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Figure S1. Fine map of deletions at the MACROD2 locus in 616 TCGA-analyzed CRC cancers (COAD/READ). SNP array segmentation map showing the area surrounding MACROD2 on chromosome 20. Cases are sorted by region of loss at the MACROD2 locus; heterozygous (light blue bars) and homozygous (dark blue bars) deletions are labelled. Position and exons of the MACROD2 gene are indicated (red bars). Surrounding genes are indicated with grey arrows.
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Figure S2. Representative gel image of MACROD2 mRNA transcripts detected in MACROD2 wild-type (LOVO, HCT116), heterozygous deleted (LIM1215, COLO320) and homozygous deleted (SW480, LIM2405) CRC cells. Wild-type fragment (exon 3-9) = 491bp. 
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Figure S3. MACROD2 deficiency enhances intestinal tumorigenesis in ApcMin/+ mice (A) Representative adenoma section from the small intestine of an ApcMin/+/Macrod2-/- mouse stained with hematoxylin and eosin, and detection of neoplastic cells using image analysis. (B) Quantification of the number of neoplastic cells per adenoma, shown as boxplots. *** p<0.001 (Student’s t test).
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Figure S4. Generation of isogenic HCT116-MACROD2-/-, HCT116-MACROD2-/+ and HCT116-MACROD2+/+ cells using CRISPR/Cas9 technology. (A) Schematic diagram showing the strategy to disrupt the human MACROD2 gene via CRISPR/Cas9 targeting of exon 2. (B) Sequencing chromatograms for wild-type, heterozygous and homozygous MACROD2 knock-out clones and predicted protein sequences.
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Figure S5. Expression levels of MACROD2 at endogenous levels and for GFP-tagged rescue constructs in isogenic MACROD2 knock-out (HCT116) and MACROD2 homozygous (LIM2405, SW480) and heterozygous (LIM1215, COLO320) deleted cell lines. (A) MACROD2 protein levels detected by western blot with anti-MACROD2 antibody (endogenous proteins) or anti-GFP antibody (overexpressed proteins). Actin was used as loading control. Endogenous MACROD2 = 52kDa, MACROD2 GFP = 79 kDa, MACROD2 x4del GFP = 78 kDa. (B) MACROD2 transcript levels detected using qRT-PCR relative to HMBS transcript levels and normalized to control for the indicated cell lines.
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Figure S6. MACROD2 deficiency enhances tumor xenograft growth of human CRC cell lines. (A) Human tumor xenograft establishment rate and growth in CBA athymic nude mice injected subcutaneously with HCT116-MACROD2+/+ cells stably transfected with shRNA-MACROD2 or shRNA-control. Data are means ± SEM of 12 tumors per condition representative of duplicate experiments. *p<0.05 (Compare Groups of Growth Curves test). (B) Quantification of MACROD2 mRNA expression levels relative to HMBS and normalized to control in HCT116 knock-down and control cells detected using qRT-PCR prior to injection.
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Figure S7. MACROD2 deficiency affects WNT signaling in APC and β-catenin wild-type HEK293T cells. (A) Quantification of MACROD2 mRNA expression levels relative to HMBS in HEK293T knock-down and control cells using qRT-PCR. (B) Induction of WNT target gene expression in response to stimulation with WNT3A for 24 hours. Data are means ± SEM for 6 replicates representative of duplicate experiments. ns, not significant, *p<0.05 (Student’s t test) (C) Representative flow cytometry plots of TCF/LEF reporter activity for two stable HEK293T clones transfected with siRNA-MACROD2 or siRNA-Control in response to WNT3A stimulation for 48 hours. 20,000 events were acquired. (D) Quantification of TCF/LEF reporter activity in response to WNT3A stimulation for 48 hours. Data are means ± SEM for 6 replicates representative of duplicate experiments * p<0.05 (Student’s t-test). (E) Representative immunofluorescence images of β-catenin re-localization in HEK293T knock-down and control cells in response to WNT3A stimulation for 16 hours. β-catenin (red), DAPI (blue) (scale bar, 20 µm). (F) Quantification of nuclear β-catenin re-localization after WNT3A stimulation for 16 hours. Data are means ± SEM of >100 cells representative of duplicate experiments. * p<0.05 (Student’s t-test).
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Figure S8. MACROD2 deletion transcripts cloned from CRC cell lines and expressed in HeLa cells. Western blot for GFP-tagged full-length MACROD2, MACROD2Δex1-8, MACROD2Δex4, MACROD2Δex5 and MACROD2Δex4-5 proteins. Presence and absence of the MACROD2 macrodomain and expected protein sizes are indicated.
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Figure S9. MACROD2 macrodomain deletion causes repression of PARP1 transferase activity. Incorporation of biotinylated PAR onto histone proteins for isogenic HCT116-MACROD2-/-, HCT116-MACROD2-/+ and HCT116-MACROD2+/+ cells or LIM2405-MACROD2-/- and LIM1215-MACROD2-/+ cells reconstituted with wild-type MACROD2 or GFP control challenged with γ-irradiation (IR, 10 Gy). Data is presented as the mean ± SEM of 6 repeats representative of duplicate experiments. *p<0.05, **p<0.01, ***p<0.001 (Student’s t-test).
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[bookmark: _Hlk489018256][bookmark: _Hlk489018758]Figure S10. MACROD2 deficiency increases cell sensitivity to genotoxic stress-induced DNA damage. (A) Representative images of -irradiation (IR, 10Gy) and doxorubicin (Dox, 0.5µM) induced DNA damage in MACROD2+/+, MACROD2-/+ and MACROD2-/- isogenic HCT116 cells, as measured by the neutral comet assay (detects DNA-DSBs). (B) Levels of DNA damaged quantified by the tail moment in the comet assay. All data are means ± SEM for >100 comets of a representative duplicate experiment. ***p<0.001, ****p<0.0001 (Student’s t test).
