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Hematologic presentation of biallelic BRCA2/FANCD1 pathogenic germline variants

Courtesy of 
Marena Niewisch, 

unpublished

FANCD1 FANCA



Germline biallelic BRCA2 pathogenic variants and medulloblastoma

Kastellan S, et al. J Hematol Oncol. 2024 Apr 29;17(1):26.

median survival time 4.5 months
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421 patients with FA diagnosed 
over 4 decades

Childhood Cancer Registry

since 1980
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Fanconi anemia (n=421) and ataxia teleangiectasia (n=160)

Dutzmann CM, et al. J Clin Oncol. 2022 Jan 1;40(1):32-39.
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In subgroups FA-A, -C, -G no MDS or AML before age 4 years. It may be safe to start bone
marrow surveillance in FA patients of these subgroups following the third year of life.

Cumulative cancer incidences in patients with FA



A novel classification of hematologic conditions in patients with Fanconi anemia
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Behrens YL, et al. Haematologica. 2021;106(11):3000-3003.
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A novel classification of hematologic conditions in patients with Fanconi anemia

AIP, Aberration of
Indeterminate Potential
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A novel classification of hematologic conditions in patients with Fanconi anemia

Prognosis after HSCT?
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Behrens YL, et al. Haematologica. 2021;106(11):3000-3003.
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HSCT 

Chao MM, et al. Klin Padiatr. 2015 May;227(3):157-65
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HSCT 

Courtesy of Rita Beier, unpublished
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Courtesy of Rita Beier, unpublished
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HSCT 

Courtesy of Rita Beier, unpublished
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What is needed 

Clinical trials FA-BMF/FA-AIP

Clinical trials FA-AML/MDS



Cancer Predisposition Syndrome Registry

cancer-predisposition.org
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Cancer Predisposition Syndromes

NEURAL TUMORS
Neurofibromatosis type 1
Neurofibromatosis type 2
Schwannomatosis
Tuberous sclerosis
Rhabdoid tumor predisposition 1
Rhabdoid tumor predisposition 2
Retinoblastoma predisposition syndrome
Congenital central hypoventilation 
syndrome
ALK-related neuroblastic tumor 
susceptibility
Gorlin syndrome
GRP161 medulloblastoma syndrome
ELP1 medulloblastoma syndrome

ENDOCRINE TUMORS
Multiple endocrine neoplasia type 1
Multiple endocrine neoplasia type 2
Multiple endocrine neoplasia type 4
Von Hippel-Lindau syndrome
Hyperparathyroidism jaw tumour 
syndrome
Hereditary pheochromocytoma/
paraganglioma syndrome

HEMATOPOIETIC MALIGNANCIES
PAX5  susceptibility to ALL
ETV6 susceptibility to ALL
IKZF1 susceptibility to ALL
CEBPA associated familial AML
RUNX1 familial platelet disorder with 
associated myeloid malignancies
Robertsonian translocation 15;21
Ring chromosome 21
Down syndrome
Ataxia telangiectasia
Bloom syndrome
Nijmegen breakage syndrome
Fanconi anemia
Dyskeratosis congenita
GATA2-deficiency
MIRAGE Syndrome
SAMD9L ataxia-pancytopenia (ATXPC) 
syndrome
Shwachman-Diamond syndrome
Congenital neutropenia
ANKRD26-related thrombocytopenia and 
myeloid malignancies
other immunodeficiency syndromes

OTHERS
BAP1 tumor predisposition syndrome
BRCA1/2 associated hereditary breast 
and ovarian cancer syndrome
Carney Complex
DICER1 syndrome
Enchondromatosis
Hereditary leiomyomatosis and renal cell 
cancer
L-2-hydroxyglutaric aciduria
Multiple osteochondromas
NKX2-1 syndrome
Ornithin transcarbamylase deficiency
POLE deficiency
PTEN hamartoma tumor syndrome
Rasopathies
Rubinstein-Taybi syndrome
Schinzel-Giedion syndrome
Sotos syndrome
T (Brachyury) gene familial chordoma 
Tyrosinemia Type 1
Weaver syndrome
Werner syndrome
Xeroderma pigmentosum

Li-Fraumeni syndrome Constitutional mismatch repair 
deficiency

WILMS TUMOR
Beckwith-Wiedemann spectrum
Bohring-Opitz syndrome
Mulibrey nanism
Trisomiy 18
Perlman syndrome
WT1-associated syndromes
Simpson-Golabi Behmel syndrome
TRIM28 congenital predisposition to WT
Mosaic variegated aneuploidy

GASTROINTESTINAL TUMORS
APC-associated polyposis syndromes
Juvenile polyposis coli
MUTYH-associated polyposis
Peutz-Jeghers syndrome
Lynch syndrome

FA Europe Scientific Meeting 2024

Pfister SM, et al. Cancer Discov. 2022 Feb;12(2):331-355.



Disorders with Abnormal DNA Damage Response (DADDR)

Ataxia-telangiectasia (A-T), Bloom syndrome (BS), Constitutional mismatch repair deficiency (CMMRD), DNA ligase IV syndrome (LIG4S), Dyskeratosis 
congenita (DC), Fanconi anemia (FA), Li Fraumeni syndrome (LFS), Nijmegen breakage syndrome (NBS), Rothmund-Thomson syndrome (RTS), Werner 
syndrome (WS), Xeroderma pigmentosum (XP)

FA Europe Scientific Meeting 2024



Cancer Spectrum

ACC, adrenocortical carcinoma; ALL,
acute lymphoblastic leukemia; BC,
breast cancer; BCC, basal cell
carcinoma; CRC, colorectal carcinoma;
MB, medulloblastoma; MDS,
myelodysplastic syndrome; ML,
myeloid leukemia; MN, melanoma;
NHL, non-Hodgkin lymphoma; OS,
osteosarcoma; SCC, squamous cell
carcinoma; STS, soft tissue sarcoma;
TC, thyroid cancer
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Cancer Spectrum

ACC, adrenocortical carcinoma; ALL,
acute lymphoblastic leukemia; BC,
breast cancer; BCC, basal cell
carcinoma; CRC, colorectal carcinoma;
MB, medulloblastoma; MDS,
myelodysplastic syndrome; ML,
myeloid leukemia; MN, melanoma;
NHL, non-Hodgkin lymphoma; OS,
osteosarcoma; SCC, squamous cell
carcinoma; STS, soft tissue sarcoma;
TC, thyroid cancer

Cancer risk ↑
Toxicities and/or second neoplasms ↑
Prognosis ↓
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Translational Research for Patients with Abnormal DNA Damage Response

SP1

SP2

SP3

SP5

SP7

SP9SP8

SP10

SP4

SP6
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Cancer Predisposition Syndrome Registry

cancer-predisposition.org
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