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[Abstract] Objective
stress response and further explore the mechanism. Methods A total of 18 ApoE™ mice were fed a high-

To investigate the effect of Myriocin on high fat diet induced integrated

fat diet and randomly divided into control group (n=9, phosphate buffer solution) and Myriocin group (n=9,
phosphate buffer solution + Myriocin). The drugs were administered orally for 12 weeks. Serum lipids [total
cholesterol (TC), triglyceride (TG), low density lipoprotein-cholesterol (LDL-C), very low density lipoprotein-
cholesterol (VLDL-C) and high density lipoprotein-cholesterol (HDL-C)] were measured. Flow-cytometric
analysis was used to determine the proportion of lymphocyte antigen 6 complex (Ly - 6¢)"™ phenotype
monocytes. HE staining was performed to compare the size and detailed composition of atherosclerotic
plaques and immunofluorescence staining was used to observe the expression of monocyte chemotactic
protein-1 (MCP-1). Real-time fluorescence quantitative polymerase chain reaction (PCR) was used to detect
the mRNA expression levels of inflammation related molecules [including pro - inflammatory factors,
interleukin-1f and 6 (IL-1B and IL-6), tumor necrosis factor-a (TNF-a), intercellular adhesion molecule-1
(ICAM-1), vascular cell adhesion molecule-1 (VCAM-1), vascular endothelial growth factor (VEGF) and anti-
inflammatory factor, IL-10]. In addition, the mRNA expression levels of integrated stress response related
molecules [including glucose regulated protein 78 (GRP78), protein kinase R-like endoplasmic reticulum
kinase (PERK), eukaryotic translation initiation factor 2 a (elF2 «), activating transcription factor 4 and 6
(ATF4 and ATF6), endoplasmic reticulum stress - related apoptosis protein C/EBP homologous protein
(CHOP) and Caspasel2] were tested. The expression levels of integrated stress response related protein
[including elF2a, ATF4, inositol-requiring enzyme 1o (IRE1a) and phosphorylated IREl o, p65 nuclear
factor-k B (p65 NF-kB) and phosphorylated p65 NF-k B, Caspasel2 and cleaved Caspasel2] were explored
by Western blotting. Results 1) Treatment with Myriocin led to lower level of serum LDL-C (1=2.830, P =
0.012). 2) Myriocin suppressed monocytes differentiating toward a Ly-6¢" phenotype (¢ = 2.866, P =0.011).
3) HE staining showed less atherosclerotic lesions at 200 and 300 pwm distance away from the aortic valve
(t=2.281, P =0.045; t = 3.506, P = 0.003) and less necrotic core areas (Z = - 2.870, P = 0.004) in the
Myriocin group. 4) Immunofluorescence staining showed the reduction of MCP-1 protein expression in the
Myriocin group; real-time fluorescence quantitative PCR showed that IL-13 mRNA (¢t = 3.968, P = 0.005),
TNFa mRNA (¢t=7.696, P =0.000), ICAM mRNA (t=3.294, P=0.013), VCAM mRNA (t=5.449, P=0.001)
and VEGF mRNA (1=2.574, P=0.037) were generally decreased in the Myriocin group, while 1L-10 mRNA
was increased (¢ =-3.132, P =0.017) in the Myriocin group. 5) Myriocin downregulated PERK mRNA (¢t =
4.174, P =0.004), elF2a mRNA (Z =-2.692, P =0.007), ATF4 mRNA (t=3.342, P =0.012), ATF6 mRNA
(t = 5.841, P = 0.001) and Caspasel2 mRNA (¢t = 7.270, P = 0.000). 6) Western blotting showed that
Myriocin suppressed the protein expression of elF2a (¢t =2.175, P =0.047) and ATF4 (t=2.923, P=0.011),
and the phosphorylation of p65 NF-kB (¢t =2.909, P = 0.011). Conclusions

atherosclerosis progression of ApoE” mice by reducing integrated stress response and inflammatory response

Myriocin could alleviate

in the arterial walls.
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Table 1. Gene-specific primers