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Figure S11. MACROD2 deficiency increases cell sensitivity to genotoxic stress-induced DNA damage. (A) Representative images of -irradiation (IR, 10Gy) and doxorubicin (Dox, 0.5µM) induced DNA damage in Macrod2+/+, Macrod2-/+ and Macrod2-/- MEF cells, as measured by the alkaline comet assay (detects DNA-SSBs) and neutral comet assay (detects DNA-DSBs). (B) Levels of DNA damaged quantified by the tail moment in the comet assay. Data are presented as the mean ± SEM for >100 comets representative of duplicate experiments. *p<0.05, **p<0.01, ***p<0.001, ****p<0.0001 (Student’s t-test). 
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Figure S12. MACROD2 deficiency increases cell sensitivity to genotoxic stress-induced DNA damage. (A) Representative images of IR and Dox induced DNA damage in LIM2405-MACROD2-/-, SW480-MACROD2-/- and LIM1215-MACROD2-/+ or COLO320-MACROD2-/+ cells reconstituted with wild-type MACROD2 or GFP control, as measured by the neutral comet assay. (B) Levels of DNA damaged quantified by the tail moment in the comet assay. (C) Reconstitution of MACROD2 deleted cell lines with MACROD2Δex4 protein lacking the macrodomain did not rescue MACROD2 loss associated DNA repair defects. Levels of -irradiation (IR, 10Gy) induced DNA damaged quantified by the tail moment in LIM2405-MACROD2-/- and SW480-MACROD2-/- cells reconstituted with MACROD2Δex4 protein, wild-type MACROD2 or GFP control, as measured by the alkaline comet assay. Data are means ± SEM for >100 comets of a representative duplicate experiment. ****p<0.0001 (Student’s t test) 
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Figure S13. Pharmacological inhibition of PARP1 in MACROD2+/+, MACROD2-/+ and MACROD2-/- isogenic HCT116 cells and LIM2405-MACROD2-/- and LIM1215-MACROD2-/+ reconstituted with wild-type MACROD2 or GFP control. Cells were treated with -irradiation (IR, 10Gy), doxorubicin (Dox, 0.5µM) and/or veliparib (1µM) as indicated. DNA damage was measure using the alkaline comet assay and quantified by the tail moment. Data are presented as the mean ± SEM for >100 comets representative of duplicate experiments. ns, not significant; ****p<0.0001, Student’s t-test.
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Figure S14. MACROD2 deficiency increases cell sensitivity to genotoxic stress-induced DNA damage as measured by γ-H2AX foci. (A)Representative images of γ-H2AX foci in isogenic HCT116-MACROD2-/-, HCT116-MACROD2-/+ and HCT116-MACROD2+/+ cells or LIM2405-MACROD2-/- and LIM1215-MACROD2-/+ cells reconstituted with wild-type MACROD2 or GFP control. Cells were subject to IR (2Gy), collected at the times indicated and immunostained with anti-γH2AX antibody (yellow) and DAPI (blue) (scale bar, 20µm). (B) Quantification of the number of γ-H2AX foci for IR or treatment with doxorubicin in in Macrod2+/+, Macrod2-/+ and Macrod2-/- MEF cells (> 80 cells). Data are means ± SEM for a representative duplicate experiment. *p<0.05, **p<0.01, ***p<0.001, ****p<0.0001 (Student’s t-test).
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Figure S15. MACROD2 deficiency increases cell sensitivity to genotoxic stress-induced DNA damage as measured by p-ATM foci. (A) Representative images of p-ATM foci in isogenic HCT116-MACROD2-/-, HCT116-MACROD2-/+ and HCT116-MACROD2+/+ cells or LIM2405-MACROD2-/- and LIM1215-MACROD2-/+ cells reconstituted with wild-type MACROD2 or GFP control. Cells were subject to IR (2Gy), collected at the times indicated and immunostained with anti-pATM (red) and DAPI (blue) (scale bar, 20µm). (B) Quantification of the number of pATM foci for IR or treatment with doxorubicin (Dox, 0.5µM) in > 80 cells for the indicated CRC cell lines. Data are means ± SEM for a representative duplicate experiment. *p<0.05, **p<0.01, ***p<0.001, ****p<0.0001 (Student’s t test).
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Figure S16. Reconstitution of MACROD2 deleted cell lines with MACROD2Δex4 protein lacking the macrodomain did not rescue MACROD2 loss associated DNA repair defects as measured by γ-H2AX foci. (A) Representative images of γ-H2AX foci. Cells were subject to IR (2Gy), collected at the times indicated and immunostained with anti-γ-H2AX (yellow) and DAPI (blue) (scale bar, 20µm). (B) Quantification of the number of γ-H2AX foci for IR in > 80 cells. Data are means ± SEM for a representative duplicate experiment. **p<0.01, ***p<0.001, ****p<0.0001 (Student’s t test).
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Figure S17. Clonogenic assays for isogenic HCT116-MACROD2-/-, HCT116-MACROD2-/+ and HCT116-MACROD2+/+ cells treated with γ-irradiation or doxorubicin at the indicated concentrations. Representative images of colony formation and plots of surviving fraction over concentration ranges are shown. *p<0.05, **p<0.01, ***p<0.001 (Student’s t test).
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Figure S18. MACROD2 deficiency increases cell sensitivity to DNA damage induced apoptosis in HCT116-MACROD2+/+ cells expressing MACROD2-shRNA or Control-shRNA, and in LIM2405-MACROD2-/- and LIM1215-MACROD2-/+ cells reconstituted with wild-type MACROD2 or GFP control and Macrod2 MEFs (A) Caspase 3/7 activity at 72 hrs post -irradiation (IR, 10Gy) or doxorubicin (Dox, 0.5µM) treatment as measured by the Caspase-Glo® 3/7 Assay and (B) proportion of Annexin V positive cells at 24 hrs post IR as measured by flow cytometry. Data are means ± SEM of 12 replicates of a representative duplicate experiment for Caspase assay and means ± SEM of 4 replicates of a triplicate experiment for Annexin V flow cytometry. *p<0.05, **p<0.01, ***p<0.001, ****p<0.0001 (Student’s t test). 
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Figure S19. Representative images of BRCA1 foci in isogenic HCT116-MACROD2-/-, HCT116-MACROD2-/+ and HCT116-MACROD2+/+ cells or LIM2405-MACROD2-/- and LIM1215-MACROD2-/+ cells reconstituted with wild-type MACROD2 or GFP control. Cells were subject to IR (2Gy), collected at the times indicated and immunostained with anti-BRCA1 antibody (pink) and DAPI (blue) (scale bar, 20µm).


