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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%CI1(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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nxykdx1009@163.com CONCLUSIONS Compared with PPI therapy, the efficacy 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 20218 Z[E/s 61 VPZ20mg,bid 7 6 OPZ20mg.bid 4 WA AL000mg,C 500 mg,bid 0
Hojo 2020 EENEAIS 23 VPZ20mg,bid 723 RPZ10mg,bid T WMOATF A750mg,M 250 mg,bid Q)
Hou 2022 GERTEE 2N 26 VPZ0mgbid 14 229 LPZ30mg,bid 4 MR AT000mg,C 500 mg,B600mg,bid (@)
Huh 2022 B 15 VPZ20mg,bid 4 15 LPZ30mg,bid JUR e A1000mg,C500 mg,B 600 mg,bid (D2
Maruyama 2017 AL 7 VPZ20mg,bid 7 69 RPZ20mgHLPZ 20 mg,bid 7 MR AT50mg,C200mgd00mg,bid D2
Murakami 2016 EENEAIS 39 VPZ20mg,bid 7 %1 LPZ30mg,bid i AT50mg,C200mgd00mg,bid DR
Sue 2018 EENEATR 55 VPZ20mg,bid 7S ESO20mgRPZI0mgiLPZ30mgbid 7 MR A750mg,C200mgd00mgbid @
Sue 2019 AL 33 VPZ20mg,bid 730 ESO20mgHRPZ I0mgs{LPZ30mg,bid 7 MG A750mg,S 100 mg,bid 0
Tamaki 2019 EENEARN 20 VPZ20mg,bid 7251 ES0O20mg,bid i A750 mg,C 200 mg,bid 0
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Pz PP 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 6l 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 177229 17.5% 110(1.01,1.21) [

Huh 2022 12 15 14 15 4.3% 0.86 (0.64, 1.14) -1
Maruyama 2017 69 72 48 69 9.9% 1.38[117, 1.62] —
Murakami 2016 300 329 243 321 19.8% 1.20(1.12,1.29] -

Sue 2018 48 55 39 51 B6% 1.14(0.95,137] T
Sue 2019 25 33 16 30 2.6% 1.42[0.97, 2.09] R

Tamaki 2019 226 270 190 251 17.6% 111101, 121) -

Total (95% Cl) 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); P = 52% 015 0!7 T 1=5 i
Test for overall effect: Z = 3.81 (P = 0.0001) . VPZ PPI :
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24 PPI 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 60 54 58 17.2% 1.06[0.98, 1.14] T
Hojo 2020 17 19 19 22 78% 1.04[0.83, 1.30] —
Hou 2022 193 211 177 204 17.9% 1.05[0.99, 1.13] T
Huh 2022 12 1 14 14 123% 1.00[0.87, 1.15] —_—t
Maruyama 2017 67 70 45 63 11.0% 134[1.14, 1.58] e
Murakami 2016 300 324 243 320 17.8% 122114, 1.31) —
Sue 2018 48 54 39 45 12.0% 1.03[0.88, 1.19] o
Sue 2019 25 30 16 28 4.0% 1.46[1.02, 2.09]
Total (95% CI) 780 754 100.0% 1.11[L03,1.21] <>
Total events 721 607
Heterogeneity: Tau? = 0.01; Chi® = 25.34, df = 7 (P = 0.0007); P = 72% 0‘5 0‘7 T t ?‘
Test for overall effect: Z = 2.63 (P = 0.009) VPZ PPI
B3 MHEZE Hp SERERZ LR PP ST 3R E
vPZ PPl Risk Ratio Risk Ratio
Study or Subgroup __ Events Total Events Total Weight M-H,Random, 95% CI M-H, Random, 95% CI
911 8%
Hojo 2020 17 23 13 23 65% 0.89 [0.66, 1.22] —
Marwama 2017 6 72 48 69 16.1% 1.38[1.17, 1.62] —_—
Murakaml 2016 300 329 243 321 311X 1.20 [1.12, 1.29] —-
Sue 2018 48 55 33 51 141x 1.14 [0.95, 1.37] T
Sue 2019 25 33 18 30 43% 1.42 [0.97, 2.09] T
Tamakl 2018 226 270 190 251 27.9% 1.11[1.01,1.21] [—-—
Subtotal (95% CD) 782 745 100.0% 1.18 [1.08, 1.28] -
Total events. 685
Heterogenehy: Tau® = 0.00; ChP* = 10.02, df- (P =0.07); P = 50%
Test for overall effect Z = 3.77 (P = 0.0002)
9.1.2 EEEK
Bunchorntavakul 2021 59 &1 54 61 423X 1.09 099, 1.21] i
Hou 2022 193 226 177 220 40.8% 1.10[1.01, 1.21] [
Huh 2022 12 15 14 15 78X 0.86 [0.64, 1.14] P
Subtotal (95% CI) 305 100.0% 1.08 [0.99, 1.17] >
Total events. 264 245
Heterogenehy: Tau® = 0.00; Chr’ = 2.76, df = 2 (P = 0.25); F = 28X
Test for overall effect Z = 1.77 (P = 0.08)
(X 07 15 3
VPZ PPl

