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Ap_pendix

Spectral data of isolated compounds

S1. MS data of Pinifolic acid (Mass 336)

a 4102 |'ESI Scan 2 (22.6-22 9 min, 14 Scans) Frag=120.0V GUMEADOO3 d

8 2
4

6

4

2 . . - -

) A 3 e 1 . A, ) -

100 200 300 400 S00 600 700 800 900 1000 1100

Counts vs. Mass-to-Charge (m/z)

x10 4 | *ESI Scan:1 (22.6-22 9 min, 14 Scans) Frag=120.0V GUMEA0003 d

™~

" -

25 »
2

.
B
% B 2
?N
N
3 § |
-

100 200 300 400 500 600 700 800 900 1000 1100
Counts vs. Mass-to-Charge (mVz)

€ .0? [+ESIProduct lar [9.73 mir) Frag=135 0% CIDE@40.0 (319 2275 [2=1] = ] EA3GUM

1050718
G

=
=]
=
o
=
-

=
[ur)
=
—
w
m
)

139.1197
171.1148

e e L e
G0 90 7100 110 120 130 140 150 160 170 1530 190 200 210 220 230 240 250 260 270 250 290 300 310 320 330
Counts vs. Masz4o-Charge [m/fz)

.
miz 105 miz 147 miz 159 " miz 204

Figure S1. a) -ve ESI scan b) +ve ESI scan ¢) MS/MS spectrum d) fragments of
pinifolic acid
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Appendix

S2. MS data of Dehydropinifolic acid (Mass 334)
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Appendix

S3. MS and NMR data of Dehydropinifolic acid methylester (agathic acid

methylester) (348)
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Figure S3. a) -ve HRMS spectrum, b) +ve HRMS spectrum of dehydropinifolic acid

methylester
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Figure S7. -ve ESI MS spectrum of dehydropinifolic acid methylester

S4. MS data of Isocupressic acid
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Figure S8. a) -ve HRMS spectrum, b) +ve HRMS spectrum of isocupressic acid
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S5. MS data of Manool (290): Method 2
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Figure S9. a) -ve ESI scan at 14.5min b) -ve ESI scan at 13.5 min ¢) MS/MS
spectrum of manool
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S6. MS data of Imbricataloic acid (320)
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Figure S10. a) -ve ESI scan b) +ve ESI scan ¢c) MS/MS spectrum of imbricataloic

acid
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S7. MS data of Trans-communic acid (302)
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Figure S11. a) -ve ESI scan b) +ve ESI scan ¢) MS/MS spectrum of trans-communic
acid
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S8. MS data of Cupressic acid (320)
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Figure S12. a) -ve ESI b) +ve ESI MS spectra of cupressic acid

S9. NMR and MS data of Abietic acid
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Figure S13. "H NMR spectrum of Abietic acid
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Figure S14. 1°C NMR spectrum of Abietic acid
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Figure S15. DEPT-135 NMR spectrum of Abietic acid
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Figure S18. '"H NMR spectrum of 7-ketodehydroabietic acid
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Figure S19. °C NMR spectrum of 7-ketodehydroabietic acid
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I T

AC16L_2D NMR
343_AC16 L HSQC_CDCI3

r20

r30

40

50

60

r70

80

f1 (ppm)

90

r100

r110

r120

r130

140

T

3.0

T

2.5

T

5.0

T T

4.0

T

3.5

T

6.5

T

6.0

T

5.5

T

8.0

T

7.5

T

7.0 2.0

4.5 15
f2 (ppm)

Figure S21. HSQC NMR spectrum of 7-ketodehydroabietic acid
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Figure S28. HSQC spectrum of sandaracopimarinol acetate
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S12. MS data of Sandaracopimarinol
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Figure S30. MS data of Sandaracopimarinol
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Table 1:

Appendix

List of all the top 20 screened genes

SIno

Compound
code

Top genes

1

ACl

APP, PIK3R1, VRK2, CSNK2A1, CA10, PPARG, TOPI,
CYPI9A1, EDNRB, CDKI17, VEGFA, DAPKI,
CXCL12, GSK3B, AHR, CDK18, ESR1, PLKI, PYGL,
CDK6

AC2

APP, EGFR, VRK2, CSNK2AI, NTRK2, CYPI9AI
CA10, CHEKI1, PPARG, ESR1, DAPK1, VEGFA, NEKS6,
KIT, PIM1, BCL2, CDK6, TPN1, GSK3B, ABCG2

AC3

APP, GRIN2A, ESR1, SRC, CYP27A1, PRKCE, RORA,
EPHA4, MAPK3, IGFIR, AVPRIA, EPHAI1, AGTRI,
CYPI19A1, SCD, EPHB2, NR3Cl, PRKCH, TACRI,
RXRG