[image: ]

Figure S20. Representative images (A) and quantification (B) of RAD51 foci in isogenic HCT116-MACROD2-/-, HCT116-MACROD2-/+ and HCT116-MACROD2+/+ cells. Cells were subject to IR (2Gy), collected at the times indicated and immunostained with anti-RAD51 antibody (pink) and DAPI (blue) (scale bar, 20µm). Quantification of the number of RAD51 foci is for >80 cells; data are means ± SEM. *p<0.05, **p<0.01, ***p<0.001, ****p<0.0001 (Student’s t test).
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Figure S21. MACROD2 deficiency promotes chromosome instability. (A) Metaphase analyses for Macrod2-/-, Macrod2-/+ and Macrod2+/+ MEF cells showing representative spreads at passage 6 and 60 and violin plots summarizing chromosome counts (>50 metaphases per genotype). ***p<0.001 (Levene's test). (B) Flow cytometry analysis for DNA content (Red = diploid, Yellow = aneuploid) of single cell clones from Macrod2-/-, Macrod2-/+ and Macrod2+/+ MEF cells at passage 60. Representative plots shown.
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[bookmark: _GoBack]Figure S22. MACROD2 deficiency promotes chromosome instability. Quantification of segregation errors for isogenic HCT116-MACROD2-/-, HCT116-MACROD2-/+ and HCT116-MACROD2+/+ cells with/without veliparib treatment at the indicated concentrations. HCT116 cells were stained with DAPI, CENP-A and -tubulin. Data is representative of triplicate experiments with 150 mitotic events scored. ns, not significant; ****p<0.0001 (Student’s t test).
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Figure S23. Validation of specificity of immunopurified anti-MACROD2 antibody by western blot using HeLa cells transfected with FLAG-MACROD2 fusion protein.

