bioscience

RPCs + chitosan-RGD

Apparent correct adhesion
and proliferation

——Chitosan XS before peptide grafting ——Chitosan XS after peptide grafting

C-0 stretching N-H bending
of secondary  of primary
amine amine

FTIR

3600 3100 2600 2100 1600 1100 600
Wavalength (cm-1)

Immunocytochemistry analysis to evaluate the presence of =
hRPCs on the scaffolds at day 6 of cell culture.
Representative confocal images with 40x objective show the

L]

nuclei counterstained with DAPI. (A) Chitosan XS scaffold. (B) = . I

Chitosan XS scaffold modified with peptides that contain the . i ,
RGD sequence. Scale bars: 25 um. B e e
Under review in Macromolecular Bioscience Samuion o 2 clignne

Gelation in water I Freeze drying

Partners involved: RISE-PFI, i+12, UCM

Miguel Ladero- UCM=-April 24 2025




4 ) T3.1. Fluid-dynamic analysis in microreactors for cell culture and
WP3 differentiation
MICROFLUIDIC > Fluid-dynamic models for flow analysis...microreactor construction
BIOREACTORS & control testing with Matrigel
- ) T3.2. Physical gradient monitoring and control

UL, ULEI, UCM,
RISE PFI, i+12,
RGM3D

» Sensors, gradients, pH, T, shear stress...

T3.3. Chemical gradient monitoring and control
» Chemical sensors for oxygen, CO,, validation of models...

LU-> microreactor design&construction  i+12-> UL team training in Madrid
—>RPC store, thawing & expansion = RPC creation & delivery

C (selected design)

~

| supply. . |
S{PUMmps &8 Mic

Construct The set-up \-‘l bigr "
- ' - )
- a kﬁ]l
M|n| mix inautbater
incuba 28 ture g -
tor
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Wr3

T34

LU-> microreactor design&construction i+12—> UL team training in Madrid

—>RPC store, thawing & expansion = RPC creation & delivery

Layer Structure (Bottom to Top):

1. PMMA Base

2. 3D-Printed Cell Culture Chambers & Media Channels
3. 3D-Printed Gas Channel Layer
4
5

PDMS (Gas-Permeable Layer between Layers 2 & 3)
Double-Adhesive Printed Films for Laver Attachment

Coloured water flow
Low Reynolds number (Re)
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Wr3

LU->microreactor design&construction  i+12-> UL team training in Madrid

- RPC store, thawing & expansion - RPC creation & delivery
= . On microbioreactor chamber
. : | Polystyrene (PS) plates )
e e /Matrigel/ Day 10
ATl S R A . (N2B27+BDNF)
=i 1cAI2G | s ‘
AR '-‘::ﬂ!‘:"“' ot C (e - a‘ Dead,.dispersed, non- -
-V < s SNG4l ' adhérentcells . -

v
a® . ©

On PS-plate/Matrigel
Day 10 (N2B27+BDNF)

* Results suggest PMMA is not suitable for cell culture, growth, or differentiation.

o [t is likely that, the hydrophobicity of PMMA, even when coated with Matrigel or Poly-D-Lysine
(chemical treatment), likely interferes with effective cell attachment and growth.

Adhesive? Supporting PMMA?-> PS or glass substrates
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3.3

i+12->RPC expansion (control & hydrogels)

- RPC differentiation (control & hydrogels)

