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0®00

WE: BH BT ST (As,0,) B A T 1105 2 (Rapa) X2 PERE 2 (1105 THP-1 413458 4 7= An
IR S T RE R AL . Fosk RO RI K 2O BE & s THP-1 405 A 4 BR 4L L As, O, $*’5éﬂ Rapa
Hi2h4H J As,0, + Rapa 2, As,0, Rapa 2540 43 | FHZ M2 0. 75 .1.50.3. 00 6. 00,12. 00 wmol + L™" As,0, LI K
10.20.40 .80 .160 nmol - L.™'Rapa T-FiZHJifl, As, O, + Rapa HAAMIZ5T 3 mol -+ L™' As,0, F1 40 mmol - L™ Rapa T,
Xof B LH MO SR P IE i B 9 2 97 . A0 4-8 (CCK-8) 463 3 wmol + L™' As, 05 +40 nmol - L™ Rapa B&45 2y
b THP-1 2 i A 35 5 410 1) 28 5 W 2 20 M AR AG I 4545 THP-1 48 g A I 1238 5 20 98 6 12 58 4 B S 7 G 4%-2H THP-1
A fifarp B BEAH I E Beclinl \LC3 il p62 mRNA [1) 381k ; Western blotting #6710 42 THP-1 21 fifd v B WiAH 5 8 (13U A
KEM 1 85 3(LC3) -I/LC3-1 (Y kik, B8R As, 0, HUM 25 R Rapa Bl FH 24 iF, Bt 24 ) e 32 338 i oxoh 2 b i R
11195 THP-1 élﬂﬂ@ﬂ@igiai‘fﬂ?ﬁ%ﬁﬁuﬁiﬁi,Inﬂgﬁ%%ﬁaé% (P<0.05), As,0, 1 Rapa Xf 2 P46 & [ 155 THP-1
SN 1Cs0 53 51%5 5. 794 mol « L1 77.274 nmol = L™"3As, 05 + Rapa 41220 PER R (1L THP-1 41 1615 5840 % 2
W F As,0, Rapa HLZ5Z1(P <0.05) ; 5 As,0, Rapa $‘z”~iéﬂ Ho#2, As, O, + Rapa 21 THP-1 41 v £ WA 5G JE P Bee-
lin-1 1 LC3 mRNA 557K 82T (P <0.05) ,p62 mRNA ik /KB EAL (P <0.05) , 5 As,0, F1 Rapa Hi2}j
AL, As, O + Rapa 2 THP-1 4iiffg s LC3-1/LC3-1 U B &35 (P <0.05) . £ As, 05 BE4 Rapa 1] Hp a4l
THP-1 40 i3858 , 15 S THP-1 A0 gd T, AN nf Bl i 5 2 THP-1 4l 3 B s B,

EEEIA . AL TR TR AR 2 THP-1 4000 ; 354958 9 T 5 [
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Effects of arsenic trioxide combined with rapamycin on proliferation, apoptosis and autophagy of
acute myeloid leukemia THP-1 cells
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Abstract: Objective To observe the effects of arsenic trioxide (As,0;) combined with rapamycin( Rapa) on the proli-
feration , apoptosis and autophagy of acute myeloid leukemia THP-1 cells,and investigate the underlying mechanisms. Methods
The THP-1 cells in the logarithmic growth stage were divided into the control group,the As,O; treatment group, the Rapa
treatment group and the As,O, + Rapa group. The As, O, treatment group and the Rapa treatment group were treated with 0.75,1.50,
3.00,6.00,12.00 pmol « L' As,0, and 10,20,40,80 and 160 nmol - L™" Rapa, respectively; the cells in As,0, + Rapa
grouup were treated with 3 wmol + L™" As, 0, and 40 nmol - L' Rapajthe cells in blank control group were cultured in normal
medium. The inhibitory effects of As,0; and Rapa alone, as well as in a combination of As,0,; and Rapa on THP-1 cell
proliferation were detected by using cell counting kit-8 method ;the apoptosis of THP-1 cells in the blank control group, As, O,
treatment group, Rapa treatment group and As,0; + Rapa group was detected by using flow cytometry; the expressions of
autophagy associated gene Beclinl ,microtublule-associated 1 light chain 3(LC3) and p62 mRNA and protein in THP-1 cells
in the four groups were measured by using real-time quantitative polymerase chain reaction and Western blotting, respectively.
Results The growth inhibition rate of As,O; or Rapa alone on the cell proliferation increased with the augment of drug
concentration in a concentration-dependent manner(P <0.05). The IC, of As,0, and Rapa on THP-1 cells were 5.794 wmol » L™
and 77.274 nmol + L™" respectively. The cell proliferation inhibition rate and apoptosis ratio in the As,0, + Rapa group were

