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Systematic review of vonoprazan as Helicobacter pylori eradication therapy

ZHANG Mengran', PANG Mingge®, ZHAI Huihong' (1. Dept. of Gastroenterology, Xuanwu Hospital, Capital
Medical University, Beijing 100053, China; 2. Dept. of Internal Medicine, Beijing Puren Hospital, Beijing
100062, China)

ABSTRACT OBJECTIVE To systematically evaluate the efficacy and safety of vonoprazan (VPZ) for Helicobacter pylori (Hp)
eradication therapy. METHODS Retrieved from The Cochrane Library, Embase, PubMed, CNKI, VIP and Wanfang database,
randomized controlled trials about VPZ for Hp eradication therapy (trial group) versus proton pump inhibitor (PPI) (control group)
were collected during the inception to July 2022. After data extraction and quality evaluation with bias risk assessment tool
recommended by Cochrane System Evaluation Manual 5.1.0, meta-analysis was performed by using RevManb.3 software.
RESULTS Nine studies with 2 134 patients were included. Compared with control group, the overall Hp eradication rate of trial
group increased significantly in either the ITT analysis or PP analysis, being 87.5% vs. 76.2% [RR=1.14, 95%CI (1.06,1.21),
P<<0.001] and 92.4% vs. 80.5% [RR=1.11, 95%CI (1.03,1.21), P<<0.01], respectively. According to ITT and PP analysis of
primary treatment subgroup, compared with control group, the overall Hp eradication rate of trial group increased significantly,
being 88.4% vs. 76.5% [RR=1.15, 95%CI (1.09,1.22), P<<0.000 01] and 92.8% vs. 80.9% [RR=1.12, 95%CI(1.03,1.23), P<
0.05]; according to ITT and PP analysis of rescue therapy subgroup, there was no significant difference in the overall Hp
eradication rate between control group and trial group (P>0.05). According to ITT and PP analysis of triple therapy subgroup,
compared with control group, overall Hp eradication rate of trial group increased significantly, being 88.3% vs. 75.6% [RR=1.16,
95%CI (1.08, 1.25), P<<0.000 1] and 92.6% vs. 77.6% [RR=1.15, 95%CI (1.04, 1.28), P<<0.01]; according to ITT and PP
analysis of quadruple therapy subgroup, there was no significant difference in the overall Hp eradication rate between control group
and trial group (P>0.05). Compared with control group, the incidence of adverse events in trial group decreased significantly,
being 34.2% vs. 40.9% [RR=0.84, 95%CI1(0.70,0.99), P<

0.05]. There was no statistical significance in the incidence of
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VPZ-based triple therapy is better, particularly in primary treatment patients. However, VPZ has no significant advantage in rescue

treatment and bismuth-containing quadruple regimen. And the safety and tolerance of VPZ for Hp eradication therapy are well, even

