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El gran reto de las enfermedades raras

* Hay pocos pacientes
* Las empresas no conocen la enfermedad
* Faltan modelos animales y herramientas preclinicas

* Faltan objetivos (endpoints) y escalas clinicas

* Para la mayoria no existen terapias aprobadas




La necesidad de construir bloques

Esta es la
comunidad de Terapias y ensayos clinicos

pacientes

¢, Sabemos disefiar ensayos?

¢, Hay registros de pacientes?









Vision global: el mapa
Construir bloques

Eliminar barreras: cientificas,
clinicas, conocimiento

Conectar: redes, industria




1) Ejemplos: papel de grupos de pacientes (con
los que he trabajado) en avanzar desarrollo de
tratamientos para su enfermedad

2) Propuestas: para que esté al alcance de mas
grupos de pacientes
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The 0DC, in partnership with the
Loulou Foundation, is pleased to
announce the
2021 CDKLS Program of
Excellence Pilot Grant
Program,

offering a one-year grant of
$150,000.
This funding opportunity is open to
the international community!
Apply today!

Busqueda de tratamientos para el sindrome por
deficiencia de CDKL5

RNA therapy
|

A new research which has just been funded by
Intetvista@al Prof _Antapello Mallamaci
ok b "

the Italian charity Gruppo Famiglie Dravet Onlus,
supported by five other European associations
to Dravet iagd

Sindrome de Dravet Portugal, Dravet-Syndrom e.V

Dravet Sweden

/Flanders,

Swiss Dravet Sy
by the Dravet Syndrome European Federation
(DSEF).
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CDKL5: iPSCs sin fronteras

Generar y caracterizar Disponibles en repositorio
iIPSCs de pacientes internacional

Papel importante en

terapias génicas

s : A< CORIELL INSTITUTE

Generation and characterization of human induced pluripotent stem cells &0
(iPSCs) from three male and three female patients with CDKLS Deficiency FOR MEDICAL RESEARCH
Disorder (CDD)

Pin-Fang Chen ', Teresa Chen ", Taylor E. Forman ', Amanda C. Swanson’,
Benjasin O'Kelly ', Sean A, Dwyer ', Elizabeth D. Butsermore ', Robin Kleiman

Sheridan JS Carrington .l)lmrl).llﬁ . CSW‘M.HWLO"“4
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* Multiples pacientes o ———— ulTrOge ny/%
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(] OROO00S  DEVELOPMENTAL AND EPILEPTICENC... Yes iPSC |

: L, . () OR00007  DEVELOPMENTAL AND EPILEPTIC ENC... Yes iPSC |

[ ] C t I g [J OROODO4  DEVELOPMENTAL AND EPILEPTIC ENC... Yes iPSC |
O n ro eS I SO e n I CO S () OR0O0010  DEVELOPMENTAL AND EPILEPTIC ENC... Yes IPSC |

() ORO0DO3  DEVELOPMENTAL AND EPILEPTIC ENC... Yes iPSC |

[J OROODOS  DEVELOPMENTAL AND EPILEPTIC ENC... Yes iPSC |

(] OROOD03  DEVELOPMENTAL AND EPILEPTIC ENC... Yes iPSC |

() OR00002  DEVELOPMENTAL AND EPILEPTIC ENC... Yes iPSC |
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Modelo genético en Papel Importante en terapias génicas
repositorio internacional = :
nCOded ‘> CCEI\!TE!!)EGINVESTIGACION

= THERAPEUTICS MEDICA APLICADA
UNIVERSIDAD DE NAVARRA

DravetSyndrome Aboutus Events Projects News Contact

Novel open- Adoptado por el NIH como servicio
access mouse

model of Dravet Enilensia
Syndrome FULL-LENGTH ORIGINAL RESEARCH pl pS|

One of the objectives of the Dravet Syndrome N : .
n it asior for Development of an antiseizure drug screening platform for
researchers to understand Dravet Syndrome & o
Dravet syndrome at the NINDS contract site for the Epilepsy

and to laok for better treatments and 3 cure.

nocols Therapy Screening Program

) gene.

