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[ ABSTRACT] Aim To investigate whether homocysteine (HCY) induce the expression of secretory macrophage inflamma-
tory proteirr 1a (MIP-1a) in THP- 1 monocytes. Methods After exposure of the cultured THP-1 monocytes to HCY at increas
ing concentrations (0.05, 0.1 and 0.2 mmol/L) for 8 h, or at a concentration of 0. 1 mmol/L for different incubation times (4,
8 and 16 h), enzyme linked immunosorbent assay ( ELISA) was used to determine MIP- 1a protein expression in the cultured su-
pernate of each group.  Conditioned media with or without HCY (0. 01 mmol/L)) were collected for chemotaxis assay by micropore
filter method using a modified Boyden Chamber. Results ELISA showed that the exposure of THP-1 monocytes to HCY at
different concentrations and for different times induced higher production of MIP- 1a protein compared with the control ( P< 0.01) .
The MIP- 1a protein in cultured supernate was increased in a dose and time- dependent manner.  In chemotaxis assay, the mr
gration distance of monocytes in HCY stimulating group was 83.2 4. 8 Bm, which was significantly longer than that in the norr
HCY stimulating group (73.2 £2.3 Um) and random migration group (62.4 £3.5 Um) ( F= 310.70, P< 0.01). Afier add-
ing goat antt human MIP-1a antibody, the monocyte chemotactic activity was noticeably inhibited, compared with the HCY stimu-
lating group without specific antibody ( P< 0.01). Conclusions HCY can induce THP-1 monocytes to express MIP- 1aand
secret into culture medium, which share partial chemotactic activity for peripheral monocytes, and may play an important role in

atherogenesis through promoting the recruitment of monocytes into arterial intima.
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THP-1 3 4% 20 o W B R WK % 3 8 3 2 1R &
F0(CTCC) » ¥ THP-1 ¥ 4% 40 fil &% 3% % T PR-
MI1640 ¥ 7= % ( Gibeo /2 F]) #, & 2 mmol/L. & & Bt
%, 15 mmol/L HEPES, 1. 0 mmol/L 7 B B 44, 100 000
WL EFEZ,100mg/L 48 £ X 5x10 " mol/L B3 %
.8, 10% Fs 4 i1 7% (Gibeo 22 8]) o 4B 3E T 5%
CO, NEFRAF, B2~ 3RER—K, FARKE
FHEE 1x10°~ 1x 10°/L 2 8.
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¥ A& K B AFH 40 i DA & DME/F12 3 7+ &
(Gibeo A B]) 3 7% 12 h, &K G BEHL 4 4 52 %o 28 Fn 3t B
G, GHmpEEER. TRAX )N FRKEH
2 A 75 T4 0. 05 mmol/L~0. 1 mmol/L 7 0. 2 mmol/
L HCY # DME/F12 ¥ 5 % 8 h; £~ [ f8 & i |5 4 m
A2 0.1 mmol/L HCY ¥y DME/F12 ¥ 3 %, 45l 5
4.8 71 16 ho *f B4 fm f~ 4 HCY #y DME/F12 ¥ 5%
., KEEHAZHRE, A A MIP-1a B B %% R %
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AL 444 T (% 1, Tablel)
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Table 1. The groups of chemotaxis assay
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MIP-1a & E &85 HCY 577 8 F0 i 8] 47 i 185
Bh. 0.05.0.1 1 0.2 mmol/L HCY 4154755 MIP-
la EAKF A5 AR 1.4.2.2 F1 2.9 £, 77
NN ERERAEEME(P<0.01). BL0. 1 mmol/
L HCY Ab3E THP-1 S A% 40 i n] A8 A il oy v 22 3% 77
FFMIP-la AT 4 h.8 h A1 16 h B#i Ft &, 20 5
XFHRLEI 1. 7.2.2 F1 2. 6 %5, 4H1A) 2 R A ) B 2
B X (P< 0.01; &2, Table 2) .
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Table 2. The expression of MIP 1a protein in THP- 1 monocytes

culture supernate (x s, n= 3)

