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Figure 1. The structures of isolated compounds (1-4) from EtOAc extract of the culture medium of Isaria sp.
RD055140. *: new compound
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Figure 2. Effect of 1 on migration of PANC-1 cells. (A) Wound-healing assay, PANC-1 cells grown at confluency and
quantification of cell free area of the culture. (B) The mRNA expression levels of EMT-related markers. The
expression levels of the above genes were confirmed using Gapdh as a control. These experiments were done in
triplicate (N = 3). Data were expressed as the mean +SE. Quantification was done using NIH Image J (ver. 1.51).
Statistical analysis was performed using JMP 14. *p<0.05, **p<0.01.



2R PREICRT DIERRERT R T AR & LTOMBEHRIET v i A RS OTRIR & A T = X WfifhT

[B/]

{KERFRFHEN 1 (HIF) (3R AMERE R BR BRI 25 SN BRTEME L SN AR TH Y, HIF ITI3EEE
EATHEEGIEY 7 2=y N (HIF-la BXD) 20) ETEFOICHEIEL CWDHY 7= b HIF-1B) 277
5%, IEFEBERRE T Tl HIF-lo 38 X O 20 [0 IC X 0 don 2o S 570y, (RIEFREREE T C
VR IHI S, HIF-1B S WA EREART 5. 2 OEGERIIENIIBITT 5 S RERINERS] (HRE) 12
FEA L, MRS S5 28 a7 OS2 IE LT 5 Z & CHIROAEFOHIRIC S 57 5.
ZOT, FEARNIZIIT S HIF > 7 PV E T 265 a RET 5 2 L ¢, IRBRREA EF{L UE
DOYELT Z N3 2 FHT A DBRFEIZ D723 D L5 2 72

HIF > 7 T ABEL A ORBED T, Y= CIER LT 187 DA KX AT A 77V —&XI5Z
HRE Z#AAATE T T A I REEA LTZ PANC-1 filaz Ve, LiR—#—T v EefIlLdbAR7 ) —=V
TEAToT2E 2 A, MED A K ) — )% ATEROBHEENME (ICs = 6.5 uM) 235580 L vz, FEILFEIC
ephedrine 35 X ONVE OFFEMRE Ty ETHAEILTH DD, ITH, 7I7HR /A4 RipEOT7 Ve A RLUIO
BT\ CHURRIEMECER T 720 & Ok 2 I AEWITENENR 5 D Z E N E SN TV D, 2D, AHFZE TR
HICEENDIET VoA Rl astg e UTOREMEZRR L, = O/EREPT 21772,

(5]

PANC-1 i@z V72 HRE BHE LR —2 —7 v A A7 U —=2 ZIZB W TETEEN RS DAV Mk
(15kg) 27 h> (S5Lx3) THH L7, Sohizox 2 45g) &k - HEZ O ZE—ROEE L 0%
fra~ N7 0 —I2L 0 o - BREZIT 72, HoNnTALEMITOWTHEERIT 217, RO LR
—H =T AL EEEEAZFHMN L, EOREEHAEREIC OV T BT 21T o 7. e bRy EMEDTR
D HITALEWITE LT Western blot 7536 X OV RT-PCR {%(2 L 5 HIF-0 & F D> 7V FiRKFD &% X
BB L OEEBE RIS 21T 7.

G SSEReEE )

RO T & b mF ZNTOUWT, G RREAT S T /ER, 2 OB > AL Z R 7 — WV EbER (5,
6) ZEte7 7R A K 10 f (5-14) % Hiff - [E L7 (Figure 3). HifE L7= 10 FEOLAMIZ OV T HRE
ELR—2—T vt A {7072 25, 5, 6 BIOITPHETENE (ICs=18.0+0.6,13.3+£22,289+69
uM) DSRH BT, 9, 10 BN 2T 5 &, rthamonose D 2 L5 4 NZEHILIFES LT 0
Y& ¥ L O rhamnose D 4 {712 (Z)-p-coumaroyl 2556 L7256 TIRIEMEDJEGS L Tz (ICs >30 uM) 728,
TEPEREELIS L OMEIRIZIE (E)-p-coumaroyl DIFENEHE THH Z LAVRBR SN, F£72, SBLN6 DS
Z 9% &, rhamnose @ 2 735 XU 3 ALD/KEEFEIZ dihydroxypalmitic acid 73T AT /LGS 5 L HEZE
RO BN T2 b OO, IEESEERT 2R H Y, 2 60SHEE Lid, 36050 bFHETRMEN S
SNAEANRH D Z EPIRENT.

HO R1 = R2 = R3 =H
I 10 R4y =R, =H, R3 = (Z)-p-coumaroyl
5% Ry =H,R,= ?‘{"/H;(H;gH . 11 R, =R, = H, Ry = (E)-p-coumaroyl
o OH 12 R4 =H, R, = R3 = (E)-p-coumaroyl

nitnz = 14 oH o 13 R; = R; = (E)-p-coumaroyl, R, = H,
6 R < ﬁrHj/H\OH N - o 14 R, =H, R, = (2)-p-coumaroyl,
1 I n10H ng N2 ° e R3 = (E)-p-coumaroyl
2
nqtn, = 14 OR4

Figure 3. The structures of isolated compounds (5-14) from Ephedrae Herba. *: new compounds
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Figure 4. (A) Effects of 6 on the amount of HIF proteins on PANC-1 cells in cytosol fraction. (B) Effects of 6 on the
amount of HIF proteins on PANC-1 cells in nuclear fraction. (C) Effect of 6 on HIF-1a protein accumulation in nuclear

fraction induced by proteasome inhibitor.
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Figure 5. Effects of 6 on the expression of HIF and related genes in mRNA levels. The expression levels of the above

genes were confirmed using S-actin as a control. These experiments were done three times. Data were expressed as the
mean £SE. Quantification was done using NIH Image J (ver. 1.51). Statistical analysis was performed using JMP 14.
*p<0.05, **p<0.01.