B6(Cg)-Scn1atm?-10sfy)
Stock No: 026133 | Common Name: floxed stop Scn1a*A1783V
— Chelsea D. Pernici'?© | Jeffrey A. Mensah? | E. Jill Dahle'? | Kristina J. Johnson' |

These conditional Scn7a-A1783V mice express the Digvetll’ ® The Jackson Laura Handy' | Lauren Buxton'’ | Misty D. Smith'? | Peter J. West' |
Cameron S. Metcalf'?© | Karen S. Wilcox"? ©

Syndrome/SMEl-associated mutation A1783V in the pr#s€nc eLaboratory
recombinase, and exhibit Dravet-like phenotypes including

spontaneous seizures. m) National I.nstitu.te of E p i I e psy Th era py
Neurological Disorders .
SINDROME DF DRAVET O and Stroke Screening Program
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CDKLS5: Patient-Focused Drug Development meeting
con la agencia americana del meficamento (FDA)

Symptom  Proportion of respondents selecting this as one of
the top three most burdensome

Desarrollo preocupa
mas que epilepsia

N

Global developmental delay
Epilepsy/seizures

Gastrointestinal and feeding problems
Limited or absent speech

Behavioral disturbances (see table)

Visual impairment
Difficulty walking
Limited hand control
Respiratory problems

Sleep problems
Scoliosis (curvature of the spine)
Other
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“Beneficio clinico” desde la voz del paciente

La EMA necesitaba mas datos de fenfluramina
en adultos: capturar la voz de los pacientes

Patient perspective on the significant benefit of fenfluramine
for the treatment of Dravet syndrome

A project of the Dravet Syndrome European Federation Patients 18
and older :
(n=29, ages 18-40) Fenfluramine
Age group analysis. Very much improved _ Very much improved
) . . Much improved _ Much improved
Age break-down of the results from a survey to caregivers of patients with Dravet syndron
about their experience with fenfluramine: Minimallyimproved I Minimally improved
e 88 patients with Dravet syndrome ages 1 to 17
. N No change No change
e 29 adult patients with Dravet syndrome ages 18 to 40
Negative change I Negative change
Not sure - Not sure

50% 40% 30% 20% 10% 0 10% 20% 30% 40% 50%
% of responses

draveteurope

Jravet Syndrame Eurapean Federatior



Saber qué medir vs saber como
medirlo

La importancia dela Historia Natural para el
diseno de ensayos clinicos




Criterios de inclusion realistas =« =

RESULTS

Un trabajo pionero

Epibepsy & Behavier &4 (2015) 104-109

Contents lists avallable 2t ScienceDirect
gy
1en v

Epilepsy & Behavior

journal homepage: www. elsevier.com/locate/yebeh

The European patient with Dravet syndrome: Results from a @
parent-reported survey on antiepileptic drug use in the European
population with Dravet syndrome

Luis Miguel Aras, Julidn Isla, Ana Mingorance-Le Meur * 2 0 1 5

Dirgeee Syndsseme Foandanas Spate, Madnd, Span

Datos de casi 300 familias
4 crisis al mes: la mitad
51% toma estiripentol
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Qué medir en ensayos clinicos con terapias genic

Consenso de Revisidon studio

outcome measures observational por la
con expertos FDA

CANDID

CRITICAL PATH INNOVATION MEETING
(CPIM) FOR AN OBSERVATIONAL STUDY Tod a S | a S e m p resa S

IN CDKLS DEFICIENCY DISORDER (CDD)
trabajando juntas

CPIM US FDA, DECEMBER 14 2020

e para validar escalas
* Empresas
* Médicos
* Especialistas q»'°;‘"1{‘
* Pacientes
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CANDID study: un studio clinico sin precedentes
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Informar diseno de ensayos
Minimizar grupo placebo

Redefinir la linea de qué es
pre-competitivo



Novel open-
access mouse
model of Dravet
Syndrome

Educar reguladores/aclarar

Quitar barreras y organizar

Atraer investigadores



No es facil

No al alcance
de todos

Implica a o%o0

muchos otros J= —
O
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EMPUJAR LA LINEA
DE LO QUE ES
PRE-COMPETITIVO
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