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THE: VPN BRSO E P9 v SR ST REMEZE B BB (voriconazole microspheres, VCZ-MS) i K i 25 B P IR Y
REVHITVERL, NIRT7 MR PEIR N T RERTIE S . 4% VCZ-MS Jfxd BT 1T % 82, RA B 2 KA
AR BE RN ITEN 13107 CFU-mL™ 8 i 25 £ 78 o e ST it 25 T PR P B0 B Rl Sh I s BB LA A A
4 (FEAXEA). B 4l (GBAATIRIES 100 ug-0.1 mL ™ (RI7HEMEIR A5 C 41 (BB ARYIRIES 0.5 mg
VCZ-MS {1:41). D 4 (BEBATIRECS 1.0 mg VCZ-MS 1:41) M E 4 (BEEAIBREES 1.5 mg VCZ-MS E§).
ARG AN [T 10 s W EE 0 s DA S 5 7K 4T M A B B AR VR R B2, VPR VAT OR, JR T A SUR B A 7Y o 4% (A
BRERTE [ 4%, TR 25 BRI B 20 W 29.94%R1 73.5%, HAF B MARIMERE M. 254 WEM, A 4IRK
RREFN 100%, Wik ERER S, SEURERZEYE. B. C. D. E A RIERMNEE A H5 (P<0.05), BA
BRI E S C. Dy ELE (P<0.05). C 4l 2 HIRAERAMM ARG 3~5 d HBUGHEAUK, Kfdhl.
D R E L8R B B S 8 JA, T ek fa I 0 IR JRCs B, G A2 R AL U B2 25 3R, VA IR IE R, R
SEARIRHIR 22 2540, IRBEGE MR o 20T FOUE S8 BEBS AR IR TS VCZ-MS W SRR T 4% G 1l 70 3 B A Jes 3 5 45 24,
PR VCZ-MS RE 2 4 RO I ih 25 MR Py R, DA AR BEME 1.0 mg VCZ-MS B4
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Anti-infectious activity of intravitreal injectable voriconazole
microspheres on experimental rabbit fungal endophthalmitis
of Aspergillus fumigatus
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Abstract: The therapeutic effect of sustained intravitreal injectable voriconazole microspheres (VCZ-MS)
on an experimental endophthalmitis of Aspergillus fumigatus was investigated. VCZ-MS was prepared
successfully and its physico-chemical property was also evaluated. Right eyes of albino rabbits were infected with
an intravitreal injection of 1 000 CFU-mL™" of susceptible Aspergillus fumigatus. All fungal endophthalmitis
models were randomly divided into five groups 48 hours later: Group A is control group with no treatment; in
group B, vitrectomy was performed combined with intravitreal 3 times injections of 100 pg-0.1 mL™" voriconazole
every other day. In group C, D and E, vitrectomy was performed combined with intravitreal injection of
0.5 mg, 1.0 mg and 1.5 mg VCZ-MS respectively. The treatment effect was assessed by slit lamp and indirect
ophthalmoscope funduscopy examination, using clinical grading system of inflammation in the anterior chamber
and the vitreous opacity. The optical microscopy revealed that microspheres obtained from the experiment
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design were opaque, discrete and spherical particles with smooth surfaces. The drug content and encapsulation

efficiency of microspheres were 29.94% and 73.5%, respectively. Endophthalmitis occurred in all eyes of group

A, and rapidly developed to panophthalmitis. The inflammation grade of group B, C, D or E was lower than

that of group A (P < 0.05). The grade of vitreous opacity in group C, D, E is lower than group B (P < 0.05).

Two eyes in group C developed to panophthalmitis.

was controlled had no recurrence with vitreous clear.

But in group D and E, all eyes whose inflammation

Histopathological examination showed normal structures

in the cured eyes, while most uncured eyes were atrophic and with eyeball destroyed. So, it can be safely

concluded that the curative effect of intravitreal VCZ-MS is significantly better than that of routine intraocular