3

image4.png
Target (20 bp) PAM

5’ ..TAAGAGACTATATTCCCCTGAACAGCATTCTAT CATGGAAGGAGATGARGGGCAAG. .37
DNA Target [LLTTTTTE T TTLT]

3. .ATTCTCTGATATAAGGGGA(F{’]I‘(?Ii

Iy NsnIN

1111
ﬁﬁﬁ?ﬁﬁﬁﬁﬁ?ﬁﬁﬁﬁﬁTCCTCTACTTCCCGTTC..5’

sgRNA 5’ GAACAGCATTCTATCATGGA

Cas9

R T o e A A W W A W R WY

MACROD2"*

MACROD2"

MACROD2*

C

AT ingertion |

LT Cad AT T T T LA T AT EE AR e T

= T F l
@)

MYPSNKKKKVWREEKERLLKMTLEERRKEYLRDYIPLNSILSWKEEMKGKGQNDEENTQE
TSQVKKSLTEKVSLYRGDITLLEVDAIVNAANASLLGGGGVDGCIHRAAGPCLLAECRNLNG
CDTGHAKITCGYDLPAKYVIHTVGPIARGHINGSHKEDLANCYKSSLKLVKENNIRSVAFPCI
STGIYGFPNEPAAVIALNTIKEWLAKNHHEVDRIIFCVFLEVDFKIYKKKMNEFFSVDDNNEEE
EDVEMKEDSDENGPEEKQSVEEMEEQSQDADGVNTVTVPGPASEEAVEDCKDEDFAKDE
NITKGGEVTDHSVRDQDHPDGQENDSTKNEIKIETESQSSYMETEELSSNQEDAVIVEQPE
VIPLTEDQEEKEGEKAPGEDTPRMPGKSEGSSDLENTPGPDAGAQDEAKEQRNGTK*

