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Abstract
AIM: To investigate whether JZL184, a monoac-
ylglycerol lipase inhibitor, induces apoptosis

2256

of colorectal cancer cells and to explore the
possible mechanism.

METHODS: SW480 and Lovo cells were
treated with JZ1.184, JZL184 + 5-fluorouracil
(5-Fu) or 5-Fu alone for 48 h. Apoptosis was
assessed by flow cytometry. The protein levels
of p-AKT, p-mTOR, pro-Caspase3 and pro-
Caspase8 were assessed by Western blot.

RESULTS: Treatment with JZL184 + 5-Fu
increased SW480 and Lovo cell apoptosis
more significantly than 5-Fu alone (apoptosis
increase in SW480 cells: JZL184 + 500 umol/L
5-Fu 13.91% = 9.13%, JZL184 + 200 umol/L 5-Fu
26.34% £13.32%, JZ1.184 + 100 umol 5-Fu 43.32%
+ 8.04%, JZL184 + 10 pmol 5-Fu 31.4% * 5.82%;
Lovo cells: JZL184 + 500 umol/L 5-Fu 17.56% +
8.14%, JZ1.184 + 200 pmol/L 5-Fu 33.04% + 9.49%,
JZ1.184 + 100 pmol/L 5-Fu 36.91% £ 16.63%,
JZL184 + 10 pmol/L 5-Fu 21.26% + 11.03%).
Treatment with JZL184 significantly decreased
the protein levels of p-AKT, p-mTOR, pro-
Caspase3 and pro-Caspase8 in colorectal cancer
SW480 and Lovo cells (P < 0.05).

CONCLUSION: JZL184 can inhibit the AKT-
mTOR pathway and promote pro-Caspase8
and pro-Caspase3 activation to increase the
apoptosis of SW480 and Lovo cells treated
with 5-Fu.

© 2015 Baishideng Publishing Group Inc. All rights
reserved.
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ik 4R RAIZL184, JZL18484 R Fl R A
5- g (5-fluorouracil, 5-Fu) % A 5-Fu
FSW480F=Lovo 48 h, # X &8 fe St
L AMmBEmMIL ZSWA80F=Lovosm fe A — &
4. Western blot# | JZL184-F FASW480
A Lovo 48 h/ap-AKT. p-mTOR. pro-
Caspase3#»pro-Caspase8%& & /K-F 45 AL,

SR B4 MM ZSWA80% Lovo P,
JZL1848:45-5-Fu ks ¥ JA 5-FuZi A8 bt 2m e /A
TR B AR E 38 A (FESWAB0 W A T F AR T4
% #: JZL184+500 pmol/L 5-Fu 13.91% =+
9.13%, JZL184+200 pmol/L 5-Fu 26.34%+
13.32%, JZL184+100 pmol/L 5-Fu 43.32%
+8.04%, JZL184+10 umol/L 5-Fu 31.4%
+5.82%; f£Lovo P A= FRHA 5 A A
JZ1.184+500 pmol/L 5-Fu 17.56% 1 8.14%,
JZ1184+200 umol/L 5-Fu 33.04% 3-9.49%,
JZL184+100 pmol/L 5-Fu 36.91%+16.63%,
JZL184+10 umol/L 5-Fu 21.26% =+ 11.03%.
LHypsatark, 10 pmol/L JZL184~ R F
A2 AP H) 45 Mk i 2 SW480 & Lovo
p-AKT. p-mTOR. pro-Caspase3. pro-
Caspase8%& & 7/K-F(P<0.05).
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1.2.2 AnnexinV-FITC/PIX AR ik #- | 4@ AL /B
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H)5-Fukb 3 45 B 9 40 i RS W480, Lovo, Xt
FRZH N B PR [FIR B2 S5-Fu. T 7048 him, Mk
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FT PRI R (%) = (SLIH I T F - AR T
RN R TR

1.2.3 Western blot#&#p-AKT. p-mTOR. pro-
Caspase3. pro-Caspase8%& & /K-F: 10 umol/L
JZL 18414k E e 41 i Z2SW480 & Lovo, 48 h
JEIRIUE H, BCAVENE & R E. A EE
EIRE i, AR 2 5 23 1 2K/ 43 il 16 FH 6%
J10%SDS-PAGEZ} 1, MUK G5, % i i
2 hJ&, 433l I Ap-AKT/p-mTOR/pro-Caspase3/
pro-Caspase8—¥$i4 CIHEIXR, —M=ERHE
1 h, ECL& 5K, Bio-Redtfi pif% 43 Hr X
PR B, FEH H Image Lab2#r B A 46717 K
%, &5 R ULGAPDHAE NN S, K FHAHXT T i
HEARBEMRGHEERR.