significantly higher than those in the As,0, treatment group and the Rapa treatment group (P < 0.05). The expression of
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autophagy related genes Beclin-1,L.C-3 mRNA in the THP-1 cells in the As,0; + Rapa group were significantly higher than

those in the As, 0, treatment group and the Rapa treatment group (P <0.05) ,the expression of p62 mRNA was significantly
lower than that in the As,Q, treatment group and the Rapa treatment group (P <0.05). The ratio of LC3-II/LC3-T in the

As, 0, +Rapa group was significantly higher than that in the As,Q, treatment group and the Rapa treatment group (P <0.05).

Conclusion Combination of As,0; and Rapa can inhibit THP-1 cell proliferation,,induce THP-1 cell apoptosis,which may be

achieved by inducing excessive autophagy of THP-1 cells.
Key words

286 & E 1% (acute myeloid leukemia, AML)
Sl R B i DL I R G B R 2 — o RS H
i A Ffr >R FH B AR 24067 B I 1 40 ML B2 4% ( hemato-
poietic stem cell transplantation, HSCT ) 4 Jy % 7F
AML FGYT I TRAT T HOR k(BT A — & 53 i
Ho BRI K . AN, 6T 2R HSCT
BCALRINE . A RSO 255 A F P R W2 1 iX 2eyh
S7 O R o PR, A S HOH AR T 2
Y1, =44k il (arsenic trioxide, As,0, ) J& H 24 flt
FaIY FEE ), T 228 As, 05 HIT 20tk 4k
ZH e [ 1ML (acute promyelocytic leukemia, APL) A
HEIEE YT B T E R . A RIS, As, O,
A APL BAT 57850, X6 22l P I v 40 i
LA 3 A 0 A 8 T R R T4 YL As, O
A U [R) aE HCA 25 ) (0 2428, e R OB YT AR
7 I O, LT k5 S 8 R 40 i O
T2 (H As, O BB ARG PRASCR A R . % %
(rapamycin , Rapa ) fge ) & — R4 H I8 S A= R A1
R, ELEH TR E RS SEHER R ARG
A SCHRA G , A M MR AR R s R E A
( mammalian target of rapamycin, mTOR ) {5 51/ % 1
S WO M Rapa RE4F 5 PSS G - 30 W 2L 3 )
mTOR (75 ¥, 755 A & A4 . Rapa X 22 7 i
Jed QAR /N0 M B g LR SR — e iR R B
B TR ASCR AN W S, AT R PR Sy Ho A S
FAE ST o R, AR BRI As, 0,
5 Rapa BE4 2% AML 40 fd % THP-1 21 Jifa 33 5 |
PR B W s e, DL Sy HE i PR R 42 43k B e
(ST

1 RS

1.1 @R akF 548 AavsE R o igs THP-1
0 Mk B b E R e AN, TR R IR A
As, 05 1 B b 50 SUE 2501 B A BR 23 7], Rapa It 5
F [H Selleck Chemicals 2y 5] , RPMI-1640 F1JiG 4 I 37
W A 2 [E Hyclone 23w, 40 Jfd i1 %03 7] &-8 (cell
counting kit-8, CCK-8 ) ., — % ik HH % ( bicinchoninic

arsenic trioxide jrapamycin; THP-1 cell ; proliferation ; apoptosis ; autophagy

acid, BCA) I B B8 = RAYHARA RA A, B
BEE V-2 &R 7% ¢ & (annexinV-fluorescin iso-
thiocyanate , Annexin V-FITC )/t {1k, N &€ ( propidium
iodide , PT) i T4 I 150 & W B b RIR R
MR ], TRIzol | 52 e 5170 & F1 SYBR green %63
BHE H K% TaKaRa A 6], 5197 bR TAY) T
FEAT B w5 0, OB A G HE T 1 324 3 (microtu-
bule-associated protein 1 light chain 3, LC3) Hii{&lE H
K Abcam 23], HAMEE-3-BE R I 2 ( glyceralde-
hyde 3-phosphate dehydrogenase, GAPDH ) $it {& g H
PO A 22 Az Wy BOARAT BR 2 7], 15 9 A 2 & 6 (en-
hanced chemiluminescence, ECL) £ M35 ) F 35
Millipore 23] ; it TAE & . CO, 5346 . £ VI RE MG
P R R B O PG B SEE Thermo 4w, 96 E &
B A% W (polymerase chain reaction, PCR) {X
W 3 3 E ABI A A, i 4 i B 5 BD A H],
1.2 ZBHHE

