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Table S1. Preliminary assay results of tested compounds against human 113-HSD1 at 10 uM.

Compds no. Expt.1 Expt.2 Expt.3 Average SD

1 61.07%  60.88%  57.17%  59.70% 2.20%
3 44.06%  45.04%  40.13%  43.08% 2.60%
4 59.28%  52.93%  58.92% = 57.04% 3.57%
5 72.12%  74.49%  77.83%  74.81% 2.87%
6 75.86%  80.61%  72.67%  76.38% 4.00%
7 5839%  55.57%  50.80% = 54.92% 3.84%
8 71.06%  6530%  67.13%  67.83% 2.94%
9 40.59%  37.70%  40.68%  39.66% 1.69%
Glycyrrhetinic acid 1 nM 14.83% 11.14% 11.62% 12.53% 2.00%
Glycyrrhetinic acid 10 nM 44.66%  45.00%  45.18% = 44.94% 0.26%
Glycyrrhetinic acid 100 nM 95.15%  99.83%  91.85%  95.61% 4.01%

Table S2. Preliminary assay results of tested compounds against mouse 113-HSD1 at 10 pM.

Compds no. Expt.1 Expt.2 Expt.3 Average SD

1 33.05%  36.23%  30.55%  33.28% 2.85%
3 91.72%  85.55%  90.98%  89.42% 3.36%
4 64.36%  61.30%  53.63%  59.76% 5.53%
5 78.62%  89.05%  80.36%  82.68% 5.58%
6 77.18%  79.88%  71.84%  76.30% 4.09%
7 56.67%  57.78%  48.83%  54.43% 4.88%
8 70.88%  71.75% = 65.67%  69.44% 3.29%
9 43.89%  43.26%  39.64% = 42.26% 2.30%
Glycyrrhetinic acid 1 nM 16.88% 15.73% 19.69% 17.43% 2.04%
Glycyrrhetinic acid 10 nM 54.05%  55.13%  60.39%  56.53% 3.39%
Glycyrrhetinic acid 100 nM 89.37%  90.45%  92.69%  90.83% 1.69%




Table S3. X-ray crystallographic data for horipenoid E (5).

Empirical formula
Formula weight
Temperature
Wavelength
Crystal system

Space group

Unit cell dimensions

Volume

Z

Density (calculated)
Absorption coefficient

F(000)

Crystal size

Theta range for data collection
Index ranges

Reflections collected
Independent reflections
Completeness to theta = 67.679°
Absorption correction

Max. and min. transmission
Refinement method

Data / restraints / parameters
Goodness-of-fit on F2

Final R indices [[>2sigma(])]
R indices (all data)

Absolute structure parameter
Extinction coefficient

Largest diff. peak and hole

C30H5,04-H,0

494.73

296(2) K

1.54178 A

Orthorhombic

P 2(1)2(1)2(1)

a=10.5637(3) A a=90°
b=13.2734(3) A B=90°
c=20.6274(5) A y=90°
2892.30(13) A’

4

1.136 Mg/m’

0.588 mm’

1096

0.300 x 0.200 x 0.150 mm®
3.960 to 69.482°.

-12<=h<=12, -16<=k<=15, -24<=I<=24

21688

5337 [R(int) = 0.0630]

99.6 %

Semi-empirical from equivalents
0.7532 and 0.4678

Full-matrix least-squares on F2
5337/0/328

1.037

R1=0.0606, wR2 = 0.1672
R1=0.0674, wR2 = 0.1746
-0.08(13)

n/a

0.415 and -0.215 e.A

& Colorless crystals of 5 were obtained in methanol with trace of water.




