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FEE B P05 Sl T S NOD RS2 A VR 45 B AH D6 1 3
(NLRP3) B AR G AN H B REREAE (POCD ) /INBR 2 2] e A2 8 77 R4 497 14 A S AL
il Ak W CSTBL/6) /NRAY IR FARM (R EE, AT ) SR
CHRBTIR 5 ARy i 4 8 POCD B8 X BRAL (AR + 15 mg - kg ™' Fi Chms G Ab 3
+ B HIKTEST 60 nmol + L™"oe = NC) 5t k41 (AL + 15 mg - kg ™' Fif k4
JbFE + R 5T 60 nmol « L™ oe — NLRP3) FIIK  H 5 751 B 41 (RS 43 31l 44
T 510,15 mg - kg™ H GRS AR 12 H o ARS8 B, A Morris
KK BRIk 5 5L 56 PP AL 2 2 FNCAZ AR 0y, B S SO e i IR A W BN A
NLRP3 (4N FR 1B(IL - 1B) L - 10 M IRFEH F - a( TNF - a) RIKK
T 2,7 - R A DOLR Z CRRER (DCFH - DA ) Y 4 A6 i #4440 (ROS )
I, IS D S GTE R e B 4T 4 R 1 25 I (GFAP) K P, R RTARA B
BRI RIS o 8 A0 2 0 28807 B B4 53 (458 £0.91) L (0.73 £0.15) |
(0.92 £ 0.18), (1.58 = 0.31) F1 (2.75 + 0.55) ¥, 48 i% K % 4 51 K
(0.50 0. 11) (2.08 +0.41) ,(1.75 £0.35) . (1.58 £0.31) f1(1.25 +0.25)
Y, NLRP3 mRNA A% 2235 /K43 %10 1.00 £0. 15.3.51 £0.69.2.94 +0.59,
2.57 0. 5170 1.91 0. 38; R F AR AL 55500 21 6 R4 2k B4
IL - 18 mRNA i % 22 35 K E 43 51 K 1.00 = 0.17.,2.72 = 0.54 1.87 £0.37,
1.91 £0.38F12.66 +0.53,IL — 10 mRNA g%} 35 K451k 1.00 0. 16,
0.51 +0.10.0.78 £0. 15.0. 73 +0. 15 1 0. 56 £0. 11, TNF — o mRNAAH X} k7K
SE4RR 1,00 £0.21 3.08 0. 61 1. 77 +0.35 1. 82 +0. 36 1 2. 65 £0. 53, ROS
AT B YR BE 4> 32 1,00 £0.16.7.22 +1.45 .3.05 +0.61.3.13 +0.63
6.75 = 1. 31, GFAP AHXIZ¢ 658 BE 43 5124 1.00 0. 18.6.71 £1. 13 .3.38 0. 63,
3.50 £0.72 #15.94 £ 1. 19, {RFARUM_LRTEAR SRR L, @ Al -
BAR S RIRIZH Lh AL, i FRIRH Y F R AR 5 X IR R, e geit o E R E
éﬁfr?-‘aﬂ((ﬂjho 05), 45it T C mT LIS /N AR S AR RE, AL
T B S R IR NLRP3 23k KA b 2 R RE A AL R AU A Ko
BRI : I LhE S s NOD FESZ IR BV 25 M SR DG FE 1 35 RS A M D B IR 6
TE P4 SRE SN 5 42T
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Abstract; Objective

improving learning and memory ability and brain injury in postoperative

To explore the mechanism of remimazolam

cognitive impairment ( POCD) mice by regulating NOD - like receptor
Methods  The
C57BL/6] mice were divided into sham group (exposure of the tibia only

