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A. Personal Statement

Alessandra Renieri graduated in Medicine at the University of Siena and obtained a PhD in Human
Genetics at the University of Torino. Subsequently she received a specialist degree in Medical Genetics at the
University of Florence and she then went back to Siena where she worked first as Medical Assistant and then
as researcher. In 2000 she was appointed Associate Professor and from 2007 she is Full Professor of
Medical Genetics at the School of Medicine of the University of Siena. From July 1%, 2019 she is member of
the Committee for Advanced Therapies (CAT) at the European Medicines Agency.

From 1992 to 2002 she personally performed 1240 second-level genetic counselling activities at the
division of Medical Genetics of Siena, which imply identifying a case on the basis of clinical genetics,
recommending a possible molecular diagnosis, coordinating the implementation of the research, assessing the
recurrence risk for relatives and, sometimes, making pre-symptomatic diagnosis. She is the director of the
Medical Genetics Unit of the General Hospital of Siena. Since 2001 she has coordinated, as director of the
Medical Genetics Unit, more than 10,000 genetic counselling.

Her main research interest has always been the study of the genetic basis of of rare diseases, with a
special focus on Rett syndrome, and other conditions with intellectual disabilities (ID), Alport syndrome,
retinoblastoma and other rare cancers. She identified two new genes disease: FACL4 gene for X-linked ID and
FOXG1 gene for Rett syndrome. Her laboratory was among the first in Italy to introduce the technology of
array-CGH and of Next Generation Sequencing (NGS) for clinical diagnosis.

She has been involved in research on Rett syndrome for many years and she contributed to the
identification of all 3 known genes presently associated to the disease, as well as to the definition of the
associated clinical phenotype. Her group identified FOXG1 as the first autosomal gene involved in Rett
syndrome. Her laboratory is a referral center for Rett in Italy and, since 1998, she directs the Genetic Biobank
of Siena (GBS, http://www.biobank.unisi.it), one of the few in Italy certified SIGU-CERT and ISO9001, and
funded by Telethon since 2002. GBS is the Italian Partner of BBMRI (Biobanking and Biomolecular Resources
Research Infrastructure), member of EuroBioBank and RD-Connect. Since 2009, she coordinates the
international Rett database network (http://www.rettdatabasenetwork.org). She also coordinates the Italian
Registry of Alport disease, an Italian network for Alport disease, which aims to fund and support actions in
favour of the management and treatment of ATS patients. In order to create a human cellular model for the
study of the pathogenic mechanisms of Rett syndrome directly in human affected neurons, she set up the
technique of genetic reprogramming in her laboratory (iPS).
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She has been involved in cancer genetics for many years, including retinoblastoma, breast, colon and
lung cancer. Her laboratory is among the first in Italy to introduce the use of NGS for “liquid biopsy” as an
innovative diagnostic and prognostic technique in cancer for early detection and monitoring cancer growth and
resistance to treatment for “personalized medicine”.

Prof. Renieri is HCP (Health Care Provider) representative/sub-representative for Azienda Ospedaliera
Universitaria Senese (AOUS) of 5 European Reference Networks (ERNs): EuroBloodNet (on rare
haematological diseases); ERKNET (on rare kidney diseases); ERN ITHACA (on ID and congenital
anomalies); PaedCan-ERN (on paediatric cancers) and EURACAN (for rare adult solid cancers). She is
coordinator of Registry WP with the ERN ITHACA and involved in the interoperability between Registries at
European Level (coordinator of Rett Networked Database) and is leading for ERN ITHACA the project for
H2020 HP-PJ-06-2016 "Support for New Registries" call.

She is an active member of the Telethon Network of Genetic Biobanks. She acts a medical advisor with
several patient organizations including AIRETT, and supervises specialist clinics for rare disorders within
AOUS.

Since 2017 her reasearch interest is focused on gene editing using CRISPR systems and its

translation to clinical practice. Currently, she is running four gene editing projects. Three are using Crispr/Cas9
and AAV system and are related to Rett syndrome (FOXG1 variant), Parkinson (LRRK2 and GBA) and Alport
syndrome (COL4A5). One is using Crispr/Cpf1 and lentiviral vector and it is related to Chronic Lymphocytic
Leukemia and other TP53 mutared cancers. More recently, in Siena she was sorting out a sort of “factory” for
producing plasmid & vectors for gene editing in vitro & animal models, preliminary for clinical trial for a number
of diseases including Rett syndrome, Parkinson disease, Alport syndrome and Pompe diseases, among
others.

To rapidly respond to the ongoing COVID-19 pandemic, she is focusing on developing the most
informative diagnostic test and the most powerful therapy on the basis of host genome. She is leading the
GEN-COVID Multicenter Study aimed at enrolling 2,000 COVID-19 patients for host genetic analysis and she
is member e co-founder of the international Host Genetic Initiative (HGI). For these purposes, recently, a
section dedicated to COVID-19 was included in the established and certified Biobank and Registry of the
Medical Genetics Unit of the Hospital. The Genetic and COVID-19 Biobank of Siena, is member of BBMRI-IT,
of Telethon Network of Genetic Biobanks (project no. GTB18001), of EuroBioBank, and of D-Connect,
provided us with specimens.

