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[Abstract] Objective To isolate an endophytic fungus, which can produce podophyllotoxin, from an endangered medical
plant Sinopodophyllum hexandrum , and to investigate the inhibitory effect of its fermentation broth against S180 sarcoma.
Methods Endophytic fungal strains were isolated and purified by microbiological tissue isolating methods from the fresh roots
and stems of Sinopodophyllum hexandrum. The fermentation broths of the isolates were investigated by HPLC, so as to screen
for podophyllotoxin-producing strains. The antitumor effects of endophytic fungus fermentation broths were evaluated in a
mouse model bearing S180 sarcoma. The orbital blood samples were obtained for leukocyte and lymphocyte count. Results
Strain T8, identified as Cephalosporium sp. was podophyllotoxin-producing. The tumor weight of T8 group was lower than
that of the model group (P<C0. 05) and higher than that of the cyclophosphamide group (P<C0. 05). The inhibitory rate of
fermentation broth of T8 group was significantly lower than that of cyclophosphamide group (P<C0. 05). Compared with the
model group. the fermentation broth of T8 group significantly promoted the proliferation of leukocytes and lymphocytes.
Conclusion The fermentation broth of fungus T8 can inhibit tumor growth and may serve as an adjuvant drug for tumor therapy
after attenuation.
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Fig 1 Morphology of endophytic fungus T8 colony
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Fig 2 HPLC chromatogram of reference
sample (A) and metabolites of T8 (B)
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il S180 e . #2 & e B8 /D R A fF T it S ik it
FIMAT CTX 5 T8 KB iR & 4 AE A T I, IR
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Tab 1 Effects of metabolites of T8 against S180 sarcoma in mice

(n=20)

Antitumor effect

Mouse mass m/g

Group Tumor mass m/g Inhibition rate (%) Before S180 cell bearing After S180 cell bearing
1 1.304+0. 414 — 24.91£0.72 27.65+1.824
Il 0.7340.16*4 43.8 25.16+1.29 23.7442.58* /A
I 0.82+0.25" 36.9 24.60+1.13 25.57+0.49
I 1.1440.39*4 12.3 25.32+0.87 24.31£1.06" * 4

1: Saline group; [[: Cyclophosphamide(CTX) group; [l[: T8 group; IV: CTX-+T8 group. * P<C0.05,* * P<C0. 01 ws group [; £ P<C0. 05 wvs group

Ill; 4 P<C0.05 wvs before S180 cell bearing of the same group

2.5 G@iek ke it mE2ATUMSE. S
2211 /)N BRI Y 20 R bR T 20 B i A — R
R I, 55 A B AR K 41 (141 M EL 25 R Ge it
B (P<C0.05,P<<0. 01, H Ju L CTX 41 (141 .
T8 KM A (TN 2H ) &8 f5c Ay W b L T ] 3 i i A
P A M3 5 T A A B AE T, CTXHT8 AW 4
(V4D ARG AR A REMNSE T 2 5%
254,
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Tab 2 White blood cell and lymphocyte count

(n=20, x+s)
Group lei;*llz)l;)(/)}i cell Lympl’;o/cytc Lymphocyle/
/1) (X10°/L) white blood cell
1 1.24+0. 154 0.340.114 0. 25040. 0024
I 4.1+0.20" * 2.5+0.12* 0.61040. 006 * &
I 3.440.13" 1.440.177 0.41240. 007"
v 2.84+0.22* "4 0.940.03" *4 0.334+0.012* * 4

[: Saline group; [I: Cyclophosphamide (CTX) group; [ll: T8 group;
IV: CTX-+T8 group. * P<C0. 05, ** P<C0. 01 wvs group [; £ P<C0. 05 wvs
group [l
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Cephalosporium ,Colletotrichum F Fusarium, #tJL-E
2 FAR AL AR AN ZE A I 5 07 26 A4 00 3 R
Cephalosporium sp. 73 25 A ML LR AL, 4&m WA E
TR A I T TR BE 5 A A AR O B A R
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HPLC YEIESEHE L& N A= FOR B8 )7 A1 5 i 2 AH [
AR PR I T P B 3R ELIZR AR I ORI, A
PR OB SRR A SRR I 45 2R N AR LR TS R
PR AH /N U o AR R T CTX 4L (H 2 W] /N T
FUABZE L Xof i 96 /1N BB A A7 O R o AT J 35 RO
M), 3 DS 28 Ak B ) I R B AT L A AR A TR K
i HEATLAAS G 25 200 0 58 1) 4 T L 0 — AP IR 92 T8 A B
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