HEH ERSIRFAI5"-3") g9 FsI(s°-3")

IL-1B CTTTCCCGTGGACCTT
IL-6 ATTTCCTCTGGTCTTCTGG

ATCTCGGAGCCTGTAGTG
TGGTCTTGGTCCTTAGCC

TNF-a TCTCATTCCTGCTTGTGG ACTTGGTGGTTTGCTACG
ICAM-1 ~ CCATCACCGTGTATTCGT CTGGCGGCTCAGTATCT
VCAM-1 GATAGACAGCCCACTAAACG CAATGACGGGAGTAAAGGT

VEGF AACGATGAAGCCCTGGAGTG
IL-10 TGAATTCCCTGGGTGAGAAG CTCTTCACCTGCTCCACTGC

PERK GCACTTTAGATGGACGAATCGC  TGCTGAGGCTAGATGAAACCA
elF2a AAACTGGAGCATGTTTGAAATCG GGGCACCTTTACTTCCTGGG

CHOP CTCCAGATTCCAGTCAGAGTTC ~ ACTCTGTTTCCGTTTCCTAGTT
Caspasel2 TGGCCCATGAATCACATCTAAT TGGACAAAGCTTCAGTGTATCT
ATF4 AGAGCGGAACAGGTCCATGT
ATF6 GGACGAGGTGGTGTCAGAG
GRP78 ACCCTTACTCGGGCCAAATT

GGACGAGGTGGTGTCAGAG
AGAGCGGAACAGGTCCATGT
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CTTTGTTCTGTCTTTCTTTGGTCTG

CGAAGTCAAACTCTTTCAGATCCATT
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BTIFBEMEANAHE T AS RNAMEPE

o, HGE RS EIRACR, TR E- 80 CUKH PR A vk b
A1 A, FEEUE RNA 10 g, B 7 39 55 5% 5 W 1A
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free Water 8 }Ll;ﬁ)ﬁéﬂ%'ﬁ:j‘] 95 CHHi#H 10 min.94 C
155,60 CiR K 40 .65 CHEAH 55, I 40 41
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ATF6 N J5T W 137 8RR 5G4 0 12 2 11 C/EBP [A] 2
(CHOP) #l Caspasel2.
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(SDS-PAGE) , HL K 150 V \ FF£E I} 7] 40 min; & 5
e 2 B 9 L% (PVDF) B, 8 I 200 mA | FF42
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ATF4 IRE1a MR 1L IRE1a . p65 NF-«k B Fl iz 1k
p65 NF-kB.Caspasel2( 1 :1000)5 ml,4 CHE Kt

HWEH , TBST 22 th P 45 5 min (x 5 WC) , Jif il ARAR
i E AR Y AR IC B I SE PR 1gG T (1 5000) 5 7
MECL AZJCH, A sh LR . LAB-L8h & B =i
a- TS (a-tubulin) 7 N Z BEY), R A Tmage J 3K
PR B R AR Rk

=gt thorik

K SPSS 22.0 GE i #AF #E AT K Ab B g3
Bro R Levene J 22 5 VR RS B0 k6 W Jy 22 554k, 22 1F
B AT TR TR A B £ AR MEZE (v 25) FROR 2R
G 20y N7 R AS B ¢ A B0 5 52 Al IR A A0 A B o TR
A Hf S B80FN DY 43 57 BT BE [ M (Pos, Prs) 108, R
Mann-Whitney UKi % . AP <005 W ZERHAS
e

& R

2 Myriocin # H 12 8 J5 , /b BUME LDL-C 7K F
EF XA H2Z 565 2% 8 L (P=0.012),10
TC.TG.VLDL-C Ml HDL-C /K ¥ 5 Xf B4 22 % T4
2R (B P>0.05,%£2).

it = A R 2 B, 28 Myriocin #E B 8 Fil 5 /I B
Ly-6¢"" 7. B A% 20 i Lo IS F % B2 HL 25 R 4
R X (P=0.011,%3),