heat protein domain associated protein 3 ( NLRP3) .
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without truncation) , model group (tibia ampution method to construct POCD model ) , oe — NC group ( modeling +
15 mg - kg ™' remimazolam treatment + tail vein injection of 60 nmol + L™'0oe —=NC) , oe — NLRP3 group ( modeling +
15 mg + kg ™' remimazolam treatment + tail vein injection of 60 nmol - L "'oe — NLRP3) , experimental —-L, —M, —H
groups (after modeling, 5, 10, 15 mg + kg ' remimazolam was respectively given intraperitoneal injection) , 12 rats
per group. For the treated mice, the Morris water maze and step — down test were used to evaluate their learning and
memory abilities. The expression levels of NLRP3, interleukin —18 (/L -18), IL — 10 and tumor necrosis factor — a
(TNF — o) were detected by quantitative real — time polymerase chain reaction (qRT — PCR). The level of reactive
oxygen species (ROS) was detected by 2',7’ — dichlorodihydrofluorescein diacetate (DCFH — DA ) staining, and the
level of glial fibrillary acidic protein ( GFAP) was detected by immunofluorescence. Results The platform crossing
- H groups were (4.58 £0.91),
(0.73 £0.15), (0.92 +0.18), (1.58 £0.31) and (2.75 = 0.55), respectively; the error times were
(0.50 £0.11), (2.08 £0.41), (1.75 £0.35), (1.58 £0.31) and (1.25 £0.25), respectively; the relative
expression levels of NLRP3 mRNA were 1.00 £0.15, 3.51 £0.69, 2.94 £0.59, 2.57 £0.51 and 1.91 +£0. 38,
respectively; the relative expression levels of /L —18 mRNA in sham operation group, model group, experimental — H
group, control group and oe — NLRP3 group were 1.00 +0.17, 2.72 +0.54, 1.87 =0.37, 1.91 £ 0.38 and
2.66 +0.53, respectively; the relative expression levels of IL — 10 mRNA were 1.00 + 0.16, 0.51 £0. 10,
0.78 £0.15, 0.73 £0. 15 and 0.56 = 0. 11, respectively; the relative expression levels of TNF — o« mRNA were
1.00+£0.21, 3.08 £0.61, 1.77 £0.35, 1.82 £0.36 and 2.65 £ 0.53, respectively; the relative fluorescence
intensities of ROS were 1.00 =0.16, 7.22 +1.45, 3.05 £0.61, 3.13 £0.63 and 6.75 = 1. 31, respectively; the
relative fluorescence intensities of GFAP were 1.00 £0.18, 6.71 £ 1.13, 3.38 +0.63, 3.50 £0.72 and 5.94 = 1.19,

respectively. The above indexes in the sham operation group were compared with the model group, the above indexes in

times of sham operation group, model group and experimental — L., - M,

the experimental — H group were compared with the model group, the above indexes in the oe — NLRP3 group were
compared with the control group, and the differences were statistically significant (all P <0.05). Conclusion
Remimazolam improves postoperative cognitive function in mice by a mechanism that may be related to the inhibition of
neuroinflammatory and oxidative stress damage by down — regulating NLRP3 expression.
Key words: remimazolam; NOD - like receptor heat protein domain associated protein 3; postoperative cognitive
dysfunction; reactive oxygen species; inflammatory response; neurons
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AR A A o 2\, Zh W) A VR AR 5 SCXK
(5$)2022—0030, 75255 28l 8 — B B sh P 12
RZE 0L E (/e R 5 BHE (2024 )56 5) .

Hm5IRF SRR R B e, A% B
2 25 mg, fit 5. 20220309, #t i SC e B 24 fE F
H20200006 , 1 F ‘B & AR50 AT BRITAE LA 7] PR
,FUAK - B 50 mg, ZHE:99. 87% , L5 : 78889, Iy
H3EE MCE 4w, Triton X - 100 | 397 8% 5105 & T
P48 ( reactive oxygen species, ROS) #; M iz 7] & .
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B —actin Hiif& . NLRP3 i &, B H i % 1k ¥ W
(horseradish peroxidase, HRP) #51C LI 2F $1T o f 95 Bk
EEGHUA, WA BigE s REDEARIKNG A
FRZA W) 5 Je [G (Nissl stain, Nissl) & 43, 1 5 Jb 52
R EF A PR A T 48R P 3 B (glail
fibrillary acidicprotein, GFAP) HT & . ¢ 56 K i F5 il
1L E T A e R G Bt iA, ¥ 3 28 [ Thermo
NI

X288 QuanStudio 6 %50 & 7t & & W 5 [ L
( quantitative reverse transcription polymerase chain
reaction, qRT — PCR) {¥, 2 [E Thermo 72\ #] 7= fh;
Eclipse Ti — SR %¢ )t Wi il i, H A Je FE 2 vl 77 fis
DMS -2 Morris 7KK \DTT -2 /NRBE GBI R
[ R AeR e BE 25 T ST T
2 KWHE
2.1 ERIgED

