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Supplementary Figure 1. Screening of a small molecule compound
library shows that Ivosidenib enhances the sensitivity of ovarian cancer
cells to cisplatin
(A) Schematic showing the method of SK-3rd model construction, as described in Materials and

(B) Representative FACS analysis showing the ALDH1+ cell populations in SK-3rd and SKOV3 cells.

(C) The proportion of ALDH1+ cells was analyzed statistically in SKOV3 and SK-3rd. Data is represented
as mean = SD of three biologically independent experiments. ***P < 0.001 using an unpaired Student’s t
test.

(D)Dose-response curves of SKOV3 and SKDDP after cisplatin treatment for 72 hours detected by MTT
assay. Data represent mean + SD of three biologically independent experiments.

(E) The ICsp of the curves statistically in (D) were calculated by Graph Pad Prism 9.5.0. Data represent
mean = SD of three biologically independent experiments. ****P < 0.0001 using an unpaired Student’s t
test.

(F) Scatter plot showing cell viability in SKDDP cells treated with the five selected compounds alone or



with the compounds plus cisplatin at a concentration of 1 yM, 5 uM, 20 uM, and 50 pM (n=4). The red
dots represent drugs that have a sensitizing effect at that concentration.
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Supplementary Figure 2. Ivosidenib increases the sensitivity of ovarian cancer cells
to cisplatin

(A)Dose-response curves of SKOV3, SKDDP, SK-3rd, CAOV3, OVCAR4, OVCARS3, and A2780 detected
by MTT assay treated with cisplatin or carboplatin for 72 h.

(B)The ICs0 of SKOV3, SKDDP, SK-3rd, CAOV3, OVCAR4, OVCARS, and A2780 to ciaplatin and
carboplatin in (A) calculated by Graph Pad Prism 9.5.0. Data represent mean + SD of three biologically
independent experiments.

(C) Dose-response curves of SKOV3, CAOV3, and OVCAR4 detected by MTT assay treated with
carboplatin and OuM, 1uM, 5uM, and 10uM Ivosidenib for 72 h. Data represent mean + SD of three
biologically independent experiments.

(D) The ICs0 of SKOV3, CAOV3, and OVCARA4 to carboplatin in (C) calculated by Graph Pad Prism 9.5.0.
Data represent mean + SD of three biologically independent experiments. ns, not significant using a



one-way ANOVA followed by Tukey's post hoc test for multiple comparisons.
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Supplementary Figure 3. Ivosidenib combined with cisplatin reduces colony
formation and enhances apoptosis in ovarian cancer cells

(A) Representative images of colony formation assay for SKOV3, CAOV3, and OVCAR4 cells treated
with lvosidenib, cisplatin, or their combination as indicated.

(B) Representative images of cell apoptosis analysis in SKOV3, CAOV3, and OVCAR4 cells treated with
10 pM lIvosidenib, 10 uM cisplatin, or their combination for 72 h. Annexin V-positive cells were analyzed
by flow cytometry after treatment.
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Supplementary Figure 4. Ivosidenib increases the sensitivity of SKDDP and SK-3rd
to cisplatin

(A) Representative images of colony formation assay for SKDDP and SK-3rd cells treated with Ivosidenib,
cisplatin, or their combination as indicated.

(B) Representative images of cell apoptosis analysis in SKDDP and SK-3rd cells treated with DMSO, 10
pM Ivosidenib, 10 uM cisplatin, or their combination for 72 h. Annexin V-positive cells were analyzed by
flow cytometry after treatment.
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Supplementary Figure 5. Ivosidenib reduces the stemness of ovarian cancer cells

(A)Quantitative analysis of the mRNA levels of stemness-related genes, including SOX2, OCT4, and
NANOG in SKOV3, CAOV3, OVCAR4, SKDDP, and SK-3rd treated with DMSO, 10 uM Ivosidenib, 10 uM
cisplatin, or their combination for 72 h by qRT-PCR. Data is represented as mean =+ SD of three
biologically independent experiments. ns, not significant, *P <0.05; **P < 0.01; ***P < 0.001; ****P <
0.0001 using a one-way ANOVA followed by Tukey's post hoc test for multiple comparisons.
(B)Representative images of ALDH1+ cells were analyzed using flow cytometry in CAOV3, OVCAR4,
SKDDP, and SK-3rd cells treated with DMSO, 10 uM Ivosidenib, 10 uM cisplatin, or their combination for
72 h. DEAB was used as the negative control for ALDH1 activity.