1.2.1 ZApE¥EsR  THP-1 40AREE 35 T & R By
B 10% A4 17 . 10° U - L™ 8% 100 mg - L™
HEFE R RPMI-1640 B g 5rp, B F 37 C (5K
SHEL5% CO, M EEEFRAa TR, 2 ~3 d e
BOFAEA

1.2.2 CCKS & AMMMHEEMEE il
el M 0.75.1.50.3.00.6.00,12. 00 pmol - L'
As,0, L J% 10,20 .40 .80 160 nmol - L' Rapa #Ff7
TR A As, O, I Rapa 164 250k B X 15 55
AFIE] o O R A 4 209 THP-1 40 fi, 35 40 it 25 )3
2 x10° L' 45 FpF 96 FLA, F5FL 100 pL, Jil AASIF]
SR As,O; F1 Rapa, ffi As,O, 2% £ 53 51
0.75.1.50.3.00.6.00,12. 00 wmol - ™", Rapa Ay
LUk BE /3514 10 .20 40 .80 160 nmol - L™", &Mk
JEU 4 DAL, RSO 24 35 5 19 THP-1 40 i >y
XIRAL, IR TR R o= B AL, 5T
37 C ERTUIE 5% CO, FE AN B F- 46 h 5 57
24 48 h J5, BfLINA10 wLiYy CCK-8 ¥k, 7E 15 57
FiF 4 b, FBGEAR I 5E 450 nm KA OEREE (A)
(B, 1025 2 200 L ) 5 B 400 ) 23, 4 i 5 40 ) R
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(%) =[1 = (Agpn = Az )/ (Agpmen, —Azen) ] X
100% , B3 B i ¢ 5 (50% inhibitory concen-
tration,IC5, ) , ICsp = lg = 1 [Xm - i( 2 P -0.5)]
(X s R JEE A0S RAC(EL 5 2 5% R JBE A7 BL VR B2 Y X5
8 X P AU A KGR ZFN0.5 : L1 H 50 . s
TSI EEFE, BEREXT THP-1 41 s 7E 0 il VB FH 5 1
24 h a2 S B A FHIS ] As,O4 \Rapa Xf THP-1
YREAE ] 24 h (1 1C,, 43 3R 5. 794 pmol + L' Al
77.274 nmol - L™ R+ 3 pmol - L™" As,0, FlI
40 nmol - L™" Rapa B4 2, % & 3 pmol - L'
As,0 B2 40 40 nmol - L™' Rapa P25 2 K&
3 pwmol + L™ As,0, +40 nmol - L.™" Rapa 2H , 31 Ji
CCK-8 100 45 2H 44t it 18 ZE 410 1) %

1.2.3 RAAEAKENMEMEAET /W H AnnexinV-
FITC/PLRGGEIATRE o BOSRCE (M) THP-1 4
i, BERLAY g % B2 As, O HLZ5 4] Rapa L2541 &
As,O; + Rapa 41, %F BRAL A AT o] 25 49 T 13, As, O
PZGALET 3 pmol + L' As,0, i, Rapa H254]
#5F 40 nmol - L™' Rapa T-i,As,0, + Rapa 2457
3 pmol - L~"As,0, F140 nmol - L' Rapa B¢4& T4 ;
A LUK R JEE 0 25 W TR 2, R R 20 i % 3
1x10” L' #4912 mL 2R F 6 LA, & T 37 C Ik
T S5% CO, MIFMR S FRAa TR % 24 h )5 ik
ERA5 2H 40 J, 15 ] 950 v% Wi R h 2% 1 WK ( phosphate
buffered saline, PBS) 1%, F] 1 x Binding Buffer
AN, B AN A B 1 x 10 LY R IA
100 wL 40/ (1 x 10° 4~), it A 5 uL Annexin
V-FITCE R0 5], 2 i 254 T REEIE 10 min; B
JEIAS wL PL AR MARTR 5], 5 il 20 6
& 5 min, FJ5 A PBS F 500 pL, %4857, 761 h
PR A SR DN, 256 T A 3 UK, IR
1.2.4 SLEKXEERS RN (real-time
quantitative polymerase chain reaction, qRT-PCR)
Kol B A S B H mRNA SRikKFE  BOSHUE K
] THP-1 200, BEHL 3 XS IR As, O H254] Rapa
2L ] As,O4 + Rapa 41, X B A INAT A0 254+
Wi, As,0 PAZHA 25 F 3 pmol + L7' As,0, ¥,
Rapa #2520 %57 40 nmol - L™" Rapa T-i, As,0, +
Rapa 245 F 3 pmol + L' As,0, H1 40 nmol « L~
Rapalfk 511 5 25 2H 0 ACKH B2 vk B 1) 25 ) 1R 5, I
AN B R 1 x10° L™ 7L 2 mL 8270 F 6 4L
B, B T37 C SRR 5% CO, 1 F BE B 5
FEThEEFE 24 h 5 RS AL 40, S RNA $2HCR 21
A% 1R TRIzol i B 5 4T o I FH B i Sl &