CS7BL/6J /IN B 07 M 1) 77 2 J], AR i 4% £ K
4 ~6 h, FREEE ¥ /N BRADEMLEE T T ARG,
T A /IR RE S Ak w B, ORI R S B T, A
TR T AR IR IT B I WU FOAf R, 22 8 12
TER &V & B /MUY IR B fE 4 A 24 G B
AN K 1 em, 8 IA 5 7E B EUR IR B LA
37 POCD #58Y, il 4 -0 2220885 1 1 AR, ¢/
AR ERI T N UPiN ISR RN N GBS
IR RUWEY O )R A TG, #EE L
Morris 7K 2 B SE g 4G I, # /)N BLUA A 1e 2 i ) s
15 DU R A 3 S I 2 o
2.2 ¥ ESRERE

BN IR T AR BB X IR i SRk
AR R, e 7 41, R 12 B BRTFARY:
CSTBL/6) /N R B i, AN EAT AT MU - 4%
“2 17 AR R R A TR N R, O3
MET 510,15 mg - kg™ i G TER  gd, £
7 d, DGR BT A I B R /N, R
Bk 5 60 nmol - L™" oe — NC ik, 45 & 2 Wk, Hr 4z
1 Ji, oe — NLRP3 4 . 3 T3 k4 &0 s 41/, 2
K EE ST 60 nmol - L™ oe — NLRP3 Jiiki, 458 2 ¥k,
g1
2.3 Morris Kk E B & LT IR IZREH "

Morris 7k £ S T 7K i PN ik & R JE & B F
AL RFFEE RE % 1 ~5 Ky EMAAT IR,
IE /N ERAE 120 s Py 4R 207 6 1 B fE), BP0k ok v
R, IF g S o B 6 HASE 15 s, % 6 RikAT
2 E AR R, B A, TN =R R A K

JE B 1RGO & B E K 120 s N BTG
BEE I YIZRAT 3 min B/ EUBCA SERAE
PLREE, ZJ5 ik B 2 i O Bk B4 5T, &
KRS RN BUBCE T %6 Bl
/N 300 s PSRRI ORI CE Bk R 1 & R 1] )
FIBET 15 R R L
2.4 qRT - PCR #& il NLRP3 F1# % F F B R iE
7k3|z[7]

FH TRizol 277 /N BRI ZH 21 73 B9 5L RNA, 285
afi i N SERPE S B RNA SR l Hokb DNA, E4T
PCR ¥4, JH 2725361150 B 1936 B A X &3k
K-

2.5 ZE B RRENE ( Western blot, WB) i%4& 1] NLRP3
R iz K E™

SBCHS /N BRUIRT 2H 21, I 2 1 2R 58 O = 3 L T
il 2 1 AR S IO, PR g e S S, IR
B FIEWOEATE A AR UK R B A
B —actin NLRP3 —#{(1:1 000) ,4 CHF & %, ik
JEIIAZHT(1:1 500) , L 5#F & 40 min, {H 5 2
0, JEAT 250 K BE 7T o
2.6 Nissl £ XN EMALEIRMETHER"

W /N BRI ZH SR T 5 i K B T L YT
JAE AT B Nissl Jefa, 3 R f5, T8 B Wil S IX
BN H e B AR AL
2.7 2,7 -G WHEZZEEE (2,7 - dichlo-
rodihydrofluorescein diacetate, DCFH — DA ) i f& %
7 ROS & F M

BUNRIZHZY] BT 60 C T HRAR LT, 2
TR B SRRV, T n DCFH - DA e 8,3
(5 pmol « L") ;37 “C /K 30 min, F#FFR R 2% 0
( phosphate buffered solution, PBS) ¥ ¥ 3 ¥X, % IX
5 min, 7EEG WA NS,

2.8 HBEHAERN GFAP fyRIEKE"

IEEAER SR L AN S 1l w3
A mEAEAE, A GFAP —4$p (1:200),
4 CHEAR, ZR—PU5, 5OERBIRICH 40
(1:200) @G E 1 h, Yk E L 47,6 - Z K
2R R 6, B RS TR T MR
IHREER .