HE % 8 2w, Br A /N B3 8l Bk 2 19 & 4E 8 ik
o FF 85 AL, {H Myriocin 4 B 2 18 B/ F X B4 (&
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F 2 Myriocin 415 X B4 /N BRI 5 IR 0T K F 9 LG 8K (3 + s,
mmol/L)
Table 2.
and control group (x +s, mmol/L)

Comparison of serum lipids between Myriocin group

ikl %k TC TG LDL-C VLDL-C HDL-C
X B 41 9 4348+ 2.87 1.01£0.20 9.96+1.03 32.09+2.05 1.44%0.36
Myriocin4l 9 37.8710.26 1.22+0.34 852+1.12 28.18+9.64 1.16+0.36
ff 1.581 -1.572 2.830 1.190 1.579
PfE 0.147 0.135 0.012 0.265 0.134

TC, total cholesterol, A& JH [ % ; TG, triglyceride, H i =B ; LDL-C, low
density lipoprotein-cholesterol , il % £ Jig 25 11 i [ B ; VLDL-C, very low
density lipoprotein - cholesterol , 1% X % & Jig & 171 JIH [& F ; HDL- C, high

density lipoprotein-cholesterol , 5 % B g £ 11 IF [&] 2

3 Myriocin 21 5 X5 B2/ B H 8 JA 5 Ly-6¢"" 7 T B AZ 44

g E B F) EE A (% 5, %)
Table 3. Comparison of the percentage of Ly-6¢"™ monocytes
among total monocytes between Myriocin group and control group
(x xs, %)

Eikl] 1%k HEH 85 i PAH

X 2 9 61.49 +10.69

2.866 0.011
Myriocin 2 9 49.57+ 6.44

(P=0.011) flfEfR Ak p65 NF-kB/ £ p65 NF-kB
o fH (P =0.011) T B, T # B2 b IRE1 o/ &2
IRE1 o b AE Fl 1% 16 B Caspasel12//5 Caspasel2
FOAE 2 1] 22 S oK G B Ge it 27 2 (B P> 0.05;5
# 8, K 3~7). & Myriocin A DL i
PERK/eIF2/ATF4 5 5 % il B i S &
IO BN

f it

Myriocin #i H —F & G HL K 24
2R R A Ry 22 TR A R TG A T 40 o
FR AT A0 45 e S, AT A 22 Sl ik oS A 1t Ak
i LS Vs DR QB S g AT S IA L]
HL BR T, T S IR S RE AR 1Y Kk AR R i
R AR AR TR Y i F SR
ggMyriocinﬁf@%ﬁ]ﬂﬂ(%ﬁﬁﬁiﬂﬁ&ﬁ[ﬁ],zl-qﬂ:
FEHE— L T Myriocin £E FALH 2 5 5 0
HEA DN A S o KT Myriocin B 5 7, 3C
ik 2 8 HH A R R 0.30 mg/(kg-d) T

Gt F R X (P=0.045,0.003; % 4) . 5 IR FEAZ &
5 5L BE He (9 FFAE , Myriocin 41/ B 2h ik 32 1R 53R
HEAZ R X 1 LN TF X BE AL (P = 0.004) , % B Myriocin
A I 2l Jok ok A R Ak E R (R 5) 6

o DY B, /N B Bl JikosE By 2]
O % €8, % SEAr i 9 MCP-1, {H Myriocin 41 MCP-1 %
KA F X B4 (B 2) o S B 5% )6 28 & PCR
N, 5% B A H, Myriocin 2 /0 BUIL-18 mRNA
(P =0.005) . TNF-a mRNA (P = 0.000) .ICAM- 1
mRNA (P = 0.013) \ VCAM -1 mRNA (P = 0.001) #I
VEGF mRNA (P =0.037) 3 ik K B K, 1L-10
mRNA 35K T (P =0.017) , 1 IL-6 mRNA 41
] 22 5 LG it 22 5 X (P >0.05) , & ] Myriocin Al T
P RPE F mRNA B Rk, FIR$BTR M F mRNA
BB (R 6) o IR Myriocin A A R i 1f & 41 41
RAE LI o

