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Figure 2 Diepoxybutane-induced chromosome fragility in non/low-
mosaic Fanconi anemia (FA), high-mosaic FA, reversion FA and non-
FA groups i

The two-dimensional fragility intensity distribution was analyzed:
percentage aberrant cells and breaks per cell.
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Table 1 Fanconi anemia patients with genetic reversion

Patient code Gene Inherited mutation  Reversion Revertantcells  Effect on phenotype References
FA67 FANCA 2546delC 2546C>T Gran, LCL Mild pancytopenia 12)
FA98 FANCA 2546delC 2546C>T PBLs Progressive Case 112)
pancytopenia
EUFA704 FANCA 1615delG 1615delG+1637delA +1641delT  PBLs, LCL —_ 21)
EUFA393 FANCA 3559insG 3559insG+3580insCGCTG PBLs, LCL — 21
IFARS57-2 FANCA 2815-2816ins19 Wild type PBLs, LCL, Mild pancytopenia 1)
stem cells —» clonal evolution
URD FANCA 856C>T Wild type PBLs, LCL Mild pancytopenia 22)
STT FANCA 862G>T Wild type PBLs, LCL Mild pancytopenia 22)
MRB FANCA 97T>G Wild type PBLs, LCL Mild pancytopenia 22)
EUFAI73 FANCA 2852G>A Wild type PBLs, LCL Mild pancytopenia 22)
EUFA506 FANCC 1749T>G 1748C>T+ 1749T>G PBLs, LCL —_ 21)
EUFAB06 FANCC 67delG/1806insA  Wild type PBLs, LCL Normal CBC 23)
EUFA449 FANCC 67delG Wild type PBLs, LCL Mild pancytopenia 23)
—_— FANCDI 8732C>A 8731T>G+ 8732C>A Leukemic cells  Resistance to AML? 24)
— FANCA 2670G>A 2927G> A+ 2670G>A Stem cells Normal CBC 10)

FA: Fanconi anemia, Gran: granulocytes, PBLs: peripheral blood lymphocytes, LCL: lymphoblastoid cell line. (Adapted with modifications from

Table I1I in Hamanoue S et al: Br J Haematol, 132: 630-636, 2005'%.)

Table 2 Clinical and biological characteristics of the 3 Fanconi anemia patients with lymphocytic reversion

Case ?y%e Bone marrow failure presentation P ::m;ggg;“og:}:gggs‘cal Biological diagnosis
1 7 Progressive pancytopenia PE: skin pigmentation, short stature, PBL: both breaks and FANCD2 normal.
Diagnosed at age 6 years of abnormality of metacarpal bones Buccal mucosa: abnormal FANCD2
pancytopenia Molecular diagnosis: FANCA mutations:
¢.2546delC/c.2546delC
Reversion: ¢.2546C>T
2 16 Diagnosed at age 4 years of History: breaks by MMC test in PBL: both breaks and FANCD?2 normal.
pancytopenia PBL at age 4 years Bone marrow fibroblast: both FANCD2
Slowly progressive cytopenia PE: skin pigmentation, short stature, and MMC-sensitivity abnormal
over a period of 12 years thumb anomaly, strabismus, Molecular diagnosis: FANCA mutations:
esophageal atresia €.2546delC/c.3295C>T
Bone marrow: RAEB Reversion: absence of ¢.3295C>T
3 29 Diagnosed at age 9 years of PE: skin pigmentation, short stature, PBL: both breaks and FANCD?2 normal.

pancytopenia

thumb anomaly

Bone marrow: RA

Follow-up: oral cavity carcinoma
diagnosed at the age of 29 years

Bone marrow fibroblast: FANCA
mutations

Molecular diagnosis: FANCA mutations:
¢.2170T>C/c.44_69del

Reversion: absence of c.44_69del

PE: physical examination, PBL: peripheral blood lymphocytes, MMC: mitomycin C, RAEB: refractory anemia with excess blasts, RA: refractory

anemia.

e oo, BEREOHBECHERLS, 2 7THSASER
CHEL W5 L Bbhe. BERED 5\ ZF R B
TRAE7 VAOERNERI L. EF2, 3 LbFH
BRI CRIBEIAEA T VA DRENY v R TILN
KL, BREFIOFERESI~OBEREIHZ LI,

FABEC L - T, BOHMREEoA I EOREECL
THE—REI IR CE I RRIETHS. BROBETRYE
BMTHCORABABRBIECKEY 7074 A7 5 IF
(cyclophosphamide; CY) O®R5 T, FEREESLBEA X
TEER (grafi-versus-host disease; GVHD) SEFE{LL, AR
KRB Thote. PEDCY L BFHRSEBS O H ERE
HicHiBEE LCHVOH, GVAD AT 27 rn AR
Y v A (cyclosporine A; CyA) o5z X b, &+ B

J& (human leukocyte antigen; HLA) —3 FRa B4 © Bii
EELR"™, HLA—FHFER F - — 58 5 h AFERE:
1o, HLA —EKFERUAORE FF - boBEb BTk
bhTEid, EROMABETIEVEERL LS
GVHD DR T REBRIBIBOhied 1™, &
EFADOEEB TR LT, 7445 ¥y (fludarabine; Flu) %
SUBHENABSHRER R, Fud~—ACYRII—EL
LA BEDKIEMBE (thoraco-abdominal irradiation; TAT)
2 Flu, CY, HilglE 7 v 7 ¥ v (antithymocyte globulin: ATG)
XEAVAI LR LD, REBHCBERENEEL Y.
ZHTEL HLA—KFAR N+ —2250BHE TR, Fuisis
BV O AV TBEINLFA BED 7 Hl&F»EFP
TH5B7. FrIEMEP HLA FA—E g & OfRE N> —
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Figure 3 Donor chimerism of peripheral blood after alternative donor
bone marrow transplantation
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FANCD2 immunoblot

Clinical evaluation (bone marrow failure in childhood,
physical exam, solid tumor at young age and family history)
Chromosomal breakage test in lymphocytes and/or

— |

~

No breaks _
No positive FA signs

family history

Negative tests in blood but
positive findings for FA and/or

Increased breaks and/or
abnormal FACD2 pattern

Negative 1

Positive l

Standard treatment
*Detection of other

Chromosomal breakage test, | = > m

FANCD2 immunoblotand/or
FA genes analysis (FA sub-
grouping)in fibroblasts

FA genes analysis
(FA sub-grouping)

congenital bone marrow
failure syndrome

FA regimen for HSCT
Cancer screening

Figure 4 Diagnostic strategy for Fanconi anemia

* Shwachman-Diamond syndrome, Dyskeratosis congenita, congenital amegakaryocytic thrombocytopénia, Pearson syndrome and Diamond-Blackfan
anemia. (Adapted with modifications from Figure 4. in Pinto FO et al: Haematologica, 94: 487-495, 2009 )
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