a RNF168 b RNF168
PCNA . MBD4 PCNA . MBD4

H2AFX FANCD2 H2AFX FANCD2

. Functions . . . Networks

B response to ionizing radiation Physical Interactions

B response to radiation Predicted

BLM cellular response to ionizing radiation XRCCQ BLM XRccz Co-expression

. B DNA recombination . . . (Genetic Interactions
B regulation of DNA metabolic process Pathway

positive regulation of DNA metabolic process Co-localization
TOPBP1 HUS1 TOPBP1 HUS1
. DNA N-glycosylase activity . . . Shared protein domains

XRCC3 ERCC2 XRCC3 ERCC2

® cropisn @ @ ocooisn @
¢ QO

C SUMO1 Rrgas 0GG1 d SUMOA Rh”:‘aa 0GG1
aext @ @ s wext @ ® s
& < & &
CHEK1 BBC3 CHEK1 BBC3
BARD1 RAD18 BARD1 RAD18
O & o o
Functions
MLH1 REV MLH1 REV1 Networks

B response to radiation - |
Physical Interactions

BLM B DNA recombination PNKP BLM PNKP

. . . . Predicted

double-strand break repair

Co-expression
HZAFX B damaged DNA binding UNG H2AFX UNG 1 : ,
& O O O Genetic Interactions
B response to ionizing radiation
Pathway
ATM DNA d heckpoi PPM1D ATM PPMID
NA damage checkpoint L
& & P . . Co-localization
DNA integrity checkpoint , . i
GADD45A CIB1 GAD.D-'JEA CIB1 Shared protein domains
RE%’B Hg1 R%’B RAD1
DDBZ2 XRCC2 bDB2 XRCC2
. PREDC PSS . . FPREKDC PMS .

. FANCD2  RAD17 . . FANCDZ  RAD17 .
» » ] ]

ATM
CHEK1 1
e SUMO1 | G1/S DNA DAMAGE
PCNA | BDDB2 1 CHECKPOINTS
NUCLEOTIDE el
APEX1 1 ATM 1
EXCISION PP | HZAFX 1
PCNA. | GG1 1 M |
REPAIR St S G2/M CHECKPOINTS
MISMATCH A BASE EXCISION / \
REPAIR REPAIR G2/M DNA ACTIVATION OF ATR
DAMAGE IN RESPONSE TO
CHECKPOINT REPLICATION STRESS
MLH1 TOPBP1 |l RAD17 1 [HUS1 | | RAD17 1
( J HUS1 | RBBPS 1 RAD1 1
FANCONI CELL CYCLE H2AFX | B RAD1 4 CHEK1 1
DNA DAMAGE RNF168 |l ATM
ANEMIA o€ (" DNA REPAIR ) 2 et giMy | criex: ;
H2AFX 1
ANF166 |
BARD 1

Y BLM |
PCNA |

DNA DOUBLE-STRAND

BREAK REPAIR

G1/S GO AND EARLY G1
TRANSITION
NHEJ HOMOLOGY DNA DOUBLE-STRAND PCNA | PCNA |
DIRECTED BREAK RESPONSE
H2AFX | g ATM 1 REPAIR
RNF168 | E;?; ATM 1
Pt TOPBP1 | RAD17 1 H2AFX 1
St HUS1 | ! RBBPS 1 e 50101 |
RNF168 | H2AFX | B RAD1 1 RNF168 |
BARD1 1 XRCC3 | MATM 1 BARD1 t INTRINSIC PATHWAY OF APOPTOSIS
XRcc2 | fl cHEK ¢
PCNA | QH2AFX 1
RNF168 |l suMoO1 |
BLM | XRCC2 1
RNF168 |
BARD1 1 APOPTOSIS
BLM |

[PROGRAMMED CELL DEATH) 283