Research activities of Prof. Alessandra Renieri are substantiated by 262 original publications with a
total IF > 1000 and 3 patents. She is author of 6 book chapters, 9 reviews made by request, and one N&V in
Nat Genet.

Citation parameters (Scopus— update April 2020):

N publications in the last 10ys: 134
N total citations: 8904

Normalized citations: 318

H-index: 48

average citations per item: 30,89

Prof. Alessandra Renieri ranks above the median for full professors according to ANVUR scientific
quality parameters (contemporary H —index, number of publications in the last ten years, normalized citations).
Being also over the median for total H-index and total citations numbers, she has been recently selected in the
committee for National Scientific Qualification (2012-2015).

B. Posizioni ed Onori

Posizioni e occupazione
1993-1998 - Medical Assistant - Medical Genetics, Hospital of Siena, Italy
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1998-2000 - Researcher - Medical Genetics, School of Medicine, University of Siena, Italy

2000-2007 - Associate Professor - Medical Genetics, School of Medicine, University of Siena, Italy

Since 2002 - Director of the Medical Genetics division, Hospital of Siena, Italy

Since 2003 - Director of the Specialty School of Medical Genetics, University of Siena, Italy

2001-2004 - Coordinator of the Research Doctorate of Medical Genetics, University of Siena

Since 2005 - Director of the PhD School in Oncology and Genetics, University of Siena, Italy, that becomes in
2011 Doctorate in Genetics, Oncology and Clinical Medicine (GenOMeC)

Since 2006 - Coordinator of the inter-University Master in “Clinical Genetics”.

Since 2007 - Full Professor - Medical Genetics, University of Siena, Italy

2015-2019 - Director of the PhD School in Doctorate in Genetics, Oncology and Clinical Medicine (GenOMeC),
University of Siena, Italy.

Altre esperienze e affiliazioni a societa scientifiche

1989-1993
1993

Since 1991

Since 1992

Since 1991
Since 1993
Since 1993
Since 1999
2002 & 2004
2004-2009
Since 2013

Since 2014
Since 2014
Since 2014
Since 2016
Since 2017

2017
Since 2019

Brevetti

Research experience at Medical Genetics laboratory, University of Siena

Research experience at Molecular Genetics laboratory (Prof. A. Ballabio), Baylor College of
Medicine, Houston, Texas, USA

Clinical experience as coordinator of about 1900 molecular diagnoses (index cases) of 15
different monogenic diseases, Medical Genetics, University of Siena.

Clinical experience in Genetic Counseling (about 1240 sessions) at the Medical Genetics,
University of Siena.

Affiliated to Italian Society of Human Genetics (SIGU) (before AIGM)

Affiliated to American Society of Human genetics (ASHG)

Affiliated to European Society of Human genetics (ESHG)

Teaching Medical Genetics in the School of Medicine, Siena

Wellcome Trust grants reviewer

Board member of European Society of Human genetics (ESHG)

SIGU representative within UEMS (Union Européenne des Médecins Spécialistes -
European Union of Medical Specialists)

Affiliated to EBMG (European Board of Medical Genetics), a professional organism of
ESHG

Section Editor di European Journal of Human Genetics (EJHG)

Coordinator of the Working Group of Clinical Genetics of the SIGU

Member of Ethical Committee of Azienda Ospedaliera Universitaria Senese, Siena, Italy
Secretary of Clinical Genetics Section within UEMS (Union Européenne des Médecins
Spécialistes - European Union of Medical Specialists)

Coordinator of Network for Italian Genomes (NIG)

Member of The Committee for Advanced Therapies (CAT) of the EMA (European Medicines
Agency).

e Alessandra Renieri e llaria Meloni “Diagnostic and therapeutic tools for X-linked mental retardation
syndrome “ International application N° PCT/IT03/00134 emesso nel marzo 2003 e pubblicato il16
giugno 2005 AS UD-2005-0130162-A1.

e Renieri A, Conticello S, Pinto AM, Meloni |, Daga S, Donati F, Croci S, Lopergolo D. “CRISPR-Cas
system for gene therapy” (Patent application N° 102018000020230) for the use of CRISPR/Cas9
technology in rare genetic diseases. December 19, 2018.

PHS 398/2590 (Rev. 06/09)

Page 3 Biographical Sketch Format Page



Program Director/Principal Investigator (Last, First, Middle): Renieri Alessandra

e Renieri A, Conticello S, Donati F, Niccheri F, Mari F, Papa FT, Lorenzetti FC. “Sistema CRISPR-
Cas per 'editing genomico” (Patent application N° 1020180000094 31) for the employment of
CRISPR/Cpf1 technology for specific delivery of suicide gene in cancer cells mutated in TP53.
October 15, 2018.
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