Wr3

UCM~>liquid composition analysis
- kinetic modelling=> LU

pEERE® -~

m Average RPC growth Model SGompertz
—— Gompertz model average Equation y = a*exp(-exp(-k*(x-xc)))
—— Logistic model average Plot CX
500 - Upper bound cell growth a 386.38294 + 54.46817
O Lower bound cell growth Xc 7.48369 + 1.42739
Logistic model for upper bound k 0.19197 £ 0.08324
— Logistic model for lower bound Reduced Chi-Sqr 4620.56057
400 R-Square (COD) 0.81927
Adj. R-Square 0.79518
Model Slogistic3
Equation y =a/(1 + b*exp(-k*x))
~ 300 Plot CX
B) a 372.36074 + 38.47102
~ b 16.78296 + 14.59769
é k 0.29406 = 0.10196
200 H Reduced Chi-Sqr 4608.11068
R-Square (COD) 0.81976
Adj. R-Square 0.79573
[} Mode Slogistic3 Model Slogistic3
1004 Q Equation y =al(1+bexp(-k™x)) ||Equation y = al(1 + b*exp(-k*x))
Plot B Plot B
] a 434.29331 + 3.56886 ||i4 219.14122 + 6.05468
b 3774713 £ 3.71584 b 12.12153 £ 1.70207
0 - T - T - T T . 0.43301 £ 0.01277 Ik 024449 + 0.01748
0 5 10 15 20 25 |Reduced Chi-Sqr 38.26524 Reduced Chi-Sqr 45.9577
. R-Square (COD 0.99885 R-Square (COD) 0.9937
time (days) Adj. R-Square 0.99866 Adj. R-Square 0.99244

Optical microscopy (Neubauer chamber)—> RPC counting during expansion

Glucose—> ion exclusion HPLC / glucose enzyme kit
Proteins—>Bradford test

Non-structured model for liquid
Non/Segregated model for cells

)
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Wr4

T4.1. Differentiation of hiPSCs to RGCs in 2D, 2D+ and 3D systems

W4 > Lee-based protocol, immunofluorescence (off-line) ...
hiPSCs=>RECs T4.2. Development of opto-bioelectronic-based monitoring for RGC
DIFFERENTIATION differentiation and maturation
i+12, ULEI, » Microelectrode arrays, FEM, High Content Screening + photonic 7
RGM3D, UL, optic monitoring, integration of sensors in 3D devices...
RISE PFI, UCM, T4.3. Differentiation of iPSCs to RGCs in successful sensor-equipped
KUL 2D/3D and microfluidic devices

> Patient, OPA1 gene mutation, CRISPR/Cas9 correction...RGCs
function monitoring (control in Matrigel).

T4.1 | The Protocol: from hiPSCs to RGCs

Scientific paper: PMID: 39000346. Garcia-Ldpez et al. 2024

PN PhD Thesis: Marta Garcia Lépez (UCM, April 2024)
é 0.0‘03° oS .
P gty Partners involved
Sortesaases ;
v gt +12
FASTEL 4

Cryopreservation
and expansion of
RPCs

Day 0 Day 4 Day 8 Day 0 Day 4 Day 10 Day 28

. N2B27 .
_ N2 medium e Medium 1 \ Medium 2 -
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Wr4

4.2 | = First multimodal opto-bioelectronic monitoring system with novel
ultrathin HighDense-MEAs allows highly spatial resolved non-invasive,
real-time monitoring of cellular processes and electrophysiological activity

Partners involved

ﬂ i+12, ULEI

Clean Room Action potentials detected in RGCs

—> first proof of electrophysiological activity of hiPSCs-derived RGCs
- it is now possible to quantitative monitor differentiation and functionality of RGCs
- developed Matrigel alternatives can now be tested in RGC differentiation experiments
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Wr4

T4.3 | Differentiation of iPSCs to RGCs in sensor-equipped 2D/3D and microfluidic devices
Partners involved
DOA patient iPSCs i+12, ULEI
CRISPR/Cas9 } }
Isogenic control iPSCs } } P

Patient RGCs

Bioelectronic
differentiation
monitoring and

functional analysis

Isogenic control RGCs
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Wr4

Partners involved
i+12

R s moey  Line created by CRISPR/Cas9
Bona-fide hiPSC line

Creation of an Isogenic Human iPSC-Based RGC Model of . . . .
Dominant Optic Atrophy Harboring the Pathogenic Variant (fully pluripotent — high quality line)
¢.1861C>T (p.GIn621Ter) in the OPAT Gene . . . . .