HitEAE ALK EEINR, KH
SPSS18.08K AT GL it 2 /0 #r, & R
mean+SDFE R, 4LIHEL LR H K&
F40 T Dot KBy, P<0.05 92 F A5 it 2 3L

2 #R

2.1 JZL184E % A sm e & P A2 5-Fu
mie A —AVER HHEAS-Fud MLk, JZL184
WA FH 28] 2HL 40 PR 0 T2 B AN [R) R BE ) 3R . 7
SW480H A T- 52T 73 7l N: JZL184+500
pmol/L 5-Fu 13.91%+9.13%, JZL184+200
pumol/L 5-Fu 26.34%=+13.32%, JZL184+100
pmol 5-Fu 43.32%=+8.04%, JZL184+10 pmol
5-Fu 31.4%+5.82%; fELovo { T {gF+
439N TZL184+500 pmol/L 5-Fu 17.56%+
8.14%, JZL184+200 pmol/L 5-Fu 33.04%+
9.49%, JZL184+100 pmol/L 5-Fu 36.91%+
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16.63%, JZL184+10 pmol/L 5-Fu 21.26% =+
11.03%(E1, 2).

2.2 JZL184494) 4 A S sa it & P p-AK TH=
p-mTOR# & G K-F 10 pmol/L JZL184F i
S5 AN RS WA480 I Lovo, 55Xt R4
tt, p-AKTH HAHX RILEFESW4A80 X Lovo
9 it 2 51 B 2R B (P<0.05), p-mTORZE [ #H
X RIEESWA80 K Lovodll il R B T %
(P<0.05)(E3).

2.3 JZL18447H 45 W J& 4m ie, % P pro-Caspase3
& pro-Caspase8#9 & & /K-F 10 pmol/L JZL184
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TR ML, pro-Caspase3 & [ AN RiLEAE
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Caspase8 [ AHXT R IA ESW480 X LovoAi il
R FE(P<0.05)(El4).
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(lysoph-osphatidylcholine, LPC), ¥ IflL 1 5 2 2.
& % (lysophosphatidylethanolamine, LPE), ¥
L% Bg R (Ilysophosphatidic, LPA)FIRT 41 IR &
E2(prostaglandin E2, PGE2), K5 /&PGE2A
LPATE 5L AR 7E1 i e B0 e 384 i N 7 7%
)R, I H NomuraZ5!"iE K IUAE IR AR
SRR A1 e T, MAGLIE T KRR R Gl
J17 8 X 25 ] B s feh 8 40 L 8 L RN 6
AKT-mTOR% ¥l B2 405 5 4> Fil
BRI E Y, AKTE TPI3BK M, B4 H
NEFRAAT 222 AR 1 (Serd73) K IR R
A (Thr308)". AKTLE MR 40 i 1E iz,
K h AL AK THUE R 8 [, M
1) A P e O O R AV 3 o A AR U, 9F L
0 A K T 18 1k, BT 39 0 65 i o o) AT 245 P
BN mTORSAK TRFEE T £ &R 7 2R
B R, AT K R Y. AKT-
mT ORI % 5 W T LAk oK 6 48 A o
T2, (bR g i e f A2 28100, 3 oK e
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F 7K N F%, R WITZL1847] % Fpro-Caspase8
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Kepro-Caspase8ZBERIA. A: Western blot; B: KHE
EHipro—Caspase3 & I AHX Fik & C: BZHEH Fpro—
Caspase8ZE FIFHN FA &, 'P<0.05 vs SW480ZS 1 FRZH;
P<0.05 vs Lovo2S FAXTHAZH. 1: 10 pmol/L JZL184 T
SW480; 2: SWA480ZS X IEZH; 3: 10 pmol/L JZL184F-Fi
Lovo; 4: Lovo2S % HRZH.
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