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DESCRIPTION

This research group works in the field of genetic
diseases characterised by a high predisposition
to cancer. Many of these syndromes are caused
by mutations in DNA repair genes. These genes
are therefore crucial in preventing cancer
transformation. Research on these syndromes is
crucial not only to improve their diagnosis and
treatment but also to unravel the mechanisms
that protect us from cancer.

Over the past few years, the team has identified
and studied several novel genes involved in such
syndromes and performed therapeutic research
leading to two orphan drug designations by the
European Medicines Agency and several academic
clinical trials, including gene therapy and drug
repurposing. They also investigate DNA repair
genes involved in these syndromes as therapeutic
targets to induce cancer-specific lethality through
synthetic lethality.

There is an increasing number of novel therapeutic
strategies based on the deep knowledge of

the genetic causes of the disease. Therefore, a
proper genetic diagnosis is essential not only to
provide adequate genetic counselling and clinical
management to patients and their families but
also to provide personalised medicine based on
genomic information.

MAIN LINES OF RESEARCH

Genetics and molecular biology of cancer-
prone genetic syndromes with a focus on
familial breast cancer and Fanconi Anemia and
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related chromosome fragility syndromes such
as ataxia telangiectasia. (Bogliolo, Massimo).

+  Development of new diagnostic and
therapeutic tools in Fanconi anemia, including
gene therapy, regenerative medicine and drug
repurposing. (Surralles Calonge, Jordi).

+ Mechanism of genomic instability and
predisposition to cancer. Study of DNA
repair mechanism and biological and clinical
consequences of DNA repair failure. (Bogliolo,
Massimo).

« Fanconi/BRCA pathway in cancer. Implications
of Fanconi genes in cancer and their use
as therapeutic target against cancer.
Development of DNA repair inhibitor against
cancer by synthetic lethality. (Surralles
Calonge, Jordi).

+  Application of next generation sequencing,
genome medicine and genome editing to
better identify pathogenic mutations and
perform functional studies of variants of
known significance in rare diseases. (Mufioz
Pujol, Gerard).

SCIENTIFIC CHALLENGES

+  Optimisation of our drug candidate to inhibit
the FA pathway as a novel anticancer therapy
based on cancer-specific synthetic lethality.

+  Follow-up of functional assays to classify
variants of unknown significance in cancer-
predisposing genes.

+ As we signed a collaboration agreement with
US-based Rocket Pharma Ltd for 10 10-year
follow-up of FA patients undergoing gene
therapy, we will continue to do so.

+ Running of the AFAN clinical trial for the
repurposing of afatinib to treat Fanconi
anemia patients with advanced head-and-
neck cancer.

«  Performing a drug screening to find drugs
reactivating the Fanconi pathway in cells
expressing a FANCA mutant protein.

«  Develop and apply advanced genomic
medicine tools and pipelines for detecting
pathogenic mutations in genes associated
with rare diseases.
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Validation of gene candidates identified in a
genome-wide CRISPR-Cas screen to identify
synthetic lethal and viable interactions with
the Fanconi/BRCA pathway.

ACTIVE & AWARDED GRANTS

Mora Rodriguez, Angel. Ayudas para contratos
predoctorales para la formacién de doctores
2022. PRE2022-104819. Ministerio de Ciencia,
Innovacion y Universidades. Duration: 2024~
2028.111.758,00 €

Surralles Calonge, Jordi. The Fanconi anemia/
BRCA pathway:Genomic medicine and
advanced therapies. (FABRAT). PID2021-
1224110B-100. Ministerio de Ciencia e
Innovacion. Duration: 2022-2025.
417.000,00 €

Surralles Calonge, Jordi. Ayudas Programa
Investigo 2022. 2022 INV-1 00048. Agencia
de Gestid d'Ajuts Universitaris i de Recerca
AGAUR. Duration: 2022-2024. 66.217,84 €

Surralles Calonge, Jordi. Reposicionamiento
de afatinib para HNSCC en pacientes con
anemia de Fanconi. ICI22/00076. Instituto
de Investigacion Carlos 11l (ISCIII). Duration:
2023-2026. 396.101,20 €

Surralles Calonge, Jordi. Valorizacién y prueba
de concepto de un inhibidor de la reparacion
del DNA por la via Fanconi/BRCA para el
tratamiento del cancer por letalidad sintética.
PDC2022-133233-100. Ministerio de Ciencia,
Innovacién y Universidades (MICIU). Duration:
2022-2024.149.500,00 €

