Fig. 1S

AN IL-6

€
A. “ITTT) \k Tumor Cell
2

m I \ Y
‘ ‘ Activate | STAT3 I bk
S activation
.
- 4

@ | »
[} "
B. 12 3 x\_ VEGF ) Downregulationof
S \ VEGF production
3 sos /. . ‘
dependent
oaente: mitochondrial o
1 ; VEGF
2
FAS/FADD \ l / z«l.:: 2 VEGF Receptor
Sgnaling 3 / PIIK/ARE
3 A \
JAK/STAT3
> / / ‘\ eRc/2 )
2 INK 1 Signaling MAPK/ERK
coapes, — i Endothelial Cel
Signaling Signaling Key:

. ; — : 1 lcariin
T e NS ..
e mbbbien Inhibition of angiogenesis 3 |cariside Il

3 lcariside Il

Fig.1S. Potential molecular basis of anti-cancer and immune-modulation targets/pathways
associated with icaritin and its derivatives (modified from Tan HL et al. Front Pharmacol.
2016 Jun 29;7:191doi: 10.3389/fphar.2016.00191).

A. Chemical structures of icariin and its derivatives isolated from Herba Epimedii. Icariin (1),
icaritin (2), andicariside 11 (3).

B. Icariin, icaritin, and icariside Il exert apoptotic effects through multiple mechanisms,
which include the inhibition of 3-catenin-dependent signaling, EGFR signaling, MAPK/ERK
signaling, PI3K/AKkt signaling, JAK/STAT3 signaling, and COX-2/PGE2 signaling.

C. Potential targets and pathways of anti-Inflammation and anti-angiogenic effect by icaritin

and its derivatives.
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