MYPSNKKKKVWREEKERLLKMTLEERRKEYLRDYIPRAKMMKKILRKHPR*

MYPSNKKKKVWREEKERLLKMTLEERRKEYLRDYIPLNSILSIGRRR*




image5.png
d49 19pyX

¢AOdOVIA
d49

¢AOdOVIA

d49

COLO320

d49 19pyX

¢AOdOVIA
d49

¢AOdOVIA

d49

LIM1215

d49 19pyX

¢AOdOVIA
d49

¢AOdOVIA

d49

SW480

d49 19pyX

¢AOdOVIA
d49

¢AOdOVIA

d49

LIM2405
MACROD2 -/- MACROD?2 -/- MACROD?2 -/+ MACROD?2 -/+

(--2AOYOVIN) GLZLIAIN

(- 2ZAOYOVIN) GOYZINIT |

+-¢AOdOVIN

++¢A0dIOVIN

HCT116 iso

++¢AOdOVIN

(++ ZAOYOVIN) ONOT

97 kDa— =
i==~HEl - Te

51 kDa — . - ,:‘ w MACROD2

— A B e — U |l w— s ey ACTIN

— 39kDa

ACTIN
30 KDy N — —

COLO320
MACROD2 -/+

i |

LIM1215

MACROD2 -/+

SW480

MACROD2 -/-

LIM2405

MACROD2 -/-

LOVO

MACROD?2 +/+

omn

HCT116 iso

I

0

15
0

20

15

8
8

0

0

o
-

w

o

(jo13u02 0} BAIEIR) YNYW)
uolssaldxa zQOYOVIN

d49
¢AOdOVIA

d49

d49
¢AOdOVIA

d49

d49
¢AOdOVIA

d49

d49
¢AOdOVIA

d49

2AOYIVINUS

O3INUS

+-¢AOdOVIN

++¢A0dIOVIN

++¢AOdOVIN




image6.png
)

Tumor volume (mm

(2]
o
o

400

200

0

HCT116
MACROD2 +/+

== shNEG n=8
== shMACROD2 n=8

*

0 5 10 15 20 25
Time (d)

o]

MACROD?2 expression

HCT116
= MACROD2 +/+
£100

Q

o

2

g

= 50

©

[

<

4

[

£ shNEG shMACROD2




image7.png
A B 10
25 C T
28 B ShNEG
~ 2%
5@ 20- g2 B shMACROD2
[ o+
§2 s . -
&5 ™ 23 -
%5 5%
28 107 23
T O SE
R £
£ gé
0- £z
£2 01
ShNEG  shMACROD2 CD44  AXIN2  DVLT
c 293T TCF/LEF clone 3 293T TCF/LEF clone 10 D
ShNEG ~ shMACROD2 ShNEG  shMACROD2 510, z
= — = = - @ siMACROD2
&3 B siNEG
i s 32 8
0.007% 0.013% 0.028% 0.059% % % 2
, P P> % 856
el 4 & I & °3
O~ - - - Loy
w 3
& wE
2.08% 5.98% 9.51% 2 28,
I 2 55
i - R
i 1 Z0
- — bl = " 203T TCFILEF 293T TCFILEF
clone 3 clone 10
E 293TShNEG ~ 293TshMACROD2  F
\WNT3a +WNT3a -WNT3a +WNT3a

B-catenin

Nuclear B-catenin intensity
WNT3A stimulated/unstimulated
o

N
o

-
o

o
3

o

shNEG shMACROD2




image8.png
Macro
domain

65.3

76.8 735

56.5

55.8

77.6

Size
(kDa)

dd49-19PS-¥AZA0HOVIN

d49-19PSaca0dIVIN

d49-19PYAZA0UOVIN

dd49-12P8-LazZa0HOVIN

dd49-19PL}-11ACA0HIVIN

d49-2a0uOVIN




image9.png
PARP1 activity

LIM2405 LIM1215

= HCT116 iso MACROD2"* MACROD2-*

© 8 4

o

5 6 * 31 "

2 4 2

o)

E 2 !