injection of voriconazole. The optimal dose is the one containing 1.0 mg voriconazole.
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B PEIR N 28 (fungal endophthalmitis) 2 i
0 R i B TR B A AT S0 LB 5 LR TR HIR P e,
LT VEIR 2 1) R AR T A B v, 2 BUE T
MR 2 —, HARWBEEE, KRS 5K SR R,
A5 AR U™ EAR, PASOIL ek IR ERZE 41
AR R O ) S B I R R Y. AR ST e
(voriconazole) &5 AR MR HIEL B 254, Xt
2 Fopr I 0 LS00 B0 TR R AT BRI I, U H Bl )
TR A A R R R PR R A, (H
SEARST M R RS R I 2.5 h, FIESIPES
RIS 45 25, 1X SO BUBEE A . 35 A= LA AR
X Il 12 25 0 R o T A A R B ER A D, R
J5 EL AT PR AR I AR, AN 0RO R A ) 5
MFAREN, FRHEEBEER . B BB
B, ANZERIRFARBUE S, sk 2ith H
B2 B EAR . ARSI A AR R R OR (vori-
conazole microspheres, VCZ-MS), FH5LL Zhy5 440 i
A D PR P RABEIRY U 52 X) A s A S AN ) 7
VCZ-MS JH th %5 B PEAR Y 2 7697 2808

MRl5RA*

{88 NIKON/C1 PLUS ¥t it RS mME (2
KA T]); Agilent 1100 HPLC (3£[H Agilent A ]);
Genesis-D M FFFHR K BUAHHL (HA Kowa A 7))
900BQ Z4BAT Wi, MD6002 M s A Y] B (B
W], S4 PR BHEE (ZEISS AH]); DSC204F1
R ZE R AT (BB TR 5t 2 +]); VERTEX70
RGN AR SR LTI (8 [ A e 23 7)) o

ARERF R RIS 2 B2
AL, 4l =99.8%, fiL5: 20080701); FLIR-# 4L
RILEY) (PLGA, ILIR SR LB AL 75125, Fitd
SrFHE 15 000, T ERR B SCASE UG EIEIUIT; 2R
LIl (PVA, Sigma A ), P34 /R 7T 30 000~
70 000); S LR A Aral, Bl SN ek al,

IR 7N

B S & Ak (Aspergillus,
fumigatus 3.772) tH H[E B 2R B td AL Mt 5T T
] = 2% SO PR ORR A BT o B AL o 7R JE B A 1 TR A i
B P ARME B RR R TV AR B IR Ry 95 56, 28 Cild
FRE 7 d, WA EKREEHERERAET 4 C
UKARVE AR A T o BLBA A1 o 4 M — )&
I 4 CUKHE HHECH A i BRI RGBS TR, 28 CHETR
2 d JE M T IR A SR TR B, 28 CHYE 4 d,
ML &K RIF RO A& N 1 mL AEBREoK
MR I, R, WA R ER KR, 2040 vt
BBGHAT AT, B TIRIE N 1x10°
CFU (colony forming unit)mL™",

R FTTE 22 K AR, R 2.0~2.5 kg, MR
ANBR, 0 2R RN RN EBE (VFRTHIE S SCXK ()
20040013), 1L 4R 44 HRBHIT 50 BT 30 4 B W 77 01 F -1
S

MEkeyElE K O/W BRI FIE R VE, K
S FREUR ST HEME 80 mg F PLGA 20 mg, %11 mL —.
SURBEAE A, TERHE MR AR S22 N 2% PVA
JKIEW 20 mL (FR/KA), 1 500 r-min”"' 4 10 min, Jil
AJK 80 mL, KL A% 1 000 rrmin!, 25 CARLEH
F£ 10 h DLUBEGROER, BSOSk, K R S VER G,
AR T 72 h B143 VCZ-MS.

HYMESENE EH HPLC WE ek 2y
L PR MBERE T 2R, A Agilent SB- Cig
(250 mmx4.60 mm, 5 pm), FEEIA A FEE/0.02 mol- L™
BERRZZ MR (0.1% = 4.}, pH 6.0): 75 : 25, Wik 1
mL-min~', F: 35 C, KlPEK 256 nm, HEFEE 20
uL, AMbRYEE .

FREUERZ) S mg, 4G 1.0 mL % fi#, A H
B2 4.0 mL, % SR 2 min, 10 000 r-min~' 2.0 10 min,
IEERE o TR SR P R B, RN LA R
HRE 2 1) LA T SR 11 . dt 1,
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RILRMHIREI M SNERESBRE K
FOGE WA BT S IMER AN B, FEER O
8% (confocal laser scanning microscope, CLSM)
MEEER T 25 IR 43 A, WORIEK Sl 488 nm.

ETHRAEERSHT 5 PLGA. fRI7HEM:,
PLGA SR HEME ) B A 75 IR AT VCZ-MS
Fffh, £ 20~160 ‘CPY, LL 10 C-min~" {7+ H 5 0
P AEETA (100 mLomin ') N#ET DSC 20 #7 .