(C) Western blot analysis of stemness markers ALDH1A1 and SOX2 in SKOV3 and CAOV3 cells treated
with DMSO or 10 uM Ivosidenib.
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51007
51030
$1033
51047
$1053
$1055
51085
51168
51200
51209
§1233
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$1373
51378
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$1421
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$1831
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52542
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53001
$3023
$3147
$3273
$3341
53589
$3592
53609
53639
53694
$3781
53850
53944
$3957
53984
54021
54023
54125
54246
54268
54294
54295
54357
54538
54561
54589
54609
54635
54668
54709
S4735
54895
54929
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58567
59024
59046
59141
59192
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Enzastaur
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Valproic &
Decitabin
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2-Methox
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Enoxacin
Azacitidin
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Vitexin
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|Worhing [Target _|Pathway [Informat{M.w. __|CAS Num|DMSO (n

70.00 198.67 <1
69.00 197.46 <1
27.00 50.99 <1
52.00 196.75 <1
75.00 199.25 <1
30.00 58.18 <1
64.00 201.04 <1
33.00 198.57 33.00
45.00 197.19 10.00
51-21-8 26.00 199.88 <1
362-07-2  60.00 198.41 <1
85622-93 38.00 195.72 <1
103060-5 100.00 61.70 100.00
941678-4 61.00 199.11 <1
501-36-0  45.00 197.16 <1
62996-74 93.00 199.34 <1
105628-0  5.00 15.25 65.00
76584-70  62.00 199.74 62.00
74011-58 32.00 99.90 <1
320-67-2 48.00 196.56 <1
72956-09 81.00 199.28 <1
98-92-0 24.00 196.53 24.00
102625-7 76.00 198.24 <1
989-51-5  72.00 157.08 23.00
633-65-8  40.00 107.58 <1
327-97-9 71.00 200.39 18.00
20554-84 49.00 197.33 <1
6151-25-1 67.00 198.07 <1
117-39-5 61.00 201.83 <1
23180-57 96.00 199.81  96.00
43210-67 4.00 13.36 <1
70476-82  89.00 172.01  89.00
834-28-6  48.00 198.58  48.00
486-35-1 35.00 196.47 <1
936563-9 88.00 199.77 <1
936091-2 100.00  190.59 <1
477600-7 62.00 198.48 <1
1187594-  74.00 199.24 <1
941685-3  61.00 199.11 5.00
163252-3  52.00 199.83 52.00
2438-72-¢  45.00 201.55 <1
130929-5 61.00 199.81 <1
548-04-9 100.00 198.24 -1.00
373-49-9 liquid, which can be dissolved in any pro
621-72-7  42.00 201.67 <1
1821-1. 33.00 200.97 <1
6078-17-1 100.00 146.70  100.00
206658-9  50.00 252.19 50.00
66-84-2 4.00 18.55 43.00
15291-76  88.00 199.82
29031-19  4.00 14.43 55.00
99-66-1 liquid, which can be dissolved in any pro
11042-64 100.00  165.87
500-38-9  60.00 198.44 <1
134308-1 55.00 201.29 <1
51-05-8 55.00 201.64 55.00
1716-12-1  8.00 42.97 30.00
1986-47-¢ 33.00 194.52 33.00
530-78-9  56.00 199.13 <1
614-39-1  54.00 198.68 54.00
6385-02-(  63.00 198.03 63.00
1684-40-¢  46.00 19598  46.00
138786-6 81.00 199.83  81.00
117-10-2  4.00 16.65 <1
6398-98-1 92.00 197.93 29.00
22494-42  50.00 199.84 <1
41354-29 70.00 199.50 <1
59-46-1 47.00 198.89 <1
130209-8 liquid, which can be dissolved in any pro
1215219 100.00 139.16 100.00
923288-9 100.00 171.24 <1
1650550- 100.00  175.60 <1
540737-2 100.00  198.22 <1
27591-69 43.00 88.94 96.00
923288-9 100.00 176.69 -1.00
84294-96  4.00 11.52
1092939-  80.00 197.84 29.00
18422-05  9.00 24.64
633-66-9  20.00 46.14
85643-19 93.00 199.38 15.00
61276-17 100.00 160.11  100.00
69-44-3 56.00 130.60
17575-22 liquid, which can be dissolved in any pro
69-74-9 55.00 196.65
164579-3 100.00 115.64 17.00
610309-8 100.00 198.23 -1.00
1187595- 94.00 200.25 -1.00
86-42-0 71.00 199.52 <1
657-24-9  26.00 201.30 26.00
68030-18 78.00 200.09 39.00
103-26-4 3244 200.00
3416-24-¢  23.00 128.37 36.00
944118-0  65.00 199.15 <1
1699399 50.00 99.01 <1
738606-4 68.00 197.39 <1
1310726- 76.00 199.81 <1
1640292-  90.00 198.45 18.00
1446502-  94.00 198.57 <1
1448347- 100.00 171.54 <1
1616493- 78.00 199.79 <1
67416-61 100.00  195.04
2086-83-  45.00 133.78
478-61-5 100.00 164.28
3681-93-« 47.00 108.70
1262132-  68.00 199.81 <1