better than PPI.
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Bunchomtavakul 20217 [/ 61 VPZ20mg,bid 7 6 OPZ20mg,bid 4 WA AT000mg,C 500 mg,bid 0]
Hojo 2020 AAZ L 23 VPZ20mg,bid 723 RPZI10mg,bid T AR A750mg,M 250 mg,bid 09
Hou 2022 HlERGEEATN N6 VPZ0mghid 14 229 LPZ30mg,bid 4 WY A1000mg,C 500 mg,B 600 mg,bid (D
Huh 2022 B[ 15 VPZ20mg,bid 4 15 LPZ30mg,bid JERNe4 A1000mg,C500mg,B 600 mg,bid D
Maruyama 2017 AL 7 VPZ20mg,bid 7 69 RPZ20mgHLPZ 20 mg,bid T WA ATS0mg,C200mgd00mgbid DR
Murakami 2016 EENEATR 329 VPZ20mg,bid 7320 LPZ30mg,bid T Wl A750mg,C200mgH00 mg,bid Q)
Sue 2018 EENE 20 55 VPZ20mg,bid 751 ESO20mgRPZ 10mg®LPZ30mgbid 7 WA AT0mg,C200mgd00mg,bid D
Sue 20191 AL 33 VPZ20mg.bid 730 ESO20mg#RPZ 10mgHIPZ30mgbid 7  HMEAT  A750mg,S 100 mg,bid )
Tamaki 2019"" AAZ L 20 VPZ20mg,bid 7251 ESO20mg,bid 7 MR A750 mg, C 200 mg, bid 0]
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Wz PPl Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bunchorntavakul 2021 59 61 54 61 159% 1.09[0.99, 1.21] ™
Hojo 2020 17 23 19 23 3.9% 0.89[0.66, 1.22] —
Hou 2022 193 226 177 229 175% 110101, 1.21] =
Huh 2022 12 15 14 15 43% 0.86[0.64, 1.14] .
Maruyama 2017 69 72 48 69 99X 138[1.17, 1.62] ——
Murakami 2016 300 329 243 321 198% 120[1.12, 1.29] =
Sue 2018 48 55 39 51 86X 1.14[0.95, 1.37] T
Sue 2019 25 33 16 30 2.6% 1.42[0.97, 2.09] T
Tamaki 2019 226 270 190 251 17.6% 111101, 1.21] [
Total (95% CI) 1084 1050 100.0% 1.14 (106, 1.21] *
Total events 949 800
Heterogeneity. Tau? = 0.00; Chi? = 16.65, df = 8 (P = 0.03); I = 52% i §
Test for overall effect: Z = 3.81 (P = 0.0001) VPZ PPl
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Study or Subgroup

Pz PPI
Events Total Events Total

Risk Ratio
Weight M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

Bunchorntavakul 2021 59 60 54 58

Hojo 2020

Hou 2022

Huh 2022
Maruyama 2017
Murakami 2016
Sue 2018

Sue 2019

Total (95% CI)
Total events

17 19 19 2
193 211 177 204
12 1 4 14
67 70 45 63
300 324 243 320
48 54 39 45
25 30 16 28

780 754
721 607

17.2%  106(0.98 1.14]
7.8%  104[0.83,130)
17.9% 105099, 1.13]
123% 100087, 1.15]
1108 134(1.14,158]
1785 122(114,131)
12.0%  103(0.88, 1.19]
40%  146(1.02,2.09]

100.0% 111103, 1.21]

Heterogeneity: Tau® = 0.01; Chi? = 25.34, df = 7 (P = 0.0007); I = 72%

Test for overall effect:

2=263 (P =0.009)
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vz ] Risk Ratio Risk Ratio
Study or Subgroup __ Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
9118%
Hojo 2020 17 23 19 23 65K 0.89 [0.68, 1.22] —
Maruyama 2017 6 72 48 &9 161% 1.38[1.17, 1.62] ——
Murakami 2016 300 320 243 321 3LIX 1.20 [1.12, 1.28] -
Sue 2018 48 55 39 51 14.1% 1.14[0.85,1.37] T
Sue 2019 25 33 16 30 43 1.420.97, 2.09] g
Tamaki 2019 226 270 190 251 27.9% 111 [1.01,1.21] ~—
Subtotal (95% CI) 782 745 100.0% 1.18 [1.08, 1.28] -
Total events &85
Heterogenety: Tau* = 0.00; ChF* = 10.02, df- 5(P=0.07); F = 50%
Test for overall effect: Z = 3.77 (P = 0.0002)
9.1.2 $BFEK
Bunchorntavakul 2021 58 61 54 &1 423% 1.09 [0.99, 1.21] o
Hou 2022 193 226 177 229 49.8% 1.10 [1.01, 1.21] —-—
Huh 2022 12 15 14 15 78%  0.86[0.64,1.14] —_—
Subtotal (95% CI) 302 305 100.0% 1.08 (0.99, 1.17) >
Towl events
Heterogenehy: Tau® = 0.00; ChF = 2.78, df- z (P =0.25) F = 28%
Test for overall effect: Z = 1.77 (P = 0.08)
05 0.7 15 2
VPZ PPI
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VPZ PPI Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
10118
Hojo 2020 17 19 19 22 147% 1.04 [0.83, 1.30] il
Maruyama 2017 & 70 45 63 20.9% 1.34 [1.14, 1.58]
Myrakami 2016 300 324 243 320 33.9% 1.22[1.14, 1.31]
Sue 2018 48 54 38 45 228% 1.03 [0.88, 1.19] e}
Sue 2018 25 30 16 28 76% 1.46 [1.02, 2.09]
Subtotal (95% CI) 497 478 100.0% 1.18 [1.06, 1.32]
Total events.