3 GitEAE

JH SPSS 25. 0 B T S it 43 Hr o TR BRI LA
x x5, ZH A AR 2R T 22 70,2 21 1A] FE R
FHASTREA ¢ K5
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1 HGKSXT POCD /NRESICIZ 88 S B 240

BT AR ZH /0N BRUAS ) 2 455 A0 5 A58 A0 2 /)N B At
POCD A5 A%, e 70 41/ R 2 POCD B Ji5
Sy ST 510 15 mg - kg™ Hi Ty 4 5 X R
/NI TR +15 mg - kg™ Hi SR + R HIKEE
%160 nmol + L™"oe — NC 4bFH ; it ik 41/ R A7 2k
B+ 15 mg - kg™ Eg oMk £+ B FR OBk TE S
60 nmol + L™" oe — NLRP3 4bJ,

Morris 7K A £ 5256 25 i 7 AR 2 A i TR 4
HI5E 3.5.7 Rk IRk B FIEE 1 0T 5 B[R] 2
IR S OT- B B B D (1 P <0.001) 5
% R R A BB R B 56 3,57 Rk bk v AR
FES 1 IRZFRRT- {5 o) ] 34 A [R) R B 4 0, 28 T 5 IR
BORFFLREE SN (P <0.05,P <0.01,P <0.001), Bk
BLIAE R R AR AR T A 2 110 10k e v AR
AR R UCEO G I (1 P <0.001) 1% L
) i 2H SRR 2 )0 OR S X8 AS [ R A, B 1R UK
PIRRIFEEE I (P <0.05,P <0.01,P <0.001), %%
RWFE1ME2,

R ARTEI ] A8 AL R T ICICRE T FEAR (% £5)

2 WO MLUEE NLRP3 BRIk KFE

qRT - PCR il WB Z5 R /R RF AL BAIL
ik P AL NLRP3 mRNA AH X 235 7K - 43 5]
$71.00 £0.15 3.51 £0.69 2.94 +0.59 2.57 +0.51
A11.91 +£0.38, NLRP3 & [ A X} 3% ik 7K 5F- 43 51 4
1.00 £0.17.3.23 £0.65.2.71 £0.54 2. 48 +0. 49 I
2.11 +0. 42, HAVZH AR T AR 241 19 NLRP3 mRNA Fl
HE AR R IRACEE ] T = (B4P <0.001) 1% A
R B R 4 ) NLRP3 mRNA R [ AH X 323k
IR BIAS )RR FE BRI, L2 BRI S R0 (3P <0..05)
F R ALH NLRP3 mRNA 12 [ AH Xt 3 38 7K 545
TR AH b2 S 5 B S, W03t P v 90 1) ok B A 7
S, WAL,
3 HOWLIEE NLRP3 00 POCD /R A& FEK F

WB 25 5L g 7R 6 BRA Al Fe ik 24H i) NLRP3 5 [
AN FE KK 433024 1.00 £0. 20 H12.58 +0.51, 3
FEIR A B RZE i NLRP3 2 [ AH XT38 35 7K F- B i
(P <0.001), W& 2, gRT - PCR 455 R R TR
2 ARV R R A R R o R IL - 18
mRNA A X} 3% ik K F 43 5l B 1.00 = 0.17,
2.72+0.54 .1.87 £0.37.1.91 +0. 38 i1 2. 66 +0. 53,
IL - 10 mRNA AHXf KK F- 435 4 1. 00 £0. 16,

Table 1 Comparison of the learning memory ability of mice in various groups at different time points(x +s)

Escape latency(s)

Group n

1d 3d 54d 7d
Sham 12 100. 73 +20. 35 62.48 £12.49 31.33 £6.27 26.51 £5.31
Model 12 120. 15 +23.78 * 118.72 23,75 ** 93.29 +18.65* * * 73.06 £14.61 " * *
Experimental — L 12 118. 40 +23. 67 88.37 +17. 67" 67.04 +13. 41** 50. 38 +10. 75"
Experimental — M 12 119. 45 +23. 88 81.25 +16. 24" 60.21 +12. 03*#* 45.15 £9, 03*#*
Experimental — H 12 117.36 £23.77 75.74 £15. 15" 54.49 +10. 89** 40. 08 +8. 02"

Sham group ; Normal + deionized water; Model group : Postoperative cognitive dysfunction( POCD) model + deionized water; Experimental — L group ; POCD model
+5 mg + kg ™! remimazolam ; Experimental — M group : POCD model + 10 mg - kg ~! remimazolam ; Experimental — H group: POCD model + 15 mg - kg ™!

remimazolam ; Compared with sham group, * P <0.05, * * P <0.01, * * * P <0. 001 ; Compared with model group,*P <0.05,*P <0.01,*P <0. 001.

