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Supplement Figure S1: Flow cytometry analysis of additive effects of combined treatment
compared with monotreatment (radiation only) of relative subG1 phase (subG1l) of HMEC-1
cells following combined treatment with 10 nM DoxA (pre-IR), DoxB (pre- and post-IR), or
DoxC (post-IR) and (A) 4 Gy X (blue), (B) 8 Gy X (blue), (C) 4 Gy H (red), (D) 8 Gy H (red).
Dox treatment schedule details in Fig 1 C. n > 3, statistical analysis: paired t-test for whole
curve comparing monotreatment vs. combined treatment. p values: > 0.05 (not significant, ns)
and <0.05.
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Supplement Figure S2: Proliferation assay comparing relative number of proliferating cells
(proliferation; normalized to matched control) X vs. Hof HMEC-1 cells following (A) radiation
only with 4 and 8 Gy X (light/dark blue) or 4 and 8 Gy H (light/dark red) radiation. (B-D)
combined radiation treatment with (B) DoxA (pre-IR), DoxB (pre- and post-IR), or DoxC (post-
IR). Dox treatment schedule details in Fig 1 C. n> 3, statistical analysis: paired t-test for whole
curve or unpaired t-test for 96 h time point shown as (whole curve | 96 h) comparing matching
X vs. H. p values: > 0.05 (not significant, ns), <0.05 (*), and <0.01 (**).
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Supplement Figure S3: Proliferation assay analysing the additive effects of combined
treatment compared with monotreatment (radiation only) of relative number of proliferating
cells (proliferation; normalized to matched control) of HMEC-1 cells following combined
treatment with 10 nM DoxA (pre-IR), DoxB (pre- and post-IR), or DoxC (post-IR) and (A) 4
Gy X (blue), (B) 8 Gy X (blue), (C) 4 Gy H (red), and (D) 8 Gy H (red). Dox treatment schedule
details in Fig 1 C. n > 3, statistical analysis: paired t-test for whole curve or unpaired t-test for
96 h time point shown as (whole curve | 96 h) comparing monotreatment vs. combined
treatment. p values: > 0.05 (not significant, ns), <0.05 (*), <0.01 (**), and <0.001 (***).
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Supplement Figure S4: Cell viability assay comparing relative number of viable cells
(viability; normalized to matched control) X vs. H of HMEC-1 cells following (A) radiation
only with 4 and 8 Gy X (light/dark blue) or 4 and 8 Gy H (light/dark red) radiation. (B-D)
combined treatment with (B) DoxA (pre-IR), DoxB (pre- and post-IR), or DoxC (post-IR). Dox
treatment schedule details in Fig 1 C. n > 3, statistical analysis: paired t-test for whole curve or
unpaired t-test for 72 h time point shown as (whole curve | 72 h) comparing matching X vs. H.
p values: > 0.05 (not significant, ns), <0.05 (*), <0.01 (**), and <0.001 (***).
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Supplement Figure S5: Migration assay comparing relative number of motility X vs. H of
HMEC-1 cells following (A) radiation only with 4 and 8 Gy X (light/dark blue) or 4 and 8 Gy
H (light/dark red) radiation. (B-D) combined treatment with DoxA (pre-IR), DoxB (pre- and
post-IR), or DoxC (post-IR). Dox treatment schedule details in Fig 1 C. n > 3, statistical
analysis: paired t-test for whole curve comparing X vs. H (3 - 24 h). p values: > 0.05 (not
significant, ns) and <0.05 (*).
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Supplement Figure S6: Migration assay analysing the additive effects of combined treatment
compared with monotreatment (radiation only) of motility of HMEC-1 cells following
combined treatment with 10 nM DoxA (pre-IR), DoxB (pre- and post-IR), or DoxC (post-IR)
and (A) 4 Gy X (blue), (B) 8 Gy X (blue), (C) 4 Gy H (red), and (D) 8 Gy H (red). Dox treatment
schedule details in Fig 1 C. n > 3, statistical analysis: paired t-test for whole curve comparing
monotreatment vs. combined treatment (0 — 48 h). p values: > 0.05 (not significant, ns) and
<0.05 (*).
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Supplement Figure S7: Exemplary images of migration assay with HMEC-1 cells following
8 Gy X or H radiation and combined treatment with DoxB (pre- and post-IR; details see
Figure 1C) at different time points post scratch (0 h, 9 h, 48 h). 4 x magnification and scale

bar = 553.3 pm.



Supplement Figure S8: Exemplary images of colony formation assay with HMEC-1 cells
following 4 Gy X or H radiation and combined treatment with DoxC (post-IR; details see Figure
1C).



A 48 h

DoxC 4 Gy X + DoxC 4 Gy H + DoxC
o) 60
100 GJ: 65,71% G1: 52,78% BT
o 152,
-
—i
= S: 13,22% 40 5: 16,18% SETRED
. - 2 o
< § G2: 11,05% § S
: 11, G2: 16,19% —t :
o 401 204 sub-G1: 10,09% G2 20,08
sub-G1: 8,86% k 1 20 [ER—
) O T sub-G1: 13,36% 'm >4n: 2,00%
20 >4n: 1,10% MW
0 M B e | 0- P Ty e, L S )
0 200 400 600 800 1000 0 200 400 600 800 1000 o 200 400 600 00 1000
(x10%) (x 10°) (x 109
FL3 INT FL3 INT FL3 INT
2 G1: 57,77% 604 f61: %0,03% 507 G1143,94%
0]
60 —
= . S 12,78% L o 5:13,83% - 51 18,93%
c =~ [ 7
£ 3 o 3 G2: 13,91% kG G2: 22,81%
z G2: 15,37% © of ‘
204 |sub-G1: 12,55% }m— sub-G1: 21,03% >4n: 0,96% 104 sub-G1: 1£0% >4n: 1,00%
0- v 1 v T v T 0+ N 1 » 1 1 v 0+ . . . 1 v
0 200 400 600 800 1000 ] 200 400 600 800 1000 0 200 400 600 800 1000
(x10%) (x10%) (x10%
FL3 INT FL3 INT FL3 INT
DoxC 4 Gy X + DoxC 4 Gy H + DoxC
| 80 (G1257,33%)
G1:'62,93% E:‘:s,zs% o | Ea—
| S  Golilohe! abaein!
. 60 .
a f—t © S: 12,67%)
= £ (5 14,78%) - K33 3
c 3 3 S — (62 13,47%)
) — }_1* o L | 1 ! e alcn) el
o 50~sub-G1: 8,61%) G2: 11,48% ?m;ga G2: 17, 86%] sub-G1: 11,76%| '—6()&
-G1:17,79 — F—; |>4n: 2,
[>4n: 1,98% [>4n: 1,97%)
L i
O S 0 500 1000
0 500 1000 0 500 1000 *10°)
ol 10 FL3 INT
FL3 INT FL3 INT
100 }_l_a 5 T
[G1:160,74%| 30-] FG!:j1,34%/
= = Kzt = f51d 045) £
S 3 s 3 E ) a 3
0 © = 1 G2: 14,05%) (o) sub-G1: 20,40%) G2: 24,50%) o
N SUD-! H > 1 } 10 ,—l—t
M o
o+ 7 i o+ . . . . L
0 500 1000 0 500 1000
(x 10%) (x 10%)
FL3 INT FL3 INT FL3 INT

Supplement Figure S9: Exemplary histograms from flow cytometry measurements with
HMEC-1 cells following monotreatment with DoxC (post-IR; details see Figure 1C) or

combined treatment with 4 Gy X or H radiation (A) at 48 h time point and (B) at 96 h time
point.