AC4

PPARG, ESRI, PRL, CYPI9AI, FNI1, RGS6,
PPARGCIA, AHR, NR3Cl, MEDI, GSN, HAAO,
NR1H4, AR, NR1H3, FGF12, NCOA1, FGF9, DPF3,
NCORI1

ACS

APP, EGFR, CYPI19A1, NTRK2, GPR35, DAPKI,
VRK2, ESR1, OPRDI, CA10, ADRA2C, CHEKI,
CSNK2A1, ADRA2A, HTRID, PIK3CA, AHR, CHRM2,
DRDS5, XDH

AC6

PIK3R1, APP, CSNK2A1, TOP1, DAPKI, PPARG,
ABCBI1, PYGL, HIF1A, CTSK, VEGFA, SYK, ESRI,
PIK3CG, PTPN1, AHR, XDH, OPRD1, PTGS1, PDESA

AC7

APP, EGFR, PIK3R1, TOP1, DAPK1, CSNK2A1, KDR,
CYP19A1, PTPN1, VEGFA, PPARG, SYK, IGF1, ESRI,
ABCBI, AHR, KIT, SRC, CTSK, PYGL

Table 2: Metabolites selected for network pharmacology

Sl no Cannonical Formula and | Structure
SMILES (pubchem ID)

AC1 | Cuppresuflavone- | O=C1C=C(OC2=C | C34H26010

4477 1C(0)=CC(OC)=C

tetramethoxy or | 2C=3C(OC)=CC(

WBI1: Identified | O)=C4C(=0)C=C(

by  LC-HRMS | OC43)C=5C=CC(

and Database | OC)=CC5)C=6C=

mining CC(0C)=CC6

Isolation and

characterization

by 2DNMR

Networkpharmac

ology
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In-vitro
cytotoxicity

AC2

Cuppresuflavone-
7,7’ -dimethoxy:

Identified by LC-
HRMS and
Database mining

Isolation and
characterization
by NMR

Networkpharmac
ology

In-vitro
cytotoxicity

COC1=C(C2=C(C
(=C1)0)C(=0)C=
C(02)C3=CC=C(
C=C3)0)C4=C(C=
C(C5=C40C(=CC
5=0)C6=CC=C(C
=C6)0)0)0C

C32H22010

5316884

AC3

beta-sitosterol: A
very common
phytoconstituents

Identified by LC-
HRMS and
Database mining

Isolation and
characterization
by NMR

Network
pharmacology

CCC(CCC(C)CIC
CC2C1(CCC3C2C
C=C4C3(CCC(C4)
0)C)C)C(C)C

C29H500

222284

AC4

Phathalate
Identified by LC-
HRMS and
Database mining

Isolation and
characterization
by NMR

C1=CC=C(C(=C1)
C(=0)[O-
DC(EO)[0-]

CsH40O4

ACS

Cuppresuflavone-
4’,4>>’-dimethoxy
or W11 Identified
by  LC-HRMS
and Database
mining

COC1=CC=C(C=
C1)C2=CC(=0)C3
—C(02)C(=C(C=C
30)0)C4=C(C=C(
C5=C40C(=CC5=
0)C6=CC=C(C=C
6)0C)0)0

C32H22010

14015870
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Isolation and
characterization
by NMR
Networkpharmac
ology
In-vitro
cytotoxicity
AC6 | Agathisflavone COC1=CC=C(C= | C33H24010
4™ 7, 7"-trimethyl | C1)C2=CC(=0)C3
ether =C(02)C(=C(C=C | 101423563
30)0C)C4=C(C=
Identified by LC- | C5C(=C40)C(=0)
HRMS and | C=C(05)C6=CC=
Database mining | C(C=C6)O)OC
Networkpharmac
ology
AC7 | Agathisflavone COCI1=CC=C(C= | C34H26010
4'.4"7,7"- C1)C2=CC(=0)C3
tetramethyl ether | =C(C(=C(C=C302 | 101921612
)OC)C4=C(C=C(C
Identified by LC- | 5=C40C(=CC5=0
HRMS and | )C6=CC=C(C=C6)
Database mining | OC)O)OC)O
Networkpharmac
ology
ACS8 | Cupressuflavone | C1=CC(=CC=CI1C | C30H13010
2=CC(=0)C3=C(O
Identified by LC- | 2)C(=C(C=C30)0O | 5281609

HRMS and
Database mining

Isolation and
characterization:
No

Networkpharmac
ology: Rejected in
ADME analysis

)C4=C(C=C(C5=C
40C(=CC5=0)C6
~CC=C(C=C6)0)
0)0)0
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