R2 FUV/MREAAICICRE T B (2 £5)

Table 2 Comparison of learning and memory ability of mice in each group(x +s)

First time crossing the Platform crossing Escape latency Number of errors

Group

platform('s) times ( time ) (s) (time)
Sham 21.82 +4.36 4.58 £0.91 211.37 +42.27 0.50 0. 11
Model 73.64 £14.73% % * 0.73+0.15*** 58.21 £11.65%** 2.08 041>~
Experimental — L 61.82 +12.36* 0.92 +0.18* 69.71 +13.34*% 1.75 £0.35*%
Experimental - M 57.15 +11.43% 1.58 0. 31%# 82.59 +16. 51" 1.58 £0.31*
Experimental — H 48.30 £9. 65" 2.75 £0. 55" 103. 47 +20. 69" 1.25 +0. 25"

Dose and n refer to table 1; Compared with sham group, * P <0.05,** P <0.01,* ** P <0. 001 ; Compared with model group,*P <0.05,*P <0.01,
##p <0.001.



Chin J Clin Pharmacol

959

Vol. 41 No. 7 April 2025 ( Serial No. 429)

118 kDa

B ac"n _ 42 kDa

1 FHE A BT EN I A 25 4N B 21 NOD 2 (R i
FIAS AR G 8 1 3 (NLRP3) 2 [ 3R 1K 7K

Figure 1  The expression level of NOD — like receptor heat pro-
tein domain associated protein 3 (NLRP3) in the brain tissues of
mice in each group was detected by Western blotting

Group 1 ; Sham group; Group 2: Model group; Group 3: Experimental — L
group ; Group 4 ; Experimental — M group ; Group 5 : Experimental — H group

118 kDa

- - o

B2 I EUREDA I 4 AL RIRALSUH NLRPS 2 119
FkF

Figure 2  The expression level of NOD — like receptor heat pro-

tein domain associated protein 3 ( NLRP3) in the brain tissues of
mice in each group was detected by Western blotting

Group 1 :0e — NC group ; Group 2 :0e — NLRP3 group.

0.51 £0.10.0.78 0. 15.0. 73 +0. 15 f10.56 0. 11,
TNF — o mRNA Ff X 3 35 7K F- 43 51 24 1. 00 0. 21,
3.08 £0. 61 .1.77 £0.35 1. 82 £0. 36 F12. 65 +0. 53,
BRI B AR T ARAL IL - 18 FI TNF — o« mRNA AH X}
FIRIKF-2 2T, IL - 10 mRNA FHX 328 7KF
FRRAR (X P <0.001) 5 mfl i AL BB R4 Y IL - 18
FI TNF — oo mRNA AHXf 2238 7K P34 &g 2 B, IL - 10
mRNA A% 3K K- I 2 T (3 P <0.001) 5 % i/

YT ORERETIN e
03 et .
j '§ ;7.1@”
i 'ﬁ’h" .Q’!‘;J/
‘2%' Q” &is Qﬁf,ﬁ/
ool

Y

() s .
C i

B 3 /K (Nissl) 4t
Figure 3

N EFN ) IL - 18 . TNF — o AL — 10 mRNA FH%}
FRAPRITC R EEZE R (Y P >0.05) 5 3 Ik,
MEAIRY IL - 18 F1 TNF — o mRNA AHXFFIEK T3 2%
Fhi, IL — 10 mRNA A X 35 38 7K °F 8 3 AR (3
P<0.01),
4 HEWLIE
#m

Nissl L E25 R s AR T ARH b & T e &5
TEH AR 2H v b 22 ST AR W e AR, R ) I
45 5 e 2 RO B p 8 e R Y B B T R
Tk rh e TR A B S, H 45, 4558

DLE 3,

i3 NLRP3 3t POCD /N R #2Z T

5 ImOMLE T NLRP3 37 POCD /MNR A ZE ROS
p/\ oA

DCFH - DA Je (25 R R -l T AR BRI |
FRRAL 0 B2 AL 3R Ik LA ROS 5256 5 32 70 1) Ay
1.00 +0.16.,7.22 £1.45.3.05 =0. 61 3. 13 £0. 63%1]
6.75 £ 1. 31 MR BT AR ROS 58 5 i
THi (P <0.001) 5 a5 i ZH R ZH 1) ROS Jw‘ﬁﬁ
JE B EREAR (P <0.001) 5 X i 20 4 o 0] 42t 4 1) ROS
G TC L ENEZE S (P >0.05) 5 5 Feak 415 % At
AL, ROS ZEE5R BE 35 T (P <0.001) .