362
Heterogenely: Tau® = 0.01; ChF = 9.27, df = 4 (P = 0.05); F = 57%
Test for overall effect: Z = 2.99 (P = 0.003)

1012 #8%

Bunchorntavakul 2021 58 60 54 58 384%  1.06([0.98,1.14) E
Hou 2022 193 211 177 204 50.4%  1.05(0.99,1.13]

Huh 2022 12 12 14 14 11.2%  1.00[0.87, 115 —
Subtotal (95% CI) 283 276 100.0% 1.05 [1.00, 1.10]

Total events.

Heterogenehy: Taw* = 0.00; Chl‘ 0‘9.6'-1(’ =0.78); F = 0%
Test for overall effect: Z = 1.94 (P = 0.05)
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Pz PPl Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.1.1 MG
Bun(hurmavakul 2021 59 61 54 61 16.7% 1.09[0.99, 1.21] Bl
Hou 2022 193 226 177 229 18.9% 1.10[1.01, 1.21] [
Maruyama 2017 69 72 48 69 95% 1.38(1.17, 1.62] _—
Murakami 2016 300 329 243 321 22.2% 1.20(1.12, 1.29] -
Sue 2018 48 55 39 51 81% 1.14[0.95, 1.37] T
Tamaki 2019 226 270 190 251 19.0% 1.11[1.01, 1.21] e
Subtotal (95% CI) 1013 982 94.4% 1.15 [1.09, 1.22] L 2
Total events
Heterogeneity. Tau? = 0.00; Chl’ 8.93, d' 5 (P =0.11); P = 44%
Test for overall effect: Z = 4.91 (P < 0.00001)
2.1.2 e
Hojo 2020 17 23 19 23 3.4% 0.89[0.66, 1.22] —_— T
Sue 2019 25 33 16 30 22% 1.42[0.97, 2.09] =]
Subtotal (95% CI) 53 5.6% 111 [0.69, 1.78] | TE——
Total events
Heterogeneity. Tau? = 0.08; Chl’ 3.65,df = 1 (P =0.06); P = 73%
Test for overall effect: Z = 0.44 (P = 0.66)
Total (95% CI) 1069 1035 100.0% 1.15 [1.08, 1.22) &
Total events 937 786
Heterogeneity. Tau? = 0.00; Chi? = 12.69, df = 7 (P = 0.08); I = 45% o5 o7 g 3
Test for overall effect: 2 = 4.5 (P < 0.00001) vz PRl

Test for subgroup differences: Chi? = 0.02, df = 1 (P = 0.88), I = 0%
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VPZ PPl Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
S.L1 AT
Sue 2018 48 54 39 45 13.7% 1.03 [0.88, 1.19] -
Murakami 2016 300 324 243 320 20.4% 122(1.14, 1.31) —-
Maruyama 2017 67 70 45 63 125% 1.34[1.14,158] ——
Hou 2022 193 211 177 204 20.5% 1.05 [0.99, 1.13] fe—
Bunchorntavakul 2021 59 60 54 58 19.7% 1,06 [0.98, 1.14] =
Subtotal (95% CI) 719 690 86.7% 112 [1.03, 1.23] >
Total events 667 558

Heterogeneity: Tau? = 0.01; Chi* = 19.00, df = 4 (P = 0.0008); I* = 79%
Test for overall effect: Z = 2,54 (P = 0.01)

5.1.2 AT

Sue 2019 25 30 16 28 45% 1.46 (1.02, 2.09)