1 wg RNA Jz %% 5% & cDNA, B J5 {8 F| SYBR Green
qRT-PCR &7 & 1T qRT-PCR S hj, % M Beclinl
LC3 .p62 mRNA ik, % GAPDH I3[ #1531
A 5'-CCAGCAAGAGCACAAGAGGAA-3', N5 | W F
%)k 5'-CAAGGGGTCTACATGGCAACT-3"; Beclinl |-
W5 125k 5'-GAGGGATGGAAGGGTCTAAG-3', |
a9 e 5 f 5'-GCCTGGGCTGTGGTAAGT-3' 5 1.C3
L5 ¥ P4 R 5'-GTTGGTCAAGATCATCCGGC-3',
T ¥ ¥4k 5'-TCAGAAGCCGAAGGTTTCCT-3';
p62 iR ¥IF Y1 5'-GGGGACTTGGTTGCCTTTT-3'
FiEE] ¥ FE 51 5'-CAGCCATCGCAGATCACATT-3',
PHEGAR S5 1 B Be: TAEME( 95 °C 30 ) 555 2
BB :PCR [ Wi (95 °C 5 s, 60 °C 30 s)40 MEH;
55 3 BB it 2 40 B (95 °C 15 s, 60 °C 60 s,
95 C 15 s) , qRT-PCR K25 5 R 272 Iy kit
1393#7

1.2.5 Western blotting # il THP-1 40 ffl b B I%
HXEH LC3-I/LC3-I FRIEHER B4 K
HA THP-1 2 fd , BEHL 4> R % REZT (As, O H.252f] Rapa
G2 e As,0, + Rapa 21, X} B4 AT Anl 254 1
B, A0 25414 T 3 pmol - L™ As,0, T,
Rapa 254 457 40 nmol - L™' Rapa T-fi, As,0, +
Rapa 4145 ¥ 3 pmol + L™' As,0, F11 40 nmol - L'
Rapa IG5 ; 2% 20 7 ACAH R 9 B2 1 25 TR 2, 1A
BN B 1 x 10" L7 AL 2 mlL #50 T 6 L
B, BT37 C AR 8 5% CO, M AN 1 5%
Firh g 24 h WA A M, PBS SRR S FE & A
THP-120 i i A 40 i 28 i o 32 O 1, (6
BCA T HER , S 4l EF R B EAHT T+
Hot ik B TR BN- 2R TN M TBE Tz B 9 I P DK % ((sodium
dodecyl
SDS-PAGE) H, K, # M %% I 3 W 8 & M B
(polyvinylidene fluo-ride ,PVDF) 22 Z5 JR AR FL /0 8% 5%
IR E 1 h J, in A LC3 (— 3 B Lo 451
1:1500)Hitk 4 CHERSAG IR H B 3 G A
ZHU(HIOMBELL B 125 000) FHIRFE 1 h, Y
3 UG, ECL A I i8] 5 AR, 72 % 5 b g o, X
SR WY € 5, Tmage T B0 53 #r 2% 18 K BE (EL
LAGAPDHZ N N Z: % H Y 4 R A7 K B 2K 2 )
Mro SEEREA 3 I B,

1.3 it 4b3E R FH SPSS 18.0 # kb fr4eit
O TR DL £ R (v £ 5) R ,2
] LE R H ¢ Kn 5, 22 41 IR LU R 5 229047, P <
0.05 AZERAGIFE L.