Marta Garcia-Lopez L Lydia Jiménez-Vicente 19, Raquel Gonzalez-Jabardo 1), Helena Dorado 'O, FIrSt I+1 2 SCIen tlflc pap er (p UblIShEd)
Irene Gomez-Manjén 20, Miguel Angel Martin 2340, Carmen Ayuso 3, Joaquin Arenas >4 and . .

Maria Esther Gallardo - partially supported by bioMAT4EYE

T4.3 | Creation of an isogenic control hiPSC line (done & published)

| c.1861C>T (p.GIn621Ter) |

Creation of an isogenic healthy iPSC line with CRISPR/Cas9

[_’Oexm;j | | A

BASUNRI NS NAERASN SR
: 0.20
| - ENDOOCT4
' i e o8 - ENDO SOX2
: I} " [ . = CRIPTO
ol \ i A s N
| ANOG
el AP o] =
Oex20.4.B3 J | £ = CMYC
I I s 0054
1\ 'V AR AR 2
B = . PO S B AN EREAS B S SV RN % i
' £ .00

HSHDOIT-A  Oex20.4-B3

TRA-1-81
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Meetlngs 20, &...>2 more from KUL (EPNOE conference Graz 2023...)

Raquel Gonzalez-Jabardo, Marta Garcia-Lépez, Natalia Robles-Anda, Lydia Jiménez-Vicente, Helena Dorado, Pablo Rueda de Arriba, M. Esther Gallardo.
Generation of an isogenic control from an induced pluripotent stem cell line of a patient with dominant optic atrophy harbouring the genetic variant ¢.1024
A>G (p.K342E) in the OFAT1 gene. 27th European Association for Vision an Eye Research (EVER) Congress. (November 2024). Type of comunication: oral
poster.

2. Raquel Gonzalez-Jabardo, Marta Garcia-Lopez, Natalia Robles-Anda, Lydia Jiménez-Vicente, Helena Dorado, Pablo Rueda de Arriba, M. Esther Gallardo.
Generacion de un control isogénico a partir de una linea de iPSCs de un paciente con atrofia éptica dominante portador de la variante genética en el gen
OPA1, ¢.1024 A>G (p.K342E). Il Jornada Investigadores Junior i+12. (September 2024). Spain. Type of participation: Scientific and organising committee
and poster.

3. Natalia Robles-Anda, Amalie Solberg, Helena Dorado, Eva Pasquier, Raquel Gonzalez-Jabardo, Lydia Jiménez-Vicente, Pablo Rueda de Arriba,
Miguel Ladero, Gary Chinga Carrasco, M. Esther Gallardo. Empleo de estructuras 3D de biomateriales para el cultivo de células progenitoras de la
retina. Il Jornada Investigadores Junior i+12. (September 2024). Spain. Type of participation: Scientific and organising committee and poster.

4. Amalie Solberg, Eva Pasquier, Miguel Ladero, M. Esther Gallardo, Gary Chinga Carrasco. Chitosan-based inks for 3D-printed scaffolds. 17th
Scandinavian Society for Biomaterials Meeting. (2024). Helsinger (Denmark). Type of comunication: oral.

M. Esther Gallardo. Jornada Investigando Juntos: Jornada de Accesibilidad ONCE-H120. (2023). Madrid, Spain. Type of comunication: Invited conference.

6. Ainhog Porroche; Belén Ponce; Miguel Ladero; M. Esther Gallardo. Novel alginate-derived matrices for cultivation and differentiation of iPSCs. BIOTEC
2023. XVl Congreso de la Sociedad Espafiola de Biotecnologia. (2023). Madrid, Spain. Type of comunication: oral poster.

