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TEENN CHO-EPO TIE4RE#k rhEPO RIZABEIH W
AR E OFE 45 2 EHE HEw

(B_EEERELPEANG FREFRHT LE 200433)

M ¥ UBE%AH pEDEPO M CHO-EPO TRMMH AW RS, £XNH A4 T, R
WET 0.5.1.0.2.5MS.0mmol/L 4N EFMTRAEATZAREKHWR, EREH. T
B#X CHO-EPO TR 41 HEaY 2 K4 U1 B &y 0 &1 45 A B CHO-EPO TR 41K EPO ik, ¥
FE 1.0m mol/L #] 3% EPO s & 2.5 {5754, JF v/ H4E B K ) — B R iH); 48 CHO-EPO T
240 MO 75 1L 3% 9% 69 AU A3 5 42 %% CHO-EPO TR MM EPO mRNA K.

X®E TERR EAAROAEERE, FE RIS (CHO)

TEiE (Butyrate) ERERER, TET I . EHEAKERME, MEEHE
AR THMERBNENE®R ASEEEG D iEHl, HEigF &M, TR WA
SRR, TR (DR ARE AR, Wik e & & B, X FHmE 2 e,
ERTEG, HRAEKXREFFERY KT, QFESEAMNSR, WNLEA . LEH
EOgl, QEBERENER, TREEEEZIATLERERGRE, XHERER
M. (4)5FSEREAa LB,

Andrew | DS A HTHROGHE S HMEREY CHO M, ZMTRNFTRG
MR MY E 3 F/Sv40 MR T IRE Y SME VIII B F (Factor VIII) I von Wille-
brand Bl F(vWF)mRNA #¥ 7, Palermo D P 2 ASVIRE, ABHFEHRNESR CHO A
B 7E 7o L 7 SRl . 35 4% 4 T, TRRSNTT IR 9 MR [R  PACH AT IS RE IR TG 4 ) 254
MR, AR 29 fF, AT IR B R R,

ARHE T MR pED-EPO R #it CHO-DHER HI/FEFEBHW B ERRIAHK
Cl0s TRAN, S ENE THAMEH TR THEMRBAEN, SR\ EPO FFEMIR
12, LIBATE A B 4 EPO Mt B PR, I—e £ &,

1 M3 fo %
1.1 k¥
CHO-EPO LM Mtk C-105; AT FE i #k 3R 4o
1.2 FELERFNANE
DMEM/F12 i1 /p & I % (GIBCO 2 & > & ). DIG #5ic R & 3k 51l & M1 EPO-
ELISA ¥ 3#i 7 £, Boehringer Mannheim 2 & 7= fft TR B H a3 o B P aaT

Do kmTHEERESRME,
AXF 199648 B 23 HeHl,
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“i,
1.3 CHO-EPO Ti24ik4k it

MIREHIEHRT S s% /M FI, EB RN, BMEASE, L-MEMAY DMEM/FI12
FED,37C,5%C0, RE—TEREFRFA ISR, TRARXEMAHLL 10°/ml 5
B, BARAEKE os% L E, S SIKEEFR L, A PBSHRERER, BASH
X, FREBEENELEEEMK DMEM/FI12 T EEFHE, RATIN T MM, L
B4 BIMA 0.5.1.0.2.5 1 5.0mmol/L I TERGN, B 72b WHIZFHE LIF -, &
SEMEE 4 K. BART 4CHKERT.
1.4 HEERIHH

SR EREFEAR)Y M 5, AR
1.5 #HE RNA fIIRER

S W8], RA—F R RMAMA RNA,
1.6 DIG EPO-cDNA B4t H0irie BRiEH

# DIG #ric Borr il sl 7l & 38 oA B 1T o
1.7 RNABRHRIERIEW

2 H[9]), BUE Y K /MGy B ¥, H DEPC 4B /KRIE, RGBT 20xSSC
Smin, T AL INHE EEAK BB WA, RSHEE TREL, RFMEESR. RNA
BRI YER  (50% FBERE, 7% HEE, 1xSSC), F 68T B E 15min, SLEF KB % A1,
RIE A B RR 20xSSC, MNFEES A 10xSSC BB R, A& TAY RNA Bk, B E
%, B R 10xSSC B AU, BUH AR, BLE 254nm /MR S Smin #HTE 2. HEBA
232, 100cm?® M1 20ml BT Z% 3 # (50 % H 8 B%, 5xSSC, 50mmol/ L. Na;PO; pH7.2,
2% HEEH, 7%SDS,0.1% + B VL ZBM), F S0C BA 3 2h, RFH 100em® WA
2.5ml fEZ% A5 (& 25ng/ml 373 DNA) R E WA 3TH, 50C, &% 12h, A DIG 1Fid
B Al 7h & s TR
1.8 EPO-ELISA #y$& M