ZI5hEIE X PLGA. ROZHEM:, PLGA H{RAL
FRWE B AW 25 FAPMERFT VCZ-MS ¥ St dE 4T
LA (R  ).

RMRZFFE I VCZ-MS 45 5 mg TiEHT4R
H, NN pH 7.4 1) 0.05 mol-L ™' #MRER MM (&
0.02%% &) 5 mL. Wi LB 5, B AR 45 mL
B B = ke, T (37 £0.5) CHIMEIR YR
KR, RN RE BN 72 Ik, SEIRE 400
L, [) s D 78 SRR 2 1 A 5T W R T R 24 Ak
&, THEER ) BRI UE

M BRMERAXNMEEMESETY @
FRRCEFE 2= K AR, W& T, A 30G
BSR4 T 0 5 2Rl 57K 0.1 mL, 25 T4
IR )S 2 mm AT BRI FRIR, B R
L7 HRPE N 1x10° CFU-mL™" f#)40 35 184 B8 60 uL
SEAGHE N BB AR rh oo 2 IR SR IR 1) T, R A
EEVITTR NI

G HE B DR A i 5 R 48 h 5, BEHLECT
ik ks, B 6 LR, A A ha5rxt 4], B
AR HEME 100 pg-0.1 mL ™ AR YRS, BEH 17K,
3% C 4N 0.5 mg VCZ-MS (LR HEME ) 2H;
D214 1.0 mg VCZ-MS 41; E 41°4 1.5 mg VCZ-MS
Mo A~B HBWE PIEEVIBRA . KRS, A
W R 28, #l, TP TR . WAL ETT 10
PP 2 B ERA I . ARG S 2 mm 5 5
ZERI, 5-0 Je ML E R, W REVE - $h
W (BSS, £ Alcon AH]). T ANMEELE 2 mm
W7 R O, JBCE 15O A R e B v 2 BOR
RN SR, ¥ 20G BB D)E LA NI AR N,
P13# 750 r-min”', W}y 120 mmHg (1 mmHg = 0.133
kPa), MG ) VI E B AR R IE 10 mine B
VIR SR, 7-0 Je ege 4 a8 fl ik, 7y #EE iR
BHREIER, S SEPUE AL O EE L, AT 4EGE
Sl SRS PO A 27G Sk T A U
%5 2 mm S UERTEE 0.1 mL. (R 7 HEMERR Py
T T 30G 43k, K5 100 pg-0.1 mL ™ R 37 MR 2218

HEAN IR T e RS 25 IEFENR 0.3% A 50 A IR
BRR 2K, K3d.

FTRME AJG 2 AR, 3. 4. 6 & 8 JHH]
2T R 8] e A IR 50 00 45¢ 25 IR JE A 00, B RO ¢
L A« 7 7K 4 i R BB B AR TR U R, L 43 b
I NS

BT IR 3 G (R MEIB R E N 5K, R 2R
ST G RHRCR, o WA G 2 R AR 7 2y, X R
ILGFRA K INRE): 0 2k, Tohs/KINEE OtHGE Ik
58); 14, B BKINEE (89 K FDGH); 2 9, W
Dy /K INRE (PP B FL A DGR, R T B bR A 4
W) 3 G, BEDIKINKE (WEIL DGR, XL
B R o IRAR AN ), 4 %, P EIHT 5 R, b5 7K Ak
BERE, KR EEBEY.

DK A Moy 9 (FEWE = A, R G UE RN R AT 2
TR IE) A S R 38y 45°~60°, Y6 4 1 mm x 0.5 mm,
W 6O B L DV ST DGR N I A e 0): 0 21,
JCANME; 1 4%, S~10 40 ; 2 4%, 11~20 N4 3 4%,
21~50 M4 4 2%, >50 A4 .