Hojo 2020 17 19 19 22 8.8% 1.04[0.83, 1.30] e p——
Subtotal (95% CI) 49 50 13.3% 1.20 (0.82, 1.75] | ———eEREE—
Total events 42 35

Heterogeneity: Tau? = 0.05; Chi? = 3.21, df = 1 (P = 0.07); I = 69%

Test for overall effect; Z = 0.96 (P = 0.34)

Total (95% CI) 768 740 100.0% 1.13 [1.04, 1.23] -

Total events

Heterogeneity: Tau? = 0.01; Cnl’ 2222, ur 6 (P =0.001); P =73% & + 3
Test for overal effect: Z = 2.82 (P = 0.005) vz vei

Test for subgroup differences: Chi? = 0.11, df = 1 (P = 0.74), ¥ = 0%

B7 MABEVRGTSHAE
4H LB PP S A SR PR [

(4) =7 I AN DU IBCT 7 vk Hp AR bR R 40 4307 < 7 =
BRI7 AL ITT 43 A 9 485 R il 1090 20 A8 3 19 Hp
SRR BR R K 88.3%, i 3 i T XF BR4H (1Y) 75.6%[RR =
1.16,95%CI1(1.08,1.25) ,P<<0.000 1], 3¥ ILI& 8; PP 434t
E‘Jﬁé%ﬁ% L6 2H £ Y Hp BARHR R RN 92.6%, ik

i TR R 4H 1Y 77.6%[RR=1.15, 95%CI (1.04, 1.28) ,
P<0.01],1¥JﬁLFfSI 9, TEVUBRIT I  ITT 43 #r 45
G, R 2H R G 2 AR A A S AR B 3 4
85.1% M1 78.3%, 22 7 o 41t % & L [RR=1.01, 95%CI
(0.80,1.28),P=0.93], L& 85 PP 43 T O 45 R il 7 , 1k
55 2H R X HE 2 2 Y Hp SR AR B 22430 R 91.9% Fil
87.6%, 2 7 T4 1T 2% 2 L [RR=1.04, 95%CI (0.98,
1.11),P=0.17], 7E W& 9,

VPZ PPI

A7 Hp S RIRER X TP

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M=-H, Random, 95% CI
6.1.1 ZBiTi&

Bunchorntavakul 2021 59 61 54 61 159% 1.09[0.99, 1.21] ™
Hojo 2020 17 23 19 23 3.9% 0.89[0.66, 1.22] -1
Maruyama 2017 69 72 48 69 9.9% 138117, 1.62] —_—
Murakami 2016 300 329 243 321 19.8% 120(1.12,1.29] —
Sue 2018 48 55 39 51 86% 1.14[0.95, 1.37] T
Sue 2019 25 33 16 30  2.6% 1.42[0.97, 2.09] 1

Tamaki 2019 226 270 190 251 17.6% 111(1.01,121]) —=—
Subtotal (95% CI) 843 806 78.2% 1.16 [1.08, 1.25] >
Total events 744 609

Heterogeneity: Tau? = 0.00; Chi® = 11.80, df = 6 (P = 0.07); I’ = 49%

Test for overall effect: Z = 4.03 (P < 0.0001)

6.1.2 FUBXST i

Hou zozz 193 226 177 229 17.5% 1.10[1.01, 1.21] ——

Huh 12 15 14 15 43% 0.86[0.64, 1.14] R
Sllblolal (95% CI) 241 244 21.8% 1.01 [0.80, 1.28] e
Total events 205 191

Heterogeneity. Tau® = 0.02; Chi® = 2.76, df = 1 (P = 0.10); I* = 64%

Test for overall effect: Z = 0.09 (P = 0.93)

Total (95% CI) 1084 1050 100.0% 1.14 [1.06, 1.21] L 2
Total events 949 800

Heterogeneity. Tau? = 0.00; Chi* = 16,65, df = 8 (P = 0,03); I = 52% s o7 15 3
Test for overall effect: Z = 3.81 (P = 0.0001) ; VPZ PPI