sulfatepolyacrylamide gel electrophoresis,
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2.1 As,O, 71 Rapa X} THP-1 £ i1 3% 5 f4 3] % 1€
AR IC, MR 4RIE 1 L2, ARIWE
As, 0, 1 Rapa 21 THP-1 4 Jitd 15 58 1) 1] S 44 v 28
FIXIRA, 2 A G2 B L (P <0.05), BEZ5Y)
W EIG NN, As, O I Rapa X THP-1 2 Jifd iy 38 58 411 ]
VEFI 2 1 5, B2 0] St (OB 5C 28 (P < 0.05) o X i
20 .3 wmol + L™"As,0, 2H .40 nmol - L.”' Rapa £ }%
3 pmol - [f]AszO3 +40 nmol - LflRapa 2H 21 B 3 o
3] 243 51 (0. 000 + 0. 000)% . (31. 705 +
1.266 )% . (27. 562 + 1.888)% ., (48. 253 =
1.052)% ,5 3 pmol + L™'As,0, Z41F140 nmol - L'
Rapa 41 kb %8, 3 wmol - L™" As,0, + 40 nmol - L'
Rapa 4144 FE MR 2 & T, ZRAGITFE
X (P<0.05),

£1 As,0, ¥ THP-1 203858 f 30 6 1 B
Tab.1 Inhibitory effect of As,O, on THP-1 cells proliferation

(x%5)
Fanliakid /0
. AT % %
24 h 43 h
Xof B 0.000 +0.000 0.000 0. 000

0.75 pmol - L! As, 05 4
1.50 pmol - L71A5203 il

3
310.750 +1.768°
3

3.00 pmol - L™'As,0, 4 3
3
3

18.265 +2. 468"
19.451 +1.485"  30.055 £2. 185

27.852 £ 1.485"°  40.155 1.478%
39.811 +1.697°*! 51,495 £0.997

56.312 +1. 131" 65,011 x1. 117"

6.00 pmol - L™"As,0, 4]
12.00 wmol - L' As, 05 #

T SRR AR P <0.05550.75 pmol » L' As, 05 41 HE P <0.05;
5 1.50 wmol + L=" As, 05 41 4P <0.05;5 3.00 pmol - L="As, 05 41 1{
#9P <0.05;5 6.00 wmol - L.™1As, 0, 4 [L#°P <0.05,
%2 Rapa 3t THP-1 40 fiasa g0 414E A
Tab.2 Inhibitory effect of Rapa on THP-1 cells proliferation

(xxs)
AR HE I G/ %
éﬂf}lJ " [ﬂ H ffﬂ%li’r 0
24 h 48 h
Xt R4 0.000 +0.000 0.000 +0.000
10 nmol + L~! Rapa 41 9.760 +1.754* 11.805 £0. 983

25.052 £1.336%
36.506 +1. 406
45,007 =1, 122204
51.607 =1.706%

18.155 £0.912%
27.762 1,747
38.952 0. 77130
47.056 £0. 9112t

40 nmol + L~ Rapa 2
80 nmol * L’lRapa 2

3
3
20 nmol - L™ 'Rapa 2l 3
3
3
160 nmol + L™ 'Rapa 4l 3

W SR A 2P <0.05; 5 10 nmol - Lt Rapa #H Hﬁﬁh}’ <0.05; 5
20 nmol + L~ " Rapa 41 [£4°P <0.05; 5 40 nmol + L~ " Rapa 41 L3P <0.05;
580 nmol » L.~! Rapa 41 [ %P <0. 05,

2.2 As,0;. Rapa 2R —EEK& AZH3 THP-1
ARBATHBESER SR ILE 1, XA,
3 wmol + L™ As,0, #H . 40 nmol - L™" Rapa 41 #il
3 wmol « L™"As,0; +40 nmol - L.™' Rapa 2H 4 it 4 T~
SRAMIH (1.47 £0.49)% (4.72 +0.67)% (35.76 +
2.78)% .(54.13 £4.90)% ,3 pmol + L' As,0, +