6 DML Ed NLRP3 3§ POCD /I B B 45 15 A9
0

FBEDCET R B BT AR AL BRI AL Ry R
20 BRI G IR ALY GFAP 585 58 BE 43 Bl O
1.00 0. 18 6. 71 +1.13.3.38 £0. 63 ,3.50 +0. 72 il
5.94 £ 1. 19, BRI HBURFARLHR GFAP 5 JE i
FTHE (P <0.001) 5wyl 4 BB 4L 1) GRAP 5
SR JEC Ak 3 PR AR (P < 0..001) 5 3%F HE 2 45 gy 7R ik A1 1Y

GFAP D& i Jo i F P22 5+ (P > 0. 05 ) 5 i ik 4]
B R [ GFAP OG5 3% EJH(P <0.001),
ORI 4

R TEAGIN 25 21/ BRI AL 4008 S IX A 2 T B0 (< 200)

Nissl staining was used to detect the neuronal damage in the hippocampus of the brain tissue of mice in each group( x200)

1:Sham group; 2 :Model group; 3 :Experimental — H group; 4 :0e — NC group; 5:0e - NLRP3 group.
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GFAP

DAPI

Merge

B4 FHRBErOEE RIS 4 A GV R LT 4E R P 5 ( GFAP) 958 B ( x 200)

Figure 4

1 =5 refer to figrue 3.

o

BAERF ARG POCD [ %A 25% ~40% , T
ARANG5 PRI R SN 3 S LA B B 2E HL T R
FIRGEEIN RS 2, L, 8- 2 TN 42 2 A7 350K %
25IRIBLIRIAE T, P REAA A T R AR A7 S8 R R
J5 POCD (1) %A R o Bt Th w4 AT L3 2o 1 i o
WX 22 RGEI y — A T RS2 IATE 1, 385 00 248 Jfa R xef
S A M, DT 0 A 22 o gl AR G B A
ROR, [FISEAS ORI B A, AT 5 Pk o, RH A ) g
BERPERT . B A DFSTIESE, B Dy w4 m] LA i
00 e o B 1A B O S, o e e B4 O
FIE A% 360 12 ik A8 A 1, Y80 IS 7 SR A Wk ) BT s o 1 K
B IERLE o AR & B, #7 POCD B 5 /)N
BRLZE T 5 OB BRI, 5 R B 8, 4R
PL2EI RN R )1 N R FEZE R POCD /) R
RUR IR, T 25 TR b v 791 o B S e 34 AT DAk
AR, H NLRP3 A4 3258 7K - 34 g 2 REAIG, E 58
Fig WG R R AROR PR 23 POCD /N BRI E R 3R,
PEETHIRE 7, 4100 By £ w2 AT LLGE 3 9 i) NLRP3
IR R AR ORA PP 2T AR, a3 HIL 4 7 i

The fluorescence intensity of glial fibrillary acidic protein (GFAP) was detected by immunofluorescence method( x200)

— W .

FARANM G| AN E S E RO, RAE P28 28 56
ZRZERL I — M B A TP A M 22 R G, WG AT IR
2 I S /N e BT A i, 7 AR 2 BE R O, F: 3L POCD
B & A, Himp IL - 18 \IL - 10 1 TNF — o 4% WL H 2
RN TN 7, 5 & MR H R IE R
W AHIE ST R s R i e AT LS S A
POCD /)N UK ZH 40 b 3R 4 P 40 Jf PR 1 35 35 )2 ROS
PENGIRBE | i1t F3k NLRP3 TR AR A, 42 7% B
M ] LA ] NLRP3 48 RE /)N 1A 38 6 19 006 |, % 1t
T % 1 U 45 T RE R L % i P 4R RORE S S AR N B
iDL . W A5 RN A A M E S % R
g5, oo B 105 % 25 B0 R 2 20 A0 I i B O 3
9 P icAZ BERG AR BT RE , F e
AT LA REAR S L 27 4E R M B 1 GFAP By 7K -, o 1y 4
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