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SUPPLEMENTARY FIGURES

Table S1. Patients’ treatment information. HMA: hypomethylating agents. CT:

chemotherapy. Immuno: immunomodulators.

Table S2. Small molecules information.

Table S3. Antibodies information.

Figure S1. DRs’ surface expression pattern on MDS cells. DRD1 (A), DRD2 (B), DRD4 (C),
and DRD5 (D) surface expression measured by flow cytometry in blood samples from healthy
donors (HD), MDS samples and AML samples. Results are graphed as a box plot, the statistical
median is indicated as a horizontal line, error bars correspond to SEM. HD n=4-6; MDS n=71-

90; AML n=14. ** p<0.01; *** p<0.001; **** p<0.0001.

Figure S2. Symbol legend of MDS samples used in the experiments. Each symbol type
corresponds to an MDS patient sample. Healthy donors (HD), grey; RS-MLD, light purple; RS-

SLD, dark purple; 59-, red; MLD, orange; EB-1, light blue; EB-2, dark blue.

Figure S3. Expression of DRs and HTRs in CD45""" and CD34* MDS cell subpopulations.
(A) HTR1A, HTR1B, DRD3 and DRD5 surface expression in CD45°" and CD34*
subpopulations in MDS samples (n=23). (B) HTR1A and HTR1B surface expression within the
CD34* cell population in healthy donor (HD) and MDS samples (MDS). Horizonal lines
represent grand means. HD n= 3; MDS n=19. *** p<0.001.

Figure S4. DR’s and HTR’s antagonists induce cell death and differentiation on MDS
cells. MDS patient samples were treated with 10 uM apomorphine (apo) and 10 uM SB224289
(SB9) 72 h. (A) Frequency of CD11b-positive cells measured by flow in vehicle control-,
apomorphine- and SB9-treated MDS samples. N=2 in triplicates. (B) Representative flow plot
of CD11b surface staining. MDS patient samples were treated with 50 uM thioridazine (thio).
(C) Cell viability was measured by 7-AAD exclusion by flow cytometry, (D) differentiation

status as determined by CD11b expression by flow cytometry, and (E) a representative flow plot
1
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of each condition is presented. Each symbol type corresponds to a patient sample, and each

symbol corresponds to an experimental point. * p<0.1, ** p<0.001; **** p<0.0001.

Figure S5. MDS-L do not express DRs or HTR1s. HTR1A (A), HTR1B (B), DRD3 (C) and
DRD5 (D) surface expression levels in MDS-L (solid line) compared to unstained negative

control (tinted line) measured by flow cytometry. A representative histogram is shown.

Figure S6. HTR and DR antagonists synergize with azacytidine and decitabine. Synergistic
effect of the co-treatment with (apomorphine (apo) and methiothepin (methio) with (A)(C)
azacytidine (aza) or (B)(D) decitabine (deci) as measured by (A)(B) EOBA and (C)(D) CI in

HL-60 AML cells.



Sample code | HMA/CT/Immuno | Other treatment
MDS #1 No NoO
MDS #5 No NoO
MDS #6 No No
MDS #9 No No
MDS #10 Yes No
MDS #12 No NO
MDS #14 No NoO
MDS #15 No NoO
MDS #16 No No
MDS #17 No No
MDS #20 No No
MDS #23 No NO
MDS #24 Yes NoO
MDS #26 No No
MDS #27 No No
MDS #28 No No
MDS #29 No No
MDS #30 No No
MDS #31 Yes No
MDS #32 No No
MDS #33 Yes No
MDS #34 Yes No
MDS #35 No No
MDS #36 No No
MDS #37 No NoO
MDS #38 No No
MDS #39 No No
MDS #40 Yes No
MDS #41 No No
MDS #43 No Yes
MDS #49 Yes No
MDS #50 Yes No
MDS #52 Yes No
MDS #53 No Yes
MDS #57 No No
MDS #60 Yes No
MDS #68 No No
MDS#73 No NO
MDS #74 No No
MDS #76 Yes NoO




MDS #78 No Yes
MDS#80 Yes No
MDS #93 No No
MDS#95 Yes Yes
MDS #98 Yes No
MDS#103 N/A N/A
MDS#110 N/A N/A
MDS#113 N/A Yes
MDS #119 Yes No
MDS#122 No Yes
MDS #131 No No
MDS #132 No No
MDS #134 No No
MDS #138 Yes No
MDS #140 No No
MDS #143 No Yes
MDS #145 Yes No
MDS #149 Yes No
MDS #151 Yes No
MDS #154 No No
MDS#161 N/A No
MDS #162 Yes No
MDS #166 Yes No
MDS #170 Yes No
MDS #176 No Yes
MDS #181 No Yes
MDS #186 No No
MDS #187 No Yes
MDS #188 No No
MDS #195 Yes No
MDS#197 No No
MDS #210 No No
MDS #211 No No
MDS #212 No No
MDS #213 No No
MDS #214 No No




Name Abbreviations Comercialized by Target Reference
Apomorphine Apo Sigma-aldrich HTR1/2 antagonist Millan, 2002
Methiothepin mesylate Methio _Santa-Cruz HTR1/2 antagonist Monachon, 1972
Biotechnology
NAN-190 hydrobromide NAN190 Sigma-aldrich HTR1A antagonist Glennon, 1988
SB224289 SB9 Biogen HTR1B antagonist Selkirk, 1998
SCH-23390 SC90 Biogen D1/D5 antagonist Millan, 2001
UH-232 UH232 Biogen D2 antagonist Svensson, 1986
Thioridazine Thio Sigma-aldrich PanDR antagonist Sunahara, 1991
Chlorproma_zme CPz Sigma-aldrich PanDR antagonist Freedman, 1994
hydrochloride
Decitabine Deci Sigma-aldrich Hypomethylating agents Jones, 1980
Azacitidine Aza Sigma-aldrich Hypomethylating agents Sorm, 1964




Conjugated

Antibody Reference Comercialized by fluorochrome
Anti-5HT1A receptor AB 85615 ABCAM -
Anti-5HT1B receptor ABIN738021 Antibodies-online -
Anti-DRD1 receptor 324390 EMD Millipore -
Anti-DRD2 receptor 324393 EMD Millipore -
Anti-DRD3 receptor 324402 EMD Millipore
Anti-DRD4 receptor 324405 EMD Millipore -
Anti-DRDS5 receptor 324408 EMD Millipore -

CD11b/Mac-1 ICRF44 BD PE
CD45 HI30 BD FITC, PE, APC, V450
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