Myriocin £ /Iy BB & 1 38 52 i AH G 43 F PERK
mRNA (P =0.004) .elF2a mRNA (P =0.007) . ATF4
mRNA (P = 0.012) . ATF6 mRNA (P = 0.001) #
Caspasel2 mRNA (P = 0.000) & ik /K ~F & A%, 1
GRP78 mRNA Fl CHOP mRNA 41 0] 22 7 L Gi 11247
X (¥JP>0.05,%7). Western blotting HRoR, 5XF
HEZH AH G, Myriocin 2 /) B elF2a (P = 0.047) L ATF4

Park %5 " 535 A [A] ) Myriocin[ 0.10.,0.30 Al
1 mg/(kg+d) ] X ApoE™ /)N BRI 15 i J5t 7K ~F- 01 3 ik s
R AL FE J 52 e, L5 2R 0, Myriocin 1697 12
Ji7 0.30 mg/(kg - d) 2H /> B 2l Jhk o5 A+ A Ak T A o 20>
93% . ABFFELL Park 55 ) 5 G AR TR AR R
Myriocin 0.30 mg/(kg-d) X ApoE™/INERIE 5 1R 97 -

A IE 2 Myriocin #E B IGYT 12 8 5, /) BUIML T
LDL-C /K PR X B REAL . & 1 Myriocin 25 34E
Sy A1 1) A N R, D R R i A OB A 2 R
(A 1 AT 38 4 i B Myriocin 2H /) BRI 7 LDL-C 7K B
AR . % Eah ks bt e b, o &
3 At BE B T FR A SR SEAZ A, 4R B, 4
/N B Bl Tk S 1 Az g Dk R AR A AL L 1B Myriocin 2H
B P ) AR RN i BT IR A6 A% T BN T IR A R B
Myriocin R A 24 s /Iy BE B A1 5T 58 4 2% 1w A1, & 4%
Fe 5 P H

S A i B A M e A T R T B SRR
PEA KNI . Raghavan % "WWF 5T R, 5 Ly-6¢™
FAUA LL, Ly-6c"" 3 BB 40 i 5 5) J2 J oK 20
JL o Ly-6c"" 3 R BAZ AN A A Ay 28 e 58 PE A0 L, 7T
B AME T, W IL-11L-6 \TNF-a Fl MCP-1, S 2
[N A R TR IRURE R O <3 S N 1/ I e
WA 2 A R, 28 Myriocin ¥ B 8 Jil 5 , 5 X 41 4
EE , Myriocin 271N Bl Ly-6¢"" S0 3F 5% 41 Jif Lb 451 T [
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1 BB HERE x100 la XN RAFAE ESIMKSERE  1b Myriocin 2 /0 B 20 fik 58 B Be i BUN T
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Figure 1  Optical microscopy findings HE staining x 100  Control group mice had atherosclerotic lesions in their arotic sinus
(Panel la). The lesions were smaller in Myriocin group (Panel 1b).

F4  Myriocin 20 5 % B /N B 3l ik 82 B8 B AR X 1 FR 1 Ll 4%

(x+s5,%)
Table 4.
Myriocin group and control group (x s, %)

Comparison of the percentage of plaque area between

5 Myriocin 41 5 % B4 /)N R 32 2)) bk 52 18 3 0K 4t
AR AR B L[ M (Pas, Prs) L % ]

Table 5. Comparison of the percentage of necrotic

Eigil B%e F Sk

PRk B TSk B S o

core area between Myriocin group and control group

100 pm 200 pm 300 pm (M (P, Py), %]
A4 9 3387+ 638 37.30£6.57 38.02% 5.06 35.38+7.00 e W BRI R 2 P
Myriocin 4l 9 33.88+10.66 33.34+8.08 27.60%12.74 23.79+7.03 SR o 3191(23.89.42.47)
] -2.870 0.011
i 0002 L 281 3506 Myriocin 4l 9 11.39( 5.58,20.85)
P 0.998 0.271 0.045 0.003