DMSO (| Water (| Water (m{URL___|Formula [Form |

198.57
43.82

61.70

198.27
199.74

196.53

50.18

50.80

199.81

172.01
198.58

16.32
199.83

146.70
252.19
199.42

198.38

201.64
161.13
194.52
198.68
198.03
195.98
199.83

62.39

139.16

198.56
-1.77

71.72

32.16
160.11

19.66
-1.98

201.30

100.04

200.93

39.69

http://sel C19H16N free base ASP1517 CC1=NC(=
http://sel C21H23N Free Base NVP-LBH! CC1=C(CC
http://sel C28H22F: free base N/A CC1=C[N]
http://sel C14H20N free base SAHA, Mk ONC(=0)(
http://sel C21H20N free base SNDX-27% NC1=CC=!
http://sel C32H29N free base N/A C[N]1C=C
http://sel C15H14N free base NSC7266: ONC(=0);
http://sel C8H15Na Sodium si N/A ccee(eec
http://sel C8H12N4 free base Deoxycyti NC1=NC(:
http://sel CAH3FN2 free base NSC 1989 FC1=CNC|
http://sel C19H260 free base NSC 6598 COC1=C(C
http://sel C6H6N6C free base CCRG810- CNIN=NC
http://sel C72H101l free base LY146032 CCCCCCCt
http://sel C17H18N free base N/A N#CCC(C1
http://sel C14H120 free base N/A 0OC1=CC=
https://w C28H26N Free Base CGP 4125 CNC1CC2
http://sel C14H18Cl Hydrochlc N/A CLO=[S](=
http://sel C16H31N Sodium Si N/A [Na+].CCC
http://sel CI5H17FI free base AT-2266, CCN1C=C
http://sel C8H12N4 free base NSC 1028 NC1=NC(:
http://sel C24H26N free base BM-1419 COC1=CC
http://sel C6H6N2C free base Niacinam NC(=0)C1

http://sel C16H15F: free base N/A €OC1=C(C
http://sel C22H180 free base EGCG 0C1=CC2:
http://sel C20H18Cl chloride N/A [Cl-].coc:

http://sel C16H180 free base NSC 4072 OC1CC(O]
http://sel C15H200 free base N/A CCc/1=C\C
http://sel C15H140 Dihydrate Sophoreti 0.0.0C1=
http://sel C15H100 Free Base Sophoreti OC1=CC(=
http://sel C23H280 free base N/A €c12ce3(
http://sel C15H13N free base N/A COC(=0)n
http://sel C22H30CI Dihydrocl NSC-3017 Cl.Cl.OCCI
http://sel C10H16C! Hydrochl N/A CL.NC(=N)
http://sel C9H604 free base N/A 0C1=CC:

http://sel C25H24N free base N/A NC1=C2C
http://sel C27H36N free base N/A CC1=C(NC
http://sel C16H20N free base N/A CC1CCN(C
http://sel C1I6H17N free base N/A CC[S](=0)
http://sel C17H18N free base N/A N#CCC(C1
http://sel CI0H13FI free base N/A CC1=CN(C
http://sel C12H17N free base N/A ccccocy

http://sel C14H15N free base OR-611 CCN(CC)C
http://wv C30H160 free base Hyp, HY CC1=C2C:
https://w C16H300 Free Base POA, Paln CCCCCC\C
http://wv C14H12N Free Base 2-Benzylt C(C1=NC:Z
http://wv C10H120 Free Base Benzenek OC(=0)CC
http://sel C37H42CI dihydroct N/A cl.cl.coc
http://sel C13H14N hydrochlc Tacrine, T NC1=C2C:
http://sel C6H14CIN hydrochlc 2-Amino- CL.NC1C(C
http://sel C20H240 free base BN-52022 CC1C(=0)
http://sel C6H15NC sulfate  D-Glucosi NC(C=0)C
http://sel C8H1602 free base 2-Propylv CCCC(CCC
http://sel CAOH580 free base N/A coc1=cc
http://sel C18H220 free base N/A Cc(cci=c
http://sel C14H11N free base Ro 40-75¢ CC1=CC=(
http://sel C13H21CI HCI Novocain Cl.CCN(CC
http://sel CIOH11IN Sodium Si N/A [NajoC(=t
http://sel C9H12CIN Hydrochlc SKF-385 + CI.NC1CC

