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ENFERMEDAD DE ALZHEIMER (EA)
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ENFERMEDAD DE ALZHEIMER (EA)

No VAYAS A oFENDERTEELCIRA
PER0 $NoSOTROS ERAMOS
AMiGoS, PARIENTE S,ESPOSOS

Perdida
e memoria

Problemas Dificultad para Desorientacion en Pérdida en capacidad
de lenguaje hacer tareas simples tiempo y espacio de juzgar




ENFERMEDAD DE ALZHEIMER (EA)
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GLAUCOMA
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GLAUCOMA
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MEMANTINA
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TRANSPORTE DE FARMACOS AL CEREBRO
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SISTEMAS NANOESTRUCTURADOS
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SISTEMAS NANOESTRUCTURADOS
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TAMANO DE PARTICULA Y CARGA SUPERFICIAL
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OPTIMIZACION

Diseno factorial (DoE)

PARAMETROS DE
SONICACION

VARIABLES
DEPENDIENTES |

Amplitud de onda (%)
Tiempo 1a sonicacion (s)
Tiempo 2a sonicacion (s)

Tamaio promedio (nm)

Indice de polidispersién (P1)

Carga superficial (ZP, mV)

_ EE (%)
-1.68 -1 0 +1 +1.68
Amplitud de onda (%) 21.6 25 30 35 38.4
Tiempo 1a sonicacion (s) 13 20 30 40 47
Tiempo 2a sonicacion (s) 79 120 180 240 281
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Amplitud
Coded
level

(%)

Factorial points

F1 -1
F2 1
F3 -1
F4 1
) -1
Fé 1
F7 -1
F8 1
Axial points

25.0
35.0
25.0
35.0
25.0
35.0
250
35.0

Tiempo la sonic

Coded

level

(s)

20.0
20.0
40.0

40.0
20.0

20.0
40.0
40.0

Tiempo 2a sonic
Coded

level

(s)

120.0
120.0
120.0
120.0
240.0
240.0
240.0
240.0

Tamano
promedio
(nm)

390.4+2.2
249.7 £ 4.7
184.6 £0.7
2270126
243.0+0.9
248.1 £ 1.9
258.7 £ 4.5
206.4 £ 1.2

2224 % 2.4

0.213 £ 0.039
0.069 +0.022
0.125 +0.023
0.057 £0.019
0.194 £0.012
0.053 +0.037
0.198 £0.011
0.061 +0.045

0.033 * 0.011

ZP (mV)

-6.73 £ 0.04
-6.33 £ 0.49
-6.43 £0.45
-6.72 £0.33
-6.72+0.24
-6.48 £0.15
-6.35£0.33
-6.67 £ 0.30

-5.63 * 0.37

EE (%)

3.46
9.59
42.57
36.89
/.43
14.69
22.63
2.88

2l -1.68
F11 0

F12 0

F13 0

F14 0
Center points
F15 0

F16 0

21.6
30.0
30.0
30.0
30.0

30.0
30.0

30.0
47.0
13.0
30.0
30.0

30.0
30.0

180.0
180.0
180.0
281.0
79.0

180.0
180.0

162.6 0.4
226.7 £ 4.4
196.8 £2.5
239.8+0.7
382.6 +5.2

220.1 £5.6
222.1 £3.6

0.262 +0.012
0.236 £0.011
0.103 £ 0.056
0.056 + 0.020
0.221 £0.011

0.069 £0.019
0.062 + 0.021

-6.83 £0.37
-6.49 £0.25
-6.47 £0.55
-5.77 £0.47
-5.93 £ 0.21

-5.36 £0.03
-5.36 £ 0.11

39.36
19.94
43.10
23.39
33.95

2401
23.23
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CARACTERIZACION

Tamaino promedio £ 200 nm
PI<0.1
ZP -25 mV
EA 80-99%
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INTERACCIONES FARMACO-POLIMERO
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INTERACCIONES FARMACO-POLIMERO
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LIBERACION IN VITRO
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LIBERACION IN VITRO
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PERMACION CORNEAL Y ESCLERAL
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ESTUDIOS DE ESTABILIDAD
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Backscattering (%0)

ESTUDIOS DE ESTABILIDAD
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ESTUDIOS DE LIOFILIZACION
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ESTUDIOS DE LIOFILIZACION

OH
Crioprotecor HO 0._.0., 0,0H

Mannitol 5,5 Osmolaridad NG
Fructosa 6,0 280 mOsm/| OH

Sacarosa 10,5 Trehalosa
Trehalosa 11,8 OH OH CHOH on CHQ(_())H chor
HO g : OH HO Lo OHOH y HO Lo
OH OH OH OH OH
Mannitol Fructosa Sacarosa

m&z_
-34 354 16 h
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Conclusiones.




ESTUDIOS DE LIOFILIZACION

DXI NPs

RATIO ANTES /DESPUES LIOFILIZAR

Crioprotector

Tamano (nm)

Pl

0.04

MEM NPs

Crioprotector

RATIO ANTES /DESPUES LIOFILIZAR

Tamano (nm) Pl ZP (mV)
Manitol 0.20 0.04 0.95
Trehalosa 0.96 0.80 0.98
- 0.03 0.06 1.16

Conclusiones.

Tamano, PIl, ZP

LIOFILIZACION

|

‘:—J Tamaiio, Pl, ZP

/



ESTERILIZACION

%0Co irradiation source
25 kGy (Eur. Ph. Pharmaceutical products)

r v Alto poder de penetracion
1 v Baja reactividad quimica
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—

No varian las propiedades fisicoguimicas

Tamano, PIl, ZP, EE
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ESTUDIOS DE CITOTOXICIDAD
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TRANSPORTE IN VITRO A TRAVES DE LA BHE
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MODELO DE RATON PARA LA EA

Ratones tfransgénicos APP/PS1
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MODELO DE RATON PARA LA EA

60-

40

Escape latency (s)

|
Untreated Free DXI DXI loaded NSs

Materialesy matodoyy | Rewdtndes y  Conclusiones



IMMUNOMHISTOQUIMICA
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TOLERANCIA OCULAR

HET-CAM fest

Hemorragia

Coagulacion

~ “Vasoconstriccién

Aplicacion producto

»

Product Assay Classification
MEM HET-CAM 1.85+0.15 Ligeramente irritante
Draize 4,00+ 1.00
MEM NP HET-CAM 0.13+£0.01 No irritante
Draize 0.00 £0.00
DXI :
DXI NP HI?Tr%Z,EM 888 i 888 No irritante
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MODELO ANIMAL DE GLAUCOMA

Inyeccion Suero salino hipertdnico

Changes
in optic
nerve

. Pressure
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EFICACIA TERAPEUTICA EN EL GLAUCOMA

-®- OHT only
—¥— OHT MEM NP

257 ¢33
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IOP (mmHg)

0 5 10 15 20 25
Time post OHT (days)

Conclusiones.



EFICACIA TERAPEUTICA EN EL GLAUCOMA

RGC Density (ceIIs/mmZ)
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