Surralles Calonge, Jordi. Genomic medicine
and rare diseases group. 2021 SGR 00835.
Duration: 2022-2025. 40.000,00 €

Surralles Calonge, Jordi. AFAN trial. Phase lb/
[l study to investigate the safety and efficacy
of Afatinib when administered as therapy in
Fanconi anemia patients with unresectable
and / or metastatic locoregionally advanced
squamous cell carcinoma of the oral cavity,
oropharynx or hypopharynx or larynx. (FARF)
Fanconi Anemia Research Fund. Conv. FARF
Research Grant Award (RGA) Program.
Duration: 2023-2027. 296.303 €
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«  Surralles Calonge, Jordi. Gendmica funcional:
desarrollo e implementacion de una
plataforma para el estudio de casos de cancer
hereditario sin resolver (IMPaCT_VUSCan).
PMP22/00064. Duration: 2023-2025.
352.479,05 €

DOCTORAL THESES DEFENDED

«  Cavero Moreno, Debora. DNA repair in cancer
therapeutics: developing a specific inhibitor
for tumors and targeted therapies to treat
solid tumors in rare diseases. 18/10/2024.
Universitat Autdnoma de Barcelona.
Supervisors: Surralles Calonge, Jordi;
Minguillén Pedrefio, Jordi. https://hdl.handle.
net/10803/692827.

SCIENTIFIC PRODUCTION

- Balagué L, Esko T, de Heredia ML, Abellan
J, Acosta R, Aguado JM, Aguilar C, Aguilera
S, Sabbagh AA, Alba J, Albu S, Alcalad K,
Alcoba J, Batres SA, Algarin HR, Almadana
V, Medeiros KA, Almeida J, Almoguera B,
Alonso MR, Alvarez N, Walther R, Alvarez Y,
Alvarez F, dos KA, Andreu A, Antonijoan MR,
Martinez E, Arana E, Aranda C, Arango C,
Araque C, Araujo NK, Arcanjo AC, Arnaiz A,
Ferndndez FA, Arranz MJ, Lopez J, Artiga MJ,
Avello Y, Ayuso C, Martin BB, Baptista RC,
Baldion AM, Barranco A, Barreda M, Barrera
V, Belhassen M, Bernal D, Bernal E, Bezerra
JF, Bezerra M, Blanca N, Blancas R, Boix L,
Borobia A, Bravo E, Brion M, Brochado O,
Brugada R, Bustos M, Cabello A, Caceres A,
Céceres JJ, Calbo E, Calderdn EJ, Camacho
S, Ceballos FC, Canadas Y, Carbonell C,
Cardona S, Abad MSC, Segura CC, Carrillo
JA, Campos MC, Casasnovas C, Castano
L, Castano CF, Castelao JE, Candalija AC,
Castillo MA, Chaves WG, Chiquillo S, Cid MA,
Cienfuegos O, Conde R, Cunha GCR, Cordero
ML, Corella D, Corrales A, Cortés JL, Corton
M, Souza KSC, Silva FTC, Cruz R, Cuesta L,
Tavares N, Carvalho MCC, Dalmau D, Dantas
RCS, Darnaude MT, de Andrés R, de Juan C,
Troca JJD, de la Horra C, de la Hoz AB, De
Martino A, Cruz MS, Neri J, del Campo V,
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Delgado J, de Bustamante AD, Diaz A, Dietl

B, Diz S, Alves MD, Dominguez E, Rosa LS,
Luchessi AD, Echave J, Eiros R, Enciso CO,
Escudero G, Espafia PP, Sanabria GE, Farifias
MC, Ferndndez R, Ferndndez L, Fernadndez

A, Ferndndez S, Martinez YF, Fernandez

MJ, Fernandez U, Fernandez A, Fernandez

M, Ferndndez R, Ferndndez T, Fernadndez C,
Carioca A, Flores P, Fuenmayor L, Fuertes