# EPO-ELISA K #37) & iR 9 5 #97 .

2 X534
2.1 TE4¥ CHO-EPO A4 KB # W

CHO-EPO #i I # M HI% % E 05% 22/, B PBS i ARFA K, - ATILBH T

2, W RARMT RN, TRADFIMA LREEN TRABEER. SR 72h B—K4
Bt %, a8 4 W, HEEW, TR CHO-EPO S K HFH S A WH/ER, 3k H
ETHMHAMKESLELZ(LE 1),

2.2 THE$R CHO-EPO 4BER EPO RiAHIE %

CHO-EPO Mk bR st 3 5, W W L, Al EPO-ELISA R M3 A &
LRAREFW L EF EPOMSE, 2% 0.5.1.0 # 2.5mmol/L T B &4 35 7] 2 %
CHO-EPO 4 EPO %A &, 4 1.0mmol/L # T B I/E I B3R, I8/ EPO FiX Eik
2.5 f5EA, FAFRER K H— B R (NHE 2).
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Fig.1 Effect of different sodium butyrate concentrations on growth of CHO-EPO cells

EPO  expression/ug « (ml + d)™!

2 144 216 288

M2 REKE TN CHO-EPO 4N EPO #iA B ER
Fig.2 Effect of different sodium butyrate concentrations on the EPO expression of CHO

EPO celis

2.3 TH#A¥M CHO-EPO B ERERRENEW

HE RN TRSAENT CHOEPO i, MEBAKRESEEKRKE, EALET
R & 4 FE o A B AR AU K  UIRUR e SR R L B R IR, 3F B4R B T 6 I 28 o e U] B T R
WE AL, 0.5 1 5.0mmol/L, T BREN1E AT 59 40 B 5T 88 B % 9 i ) B 3 MUAA G 2 —10d, WL
R 1-A.
2.4 TEE CHO-EPO 818 EPO mRNA KA KN

A DIG tFi2 8 EPO #4252 1.0mmol/L TE#IEA 72.144 1 216h [T EPO
mRNA K F# (L, RNA BEA Ze s R %0, TRELEN MM, EPO mRNA K FH Y
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RAR(LERMR I-B-C),
3 it #

ATEHLERSESHNHBEERMN CHOSMR, BR S R EORERNTRCH
KNS, TREOTEEIGXMEW, TELELNHAE QK ZBILBA EE, 3848
Eavgzma0, BB RERY, AEANB IR TEEEEBEN —M
. ZBtEHAMBERTPHATOS T ENEEN, RERER/DAEE M DNA 2 FH
REFEEH, AR E T ENS DNA RGN S E 5 TR, ARHERRK a5
o
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The Effect of Sodium Butyrate on the Expression of Recombinant
Human Erythropoietin in Engineered CHO-EPO Cell Line

Liu Xiacping Wang Yan Zhu Kui Cao Yunxu Lu Deru
{ Molecular Genetic Teaching and Research , Section Second Military Medical University, Shanghai 200433}

Abstract ClI0S5 is a engineered CHO-EPO eell line producing recombinant human erythropoietin
(rhEPQ) . Various concentrantions (0.5,1.0,2.5 and 5. Ommol/L} of sodium butyrate { NaBut)
were added into the serum-free cell culture respectively to increase its EPO expression level. The re-
sults suggested that NaBut could: {1) Inhibit the engineered cells growth markedly; (2) Increase
EPO expression within a long period at all concentrations except 5.0mmol/L, and 1.0mmol/L is the
optimal one; (3) Delay the cells falling off in the serum-free culture; {4) Increase EPO mRNA level.

Key words Sodium butyrate, recombinant human erythropoietin ( thEPO), chinese hamster ovary
cell

© FEMFREMEDFRMATKSHREST http ournals. im. ac. cn



M H%E . T B4 CHO-EPO T4 41 ok thEPO % % & 9% 3] Q)
Liu Xiaoping et al: The effect of sodium butyrate on the expression of recombinant

human erythropoietin in engineered CHO-EPO cell line Plate 1

Plate T-A Effect of different NaBut concentrations on the CHO-EPO cell growth and shap, 288h after treatment.
1. Bmmol/L,2. 0.5mmol/L, 3. Immol/L,4. 2.5mmol/L, 5. Smmol/1..
Plate T-B  Electrophoretogram of the total RNA from CHO-EPO Cells.

1. CHO-DHFR-cells, 2. 72h under §mmol/L. NaBur, 3. 72h under Immol/L NaBut, 4. 144h under 1mmol/L NaBut, 5.
216h under 1mmol/I. NaBut.

Plate 1-C  Dot-blet of the mRNA with DIG-EPO cDNA probe

1. pED-EPD plaseid, 2. CHO-DHFER ™ cells, 3. 72h under Ommol/L NaBut, 4. 72h under Lmmol/L NaBut, 5. 144k under
Immal/[. NaBut, 6. 216h under 1rmmol/T. NaRus
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