http://sel C14H10F: free base N/A 0oc(=0)C1
http://sel C13H22Cl Hydrochlc N/A CI.CCN(CC
http://sel C14H10CI Sodium Si N/A Cc1=c(cCl)
http://wv C13H15C! hydrochlc N/A ClLNC1=C:

http://sel C16H14F: Free Base SKF96022 [Na+].COt
http://sel C14H804 free base chrysazin OC1=CC=
http://sel C20H28CI dihydroct N/A o.o.clcl.
http://sel C13H8F2( free base Dolobid, | OC(=0)C1
http://sel C21H22CI Hydrochl« Periactin Cl.CN1CC!
http://sel C13H20N Free Base Procaine, CCN(CC)C
http://sel C26H400 Free Base Xalatan, F CC(C)OC(:
http://sel C36H300 free base Lithosper OC(=0)C(
http://wv C28H25CI Hydrochl Tasigna, / 0.Cl.CC1=
http://wv C20H21F¢ Mesylate Idhifa, AG CC(C)(0)C
http://sel C22H28N Citrate ~ N/A CC1CCN(C
http://sel C25H36CI dihydroct N/A CI.CL.CCNI
http://sel C28H23Cl hydrochlc AMN-107 CI.CC1=C[
http://sel C15H17FI sesquihyc Enoxacin CCN1C=C
http://sel C17H21N phosphat INCB0184 O[P](0)(C
http://sel CI0H16N hydrate 5'-Adenyl O.NC1=N!
http://sel C20H19N sulfate  Umbellati COC1=C(C
http://sel C22H260 free base Curculigo COC1=C(C
http://sel C29H360 free base Acteoside CC1OC(Ot

http://sel C20H24CI dihydroct N/A CI.CL.CCNI
http://sel CA9H760 free base N/A ccroc(cc
http://sel C9H14CIN hydrochlc N/A ClL.NC1=N

http://wv C32H34F: Sodium h Protonix, 0.0.0.[N:
http://sel C24H29N free base €OC1=C(C
http://wv C16H20N phosphat INCB-028 CC[S](=0)
http://wv C20H22C| Free Base N/A CCN(CC)C
http://wv C4H11N5 Free Base 1, 1-Dime CN(C)C(=I
http://wv C20H20CI hydrate Natural Y. 0.[Cl-].CC
http://wv C10H100 free base N/A Ot )/
http://wv C6H13NC Free Base 2-amino-. NC(C=0)C
http://sel C18H22N free base N/A NC(=0)C1
http://sel C28H29CI hydrochlc Ruboxiste CI.CN(C)C
http://sel C19H360 free base Bempeda CC(C)(CCC
http://wv C17H19F: free base N/A cccicr
http://sel C1I9H27N maleate PF-03394 CNI[S](=0]
http://sel C19H17F¢ free base N/A cc(c)o)c
http://sel C28H22C| free base FC1=CN=(
http://sel C22H19FI free base HBI-8000, NC1=C(N(

C32H4805 FA42758 CC1CCC2(

C20H18N free base 5, 6-Dihyc COC1=C((

C37H40N free base COC1=C2!
C21H200 free base occroc(
https://w C17H16N Free Base N/A oc(=0)ch

2.306
3.194
5.084
2.005
2.071
4.320
1.800
1.275
-1.093
-1.102
3.821
0.052
-7.895
2.880
3.090
3.819
0.570
4.025
-1.483
-2.505
4.014
-0.319
2.737
3.097
1.289
-0.340
2.923
1.216
1.630
-1.283
3.769
0.832
1.339
1.415
3.985
5.123
1.512
0.360
2.880
-1.065
2.191
1.658
5.040
5.948
3.305
2.407
7.756
4.258
-2.422
-1.753
-3.688
2.749
9.806
4.708
3.130
2.157
2.497
2.309
3.952
1.509
4.915
3.172
2.883
2.324
5.109
3.147
5.478
1.775
4.365
4.718
5.259
4.464
0.193
5.326
5.466
-0.749
2.412
-2.160
1111
0.822
0.484
5.523
0.631
-2.014
5.145
4.280
-0.108
4.760
-0.742
1.081
2.153
-3.081
1.023
3.861
5.180
1.967
1.758
4.878
3.004
2.182
6.081
3.962
6.992
0.018
1.511
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http://selleckchem.com/products/flufenamic-acid.html
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