8 WHBE =BT EEMNEST % Hp SRR ERTE
ALLBBIITT AR E

242 ANRFRAERILE NAWIAHREXA
R E T T, A 4T RCT™ " E T4 R FH 44
KR ARG 22 5 i (1°=8%, P=0.36) , R
JFH 11 52 35 R AR HEA T Meta 4387, 25 SR o , i 4 iR 3
B B R A R0 34.2% , 5 A% T % IR 4H 199 40.9%
[RR=0.84,95%C1(0.70,0.99) , P<<0.05], WL 10, i
B2l R T E AN RS SR R AR R 0.68% , X IRZ
0.35%, 7 41245 X [RR=1.95,95%C1(0.36,10.58),
P=0.44],
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VPZ PPI Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
7.L1 =BT®
Bunchorntavakul 2021 59 60 54 58 17.2% 1.06[0.98, 1.14]
Hojo 2020 17 19 19 22 7.8% 1.04[0.83, 1.30] —_
Maruyama 2017 67 70 45 63 11.0% 134[1.14, 1.58)
Murakami 2016 300 324 243 320 17.8% 122(114, 131)
Sue 2018 48 54 39 45 12.0% 1.03[0.88, 1.19] ]
Sue 2019 25 30 16 28 4.0% 1.46(1.02,2.09]
Subtotal (95% CI) 557 536 69.8% 1.15 [1.04, 1.28]
Total events 516 416

Heterogeneity: Tau? = 0.01; Chi® = 18.63, df = 5 (P = 0.002); I = 73%
Test for overall effect: Z = 2.64 (P = 0.008)

7.1.2 TUBKIT i

Hou 2022 193 211 177 204 17.9% 1.05(0.99, 1.13]

Huh 2022 12 12 14 14 122% 1.00(0.87, 1.15] —
Subtotal (95% CI) 223 218 302% 1.04 [0.98, 1.11]

Total ewents 205 191

Heterogeneity: Tau? = 0.00; Chi® = 0.46, df = 1 (P = 0.50); I’ = 0%
Test for overall effect: Z = 1.39 (P = 0.17)

' Mk ’}“\M

Total (95% CI) 780 754 100.0% 1.11[1.03,1.21]

Total events 721 07
Heterogeneity: Tau? = 0.01; Chi? = 25.34, df = 7 (P = 0.0007); I = 72% 055 097 T 1!5 2‘
Test for overall effect: Z = 2.63 (P = 0.009) vz PPl

Test for subgroup diifferences: Chi = 2.51, df = 1 (P = 0.11), I = 60.2%

B9 WMEEBE=BITESMNEST % Hp SRR X

e
LRI PP S AT AR PR E

vPZ PPl Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hojo 2020 11 23 7 23 40% 157(0.74,3.33] —]
Huh 2022 8 15 10 15 5.6%  0.80[0.44, 1.45] —
Maruyama 2017 19 72 26 69 15.0% 0.70(0.43, 1.14]
Murakami 2016 112 329 132 321 75.4% 0.83[0.68, 1.01] —
Total (95% CI) 439 428 100.0%  0.84 (0.70,0.99] <
Total events 150 175
Heterogeneity. Chi? = 3.24, df = 3 (P = 0.36); I’ = 8% o5 o7 g
Test for overall effect: Z = 2.03 (P = 0.04) VPZ PRI

