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Study of a novel compound 2460A with activities produced by fungus
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Abstract: With IL-6R as target, a new compound 2460A was identified from fungus using HTS screening

model. The taxonomics of the produced strain was confirmed to be Trichoderma hazianum rifai after sequencing

analysis of rDNA-ITS (internal transcribed spacer).

Results showed that this compound has a binding activity

on IL-6R competed with IL-6, thus it is a new ligand of IL-6R originating from microbe. With MTT assay, the
anti-tumor activities of 2460A were demonstrated on CM126 and HT-29 cell lines separately, the ICs, are
2.17x107° mol-'L™" and 1.8x10~° mol-L™" respectively. The compound affected lightly the HT-29 cell cycle at S
phase. Studies for the anti-tumor activity of 2460A in vivo are in progress in our lab.
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min. FHE YM 5775 0.4%B R0, 1%3 252 B0,
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CTTATTGATATGC-3's PCR § #{K % (50 uL): #li/K
30 uL, ZZhi 5 uL, Mg®" 3 uL, dNTP 2 pL, 51414
2 uL, DNA Z 4 4 uL (4U), 8 DNA 2 uL. PCR
P4 AE: 95 °C 3 min, 94 'C 1 min, 54 C 40 s,
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WAL (ASIN 2460A FE i)
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(1.0~100 pumol-L™") ALFLAHAE 72 ho P 5E BT AEFLINA
500 pgrmL™" MTT 100 pL, 37 CH$HE 2 h 5Ok
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40 il CM 126 F1N 45 i 41 i HT-29 5 204K S 4 i,
A 4x10°/FLEERI T 6 FLAR, 24 h Frdi e
Joi FIAS TR BE 7R 2460A (5.0 10.0 F125.0 pmol-L™h)
AEFRAN MY, ARSEREFE 24 h, WALZ 25 W Ab BE 40,
IIATRYA ¥ PBS Pk 2 Ik, BL 1 mL T4 1K) 70% L1
T4 CHE . Jny PBS Yelk 2 IR, #41fuE
&1 PBS 100 puL ', I RNase A (£l 5% 100
ug-mL™"), 37 ‘CH: % 30 min 1L RNA, 2R )5 i A ik
PIBE (PT) Hetaill (APEIRIE 50 pgmL ™), S B
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3T, H4 R 5“-GGGGGCTACGGAGGTAACTCC
CAACCCAATGTGAACGTTACCAAACTGTTGCCT
CGGCGGGATCTCTGCCCCGGGTGCGTCGCAGCC
CCGGACCAAGGCGCCCGCCGGAGGACCAACCA
AAACTCTTATTGTATACCCCCTCGCGGGTTTTTTT
TATAATCTGAGCCTTCTCGGCGCCTCTCGTAGGC
GTTTCGAAAATGAATCAAAACTTTCAACAACGG
ATCTCTTGGTTCTGGCATCGATGAAGAACGCAG
CGAAATGCGATAAGTAATGTGAATTGCAGAATTC
AGTGAATCATCGAATCTTTGAACGCACATTGCGC
CCGCCAGTATTCTGGCGGGCATGCCTGTCCGAG
CGTCATTTCAACCCTCGAACCCCTCCGGGGGGT
CGGCGTTGGGGATCGGCCCTGCCTTGGCGGTGG
CCGTCTCCGAAATACAGTGGCGGTCTCGCCGCA
GCCTCTCCTGCGCAGTAGTTTGCACACTCGCATC
GGGAGCGCGGCGCGTCCACAGCCGTTAAACAC
CCAACTTCTGAAATGTTGACCTCGGATCAGGTA
GGAATACCCGCTGAACTTAAGCATATCAAAA-3',
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Figure 1 Evolutionary tree
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Figure 2 Binding activities of 2460A on IL-6R at various
concentrations competed with IL-6.  ICsq: 2.5%107° m01~L71; y=
0.021 8 Ln(x) + 0.654 7; R* = 0.940 3
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P, S Rl G M 4 38 S RO« 45 R R,
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Figure 3 Inhibitory effects of 2460A on CM 126 (A) and HT-29

(B) cells
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Figure 4

Effects of 2460A on the cell cycles of CM126 (A) and HT-29 (B) cells
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OB RN T ACE Y, A P LA A T
FEHUHF R IL-6 5 IL-6R 45 6. A CHFFTEE R
R, 2460A & EAPURIEHE /N TR ED, 1
AW IR AR B (R B b9 i ek 7= 4 kg [ P A e R o AR
b W 2 5 T R 4 i R TL-6 Se g ah A
IL-6R, PG 44 N 36 1k, 3281 6) 98 i 40 i
DAL 7 9 288 HEAT Y15, AT EL A B i Ra 3t 2 o 0 )R AT
TRITo 2460A 44 3 $00R8 5 HEAIT 7T T AR 72 HEAT o,
X HBUIRE AR LI 3R T 4 R AR T
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