40 nmol - L™" Rapa {4108 155 . 25 = F X B 4L

3 pmol + L™'As,0, 41H140 nmol - L™ 'Rapa 41, 22 5
PG E X (P <0.05),

10*e Q2 1049 Q2

0.525% 0.048% 17.7% 19.6%
10 10°
= 10°4 = 104 :
10— 10"
Q4 Z Q3 a4’ Q3
95.2% Phee © 1.19% 627% - oy 000%
10" 10" 10> 10° 10° 10° 10" 10° 10’ 10°
Annexin-V Annexin-V
4301 [ 4301 Q2
10" 35200 0730% 10"3 5% 228%
104
2
= 10 3
101_ Tt 3
o4’ o3 Q4 ¢ a3
95.0% 5 IR s | __oou%
10° 10" 10° 10° 10* 10° 10" 10° 10" 10°
Annexin-V Annexin-V

C D
A KI5 B3 wmol + L™ As,05 #]: C:40 nmol - L™"' Rapa 4{;D:
3 wmol - L™' As, 05 +40 nmol - L.™! Rapa 4,
1 XtE£E.3 pmol - L' As,0; £H.40 nmol - L' Rapa
48 13 pmol - L™'As,0, +40 nmol - L ™' Rapa Z{EF 24 h
J5 THP-1 {pE T %
Fig.1 Apoptosis rate of THP-1 cells at 24 h in the control
group,3 pmol -+ L™'As, 0, group,40 nmol - L "' Rapa group
and 3 pmol - L™'As,0, +40 nmol - L' Rapa group
2.3 As,0;. Rapa 2R K_FHEKEMAZX THP-1
M EREXERMEARENFIN 4IRS
FIE 2, 5% BALLE, 3 pmol - L7 As,0; 41,
40 nmol + L™ Rapa 41 & 3 nmol - L™' As,0, +
40 nmol - L' Rapa 41 THP-1 £ Jfd [ W AH 26 3% A
Beclin-1 .LC3 mRNA #HXFEi58 B & (P <0.05),
p62 mRNA FHRSFeik it i EFEAIR(P <0.05) ;3 pmol + L™
As,0, +40 nmol + L”" Rapa 2 THP-1 4 i} Beclin-1,
LC3 mRNA A% AT 5T 3 pumol + L' As,)0, 4]
F140 nmol - L~'Rapa 41 (P <0.05), p62 mRNA FHX}
FRACHRENLT 3 pmol - L™ As, 0, 41140 nmol - L™
Rapa Z{(P <0.05) . XFHE4] .3 wmol -+ L™ As,0, 41,
40 nmol - ™" Rapa 41 F1 3 pmol - L7' As,0, +
40 nmol + ™" Rapa 41 THP-1 2 jifu v LC3-II/LC3-T [,
R 1.385 +0.477 2. 118 £0.558 3. 731 +1. 503,
4.995 +0.177,3 pmol - L™" As,0, 2 .40 nmol - L'
RapaZf & 3 nmol + L™ As,0, +40 nmol - L™' Rapa £
THP-1 2 ffg o LC3-I/LC3-T L A1 (i 25 15 T 4 HR 20
(P <0.05),3 wmol - L' As,0; +40 nmol - L.”" Rapa 2H
THP-1 Zfiff LC3-I/1C3-1 FeR B EE T 3 pmol « L7
As, 0, ZF140 nmol - L™'Rapa £ (P <0.05) ,
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%3 4 THP-1 45 Beclin-1,LC3.p62 mRNA 1H3FiES bk

Tab.3 Comparison of relative expression of Beclin-1,LC-3 and p62 mRNA in THP-1 cells among the four groups (x +s)
2H 5 n Beclin-1 mRNA LC-3 mRNA p62 mRNA
XJ R 21 3 0.997 £0. 195 0.997 £0.115 0.997 £0.075
3 p,mol~L’1A5203 2 3 1.443 £0.111° 1.827 £0. 155 0.790 +0.082°
40 nmol - L~'Rapa 21 3 1.630 £0.092° 2.147 £0.291° 0.603 +0.045*"
3 pmol - L™ As, 05 +40 nmol - L.”"Rapa £ 3 2.057 +0.080"" 3.357 +£0.391"* 0.417 +0.031%"
TE: S IR LA P <0.05;55 3 pmol + L™"As, 05 4 F4#:"P <0.05;5 40 nmol - L™'Rapa #H [L#:°P <0.05,
! : ’ ! 28% ", E WA TS & B, Rapa 25 % K562 4
LGS- 1 — JfIpk (HL-60 20 i bk . CEM 20 Jid Ak 9 35 58 410 ] 1 ]
LOB-TT e — s—

GAPDH | S
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