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EZH2M#F S T FE RBRE L At
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[HE)] SR588 WERAHE SRR WEEMEZ —. MERMRGHERE, HEH KM Zeste
LS5 T[RRI 3L A2 (enhancer of Zeste homolog 2, EZH2 ) 7R filid = 26 ik H ki 575 B EAHE, S5
BFEZH 240 1 790 5 1% 4 S0 BE A% 5 T Ao 9o 200 6L %o 22 bt g 25 W i R o AR B A AE T BT EZH2 A0 57) 15
EB I (gefitinib ) BEG M, X IR QMG . P 1T ST R izl . F55& LAPCOT AE2r J& U= fitd A
PCY/AB2H AER R 2 A M N W % 52, B FH CCK-8 S EAUSI I AN I FH 245 %) T 240 M 1 1k A S B A 5 5 38 3 )
I I Transwell/ NEEAG NI G FI 25X T AN ML RS BE T 52 3 3 A Q20 = AR BB 45 FH 245 08 200 L 04 T2 P 52 )
I3 y3 Western blot SR IEG FHZGXTEZH2 I 3 Ji 4 KK F ( epidermal growth factor receptor, EGFR ) {55 i A1 ¢ 25 1
ER . 28R T AR ETH 25 P CO/AB AN, IEA EZH2M I GSK343 5 7 R85 JE e b 4l 24 20 ffd 1y
WPk, FEIRANM AT RS BE ) 5 I 25 AU T R, ICE T2 AkAS i & MR EZH2 355k A EGFRAEE H A BERR
b 2518 EZH2MHIHGSK343 57 AR JR Ik & i HI g% s ilRPCO/AB2XS AR R I 254, AR 3R /R B IFliR
SR EGFR-TKIsi 24305 4% i HAT — 5 IPEH]
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[ Abstract ] Background and objective Lung cancer is one of the common malignant tumors that impair human
health. With the development of epigenetics, the researchers found that enhancer of Zeste homolog 2 (EZH2) is highly ex-
pressed in lung cancer tissue and its expression is closely related to the prognosis. EZH2 inhibitor can also enhance the sensitiv-
ity of tumor cells to a variety of anti-tumor drugs. The purpose of this study is to investigate the effect of combination of EZH2
inhibitor and gefitinib on the proliferation, apoptosis and migration of Gefitinib-resistant lung cancer cells. Methods PC9
and PC9/AB2 cells were used for this study. CCK-8 and EdU experiment were used to detect combined treatment on cell vi-
ability and proliferation activity; Wound healing assay and Transwell chamber experiment were used to determine the effects of
combination therapy on cell migration ability; Flow cytometry was used to detect the effect of combination therapy on EZH2
and apoptosis; Western blot was used to observe the effect of combination therapy on epidermal growth factor receptor (EGFR)
signaling pathway-related proteins expression. Results In gefitinib-resistant cell line PC9/AB2, gefitinib combined with EZH2
inhibitor GSK343 can significantly inhibit cell viability, reduce cell migration and increase cell apoptosis. At the same time,

combination therapy can significantly inhibit the expression of EZH2 and phosphorylation EGFR proteins. Conclusion The
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combination of EZH2 inhibitor GSK343 and gefitinib sensitize PC9/AB2 cell to gefitinib response. This study also suggests

that synergistic therapy plays a role in the reversal of EGFR-tyrosine kinase inhibitor (EGFR-TKISs) resistance in lung cancer.

[ Keywords ] Lung neoplasms; EZH2; EZH2 inhibitor; Gefitinib; Acquired resistance
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it g 2 3R o UL M 2 —, A RSk
TR SIRIEA, T H IR ARG A o, T — e R g
RGN R E L AR/ N (non-small cell
lung cancer, NSCLC) (7 i filifi 11809, H MRy 7 &
BELLTFAN F, H i T RIHIERA I BAFIFA, 30%-40%11
BETEINS I C 285 1 TR RN, B A S WA
BRI KRG, W T O &S TARBIENEH
Il PR bR 2R LA AR 7 S =R YT T 58, SRRk 7
e H#E ARSI, TR R P RIR 7, ELER b
TR BT RORIEALS