2719.39% , = W] Myriocin A A7 &30 il 48 J 1l Ly-6¢""
&0 BAAZ 240 L 32 T O/ 9 VA 4 1 T K

B A1 9 AE 5 20 bk K B A 0 2o AR Hh i T TR A0 e
T BRI BE AR 5 VDA OG o A F 5% f 928 98 e
0008 5% W 4 /N B 2l Jik 55 B e o 2 R L 48, 50
FRICHI MCP-1, {5 Myriocin 41 MCP-1 7K - Ik F X B8
2H ; SEIE PO E i PCR 7S, Myriocin ZH /)N B2 1 A
F IL-1B mRNA,TNF-a mRNA ,ICAM-1 mRNA,
VCAM-1 #l VEGF mRNA & T X B4, o 48 1k K+
IL-10 mRNA 7K F i T XF B4, 2 W] Myriocin H A 41
il i A5 20 2 9 0 I W A 1 o

PN I 7 38 g TT 1 R 4 AR GRPT8 Y R
ik, i GRP78 5 PERK \IRE1a Fl ATF6 fift B, 3 56
KYr & E AR W6 AL B PERK T R Ui IR 4
elF2o i W2 A , 9 1 25 (1 B2 & B, [W] B F 3 ATF4 (1)
Feak U K N SR R T E CHOP 1Y Rk
SN R U T, 0 T A 0 Stk ok R R AR R R . BE
AT EoR, Skl FERE AL & R e L T E

Wik 20 Bf A BE D I AT RO B L Ak R SR BT i — 2P
Y& NE SN VB e E JRe 0 A 3 N 3R A O A
5 T B RAE AR 5 B S I 2 ) A A 58 A
R — 5 T S A AE 1 AR % B B B 1 (ox-LDL)
AT 51 E P 5T X 0L 98 B I, AR E 4 RE S N, A 1 il A8
PN R 2 AR O U S B A P BB Y S —
THT , L M 40 i 2 4K 10 38 B 1 W A 3 4% S g, il
8l koo R A Ak HE R Y BF 5 BOR , PERK T
elF2o, BE AT LAAx T T 98 25 11 BT . b ATR4 2%
Ik A BE A LA T, (A B IR B BE NF-kB IS A Y
PER 2 NF-kB 15 53 B 78 980 S Hh & #2 G i
PR o A DR 58 K6 00 3 A 1 38 R B AH % 43 F mRNA
A 1K, 45 R R, Myriocin 41 7 Bl PERK
mRNA . elF2a mRNA ,ATF4 mRNA .ATF6 mRNA FlI
Caspasel2 mRNA, DA ) eIF2a . ATF4 Fll 8 i 1L p65
NF -k B/E p65 NF-k B HAH B L 7 X B 4, 3k 9]
Myriocin F] LAl ] PERK/elF2a/ATF4 i} /1 5 1Y 3%
G LN, DA B NF-k B A5 5 % 538 B A 5 19 R AE
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2 POLIREWMBIMWET W GRPEETOLR A x 100 2a  XFREZH /N FE S BKEE BEY A 0T L MCP-1 8 R (R 6 5Ok i
7R) 2b Myriocin ZH /)N B TE 2l Ik 52 SEH 9 MCP-1 28 1138 26 4 IR T 00 BEZH (4 (8 96 TR )

Figure 2  Fluorescence confocal microscopy findings Immunofluorescence staining x 100 MCP - 1 was observed in the
atherosclerotic lesions of control group (green color indicates, Panel 2a). The expression of MCP-1 was decreased in the atherosclerotic
lesions of Myriocin group (green color indicates, Panel 2b).