Figure S1. "H NMR spectrum of horipenoid A (1) in CsDsN
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Figure S2. *C NMR spectrum of horipenoid A (1) in CsDsN
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Figure S3. '*H-"HCOSY spectrum of horipenoid A (1) in CsDsN
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Figure S4. HSQC spectrum of horipenoid A (1) in CsDsN
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Figure S5. HMBC spectrum of horipenoid A (1) in CsDsN
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Figure S6. ROESY spectrum of horipenoid A (1) in CsDsN
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Figure S7. ESI(+)MS spectrum of horipenoid A (1)
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Figure S8. HRESI(—)MS spectrum of horipenoid A (1)
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Figure S9. IR spectrum of horipenoid A (1)
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Figure S10. '"H NMR spectrum of horipenoid B (2) in CD;0D
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Figure S11. *C NMR spectrum of horipenoid B (2) in CD;0D
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Figure S12. HSQC spectrum of horipenoid B (2) in CD;0D
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Figure S13. HMBC spectrum of horipenoid B (2) in CD;0D
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Figure S14. ROESY spectrum of horipenoid B (2) in CD;0D
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Figure S15. EIMS spectrum of horipenoid B (2)
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Figure S16. HREIMS spectrum of horipenoid B (2)
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Figure S17. IR spectrum of horipenoid B (2)
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Figure S18. '"H NMR spectrum of horipenoid C (3) in CDCl;
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Figure S19. *C NMR spectrum of horipenoid C (3) in CDCl,
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Figure S20. 'H-"HCOSY spectrum of horipenoid C (3) in CDCls
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Figure S21. HSQC spectrum of horipenoid C (3) in CDCl;
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Figure S22. HMBC spectrum of horipenoid C (3) in CDCl;
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Figure S23. ROESY spectrum of horipenoid C (3) in CDCl;
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Figure S24. ESI(+)MS spectrum of horipenoid C (3)
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Figure S25. ESI(—)MS spectrum of horipenoid C (3)

Display Report
Analysis Info
Analysis Name 009-2301.D Acquisition Date 12/29/11 19:20:25
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Figure S26. HRESI(—)MS spectrum of horipenoid C (3)

Elemental Composition Report Page 1

Single Mass Analysis

Tolerance =5.0 PPM / DBE: min = -1.5, max = 50.0
Element prediction: Off

Number of isotope peaks used for i-FIT =3

Monoisotopic Mass, Even Electron lons
76 formula(e) evalualed with 1 results within limits (up to 50 best isotopic matches for each mass)

Elements Used:
C:10-50 H:1-80 0:0-30
EHC2-52 LCT PXE KE324 09-Mar-2012
14:18:02
EHC2-52_20120308 10 (0.212) AM2 (Ar,10000.0,0.00,1.00); ABS; Cm (5:20) 1: TOF MS ES-
3.18a+004
100 393.2635
%
311.2216 394.2676
423.2745 659.4854 731.5034
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0-ry T T - "|'l T T s e T ey e T ) miz
100 200 300 400 500 600 700 800 900 1000
Minimum: -1.5
Maximum: 5.0 5.0 50.0
Mass Calc. Mass mDa PFM DBE i-FIT i-FIT (Norm) Formula
393.2635 393.2641 -0.6 =-1.5 5.5 165.7 0.0 c23 H37 05
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Figure S27. IR spectrum of horipenoid A (3)
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Figure S28. '"H NMR spectrum of horipenoid D (4) in CDCls
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Figure S30. HSQC spectrum of horipenoid D (4) in CDCl;

0El
1
e

001 011 02T
1 1 1

06
1

08
I
=
Hl

(mddy zy

J
1
—

0c
1
i
T
I

UL =

AEE
===
cz:z::=’
-
|||l|l

ol
I
|

9
09

¢

[
€ b

— —— .
T LT
o o

Il {ppa}

35



Figure S31. HMBC spectrum of horipenoid D (4) in CDCl;
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Figure S32. ESI(+)MS spectrum of horipenoid D (4)

Display Report

Analysis Info
Analysis Name
Method
Sample Name
Comment
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Figure S33. HRESI(—)MS spectrum of horipenoid D (4)

Elemental Composition Report Page 1
Single Mass Analysis
Tolerance = 10.0 PPM / DBE: min = -1.5, max = 50.0
Element prediction: Off
Number of isctope peaks used for i-FIT = 3
Monoisotopic Mass, Even Electron lons
109 formula(e) evaluated with 1 resulis within limits (up to 50 best isctopic matches for each mass)
Elements Used:
C:10-80 H:1-110 ©:0-30
EHC2-523 LCT PXE KE324 09-Mar-2012
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Mass Calc. Mass mBa PPM DEE i-FIT i-FIT (Norm) Formula
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Figure S34. IR spectrum of horipenoid D (4)
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Figure S35. '"H NMR spectrum of horipenoid E (5) in CsDsN
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Figure S36. °C NMR spectrum of horipenoid E (5) in CsDsN
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Figure S37. 'H-'THCOSY spectrum of horipenoid E (5) in CsDsN
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Figure S38. HSQC spectrum of horipenoid E (5) in CsDsN
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Figure S39. HMBC spectrum of horipenoid E (5) in CsDsN
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Figure S40. ROESY spectrum of horipenoid E (5) in CsDsN

EHCZ2-73 C5DSM RDESY
Sample dirsctary:

Pulse Sequénce: ROESY
Solvent: CDCI13
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2D Width 11999.4 H2

8 repetitions
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DATA PROCESSING
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F1 DATA PROCESSING
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FT size 2048 x 2048
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Figure S41. ESI(+)MS spectrum of horipenoid E (5)

Analysis Info
Analysis Name  010-1201.D

Method
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Comment
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Figure S42. ESI(—)MS spectrum of horipenoid E (5)

Display Report

Analysis Info

Analysis Name 010-2401.D ) Acquisition Date  12/29/11 19:36:43
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Figure S43. HRESI(—)MS spectrum of horipenoid E (5)

Elemental Composition Report Page 1

Single Mass Analysis

Telerance = 5.0 PPM / DBE: min = -1.5, max = 50.0
Element prediction: Off

Number of isotope peaks used for i-FIT = 3

Moneisotopic Mass, Even Electron lons

126 formula(e) evaluated with 1 results within limits (up o 50 best isotepic matches for each mass)
Elements Used:

C: 1050 H:1-80 O:0-30

EHC2.73 LCT PXE KE324 09-Mar-2012
14:11:59
EHC2-73_20120309 24 {0.512) AM2 (Ar,10000.0,0.00,1.00); ABS; Cm {6:25) 1: TOF MS ES-
2.01e+004
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Mass Calec. Mass mDa PPM DBE i-FIT i-FIT (Norm} Formula
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Figure S44. IR spectrum of horipenoid E (5)
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Figure S45. '"H NMR spectrum of horipenoid F (6) in CsDsN

qmddy 1y

o
=]

w

i

2

w

8F

9°F

B

9% 8% 07

Fe

{0
o

>
=
3
d

870

| o 83~:[

|iod

N

0.98-T

Y

v

J

- 1153

3
F 1114, 63
01

50



Figure S46. °C NMR spectrum of horipenoid F (6) in CsDsN
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Figure S47. HSQC spectrum of horipenoid F (6) in CsDsN
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Figure S48. HMBC spectrum of horipenoid F (6) in CsDsN
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Figure S49. ROESY spectrum of horipenoid F (6) in CsDsN
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Figure S50 ESI(+)MS spectrum of horipenoid F (6)
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Figure S51. ESI(—)MS spectrum of horipenoid F (6)
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Figure S52. HRESI(—)MS spectrum of horipenoid F (6)

Elemental Composition Report Page 1

Single Mass Analysis

Tolgrance = 5.0 PPM / DBE: min = -1.5, max = 50.0
Element prediction: Off

Number of isotope peaks used for i-FIT = 3
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Figure S53. IR spectrum of horipenoid F (6)
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Figure S54. '"H NMR spectrum of horipenoid G (7) in CsDsN
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Figure S55. *C NMR spectrum of horipenoid G (7) in CsDsN
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Figure S56. HSQC spectrum of horipenoid G (7) in CsDsN
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Figure S57. HMBC spectrum of horipenoid G (7) in CsDsN
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Figure S58. ROESY spectrum of horipenoid G (7) in CsDsN
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Figure S59. ESI(+)MS spectrum of horipenoid G (7)
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Figure S60. ESI(—)MS spectrum of horipenoid G (7)

Display Report
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Figure S61. HRESI(—)MS spectrum of horipenoid G (7)

Elemental Composition Report

Single Mass Analysis

Tolerance = 5.0 PPM / DBE: min = -1.5, max = 50.0
Element prediction: Off

Number of isotope peaks used for i-FIT = 3

Monoisotopic Mass, Even Electron lons
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Figure S62. IR spectrum of horipenoid G (7)
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Figure S63. '"H NMR spectrum of horipenoid H (8) in CsDsN
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Figure S64. °C NMR spectrum of horipenoid H (8) in CsDsN
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Figure S65. HSQC spectrum of horipenoid H (8) in CsDsN
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Figure S66. HMBC spectrum of horipenoid H (8) in CsDsN
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Figure S67 ROESY spectrum of horipenoid H (8) in CsDsN
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Figure S68. ESI(+)MS spectrum of horipenoid H (8)

Display Report

Analysis Info
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Figure S69. ESI(—)MS spectrum of horipenoid H (8)
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Figure S70. HRESI(—)MS spectrum of horipenoid H (8)

Elemental Composition Report Page 1

Single Mass Analysis

Tolerance = 50 PPM / DBE: min = -1.5, max = 50.0
Element prediction: Off

Number of isotope peaks used for i-FIT = 3
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Figure S71. IR spectrum of horipenoid H (8)
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