E10 RMABEFREBMGRZERLBRRKE

2.5 BEES

Hp EMAAR B 2 0 UM BT 25 5 R L ZE ITT bt
o, SIBR SCER (1315, &R 98 09 5 B e il N R, 1P
52% % 2 38% ; Meta 70 AT 45 R s , 14 41 A8 4 1) Hp &
RAR 4R 2 TR IR 4 (P<<0.05) , 5 BR AT — 2, 1
WLF 2, TEPP AT, B — 5% SCHRG , £ W98 55 T
PRI 2R 4K, 1°>50% ; Meta 73 M 45 5 s, i 56
ZH FRE Y Hp BVARAR [5 6 48 1 35 3 0 BB 41 (P<<0.05)
5 AERHT—3K

x2 HRMESWER(HARIBKRIE)
SRR

&3 PARBER ——————=—  RR(95%CD) P
WiiEs] ARG 2 P e WGEE (95%
9L 005 52 BENLOT  1140106,121)  0.0001

Hp SRR 1TT . S
pAIHRIE T gl 013 38 EERN 1140109,118)  <0.00001

_ g o=t 011 44 BENLEUT  115(109,122)  <0.00001
RTAITT ! .
WA T 5B 041 0 EEMT 1140109,119)  <0.00001

XERIIE AL ITT S A7 45 Rt A T U S BT, 15 SC
BRIL3))5 , A BFFE I S TR 35 T B, 17 44% P %2 0, 48
PN 5T R S v R R Meta /AT 45 R R K56
ZH FR A Hp SR B e dd 38 1 X R4 (P<<0.01) , 55
BT —2, PEWZE 2, 7E PP AT, 3B — S5 Sk
BRGSO ER RT JC I B AR Ak, 1°>50% ; Meta 43 B4
TR TEA3 S 8 SCR[13)R SCHR[14))5 , WZH B 1
Hp BEVARMRERR R, 22 R EGH= L(P=0.05),

Xof ZI56Y 1 021 PP 43 B 45 S A T AU ME S #r R
— SR SCHRIG , £ WFFE I S B R - JC A S AR Ak, 17>
50% ; Meta 43 #7745 S 7 , 76 43 51 51 B3 SC Rk [ 13] 11 SCHik
[14])5 , AL 1Y) Hp SV BR R AL, 22 538881
250 (PR 0.05 #10.07) o

25 b BRI A R R BR A 4 K =BT
PO ZH PP oA Ah AR T s 45 AR .

TEZG; 2023455 34 555 51

3 Tt

H A, I RHLE T Hp ARBR IR i b & 1 Fh
PPLAN 2 RHHUEA 25 , PTG AR BR S R0 . 2017 4, 56
B % 9% %% 2> (American College of Gastroenterology,
ACG) & A1 1 CACG Il PR¥5 R « A 1] B8 FF P B L 1 36
ST TSR AT TR Y 1) 4b B : Maastricht V/Florence
LY G VHERE | i 27 5035 (0 AL e bR DUk 14 d 7%
VYER—ZIRIT 5. (B, Bk = IR IR YT
Z TR BRRIEA IR, EZUE i THUm 25 25 %
HANAERANHIA 2 o FrAER 254 VPZ 1) 1 A Hp J8&
YEIT AL T e RE , VPZAE R PPT 9B 07 1 8 17
ZENEIREM ., 20164, HA &A1 H A Hp L4851
T : 2016 4F 6 TT W) K VPZ T J i) P-CABs 252454 5]
A IR I 7 d 79 PPT Bk P-CABs I3 B 52 4 R
A FERL R 2R B AiF e = 3507 EEAE S Hp ARBRAIAYT I %8
(HEFEEH A", VPZAEFREC AT RS R A
PRIAYT  AECES LU 4 ] 1 TR 17 B A B 4 )
IS HERABL S PPL B0 A UK J7 ZE A R e B PEARBR 1) 32
BORIT TR MR S VPZIIRIT T4

