R EHKRE R

Journal of Tianjin Medical University

2145
201549 A

Vol. 21, No. 5
Sep. 2015 369

NXEHS 1006-8147(2015)05-0369-06

ZFEKE PEG BB IE A RIEEH Gelonin
oV F BB 5

SKHESE 2, FEEE 2, PR Z 2,78k 2%, ER 4, ke 2

(LR ERIR A2 248, BT I R 245 W) S Bl R 51 05 5280 28, KL 3000705 2. H0 Rk e 1 ifg 25 5%
Jr, Lt 201203 ;3. M H R 2R HHT BR2AESE , TN 510405 54,55 [E 235 VU AR K2z 2524 B, 58 [ 25 P AR M
48109)

HE B i R R E R A Gelonin #ATALF 46, AR F BLAKAn 2 © = B3 (PEG ) 1B 5% k42 3 3 2 34 I 78 3745 A EN
I I 20 L6 B8 ) 4% Gelonin 2 2y B K 379 AE R o Fi%k : AR FPLC Superdex75 % -F i TR AL 464 2 42 3 BT 1546 69 Gelonin
BRAT AL )G R ) 40 L FO) K 40 LA B A 8] F A8 R RARAL AR K An I A R S a2 A BENAF 4 1 9% 4 e HT1080 9 4%
AT R DS BRI R E AR R BT D RN A G, R RN ST 06 &35 44 7T vA 43 2 4h AR
AL B WG4 A, B A A 5458 Gelonin 7%, BLZE HT1080 48 18 2 4E A %A B ; 2 IR IR & R B 7, 5 K 154549 Gelonin 48
Yo, gk R B A B3 n BRI R 5 s 4 AR 45 R R A, PEGS000 1545 ST A BT Gelonin JE3h 4k 1 649 A5t 0L, 38 hm fe
AF 93 0 2 M & AR BB F LKA PEGS000 1545 )5 69 Gelonin 7 4% 2 9 It 8 20 AR A A5 8 7, Sh h BT B0 E R 3, A
T 3G 3% T 2 ey eI SR

KER BHERRERG RO ST 845K G ; 38 ; Gelonin

FESES RY MHEFRERS A

Study on cell-penetrating peptide modified and PEGylated ribosome inactive protein Gelonin
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Abstract Objective: To improve anti—tumor effect of Gelonin, the plant—sourced RIP is modified by chemically conjugating a cell -
penetrating peptide and polyethylene glycol (PEG). Methods: Purified protein was obtained after being performed on FPLC  (fast protein
liquid chromatography) Superdex75 column. Cytotoxicity was detected by MTT assay. The cellular uptake by HT1080 cells was studied by
using inverted fluorescence microscopy and flow cytometry. In—vivo imaging technology was utilized for investigation of the in—vivo drug
distribution in the HT1080 tumor —bearing mice. Results:The modified product was purified by using gel filtration chromatergraphy.
Moreover, compared with native Gelonin, the cytotoxicity of modified protein was increased, especially in HT1080, presumably due to the
enhanced cellular uptake. The in —vivo imaging results suggested that drug accumulation in tumor was improved by PEGylation.
Conclusion: Modified Gelonin can improve cell penetration and cytotoxicity in tumor cells. PEGylation can increase tumor accumulation of
the protein drug, and thereby enhance its anti-tumor effect.
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Fig 2 Toxicity of protein drugs in different cell lines
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Fig7 In-vivo distribution of toxins in HT1080 tumor—bearing animal model
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