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La Genetica e la Delezione 22q11.2
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Spectrum of clinical variability in familial
deletion 22q11.2: from full manifestation to
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La Genetica e la Delezione 22g11.2

extremely mild clinical anomalies

Digilio MC, Angioni A, De Santis M, Lombardo A, Giannotti A, MC Digilio®, A Angioni®,
Dallapiccola B and Marino B. Spectrum of clinical variability in familial M De Santis®, A Lombardo®,
deletion 22q11.2: from full manifestation to extremely mild clinical A Giannotti®, B Dallapiccola®®
anomalies. and B Marino'
Clin Genet 2003: 63: 1-6. © Blackwell Munksgaard, 2003 5
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Come si crea una delezione ?

Rottura cromosomica /

fparazione mancata riparazione riparazione anomala
intercromosomica intracromosomica
MS5UNA CONsSeguenza
ones delezione
anomalia di struttura
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Chromosome 22q
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LCR : "low copy repeats” sequences
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“"Regione critica 22q11.2 - Geni”
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TBX1 gene mutations

Lancet, 2003

| Mechanisms of disease |
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Role of TBX1 in human del22q11.2 syndrome

Hisato Yagi, Yoshiyuki Furutani, Hiromichi Hamada, Takashi Sasaki, Shuichi Asakawa, Shinsei Minoshima, Fukiko Ichida,
Kunitaka Joo, Misa Kimtura, Shin-ichiro Imamura, Naoyuki Kamatani, Kazuo Momma, Atsuyoshi Takao, Makoto Nakazawa,
Nobuyoshi Shimizu, Rumiko Matsuoka
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TBX1 e palato

Overt Cleft Palate Phenotype and TBX1 Genotype Correlations in Velo-
Cardio-Facial/DiGeorge/22q11.2 Deletion Syndrome Patients

Sean B. Herman,1 Tingwei Guo,1 Donna M. McDonald McGinn,2 Anna Blonska,1,3 Alan L.
Shanske,4 Anne S. Bassett,5,6 Eva W.C. Chow,5,6Mark Bowser,2 Molly Sheridan,2 Frits
Beemer,7 Koen Devriendt,8 Ann Swillen,8 Jeroen Breckpot,8 M. Cristina Digilio,9 Bruno
Marino,10 Bruno Dallapiccola,9 Courtney Carpenter,11 Xin Zheng,12 Jacob Johnson,1
Jonathan Chung,1 Anne Marie Higgins,13 Nicole Philip,14 Tony Simon,15 Karlene
Coleman,16 Damian Heine-Suner,17 Jordi Rosell, 17 Wendy Kates,18 Marcella Devoto,2
Elaine Zackai,2 Tao Wang,19 Robert Shprintzen,13 Beverly S. Emanuel,2 Bernice E.

Morrowl
and the International Chromosome 22q11.2 Consortium
Am J Med Genet 2012
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Delezione “'de novo”

Delezione “"de novo”: rischio di ricorrenza per Del22 = 0
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Delezione “familiare”: rischio di ricorrenza per Del22 = 50%
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Fig. 3. — Partial G-banded
karyotype of patient showing
normal 22 (left) derivative X
(middle), and normal X
(right).
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AMERICAN JOURNAL OF
RESEARCH ARTICLE medical genetics

Genetic Dosage Compensation in a Family with
Velo-Cardio-Facial/DiGeorge/22q11.2
Deletion Syndrome

Avishai A. Alkalay," Tingwei Guo,” Cristina Montagna.2 M. Cristina Digilio,3 Bruno Dallapiccola,3
Bruno Marino,* and Bernice Morrow™*

*Department of Obstetrics and Gynecology, Albert Einstein College of Medicine, Montefiore Medical Center, Bronx, New York
’Depmmcnl of Genetics, Albert Einstein College of Medicine, Bronx, New York

*Bambino Gesu Pediatric Hospital, IRCCS, Rome, ltaly

“University La Sapienza, Pediatric Cardiology, Rome, Italy
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e geni modificatori

Human Mutation

OFFICIAL JOURNAL

Genotype and Cardiovascular Phenotype Correlations with H GV§|

TBX1in 1,022 Velo-Cardio-Facial/DiGeorge/22q11.2 VARIATION SOCIETY
Deletion Syndrome Patients

Tingwei Guo,' Donna McDonald-McGinn,? Anna Blonska,'? Alan Shanske,* Anne S. Bassett,® Eva Chow,® Mark Bowser,2
Molly Sheridan,? Frits Beemer,® Koen Devriendt,’ Ann Swillen,” Jeroen Breckpot,’ Maria C. Digilio,2 Bruno Marino,®
Bruno Dallapiccola,® Courtney Carpenter,'® Xin Zheng," Jacob Johnson,' Jonathan Chung,' Anne Marie Higgins,
Nicole Philip,” Tony J. Simon," Karlene Coleman,'® Damian Heine-Suner,'® Jordi Rosell,'® Wendy Kates,”

Marcella Devoto, "' Elizabeth Goldmuntz, ' Elaine Zackai,>'® Tao Wang,2' Robert Shprintzen,'? Beverly Emanuel 218
Bernice Morrow,'™ and the International Chromosome 22q11.2 Consortium

' Department of Genetics. 0b/Gvn and Pediatrics. Albert Finstein Colleae of Medicine Rranx New Yark-2Division af Human Genetics Childran’s
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