BCRE AR IRy 2 O ), BB BT G TR Ik 1 4,
BRIk, LA« AL IR I A N e 22 21 4 1T oy 2
G, WPV, PLARES . LML AT LAFEIA, (H A
ST YERORIERE; 3 9, R, AL LB I
AT LAFOA, (AARBORT; 4 g0, EERM, L
N g

YRLNRIR AT A~E 2B AR i B M il 77
Ja 5 8 i, HA RN B RIEE I 2 R, i R
BE, WERSZIHR, RN 10% FH SR 52 24 h JE B
M, BREE CREK, 60 C —HIRE AL 30 min, 2
IS, A, YR E AR E - (HE) uta,
RS0 2 0 AR P9 4L 2R 5 1 5

St A% N SPSS11.5 Geit kit AT S
gevk o, Hoh 2IESS M EHE XA One-way
ANOVA k4%, S4EIEZA 71 144 K A Mann-
Whitney #5:, PL P <0.05 180 2 347 it 24 i Lo

#R
1 HEkBYEBULMER

il BT A3 IR 228 e RR, B P RAF,
JeE RS NN A, B RIFMABURE, kit
ZU7E 10~40 pm, JWEPERLF (B 1) BERTSLFR
il 29.94%, HEEY 73.5%, CLSM 44 L&
W AR 7. R M AE SRk v 34350 43 A
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Figure 1 Optical micrograph of voriconazole microspheres
(VCZ-MS). (x400)
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Figure 2 In vitro drug release profile of voriconazole from
microspheres (n =5, X=*5S)

3 KI5 PLGA MIHHEE R R AKSL R 7 T Bk
PRI BURTS

WL 53 BT PLGA. ARAZFEME. PLGA S5ARA7 M
IR A 25 FIERFT VCZ-MS (1) DSC K3 i)
H1, PLGA FlAR 37 5 M [ W #0453 il 45 52,9 C Al
133 Chb, WP ERIE -G DA WY R4 i At W
P SRS MR R A YL, VCZ-MS
HAR ST REME R s R BR A 122.8 °C, IS FR LI AT

Koo X0 AT g 5 R 7 FE M A RS AT LA
o BEAN, AROTFEMEKE RIS 106.3 J-g”', PLGA 51k
SR BRI S 51.15 T-g”, VCZ-MZ AR
FEmehy 3321 J-g e BlER T 25 K45 RS 1 5 BRI,
X U AR A7 FRE M R A RS TE AR rh gt — 2 IR
A b P A5 I Bt AR 7 R M A AR v 1) 43 BEOIRAS

ifj IR i, PLGA FHILE 3 650 cm™' J% 3 508
cm ' Jj-OH Migiikshig. 2 996~2 948 cm™' JyHLfl
C-H Mg HRshE. 1747 cm™ 4 C=0 4P shis 241
ANEFAE U o AR 7 HEMERILAE 3 191~3 046 cm ™' Oy C-N
MgERBNIE, 1 587~1 451 cm ' A5 R C=C {H 45
. 1497~1451 cm™' 4 C-F {(HZE IR 5h &2 21 AN IE
K.t PLGA SRS HE M B & ) (1 21 i
BN E H, YRR I 2, WA kA, R
TAPURYIEIR A S IR A/ B S PLGA
(LA B A — 3, KUK PLGA il % efilosk, H
A SE R I BAR . {2 VCZ-MS (L1 Ky
fIE U 55 7% LR BE AR — B, T8 9 6 R AR A7 B MR AIE
WA H o DL E SR 0 AR 37 BRE M DL AR B AR S A2 AE T
Bk
4 KT

A A CFEX AL AR RS 3~4 d T
Ji RV AT Uyt I 9 S N I I, 28 5~6
R, B o/ 88 7E M K B, HR R DS K A 4
BH, BOEAEME 3~4 ., H 2 RS 7~10
DRSS H IR JR V2R e AR Oy (0 (2GR W S B
AR, B 14 K5 MR kR, CESHTE L Al
GEN, 4 1~4mm, IRARREBIN, K MEMHE,
4 JHJE RGN, 52 8 A K g #ii R, EA7)
B B D B A LA I AR e, R b AR VA, TR
IRV A, AL HA 4 HIRMEERZ &,
{HAES 7~10 RILIEAIRIME RSN E, 5 14 KT,
W55 RETFURTH IR, AR5 OB apLAk, 55 4
JEHT S RAEBIH O, A NE W, ARk, SRR
A, WORAAR R RS, SIS, A 4
P MR ) e A 245

B4l (S 2 HERAERR S d WA F
55 RAE R, 1~2 P, ZIGHIERE K. B 14
R R AR A 0 S 25, A WS A 4 o, oA DL Jl B
TR, Fofth 4 FHRSEM EL RS 3 d 39 tHIRAS [F) R 8
T 53 R B FEAR JE N, 5~6 d 1T 53 980 SN 55 W 4,
HU b5 R 0~3 24, Dy /K40 M 0~2 2, ST 7e 1 7K i,
TN CNITINGEE S EIWN CRSRENR N/ <X /T IE'S
BB A Y R AT L AN 5K B AN ORI R A,
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ARG B VIE, B AREMEE 0~3 A
o o 2 JUHRAEEE 10 RAEE 4 JE I 43 3 T 1 i B
FEAK MM, SRS, 5 A 42 BHR RE
R, 55 3 HHERE5H 4 JEWT 5 RAENIE, Bk
Jo U R AR 4 JUIR EAR S 4 Ty AOE Y IE,
{EARARTR I, HR AN .