=6 Myrioein EESMBHENFEHRERNELEST T mRNA B RE S L

Table 6. Comparison of the mRNA expression levels of inflammation related molecules between Myriccin group and
contro] groun

7151 e IL—]@ mRNA IL-6 mRNA TNF—BL mRNA ICAM;] mRNA VCAM;I mRNA VECE mRNA IL—]Q mRNA
(x+s) [M(Pss,Ps)] (F+s) (T +s) (x+s) (F+s) (F+s)
Xif HE 2 8 1.00+0.00 1.00(1.00,1.00) 1.00 £ 0.00 1.00 £ 0.00 1.00 £ 0.00 1.00 £ 0.00 1.00 £0.00
Myriocin 4] 8 0.61+0.28 0.78(0.20,1.03) 0.59+0.15 0.74+0.23 0.58 +0.22 0.66+0.37 2.47+1.32
VA 3.968 16.000 7.696 3.294 5.449 2.574 -3.132
PAE 0.005 0.073 0.073 0.013 0.013 0.037 0.017

*One mouse from each group was randomly selected for aorta ORO staining, other 8 mice from each group were detected the mRNA
expression levels of inflammation related molecules, £ 21 B AL 2% 8 1 K/ AT £ 3 ke o Y, HoAy 8 HUINRUAT 4 AE I g AH 56 43 F
mRNA AH X 8 3 I E o TL-18, interleukin-18, FI 408 F1 4 % - 185 1L-6, interleukin-6, [ 41l F1 /) 2 -6; TNF-a, tumor necrosis factor-
o, MR IR BE A -0 s ICAM-1, intercellular adhesion molecule-1, 4 i [8] Zh B 43 F-1; VCAM-1, vascular cell adhesion molecule-1, Ifil % 4 i
B3 F-1; VEGF, vascular endothelial growth factor, Ifil & P & A= K B 75 11L-10, interleukin-10, [ 41 L 1A - 10

FRT  Myriocin 4154 ML/ FUEE & RS AR 96 235 mRN A ARG 2 328 it 1) L 4%

Table 7. Comparison of the mRNA expression levels of integrated stress response related molecules between Myriocin
group and control group

4151 e GRP78 mRNA  PERK mRNA eIFZa mRNA ATF4 mRNA  ATF6 mRNA  CHOP mRNA  Caspasel2 mRNA
[M(Ps,Prs)] (zxs) [M(Pys,Prs)] (zxs) (zxs) (xxs) (xxs)

X B 2] 8 1.00(1.00,1.00) 1.00+0.00 1.00(1.00,1.00) 1.00 +0.00 1.00 +0.00 1.00 +0.00 1.00 +0.00

MyriocinZl 8 0.53(0.40,1.77) 0.61+0.27  0.52(0.28,0.66) 0.69+0.27 0.60+0.19 0.85+0.32 0.49+0.20

Z 5l 24.000 4.174 -2.692 3.342 5.841 1.280 7.270

P1H 0.369 0.004 0.007 0.012 0.001 0.241 0.000

*One mouse from each group was randomly selected for aorta ORO staining, other 8 mice from each group were detected the mRNA
expression levels of integrated stress response related molecules, T 41 B AL EEFE 1 H/NERAT F 8h P20 0 YL 4, Foax 8 HU/NRAT 3 & i
SN A 26 43 F mRNA A X 235 5 9 22 . GRP78, glucose regulated protein 78, ] %5 #if 8 75 25 1 78; PERK, protein kinase R-like
endoplasmic reticulum kinase, RS R AL Y 5 S s elF 200, eukaryotic translation initiation factor 2a, HEMIEEGHE T 2a; ATF4,
activating transcription factor 4, 1& {6 %% 5% ¥ 1& [ T 45 ATF6, activating transcription factor 6, 1& b %% 5% # 1% [l 7 6; CHOP, endoplasmic
reticulum stress-related apoptosis protein C/EBP homologous protein , PN 5T [ N 3 AH A2 98 72 8 (1 C/EBP [H] I & (1

B CD36 . Bt 4R R FE A AL IR H L5 & A 32 4K-1(LOX-1)

ZE b rag , AT Myriocin 4E 2% ApoE™ /Iy i FiE I8 e 52 /K A BU(SR-A) "0 (3) 4 il 98 4iE S IV o
B ik oFs A B 2 JR 9 R LA AL () 98 1 g B AR (4) 4106 #& 5 0O B . Myriocin B 1 4100 i 215 Jik 4
o (2) 1 i 4 2H 208 BT A WAy R R Gk, FERE AL 8 A1, 3 T Bl I I 2 T L e R AR
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Table 8. Comparison of the protein expression levels of markers for integrated stress response between Myriocin group and
control group