2 0 0

E 2 4 2 4
Time (h)

MACROD2 ** == MACROD2 * == MACROD2 * == GFP - MACROD2




image10.png
A MACROD2 iso B HCT116 iso
MACROD2** MACROD2™ MACROD2™ 500/ — MACROD2 i+

== MACROD2 -/+
250
4

0 v
Control IR Dox

Tail Moment




image11.png
MEFs

B Alkaline
MACROD2**  MACROD2* MACROD2"

200 £33 200 T

*
! wa A ks P
x TRAL T L e
Neutral n o ‘f ke A *kkk A
g A A A, A
g 100 5 100 R
; | E .
[a]
v T S © s
ol== = r

Control IR Dox Control IR Dox
© Macrod2 ** Macrod2 ** 4 Macrod2 *




image12.png
A

MACROD2 -/- MACROD2 -/+
MACROD2-GFP ~ GFP MACROD2-GFP  GFP
B LIM2405 SW480 LIM1215 COLO320
300 .
“E == MACROD2-GFP
9] | ey
EZOO
g
=100{
<
0 lam
Control IR Dox Control IR Dox Control IR Dox Control IR Dox
C LIM2405 MACROD2 * SW480 MACROD?2

2004

Tail moment
S a
o O

- 0
Control IR Control IR




image13.png
Tail moment

100

ETTT)

Sk

HCT116 iso

LIM2405

LIM1215

> » OW O @

Om O e

MACROD?2 **
MACROD?2 **
+ Veliparib

MACROD2 **
MACROD2
+ Veliparib

MACROD2 *
MACROD?2 *
+ Veliparib

GFP

GFP + Veliparib
MACROD2
MACROD2 + Veliparib




image14.png
No IR

2h 1h

4h

p-yH2AX foci / cell

) LIM2405 LIM1215
HCT116 iso MACROD2 * MACROD2
" - . MACROD2 MACROD2
MACROD2"* MACROD2"*MACROD2" GFP RS GFP A

IR Dox
80 80
*kk
60 I 60 o 1
ekk k. I *I f
40 ¥ N 40
20 20 I
0 0+
01 2 4 01 2 4
Time (h)
© Macrod2 ** Macrod2 -+ Macrod2 -




image15.png
No IR

2h 1h

4h

IR

Dox

_ LIM2405___ ___ LIM1215

HCT116 iso MACRODZ™ MACROD2™
MACROD2** MACROD2* MACROD2"* GFP MAZESDZ GFP MAgEgDZ

. LIM2405 LIM1215
HCT116 iso MACROD2- MACROD2
10 10 6
e
8 8
6 ek 6 4
g 4 Py 4 2
=2 1 2
g0 0 9
[ 15 8
S ol= MACRODE 1+ ** = Werovacre
[t = MACROD2 -/~ 6
< 10
*kk *k
1 5 4
2
0 0 0
01 2 4 01 2 4
Time (h)

~MACROD2 ** —MACROD2 ** — MACROD2 *

= GFP - MACROD2





image16.png
LIM2405 MACROD2 *

MACROD2 MACROD2
x4 del GFP GFP

-

x

)]

Z

<

<

AN

<

<

B

[
o
=
o
O
y—
>
<
AN
I
L

SW480 MACROD2 +
GFP

MACROD2 MACROD2
x4 del GFP GFP

20 - 20
151 i
10- *kkk
5.
0 1 2 4 0 1 2 4

Time post-treatment (h)

® GFP

A MACROD2 X4 del GFP

Time post-treatment (h)

= MACROD2 GFP




image17.png
A

A o RS
HCT116 ()0 fl/o VG\ ‘bo N = 100
ey s s IC50=1.7Gy
o o foo'hge, S IC50=2.25Gy
MACROD2" \..( S L B IC50=2.756Gy
et Vg -g
MACROD2" @,‘; : . o 50
R “Yhd i =
Y ) e 2
MACROD2* 4%, q c
1 >
@ 04 r r . r
o o~ < © © e
Radiation dose (Gy)
B RS
o
« 6\@ & Y @b o 3 100+ 1C50=0.10 M
HCT116 & o o 2 &Y < IC50=0.19 uM
pos o 8 1C50=0.20 uM
MACROD2" <45} S
L ./ S 50
(=
VD : o
MACROD2 “}1, L] £
Ry 2
/ % 0
MACROD2" % vy a % & & £ o <
¥ g & 9 o
g 3 = °
o