7. M. Rosa Zabaleta; Ainhoa Porroche; M. Esther Gallardo; Miguel Ladero. Optimization of alginate production by A. vinelandii at flask scale. BIOTEC
(2023). XVIIl Congreso de la Sociedad Espafiola de Biotecnologia. (2023). Spain. Type of comunication: poster.

8. Marta Garcia-Lépez; Lydia Jiménez; Raquel Gonzalez-Jabardo; M. Esther Gallardo. Generacién de RGCs derivadas de iPSCs para modelizar |a atrofia
dptica dominante. | Jornada Investigadores Junior i+12. (2023). Spain. Type of participation: Scientific and organising committee and oral comunication.

9. Ainhoa Porroche; Belén Ponce; Miguel Ladero; M. Esther Gallardo. Nuevas matrices derivadas de alginato para el cultivo y diferenciacion de iPSCs. |
Jornadas Investigadores Junior i+12. i+12. (2023). Spain. Type of participation: Scientific and organising committee and oral comunication.

10. Marta Garcia-Lopez; M. Esther Gallardo. Generation of iPSC-Derived RGCs for Modeling Dominant Optic Atrophy. 2nd International Electronic Conference
on Biomedicines. (2023). Med. Sci. Forum (2023), 21, 3. DOI: 10.3390/ECB2023-14087. Type of participation: oral comunication.
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1 more in progress (Ms. Natalia Robles-Anda i+12+UCM)
PhD thesis =™ i+12 1 more in progress (Ms. Femke de Ceulaer KULeuven+UCM)

1. Title: Generacion de un modelo humano de RGCs para el estudio y aproximacion a terapia de la atrofia optica dominante. Marta Garcia Lopez. (Defence
date: April 2024). Universidad Complutense de Madrid. Qualification: Outstanding cum laude unanimously.

MSc thesis i+12 i+12/UCM: 3 more / Professional training internships: i+12/UCM=8...)

1. Title: Caracterizacion de alginato algal y quitosano para la creacion de hidrogeles con aplicaciones biomédicas. Mounat El Jarmouni. Master in
Biomaterials. (2024). Universidad Complutense de Madrid (UCM).

2. Title: Atrofia optica dominante: iPSCs como modelo de enfermedad, mejora en el diagnéstico y aproximacién a terapia. Pablo Rueda de Arriba. Master's
Degree in Biochemistry, Molecular Biology and Biomedicine. (2024). Universidad Complutense de Madrid (UCM).

. . . . O
Dissemination to society [35]

1. Radio: Programmes: ‘Mas de uno’ (Onda Cero), ‘Estamos como queremos’ (RNE). ‘Tarde o temprano’ (Radio Canarias), “Buenos Dias” (Onda Madrid),
Cope, etc.

2. Television: Soy de Madrid (Televisién Digital de Madrid). Telediario de la 1, la 2 and Antena 3.

3. National press: Diario Meédico, El Mundo, La Vanguardia, La Razdn, 20 Minutos, NIUS, IM épticas, El gacetin de Madrid, Europa Press. Consalud,
Servimedia, among many others.

4. Regional press: diario de Mallorca, el periddico mediterraneo, el faro de Vigo, la opinién de Zamora, la opinién Coruna, Levante, diario de Ibiza.

5. Local press: actualidad21.net, el noticiero de Madrid.

6. Social networks (e.g. Twitter) and the institutional website.

7. Training programmes (Programa 4° ESO + Empresa, semana de la Ciencia e Innovacion y el Dia internacional de la mujer y la nifia en la Ciencia).
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Project bioMAT4EYE was selected in the Joint Transnational Cofund Call 2021 of
M-ERA.NET 3, which is an EU-funded network of about 49 funding organisations
(Horizon 2020 grant agreement No 958174). The project is funded by the AEI and
CDTI (Spain), FWO (Flanders), The Research Council of Norway, The Ministry of
Education, Science and Sport (Slovenia) and the Ministry of Science and Arts
(Saxony, Germany).

THANK YOU.FOR
YOUR ATTENTION
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