B ) IR 7 S il 5 B R IR T I — B R SR T,
Hh, X R e AR PRS2 A i SRR VB )R] (epidermal
growth factor receptor tyrosine kinase inhibitor, EGFR-TKIs)
14 3~ 8 1) 245 10 8 BIF 5 0 T 2 B il 9 A ) V6 T I
FE YRR o ST 58 [ [ 57 255 i AE P 4% (National
Comprehensive Cancer Network, NCCN) $8F i wR+s H -
XA EGFREBUZ I AL (it &, W HIEGFR-TKIs ]2
Yy, M T—E3R97 7 %P, EGFR-TKIsE 2 A YT
R BN . IR TP ERER L, TEIRIR B 52 A
i, FIIPASSHFFE LA, Z I AR50 UE SR — 1R TKI
IR FEGFRRE M HINSCLCE T i I 55 —1UTKI
F2i) GEAERJE . JEig &) N — 4Ry TEGFREEZZ [
PERINSCLCHYY T AL AL T 5 8 25467 . CONVINCE
TG RS 505 25 S e W . 7E EGERZE 7% 1 e 01 s i s £
1, N FHEGFR-TKIsZE 25435 si 8 Je LG e th ZEIK & 4026
—GARYT T 4 S i ZE LR YT S g W AR ST 0T e 4B
EGFRZZEMNSCLCH A —4 R —REGFR-TKIZE 24
TBIT, NE A BRI E TR A A7 ] (progression-free
survival, PFS) 10 LT DA A SE R4k 7, {H 0 FH 4
—fREGFR-TKIsif) 72 Ml — " IR A [RI R 4 K 2245t
TR SEIRTT G VA A I BN TRV BE AT 24, R 3508
5 R ARSI R PR, BEATEGFR-TKIsiif 2 K% i %
MRS . IR N7 HCA 2 24590 2 22 s 245 J 19 sy L i fF

\\\\\\\\

BE O3 TR A R, W SE N Gk S i 8 4 41
PSR 2 R IR o R TR L A AR T S R A OB I TS
Hb, 023 I — SRR IR Y 3R W5 AL MR B 22, INDNA
A AL | BERR L B o mE ko), EZH 22 — N H E
T R, RAHEAT I (histone
methyltransferase, HMT) j%1E, Befg x4 a3 55276 #fi
IR =W HE (H3K27me3) AL AT HE B DI A R 3517,
EZH2H:PFFENSCLCH R A, HERBFSBE MHUR
BEUIAHSG o [RINF SE AR S 0 B ZH2 30 1 57 e A R0 e
ENSCLCHYZ AT MIBE ST, JFRE V5T R 40 T
ol R DL BZ H 240 ) 0 A it o 7 U A R O 1 ]
HE AR [FBEZH2 A B R P NSCLCIRYT
(AR AL AL, A5 R EZH2 M IR 5 35 R e Bk
By 7 RE G e 40 0 A SR AR, TR IBR 5 1
FHGSK 343471 AR e X il i 40 ML B4 A A7 O 50

1 MRI55E%

1.1 YRR S 2N PCoS I 25 W 5e B 40 it 2 PCY/
AB2 AW S I 4F. PCOE A EGFRAMNE 119 (E746-
A750del) YRR ZEAR, it IR R JC U NI R . PC9/AB2
2 o 2 3 0ok P C O AN M D) R B T AR R e R
R C T2 R, ARG SR B A B AR B P R S A
10 pmol/LIY 7 AE e LA R I 254 . RPMI-1640%%
FrHE BRI | 0.25% R A FIEE-EDTAI H GIBCO /A ]
(GIBCO-BRL, Grand Island, NY) EZH24ll 77 GSK 343 , 7
AR (gefitinib) I [l Selleck, CCK-84M i 3451 1) £ W 1
R RKAEYHARNF], BAUIRH &I E B A A F], 4
Hd T30 & A BD A E], P-EGFRYLAIN [ Abcam A 7],
EGFR¥i{A . EZH24/i/A | Histone H3, H3K27me3 34K
Cell Signaling Technology/\ F] (Danvers, MA, USA) , B-actin
Uikl H Sigma/AF] (Kansas, Missouri, USA ) , it 24X
It i Beckman coulter/A &) (CA, USA)
1.2 AR K 25 b 3 PCo K PCO/AB24M M ] & 10% )1
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L1 3E (fetal bovine serum, FBS) MYRPMI-1640855%, K4l
JLE T 10 emZHHIIEFRINL, LA 37 °C. $%CO, Ml I )
B, H AL TR AR, F0.25% R 2R i
-EDTATH LA T ALY, GSK343 | gefitinib¥i T T
FILF A (dimethyl sulphoxide, DMSO) IR H. AR 4 5L 5
TR RN