M, Fumadé V, Gadea |, Gagliardi L, Gago M,
Gallego N, Galoppo C, Garcia A, Garcia C,
Garcia A, Garcia J, Garcia |, Garcia C, Garcia
AC, Garcia L, Garcia M, Torrején MCG, Garcia
|, Garcia E, Garza E, Gentile A, Gil B, de Araujo
JNG, Gémez M, Gémez J, Carrera LG, Garcia
MG, Sacristan AG, Gonzélez A, Alvarez BG,
de Quirdés FGB, Gonzalez R, Gonzélez J,
Gonzélez M, Gonzalo H, Gorgojo O, Gérgolas
M, Guaragna F, Chaux JG, Guillén E, Guillén
B, Guisado P, Gutiérrez LD, Gutiérrez JF, Heili
S, Jacomo RH, Hernandez E, Herndndez C,
Hernandez LD, Herndndez G, Hernadndez R,
Herrdez B, Herranz MT, Herrera M, Herrero
MJ, Herrero A, Horcajada JP, Imaz N, Intxausti
M, Ifigo A, Ifiguez M, Jara R, Jiménez A,
Jiménez |, Jiménez P, Jiménez MA, Jordan

[, Laguna R, Laorden D, Lasa M, Lattig MC,
Lauriente A, Borja AL, Llanos L, Lopez A,

de Heredia ML, Lopez E, Lopez E, Lopez R,
Lépez MA, Lorente L, Lorenzo J, Lozano JE,
Lozano M, Mahillo |, Mancebo E, Mar C, Calvo
CM, Marcos A, Marcos M, Marin A, Mariscal

P, Martin L, Martin M, Martin C, Martin JA,
Martin MD, Martin V, Martin MM, Martin M,
Martinez A, Martinez O, Martinez R, Martinez
P, Diaz CM, Martinez O, Martinez |, Martinez
MF, Martinez S, Martinez JJ, Martinez A,
Martinez A, Martinez V, Marzal L, Mazzeu JF,
Medrano FJ, Meijome XM, Mejuto N, Mendes |,
Duarte AL, Méndez A, Charris HM, Macias EM,
Mercadillo F, Mercado AR, Minguez P, Molina
E, Molina AJ, Montoya JJ, Pinho SMT, Moreira
P, Morelos X, Moreno R, Cuerda VM, Moreno
A, Moreno J, Ferndndez AM, Garcia PM, Neira
P, Nevado J, Nieto [, Silbiger VN, Nufez R,
Obrador A, Ocejo JG, Virginia O, Oliveira SF,
Ondo L, Orfao A, Ortega E, Ortega L, Ortiz

R, Ortiz F, Oteo JA, Pacheco M, Pacheco FJ,
Padilla I, Panadero S, Parellada M, Pariente R,
Friaza V, Paz E, Peces G, Kus MSP, Perales
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C, Santos NPC, Guegel GP, Pérez MJ, Pérez
A, Pérez P, Pérez C, Pérez G, Pérez F, Pérez
P, Pérez LA, Pérez ME, Perucho T, Pichardo
LA, Ribeiro AP, Pinsach ML, Pinzén LA,
Medeiros JFP, Pita G, Pla F, Planas L, Pompa
EN, Porras GL, Pujol A, Quevedo ME, Quijada
MA, Quintela |, Ramiro S, Sedes PR, Nunes
JFR, Recalde D, Recio E, Resino S, Sousa RR,
Rivadeneira CS, Roa D, Pardo MR, Fernandes
MR, Rodriguez MA, Rodriguez A, Rodriguez
E, Rodriguez MJ, Rodriguez F, Rodriguez

M, Rodriguez C, Rodriguez JA, Maya BR,
Rodriguez A, Rodriguez GE, Rodriguez PA,
Rojo F, Romero A, Morilla R, Ronddn F, Rosales
A, Rubio C, Olivera MR, Ruiz F, Ruiz E, Ruiz
JJ, Ruiz J, Ruiz M, Ryan P, Salamanca HD,
Salazar L, Salgueiro GG, Sangil A, Sdnchez O,
Sénchez PL, Lopez A, Sanchez C, Sanchez
MC, Sanchez J, Sdnchez J, Sancho C, Sande
E, Santos A, Schlliter A, Segovia S, Serra A,
Sevil F, Sevilla M, Sicolo MA, Silvan C, Moraes
VMS, Souza VS, Solé J, Soria JM, Sorli JV,
Silva NS, Souto JC, Sprockel JJ, Suéarez JJ,
Suérez DA, Taboada X, Tamayo E, Tamayo

A, Taracido JC, Vasconcelos RHT, Telleria C,
Carratto TMT, Tenorio JA, Teper A, Araujo |,
Torres J, Torres L, Torres RP, Troya J, URioste
M, Valencia J, Valido A, Vargas JP, Varén B,
Vega T, Velasco S, Vélez V, Victor V, Vidan

J, Silva GV, Vieitez M, Vilches C, Villalobos

L, Villar F, Villar J, Villaverde C, Villoslada

P, Virseda A, Costa TX, Yafiez Z, Zapatero

A, Zarate R, Zazo S, Flores C, Riancho JA,
Rojas A, Lapunzina P, Carracedo A, Gonzélez
JR, SCOURGE GRP. Clonal chromosomal
mosaicism and loss of chromosome Y in
elderly men increase vulnerability for SARS-
CoV-2. Communications Biology. 2024,
7(1):202. DOI:10.1038/s42003-024-05805-6.
PMID:38374351. IF:5,200 (Q1/2D). Document
type: Article.