Doxorubicin (uM)

—~MACROD2 ** —MACROD2 ** — MACROD2 *




image18.png
Normalised
Luminescence

w

% Cell Population

MACROD2 +/+ MACROD2 -/- MACROD2 -/+
HCT116 LIM2405 LIM1215 MEFs
40 *kkk 30 A 75 *kAk 80 i
.._ *kkk - ._ **_*
30 ) § 9 { 40 £
20 f 0 20 -
o ErS ¥ ek 10 S
¥ o0 3
10 = 10 o 5 =
’ o
ole® | gle= = | 9 ‘ ‘
Control IR Dox Control IR Dox Control IR Dox Control IR Dox
100 80 100 100 ==
80 * *kkk *kk ‘L
o'} 60 % | Ve 9| ~ =~
60 : -
* 40 » 80 Fhkk
40 < o = 2 e
¥ 10 <& |10 -
20 *
== ShNEG - GFP
== shMACROD2 == MACROD2-GFP

Annexin Annexin
V- V+

Annexin Annexin
V- V+

0
Annexin Annexin
V- V+

0 - -
Annexin Annexin

V- V+





image19.png
<
o

++CJOdOVIN +-cAOYOVIN - ZA0YIVIN

0sI9LL10H

d49 d49

¢AO"OVvVIN
+-CAOYIVIN SOPZINIT

d49
¢QOdOVIN

d49

+-CAOYOVIN GLZLINIT




image20.png
MACROD2*/*

MACROD2/*

MACROD2/

Ohr

oci/cell

[

RAD51
o o -~
o o o

NN
o o,

1.5

* Fkkk

Fkkk
ke *k
%

0 1 2
Time post treatment

== MACROD2"*
== MACROD2™"*

== MACROD2"




image21.png
<

* kK

T T T T
ocL  00L 08 09 ov

junod swosowolyd

82 tae Vas’|
a-h ﬁ. iy
w? ot
aup || AT Taee

o e 3

° < Mgy " ~
..u“.r\ﬁn NG o
&

5% [ 5o%9 N
Y Sabe
£ \mﬁo\v ﬂrVQal_ﬂ_ w&a.\ma
V[P s v ¥
T N
P o>

++CAOYIOVIN .-2A0YOVIN -cAOHIVIN

Macrod2**Macrod2”* Macrod2"

Passage 60

Passage 6

[as]

# Aneuploid

— o

—~ * N

0w R & i
£ 2 8 3
s g = -
° o 2 S
b~ —

© o ~

Junoo (|80

6¢ dUo|D 6 U0l 9| auoP
++CPOIOBIN |, ZpoIoB|\  _.zpoJoel\

Pl (FL2)
® Diploid 1 Aneuploid





image22.png
HCT116

ns

K*kkk

quedilon

quedijsp N1G 0
+-2A0HOVIN

| quediisA TG0

+ZAOYOVIN
quedijsp N1G 0

[ .+2AOYOVIN
quedijsp W1iL0

[ ..Z2AOYOVIN

--¢dOHOVIN

r +¢dOHOVIN

- ++CJOHOVIN

T T T T
o O o o
0 © <+

100 1

SISOJW [eJ0] %

0

B Normal mitosis

Anaphase
Bridges

chromososomes

Lagging

E Micronuclei []




image23.png
MW
(kDa)

OLAE]

OV14- ¢AOHOVIN

— 64

51




image1.png
COAD/READ

D e
e —— —————————

—— ———

I

Hi | l,!||

Y ) ——
14 {&« (MACROD2 4




image2.png
Bau

02€0102

SLZLNIM

SOVCINIT

08YMS

OAOT]

9LLLOH

p=—
p—
p=—

Q. Qo Q
L0000 O
0000 O O
NoOOoO O O
OO N




image3.png
- Zposoe

IR . ““““““““““ |+ . zposep
o ol . ““““““““““ |+ v ZPOIOBW

000 000L 00C OS
slieD [ejoL