1.3 CCK-843H7HkA FH 24 X it 245 4 M 3% PR 52 . SR
CCK-81 | & /- MrEZH24 #1571 5 & AE & e X PCo/AB2 4
LTS A A S BRGSO AR I AL, 4% FAL Sx 10° 4
To6fLtk I, B TANMIEAE T s 3s %, o 4L RE 5
HEATINZGAb B, AbBRRTH] 448 ho 48 ), BUH96FLAR,
FLIA20 uLAYCCK-8IA IR, 4k2E37 ~CHEEEEF71 h, FEEFR
A FLIMOEAE (450 nm) o BN FLIRTEIME, 259
PRI AR (RGO EAE- S5 AIROEAE ) /4
2SO EIE x 100%, 2 A+ GSK343 M gefitinibIC
WREE S Al A4k, B S H A 3R

1.4 EdUEMIDNAG Y, EdU (S—ethynyl—Z—deoxyuridine) T
— R R BEAZ TSR, RN 7 20 AR ) 30 R B
WENE (T) BAIEEE TR DNAS T, e S5 Apollo®wé
Y RER AR S O, PRE R T A R DNA G 1. FoAT TS
A TR A 20 L P B T AL e 3% 2 96 LR, FiFL A %K
RIS 1034, $ S EER n1 96 FLAR A AR ZEA TN 25 A0 2,
NI e FREAUTA ) 6 SR P 4 B A AN [ A 2
1.5 ZHMR S SO BRI PCo/AB2 41l E6 L
Mz I, HA37 °C, 5% CO,MMBEERIEFRA T, B B 220
I 22 90% 25 B, FHICH HY S M A Sk A /LR e PR,
FHPBS I Pk BB 07 20 M, Bl i e BE S35 2R I AN b
PREH K BT XTHRAH, A AN ARRE TR, T0h, 16 h, 32h
B T G5 N UK LS O 0 o I VA EW = 3/

1.6 Transwell/NESCHG dEFESCEG . W FHAN[H] 24590 b BT
BRI PCO/AB24HL, KEFRRTEIZN48 ho K HEHTAL R AT 14
2 240 Jf e B A M L x 10N B T = I A T L3S A 4 B8
R IR AR RS N200 uL, T REMA600 pL5E 455
5, B T37°C. S%CO, MHIIEIRA, Higr12 ho Hubi/ha ]
FRZ /N2 = AN, 4% 2 R P 210 min, FHES T
HERBY25 min, FHPBSKE ZRYCBET, Bk
B R SR T & 2L AN, BEES A B BT S TR I
/OR R R BRI S SV )i Ik BT PO R A R A= SURIVE )i Tk
KPP AR AIERERE T o B SEI0 N T A 3K

1.7 A A S IR A5 FH 25 %P PCO/AB2 A TR HX
XPEUER SR A0ME, Hedm ik B sx109/4L, diFeflik I,
FERR LU0 ZORXT MM A 7o A AL B R A B TS AR AN,

22 B TR A AR 5 0 A0 M EA TP €, B
P AR A HLAGE

1.8 HEH RN SE (Western blot, WB)  HEHUASH]
N2 Ak B A & H, W HPMSE (phenylmethanesulfonyl
fluoride ) +RIPA (radio immunoprecipitation assay) T-7K I
430 min, BCAIEMEH IR, I ASDS-PAGEH 142
MR STE 17100 *CA R IFAEE  HX30 pg B 5 1Y
FI_EFE, 80 VHLYK2 h, 120 VE£/EES0 min, 1 JHS%/EAR A4
/BSAFFII1 h, JILAEZH2 ., EGFR, P-EGFR, Histone H3,
H3K27me3, B-actinfi F—¥i, 4 *CiIBFH, IKHHITBST
BRI, AR 5T, RO,

1.9 Giit2#J5ik 1 Hgraphpad prism 6.0 44110k
P, S rh2H ] U BCR ST FEAS G, PAEIBOSUNIAG S,
P<0.0ShGEit #4255 . RIIRAT R R HIImage ] 1.8. 0T
HEAT AR B