C 4l (0.5 mg VCZ-MS): 6 RHRAE 2 &N T X
A 1~2 2, ZJG&EHHIR. A 2 FHRAEHR 0
WG 3~5 d MIUGHEREUR, b1 HIRT26 7
KIS RIBR A bR, 1 RIRBRE S 2, IF T
553 AR I R B AR A KA AR . R4 ]
MK 8 J A 3B 4TI I b 9E I N o T A IRV S 45 24 )
I TR s PN B4 UL 2 ) SR U B A S B, 4~8
Ji5 B R o

D 4l (1.0 mg VCZ-MS): ®ij5 2 AN HEL 0~2
P RAE RN, 2 GRS 2 )5 s e %
e B R s ] WL 2R, 4~8 JE G B M . MR
SO 1) 3 8 A Jos R AL P 98 SR S Y

E 4 (1.5 mg VCZ-MS): iG55 3 Bk JREFR I
5 D WA, H 4 25 A A S B R B A s )
YU EARESLY/E Y

AN TR] B 1] 553 85 2H 117 1 DA R S 8 A 1 7K 4t i 5
YA DA S B B AR TR Ik P A5 AR A WL 3, B ES AR
WAL LE IR ety T R B, FE LSS B,
D. E A5 RAE RNV E#E A A (P<0.05), MH
JE G REA A AT 5 R ROV IR, A 4158 P RO L
5 C. D E4LINE, (HEA S 2% 5. 1 B A0
SN 1R T 5 2E S B I8 S5 A L8R (P < 0.05),
R gt Mt i A A%, (HEE G2
Fto BRI EE T 1, SAEAR)G 3 d WHFAAE
— S B AR TR I I G, S I R 3 B A i Y. 2 HE R
T 2 BB AR DI BR AR S5 I IEH R Y. TR 3 d
Ji, Cv D E 2 BRI IS ) B0 S (9 G-, 1t
A AT 35 B AT ot R I R A F i R S o
(P<0.05), B ZH BB AR B b 5 I EE# (P <0.05).
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Figure 3 The grade of anterior chamber flare (a), anterior
chamber cells (b), and vitreous opacity (c) of different groups in
selected intervals

5 HLAFIEFERE

AN 2 4 5 8 A, SO AT T HR S AN (R 2
FEYE R U [ A 78905 H D R/ B R A,
AR, I AT AN R R R 2 o A D 5
SRR HE N, DU A 5 4> 25 W I HA, HIRH &
SiE A v (] 4a)o TR J0E T IR SRR A4 s P it 14,
FAMEGE R IE R (] 4b), WL 5 J2 45 R v bh, DL
shik e, BIERAEA MRIE (8 4c).

Figure 4 Histopathological examination of eyes in control group (a) and 1.0 mg VCZ-MS (b and c) (x100)
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TL P PEHR A AT IR AL S B OK o % 282 i) sk e
PERR Py AT IR AT, 4530 oR BB R ITik 30.63%,
S P ER Py 1 B AT AR T EUIR Y
R LT AR, R i 25 RO R B P 2H 2 454
IR, A S PR 1A 0 S Rk 2% RS 45 00, I 5
B, WG 2. ERBETHES, R HER N %
2 AN D 2R 51 o A SIS TSl AR PR AR Py 48 8K
Yo 2, 0 i 5 IR N R SRR PP A
VCZ-MS 97 2%, it 805 W a7 B E
FLIt i 5 3 S o T A D) KR KA B R A i A S 245 0)
FE N BIERIT 5k Bk, ABFIC bR T 4138k
BRI DIRA, LUR R B ML R VE T o