Cavestro C, Morra F, Legati A, D'’Amato

M, Nasca A, luso A, Lubarr N, Morrison JL,
Wheeler PG, Serra C, Rodriguez B, Turén E,
Prouteau C, Barth M, Hayflick SJ, Ghezzi

D, Tiranti V, Di |. Emerging variants, unique
phenotypes, and transcriptomic signatures: an

ANNUAL REPORT

PAU RESEARCH INSTITUTE

integrated study of <i>COASY</i>-associated
diseases. Annals of Clinical and Translational
Neurology. 2024, 11(6). DOI:10.1002/
acn3.52079. PMID:38750253. IF:4,400
(Q1/2D). Document type: Article.

Dols O, Carbayo A, Jericé |, Blasco O, Alvarez
E, Pérez M, Bernal S, Rodriguez B, Cusco |,
Turon J, Cabezas M, Caballero M, Vesperinas
A, Llansé L, Pagola |, Torné L, Valle N, Mufoz
L, Rubio S, llldn |, Cortés E, Gelpi E, Rojas R.
Identification of a pathogenic mutation in
<i>ARPP21</i> in patients with amyotrophic
lateral sclerosis. JOURNAL OF NEUROLOGY
NEUROSURGERY AND PSYCHIATRY.

2024; DOI:10.1136/jnnp-2024-333834.
PMID:38960585. IF:8,700 (Q1/1D). Document
type: Article.

Llansé L, Segarra A, Dominguez C, Malfatti

E. Kapetanovic S, Rodriguez B, de la Calle O,
Blanco R, Dobrescu A, Nascimento A, Paipa
A, Hernadndez A, Jou C, Mariscal A, Gonzélez
L, Arteche A, Lleixa C, Caballero M, Carbayo
A, Vesperinas A, Querol L, Gallardo E, Olivé M.
Absence of Pathogenic Mutations and Strong
Association With HLA-DRB1*11:01 in Statin-
Naive Early-Onset Anti-HMGCR Necrotizing
Myopathy. Neurology-Neuroimmunology &
Neuroinflammation. 2024; 11(5):e200285.
DOI:10.1212/NX.0000000000200285.
PMID:39106428. IF:7,800 (Q1/1D). Document
type: Article.

Rio P, Zubicaray J, Navarro S, Gélvez E,
Sanchez R, Nicoletti E, Sebastian E, Rothe
M, Pujol R, Bogliolo M, John P, Bastone AL,
Schambach A, Wang W, Schmidt M, Larcher
L, Segovia JC, Yanez RM, Alberquilla O, Diez
B, Fernandez M, Garcia L, Ramirez M, Galy
A, Lefrere F, Cavazzana M, Leblanc T, de
Andoin NG, Lépez R, Catala A, Barquinero

J, Rodriguez S, Rao G, Surrallés J, Soulier J,
Diaz C, Schwartz JD, Sevilla J, Bueren JA,
FANCOLEN I. Haematopoietic gene therapy
of non-conditioned patients with Fanconi
anaemia-A: results from open-label phase 1/2
(FANCOLEN-1) and long-term clinical trials.
LANCET. 2024; 404(10471). DOI:10.1016/
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S0140-6736(24)01880-4. PMID:39642902.
IF:98,400 (Q1/1D). Document type: Article.

Sierra A, Ribosa R, Vidal N, Aldecoa |, Turén

E, Rodriguez B, Turén M, Boronat S, Molina L.
Inherited <i>SCN1A</i> missense mutation in
a Dravet Syndrome family: Neuropathological
correlation, family screening and implications
for adult carriers. EPILEPSY RESEARCH.
2024, 199:107266. DOI:10.1016/j.
eplepsyres.2023.107266. PMID:38061235.
IF:2,000 (Q3/7D). Document type: Article.
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