2 #R

2.1 1 HEZH24MHI7 GSK 343 REMS 1. F 445 PCo/A B2 41 i
X AR I BURE X T ERZGVEIT, FRATN HIGSK343 1
F AR CAL AN, 254258 53 IR FEAS L0 umol /L
2 ymol/L . 4 pmol/L. 8 ymol/L. 16 pmol/L. 32 ymol/L. 64
umol/L. 128 umol /LMK E3Y, B2l 4L, TALIE R
FEWARH]200 uL o N FHCCK-840 M PCO K PCO/AB2X
AR U EAFTR, PCORT AR R IVIC A
2.73 ymol/L, TMPC9/AB2 IC, =30.27 umol/L, KHIPC9/AB2
X R i 24 1 e R U P CO A i ( P<0.01) o PCY
FIPCY/AB2HIGSK343HIC 73 51°416.45 pmol /LAI18.14
umol/L, " HH WA L EE R (P=0.519) (K1B),

N TSN A EZH 25 7] GSK 3435 PC9/AB2
X T AR I U, FRATTRE 4 Mo S P2 RD
DMSO4H (DMSOMIZY & %5 T i GSK 343 25 W B 5 1Y
DMSO ) 5GSK3434 (GSK343/Mym A L HGSK343
1/2 1C_ B9 umol/L) , 735l >R HIAN IRl B AR I 7 AR e -
0 pmol/L. 2 pmol/L. 4 pmol/L. 8 pmol/L. 16 pmol/L. 32
pumol/L. 64 pmol/L. 128 y.mol/Lﬂ‘IEPCWABZ?E]H@o A
ICHT7R, AGSK343J5 # AFRERYIC, 49327 umol/L, %
DMSO0%[130.27 pmol /LI 2 F % (P<0.01) , Z5R4E/RMNMA
GSK3435PC9/AB2 41X T35 A E 2 JE A U 34
2.2 AN HIGSK343+35 AR e fie b E M HlPCo/AB2 4
MR TE RIS A 1 2P 0I5 25 X PC9/A BT
5 RVEFIROR, FRATHE S0 b B 2R B 4 4RI : NC
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2H . GSK3434H (9 umol/L) . gefitinib4 (15 pmol/L) . G+g
2H (9 umol/L GSK343+15 umol/L gefitinib) , AbHH}[H] K
48 h, WNE2AFT/R, CCK-8ANMITHTESCI 45 R Bk 5
NCX IR A, GSK343 ., gefitinib . G+gIZ TG 4351 M

(85.31+2.47) % (69.03£5.93) %, (31.29+1.23) %, $L/RH
HIGSK343 [ gefitinibfie i 11 il 4 M 1) 75 14 (P34 <0.01), 1T
KB P 24 % B0 g FH 24 %o i 24 240 B ) 4 RO I (. (P2
<0.01) - EAUZE R i 7R: GSK34341, gefitinib4] K& G+gZH FH
PEANBEE ST A (45.0242.47) %, (41.62+3.98) %, (1.75+
2.06) %, B BALTFBAPEXTIRAL (NC) (52.03+3.87) %, P{H
53 9150.02., 0.01, <0.01, $E£7/RGSK343 . gefitinibX] T4l
(RSB AT s IR, AP 2455 FEGE T 200 M 3 5 41 o)

gefitinib
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Cell viability (%)

20

0.0 0.5

SR T . (B12B) o

2.3 BEA N HGSK343+75 AE R e BE W E P Co/AB2 41 il
MERS 1D T 25 X i 25 4 M 32 A A
SR, FRATRESEG 43 44 . NCBAPEXTIRZL (1510937
B4 ) | GSK3434 (8 pmol/L) | gefitinib4] (15 pmol/L)
KB 254 (8 pmol/L GSK343+15 pmol/L geﬁtinib) , 1l
Ik 240 M R S 9 A K 5 FH 24 X TR 25 41 i P C9/A B2 1Y
TRHE SIS, 43 9LA16 h A2 32 hly it fE) 35 . I3 A BT
e 516 ha, BN HGSK343+gefitinib (RIYR 58 B
bR 74.59+1.58) BENCBAPEXTBRZ (29.18+2.88) REMS i 3%
AP HIRYR @S (P<0.01), FLAIGSK343 (51.36+8.58) 11
REA% X T 40 M B A — o I HIAE R (P<0.01) , TiHLH