FLR PR N RIEFEEAE, 5K . ARy
R, T B A R S 2 AR 2 R IEAE,
AR ST B M BB AR R 12 2 AR 2.5 WYL IR, %
T AR 7 M S5 50 FH ¥ T v AR P 4R B 20
PRI A 20, X n] B AR L B
BUAG R ) BB G 8 55 % o I RRE o T AR A 9 11
VCZ-MS FIRPEFESR NS G, 1A SR 290ia
JrURPEIL 3 J, WS 29I, D T R A e i 5
{1 7™ IR R

AT, RIRE R 1x10° CFU-mL™" 4 Hh
B R0 R VB ST Py AT o A 2 B A 1 R
R A R R AEZR N 100%, HJE @, i 3 4 )
BRARANRE T4 RAERE JE o B FL BT 48 h 3, W
SRR B SR IS ZORE IR, AH ] 5 303 SR R
S WH, IR A 2 AT R IARL . ECE
HE Py 28 0 15 0 L 3 A e 4% J e 093 B R 1) 5
JI T RERS TS T LA SR I IR A 8 1 IR T 4
il o X T IZ AR AL, 48 h P HEAT A BRI AR AL
48 h Ji, RIER R, oI 72 h 5, AR A
UL s BRI, 55 is . BUMERNL, 3 A
KB, Bl EDFOR AR, 2 B, KRR
BEHE ML, RIASIRERZE . DL EISAEsE, A0 ih A
T X I S 4 LA R P R IR

Gao ZMIHFFE R /NT 100 pg MR 7 HEMEXT A
HR YRS A 22 A, RS2 Skt ™), B 41K Bl 5
YIRS 100 pg-0.1 mL " AR 37 HE ME 35 385 4 s v S5
B H 1R, 353 k. B 4RI B I MY A B EE A Vi ok
JER A A5, EFAFRITFER L (P <0.05), ARIE
FI, Ut WH 35 A e 1N 1 AR ST R W 2 ik 5 A — 8
FERE FRets I i & W B K 5%, 5 7 KA,

B 4LR7 55 R MBS S A AR g
B (P >0.05), BB O (B A I TS 254
FRAT HEPRAE B B A s (1 250 - 32 10 2.5 b, N
TETCYFEARIR h, 2500 T ResE 4, RIS 7 K
S R B A s P 2 A R A A DA A ot 27 1 2R
Ko HENZIGIT INEEIRIR N HE#IN 2, IFAR
2T B R 0 L R 15 S R B AR R
R, Hor A B, s 2" B 4%
SEPS AR ) 2 R, E28 14 K 350 R AR A0 09 e
5, T RE AP DL 58 VB H S BRSO I B
&, A RE AL 2 AT B AR o R R 3 B0 LU
09 5 25, 3 T R A DA A R DA 3R L [R) A
Ro Rk, 2 URBBCHE 1A i o RV SR 2 0 IR R B A
HE— BT .

C. D A1 E 4 K- I b7 98 0E R B S e 391 334 3 A VR
WS A AR, ZERBag RS (P <0.05).
U 2 AT B AR R AN B S AR W ARV B
BENZERH C AR 2 FIRAERFRHN R E )G 3~
5 d UG BGRRE, Hob 1 HIRT28 7 K RBR A
FIEPUR, WL 5 5 BB IOZ AU PR, )5
P ot 22 S A I 65 22 ] 93 %, TR i 7 ) AR W .
PR . 7 1 RIRBUMOR ST 2 HiER AL B4
Zetg, I T EE 3 B IR R B AR L KN BB A
6 JAJE IR S 55 . D I E 4VA T BURR LT, #%
W J0E [ N %, WL AT A HRAESE 14 R MIBE W, b5
AKIE I, RAAE B, B AR TG TR, oA M iR e
M 7KW ZEFLEME 2 e Az, 5 3 A 2 2 A 1 40 o 5
HEHUREMT, TCRIEH:, ML 8 FA 45 R R IR
W AR R, BB VCZ-MS BA R U240 U 21
HABITIR R IR . Cy D A1 E 434 n) WLk ks
RPH T iR 2, IR, MM ERE . MEMER
(R ik, ot A I TR0 IS T TR 1 02 6 ot e i 1 2%
MEIR WG, R W5 R A2, 2 VCZ-
MS it i A BE e A Rk — D T 45
& VCZ-MS 897 R A 257 RO sk RO 2 BT 5 A4
Jo B ] Ry RAN TR 5, B ARSL M 1.0 mg
[f) VCZ-MS &3 0 3d IR B AR Js T S 0 o
2L, ADREES RS R, Wi 1.5 me.
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