AWFFEHY ITT Al PP 43 #4531 B , £4 75 VPZ (1) Hp
WRERIAITY R BT PPLIAYY %, 5EEM: Meta 43
ras R—2", WIRIRIT FIANROA YT B2 4 B 45 3 i
7N, SAEGE PPLT 8 HUHE , 403% VPZ I Hp iR 7 R A A
B PUBE. JIF B PP M4 ReZ R 60 & VPZ IR YT
77 Z2 A% FH A 1) Hp SR AR B S8 R 4R 7697 34 19 Hp A
AR BRI T 90% , B BB THR g A Hbr . A
S, FEARAEITT 302 PP 43 A, Xof BRZH 5835 1) Hp SUAAR
BRABINT 85% , LAFEZEAE ST HT 45 R W, fift s f
PP 1Y AR B 82 8y Tl HIARVE ) 5, X 2 PR A 4 vy
N pH (1T B2 32 Hp FBdE A HPIRES , Xt
PR 2 ) AR A5 SRR, XL R T R fe] VPZ REREAE
Hp RERr BA . SR, EANROR YT, sohi s =k
Br kg i e b v B B SRR 4H R A Y Hp Bk
HR R s = X B4 (AP 22 57 RS2 X, Ui
VPZIGIT I T PPI %, X—45 R 52 A —
TR TR AE A — 2, D22 S 0 LR AT B TR
PR PR 2 S 7 25 2 AL — N E B 2, {HHG H i
SCPU YD B ALY A N, BRI, 75— 252 BT AN 4
T SRR SR Z IR PR T VPZ ) ARk
TR RENT PPIY, AWF5E th Y MRR YT A LA A
RS EE > AR/, H S B 2, BRI TR
T 15 K F 05 I A 5 T 22 1 RCT SR UE S5 %58 4
LA

AL AT 4 R A, & VPZ I =K 7 dJ7ik
MR % 35 3 0 F PPL XS R4, SRR L5 26 b 4 SR —
W B FE AR DR 14 Ay kR WAL R B
RINPIL RE AR BR R I TC 22 S, DX AT g
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J2 T 85T 5 AR ME IR SE T T LRSI, T VPZ 40
MR AE IV HAR A M g2 7 BRIIa T RCR . S Ah,
PRI S A 73 B A AL 75 2 T RCT, 1 BB B4 2R H I i
fay , W5 B Z AT OB IEIX — 2518

TE A AW A, JCIRAE ITT 23 Mrid S PP 73 r
H L VPZ AT J5 85 PP 5 58 s o 3 4
MAEAE H AWML, B IR VPZ 5 Sl #3045 1T
R ARBR A (H P2 22 e ge i S0 R R T RE N
Ak HAEZH P i T 50 B AR A A B AR 14
I, R RE S R AR

AWFFEH, SRR ER A1 PP 43 BT 78 % W58 ) £
TR 25 0 S B W, S AT T A LS
O FHORIE . TEX T A WFIEHE HA SR B E K
o 2R)a , S e B R A, 3R ST 5 Y 1 AN )
N5 FERIRZ — o BRI T R TERI AR T
Lo = HRS T4 PP 43 B v S B AH 07 SCHR S , T 2H 22 5+
BIEGE TR S AH PAEHEIR 0.05, 150 20 400 FR 21475
AN AR BROL A, HoR Gl RASE VES B, SR AT 25
ARl 5.

AFFEIE VAL T VPZ AR Hp ARERY L B 2514 42
PEo SXTIRA LA IR A B E A R PR AER %
WA, P EE AN R0 R A 5 2, 7R & VPZ AR R
PRI ERN 52 P R A, AT PPL,

AWFFEAEAEAN T R BRYE - 8 5 , Il W A 5 1)
TRV FE ZE 4T, HRAR I HARSERL, th TR 25
FHIEAL IR 2R 25 2 2 i S8 18 N pHAEL, HLRRSE B K I PR
Bl 00 I n] BE S BOR PR 4 , SO W BEAE 2R K
sl X HEAT RS RCT DIIESEAIF ST I 2538 , 1A,
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TETT RS B0 DU IR 7 vk RO BIF S R B D REAR A
FEOZI WL TR TS IR . R, AT
RAVPAG BT B 2459 (B8]0 v 17 85 2R ) Tf 254 %5 VPZ I 7 34
SR o e ABFTEAL MR T A e = I50 0 12 A 750
WRST 1, VPZ 2 AL T HoAthy 7 i CAn B Rl 7 iy B 7k
AR S5 A R — AT
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VPZ i 1T Hp AR ER BYTR YT 52 8., AT IR R W I
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