B
GSK343
100 PC-9
PC-9/AB2
80
g
> 60
3 ICSO
S 40
=
3
20
0
0.0 0.5 1.0 1.5 2.0 25
Log concentration ( u mol/L)
GSK343
DMSO
1.0 1.5 2.0 25

Log concentration ( (4 mol/L)

B 1 R FAEZH2HMHIFIGSK343 48 fif B & 158 PCO/AB2 R F X HIEE R ISR IE, At PCORPCI/AB2XI A EIR B HAFE R A4 AR iE 4 #h 2% ; B: PCORPC9/AB2
FAREREGSK343R4RRE E L%, C: BAR{EAGSK343+H IEE R AL 1L A M 20 40 A Xt HAE B R RS 14,

Fig 1 EZH2 inhibitor GSK343 can significantly enhance the sensitivity to gefitinib of PC9/AB2 cells. A: Cell viability curves for PC9 and PC9/AB2
treated with different concentrations of gefitinib; B: Cell viability curves for PC9 and PC9/AB2 treated with different concentrations of GSK343; C:

Combined use of GSK343+gefitinib can enhance the sensitivity to gefitinib of lung cancer cells.
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gefitinib (35.47+0.83) Xf T4 MI AT AL AE SRR LS, {Hh
At L (P=0.02) ; 72432 h/m, NCXHR4T (1.22
+1.17) MR C £ HEA S, FHIGSK343 (19.6%1.51) B
gefitinib (5.32+1.04) B NCXTRRLL X 40 ML E RS A5 — 7 A1)
HIVER (P<0.01, P=0.01) , BXA 1 HGSK343+gefitinib/E 1]
SR i (51.5245.07, P<0.01) .

BE S, FATT 50K 20 B 5 S 4 2H AT AR AL B : NC
2, GSK3434 (9 pmol/L) . gefitinib4] (15 umol/L) . G+g
H (9 umol/L GSK343+1S pmol/L gefitinib) , AL BRIHE] K
48 h, BFALHE )5 B 5% A Transwell/NE B, W5€24 h
TR 2 T 2= R 48, 45 R 7R GSK34341,

gefitinib MG +gZH 1T H YR ML K705 (279.33+8.14)
(352.33%13.65) . (66+14.93) , BXTHEZ (420+36.06) ;
GSK 343, gefitinibX 2l (L AL 44— E MHIRICR (PE 5>
J24<0.01. 0.038) 5 G+glbk 5 1 FHRENE b 24 il 40 U i 7%
(P<0.01) o #2781 A0 FHIGSK 343 +gefitinibBENS i 2 i 1]
il fitgefitinibAYPCO/AB2 A A AT A4 HE /1 (EI3B) .
2.4 G NHIGSK343+4 R JERE .15 FPCo/AB2 4]
MIPHT WE 4R, Bl FHGSK343=9 umol/LAL¥H48 h
Jer N, PR T AR A R AR R LR (5.17+0.93) 5 B
Fgefitinib=15 umol/L, AbFRAH1I48 h, Ji T 201 S ANIEAY
Uy (8.5420.76) 5 16454 FHGSK343 (9 umol/L ) +gefitinib

A 100 PC9/AB2
*%
-~ 80
&
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=
s
S 40
K
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0
NC  GSK343  gefitinib  G+g
B
EdU DAPI Merge
NC
9 PC9/AB2
;§60
= * *
v
2
GSK343 Z 40
o
o
>
©
w
s 20
(X
g *%
gefitinib b=
g o0
& NC  GSK343 gefitinib  G+g
G+g

B 2 BAA M FGSK343+E E R AL BE M HIMT 20 4R ARG 5 1 R IETE, A: CCK-8SRI#MAMAEIE 1%, B: EdUSEIHE M4 A G5
Fig 2 GSK343 combined with gefitinib significantly inhibited cell viability and proliferation in gefitinib-resistant cells. A: CCK-8 assays analysis the
cell viability treated with GSK343-+gefitinib; B: EdU assays analysis the cell proliferation treated with GSK343+gefitinib.
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A 0h 16h 32h
NC
PC-9/AB2
NC
% GSK343
80 gefitnib
= G+
g ** o ?
<
GSK343 S .
2 40
©
c *%
3
= 2 %
0
gefitinib 16 h 32h
Time
G+g
B NC GSK343 gefitinib G+g
Migration
500
©n PC-9/AB2
S 400 *
2
9] %
2 300
9]
Q
€ 200
£
S 100 **
0
NC GSK343 gefitinib G+g