415 BI%x  elF2a(T+s)  ATF4(Fxs) @é@{fﬁﬁ{gf"}@f‘)ﬂ““ﬂ E?EST%NPFG_?( g(bizli/) A CW?EI %f;ﬁlaspaseu
X 18 4 8 138+027  1.00+0.32 0.87(0.52,1.22) 0.90+0.17 0.68(0.35,0.89)
Myriocin 4l 8 1.07£0.30  0.58+0.24 0.75(0.41,1.10) 0.67+0.13 0.40(0.17,0.62)
VA 2.175 2.923 -0.735 2.909 21.682

Pt 0.047 0.011 0.462 0.011 0.093

*One mouse from each group was randomly selected for aorta ORO staining, other 8 mice from each group were detected the protein
expression levels of markers for integrated stress response , T 21 FEHLEFE 1 HUNEAT F S DKIET O e €0, JEAx 8 FU/INEUAT 45 & I S v A
J A UM X 35 B9 AE o elF2a, eukaryotic translation initiation factor 2o, A% fl BEAZ U [N F 2o 5 ATF4, activating transcription factor
4, 5 AL S HOE T F- 45 TRE 1o, inositol-requiring enzyme 1o, IVEEAK# # 1o; p65 NF-kB, p65 nuclear factor-k B, p65 #% H F -k B

AR 43 Ak AR 53 7 ik
gl Myriocin 2 (x IOK)) . X B2 Myriocin £ (x 1()3))\ h

. “ 2 — 65

MR 1k p65 NF-kB

B-actin — —— 3

elF2a, BLAZ B If T 2a
B-actin, B-NL3NH [

B 3  Western blotting £l {2 7% , Myriocin 41 /)y

— —

SN -
B e1F20 K PR T 4 B4 1003 NI«
Figure 3  Western blotting showed compared
with  control  group, Myriocin  reduced the T S—
expression of elF2a.
a-tubulin - — 55
% = .
AHEH Myriocin 41 *E J{ﬁgﬁsfﬁm p65 NF-kB,p65 #% K T -k B ; a-tubulin , - 155 2 11

ATF4 - “ 49 B 6 Western blotting £ Wl & 7~ , Myriocin 41 /]y B B2 1L p65
NF-k B 5 K-8 T %) I 20

Figure 6  Western blotting showed compared with control
B-actin L . — 43 group, Myriocin reduced the expression of p65 NF-«B.

ATF4, 5 AL 56 S0 T 45 B-actin, B-WLEh &

[ ARRE 23 7 3R
Bl 4 Western blotting £l i 75 , Myriocin 41 /) Sof B4 Myriocin 41 (x IOJ)J\ "
U ATF4 235 KPR T %) B2
Figure 4 Western blotting showed compared I Caspasel2 C— 45
with  control  group, Myriocin reduced the
expression of ATF4.
AR X 53 BT
Xf B 2L Myriocin 21 (x10%)
N 1E LT Caspasel2 | 17
BIREla 130
a-tubulin — _ 55
BFRRIL IRE 1o 110

a-tubulin, a-fHE A

B-actin | wee-—_@ .- 3 Bl 7 Western blotting & Il 1 /K , Myriocin 41 /) B i fb
IRE Lo, WUBE M 10cs B-actin, B-ILENE 1 Caspase 12 &35 K5 X% BEAT AR H TG 8 3% B AIG
] ) N R o . Figure 7  Western blotting showed the expression of
5 Western blotting £l 75 , Myriocin 41 /> il phosphorylation of cleaved Caspasel2 was not significantly
IRE 1o BR AL /KT 5506 B2 AT L G .35 R AR changed.
Figure 5 Western blotting showed the expression
of phosphorylation of TREl @ was not significantly
changed.
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