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Figure S1. Structures of other azaphilones in the screening.
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Figure S2. Plot of relative peak intensity for all non-overlapping MSI2-RRM1 resonances in the ligand
bound form versus free state (11:0.3/11:0). Gray dashed line corresponds one standard deviation from
the mean.
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Figure S3. Aza-9 titration against 13C ILV methyl labeled MSI2-RRM1. A) 'H-13C HSQC spectra of 80
uM BN and B3C ILV methyl labeled MSI2-RRM with increasing molar ratios of AZA-9. B) Residues
with peak intensity ratio lower than 0.40 are colored red. C) Plot of relative peak intensity for all non-

overlapping MSI2-RRM1 ILV methyl resonances in the ligand bound form versus free state

(I1:0.3/11:0). Gray dashed line corresponds one standard deviation from the mean.
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Figure S4. Figure 5B Supplemental.
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Figure S5. Figure 8B Supplemental.
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Figure S6. Figure 9B left panel Supplemental.
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Figure S7. MSI direct targets APC and NUMB protein levels increased in RKO cells with Aza-9-

liposome treatment.
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Figure S8. Figure 9B right panel and Figure S7 Supplemental.

Red channel
116 24H

Aza-9-lip

Lip 50 100

250KDa
150KDa

100KDa
75KDa

WM'

RKO —24H__
AL

Lip 50

250KDa a

150KDa

100KDa

75KDa

50KDa

Green channel
116 28H
Aza-9-lip

Lip s0 100

oL

-

250KDa
150KDa
100KDa

75KDa ‘."--

50KDa

250KDa ! !

) »
150KDa - .

100KDa

75KDa

50KDa

HCT-116 Wnt reporter

1.2
1.0
0.8
0.6 1
0.4
0.2
0.0-

Relative Light Units

* Xk

mm TOP
= FOP

250KDa

150KDa

100KDa

76KDa

50KDa

Intensity

250KDa

150KDa

100KDa

75KDa

0.381 0.300 0.470

123 110 835

RO —24H__
AL
Lip 50

| .
0.705 0.789

(S | g
0559 0527

482 368

S4 of S4

Figure S9. Aza-9-lip inhibits Wnt/p3-catenin reporter. HCT-116 cells were transfected with TOPflash
or FOPflash reporter constructs. Cells were treated with Aza-9-lip or liposomes only for 24 h in the

presence of 20 mM LiCl.
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