3 BAER AGSK33+HIEERAEB EEMHIT 25 AT AL, A HAXIREIAC AT EES; B: Transwell/NE4E N A AT
HHEES.

Fig 3 GSK343 combining with gefitinib significantly inhibited the migration ability of gefitinib-resistant lung cancer cells. A:
Wound healing assays analysis the cell migration treated with GSK343+gefitinib; B: Transwell chamber assays analysis the cell
migration treated with GSK343-+gefitinib.
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NC GSK343

gefitinib G+g

PC-9/AB2
40
*¥

_. 30
)
T 20
a
o
Q. *%
< 10 *

0

NC GSK343  gefitinib G+g

B 4 BRANFAGSK343+ 5 ER B BEFSMAMRM~ LR T,
Fig 4 GSK343 combining with gefitinib significantly induced apoptosis of gefitinib-resistant lung cancer cells.

NC GSK343 gefitinib G+g

EZH2

Histone H3

H3K27me3

EGFR

p-EGFR

B-actin

5 BRER AGSK343+HEBRREBEZMHIEZH2. H3K27me3 R
P-EGFREYZRI%,

Fig 5 GSK343 combining with gefitinib significantly inhibited the
expression of EZH2, H3K27me3 and P-EGFR.

(15 umol/L) , Kb BRANAE48 b, FAT- 20 A 5 5 20 1) e A5
1 (32.42£1.04) pmol /L, FENCHHPEXTIRLL (1.9240.34) .
GSK343 [ gefitinibXf Tifit 25 240 Ml g % = A — 9 PR T4

(P=0.01, P=0.00) , {HP 245K 5 5 RO 54 35
2.5 BEA N FHEZH2 M7 GSK343+7%5 I e ST EGFRIF

53 B EGER-TKIs2E 245 %) 3 B0l i M i EGER B
TR Ak DT 2 354, TR ZH 24001 35 3 238 5 4 4 2 1
H3527 #i iR ?ﬁaﬁﬂﬁ[Tri—Methyl—Histone H3 (Ly527),
H3K27me3] NITHI ] R #0 L R ) 2R 3k . FRATT 2B &
W HEZH24W 157 GSK 343+ JEEJE 5, ezh2 . P-EGFRK
H3K27me3 (W AR IR K- 2GR FEAIC, $2/REZH2
I GSK 343K A EGFR-TKIRE S i E I H[PCo/AB24 il
EZH2 ., H3K27me3 X EGFRiER AL (&]5) .

3 itig

oy TR RIRYT MR TRTT IR T— S i AR
feb2, 5L LI AL, EGFR-TKIsIGYFEGFRIE ALY
M ANSCLC A BCRT =, AR N /N, 16975 PES
T, B — IR e, EGFRIEFI R HA
LRI, H M S EGER-TKIs VAT UM
85%-909% 8 # EGFRIUBM: 53748 K AEAE 1950 BBl K 521
ANBF R AR, XS B FE PN FHEGFR-TKIs{AYT REMS 1) 3%
HEK M ZE i % (objective response rate, ORR) X PES!¥,
B FHEGFR-TKIsiR Y5 23 1 i — 4™ IR 1) 7] i R 46 K %2
O R SRR AR AT B 2409, PRI, FFE BT
RIEGFRINHIF] , 55 EGFR-TKIsIRIGVENR 25 . It 24
VIR 25 3 B B T EGFR-TKIsHIFFE 4TI 0 32 B ot

B A 2 W3 A5 24 ) R R, R 9T N D3 K 30— S 3 L 3okt
& 2 PR A 1 2 A W AENSCLCH 77 78 A48 Bl e

HERERERERE
www.lungca.org



° 262

o [ Al g e 5201945 A 522 4 4 s 1

Chin J Lung Cancer, May 2019, Vol.22, No.5

SESR, HUNEZH207, EZH2E A HHE S /ENSCLC
238 H 5 WG AR 0890 ) EZH 240170 RE % $2 THirh 987 20 ity
X470 b R 2 W B BRI, ISR 25 W T R Y T EZH2
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