52 B RIS 41 (mmol/ L)

MIP-la & HE &

Xt HE 20 84.312.7
0.05 120.3 £10.7*
0.1 185.9 £6. 4%
0.2 241.1 £6. 4%
7] B4 2P e BRI 1) 4321 ()
xf REZH 84.3%2.7
4 145.4 %5, 1°
8 185.9 £6. 4
16 222.1 %9, 5%

a: P< 0.01, 5XIB4IELE: b: P< 0.01, 5 0. 05 mmol/L HCY 41EL
B e P<0.01, 50.1 mmol/L HCY A LbE:; d: P<0.01, 54h 4
Lb#E; e: P< 0.01, 5 8 h A LL#.
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FE(HCM) 5] 2 A% 40 Bl F #E 25( 83. 2 £4. 8 Hm) B
TR T RE HCY R 2% 1 55 77 2L (NHCM) 45 73.
22,3 Um) FIFENLFE B 4L(62. 4 £3.5 Um), 5 Z 41
Mrigs =R H REEZER(F= 310.70, P< 0.
01) .« TIALZEARSHALAM HCY #2 5h 4L 3T #2 B 5 5 b
WU EhAL T B2 5 (R 3, Table 3) . ¥t B B 40
LRI A BE B 38 0 I AE 4% 1 55 97 B 0 2= e B 1k
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HCM A A MIP-1a Fiif J5, 5042 41 W 1) # 2 B 55
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455 (P < 0.01), HA & TN SHA(P< 0.01;
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Table 3. The migration of monocytes induced by HCM ( x *s,
n= 30)

Vi a FENFEE (Hm)
BENLR 320 62.4%3.5
[7 25 2 Jot e R o HE 2L 63.0%2.9
BRI PR XF HE AL 93.2%3.0°
iz 1 73.2%2. 3
iz 2 83.214. 8%
2R sl 1 63.2%3.2
e sh 4 2 62.6%2.9

a: P< 0.01, SRENLBI4LELE; b: P< 0.01, H#afkizshdl 1tk

B
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Table 4. The effect of MIP- 1a antibody to chemotactic activity
of HCM (x s, n= 30)

i H BB (Hm)
B 2 41 62.4%3.5
iz a4l 2 83.21+4.8
P 2H 76. 014, 22
EIRESSEIGE N 64.213.6

a: P< 0.01, SEENASNALLLE; b: P<0.01, S&4LiEZHH 2 b

o
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FERRENSHY . w B B HoAh 40 2 A4
BIV T PE T R A OB, B B AT 4y vk % A g
RN Sl 7S 1 e o v e SR o [1: YNGR 3.1 TN
FREAB Tt —28 7 5B wHLEl . THP-1
HHR 9 N BAZ AR MO PR, B N A 8] I B A% 41 B A AL
HIREYE, 7EE A7 B T A% 4 H 5 14 40 A (R

FHWE 5T I AT AE A A S 56 Y FE AR A o Wang
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AU TEST HCY fei 5 THP-1 B WE4H =4 MCP-1.

EREGH i 2 P A la(MIP-1a) 5 MCP-1 & )&
C-C Altatb 8 7, HE B Re 25T A% 4k fh
VERI'™™ o R SEEG BIRRIE 52 7 MIP- La ZEAK 9 7] 3
it B P9 B, 5 B R 40 . B 0 i iR e
MIP-1a & ] # 1k CD4" CD8" T 4H it KX W 58 1R 44
Pt A HE N G S AT, T R A I Y
Az, FERE T A1 JE I S 40 R O R 4 B R I (mar
trix metalloproteinase, MMP) ] 7= 24, /i 5 5 it [% i,
NI 7E B A% 20 Ff 3 N 3 ik o S i) ik AR AR R AR
FY o £ As BEH R, T b B0 i B A%/ 09 4
I e bk s 2 i 2 0 R0k MIP- 1™ . ABFSTIER T
HCY A]Hill3 THP-1 40 f 323K 7 AP MIP-1a 85 H, X
Tl P 2 B 160 7 ARt 3 s L 2% AR5 R R 3R B
HH o BLAZ 4 R A AR P . N MIP- 1o 7042 00 1)
MIP-1a 1€ F J5, S A% 41 i () e 4k 12 2 B B B AR, 42
7N HCY 23 3o 2 2F B A% 41 B 7= A= g MIP- 1o e oAt
Rk R 7 SRAZ A R A B, FR AR R ShE A,
JRAE HCY A B HI1EH

PR i, AT DA 0 vy () 25 2 P 2 R I A T 3 it )
TH R AL B A% 4 P 2 A MIP- 1a 25 22 Fh Ak T
oAt B I8 7, A 5 P9 R R TS A5 45, i kB R 4T
J bk R A A S N R 4 R AR BEAE R IR IE R B N L
RV, TS As AR T R AR R .
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