B4 FEHpRBERRBERTAHILZITT SHRAE

VPZ PPl Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
10.L1B&
Hojo 2020 17 18 18 22 147X 1.04 [0.83, 1.30] R —
Marwyama 2017 67 70 45 63 20.9% 1.34 [1.14, 1.58] —_—
Murakami 2016 300 324 243 320 33.9% 1.22[1.14, 1.31] —a—
Sue 2018 48 54 30 45 220K 1.03 [0.88, 1.19] —_—
Sue 2019 25 30 16 28 76X L.46 [1.92, 2.09] —_—
Subtoetal (95% CI) 497 478 100.0% 1.18 [1.06, 1.32] Bl
Total events 457 362
Heterogenelty: Tau® = 0.01; Ch = 9.27, df = 4 (P = 0.05); F = 57%
Test for overall effect: Z = 2.99 (P = 0.003}
10.1.2 #B%
Bunchorntavakul 2021 59 B0 54 58 3B.4% 1.06 [0.98, 1.14] .-
Hou 2022 183 211 177 204 50.4% 1.05 [0.99, 1.13] i
Huh 2022 12 12 14 14 112K 1.00 [0.87, 1.15] —t—
Subtotal (95% CI) 283 276 100.0% 1.05 [1.00, 1.10] <>
Total events.
Heterogenely: Tau® = 0.00; Chr' =049, df 2 (P =0.76); P = 0%
Test for overall effect: Z = 1.94 (P = 0.05)
07 5 2 15
VPZ PP
: %R FER T4 L PP 4T 2Rk
E5 PZHHp REFEAREZKITALLE PP 17 7%
VPZ PPI 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 AT
Bunchorntavakul 2021 59 61 54 61 16.7% 1.09[0.99, 1.21) -
Hou 2022 193 226 177 229 18.9% 110(1.01, 1.21) [—=—
Maruyama 2017 69 72 48 69 9.5% 138(1.17, 1.62) —_—
Murakami 2016 300 329 243 321 22.2% 120[1.12,1.29] ——
Sue 2018 48 55 39 51 8.1% 1.14(0.95, 1.37] T—
Tamaki 2019 226 270 190 251 19.0% 111(1.01,121) [—=—
Subtotal (95% CI) 1013 982 94.4% 115 [1.09, 1.22] L 2
Total events 895 751
Heterogeneity. Tau? = 0,00; Chi? = 8.93, df = 5 (P = 0.11); F = 44%
Test for overall effect: Z = 4.91 (P < 0.00001)
2.1.2 $HAT
Hojo 2020 17 23 19 23 3.4% 0.89[0.66, 1.22] _—
Sue 2019 25 33 16 30 2.2% 1.42[0.97, 2.09] 1
Subtotal (95% CI) 56 53 5.6% 1.11[0.69, 1.78] | e R ——
Total events 42 35
Heterogeneity. Tau? = 0.08; Chi? = 3.65, df = 1 (P = 0.06); I* = 73%
Test for overall effect: Z = 0.44 (P = 0.66)
Total (95% CI) 1069 1035 100.0% 1.15 [1.08, 1.22] L 2
Total events 937 786
Heterogeneity. Tau? = 0.00; Chi2 = 12.69, df = 7 (P = 0.08); I = 45% &5 o7 + 3
Test for overall effect: Z = 4.55 (P < 0.00001) VPZ PPI

Test for subgroup differences: Chi* = 0.02, df = 1 (P = 0.88), ¥ = 0%
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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
S5.L18EaT
Sue 2018 48 54 39 45 13.7% 1.03 [0.88, 1.19] -
Murakami 2016 300 324 243 320 20.4% 122(1.14,131) —
Maruyama 2017 67 70 45 63 12.5% 134[1.14,1.58] —_—
Hou 2022 193 211 177 204 205% 1.05[0.99, 1.13] o=
Bunchorntavakul 2021 59 80 54 58 197% 1.06 [0.98, 1.14] T
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 overal effect: Z = 2.54 ( = 0.01)

5.1.2 3UATT

Sue 2019 25 30 16 28 4.5% 1.46 [1.02, 2.09]
Hojo 2020 17 1 18 2 8s% 1.04[0.83, 130]
Subtotal (95% CI) 49 50 133% 1.20 [0.82, 1.75)
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 709

Heterogeneity. Tau? = 0.01; Chi® = 22.22, uv 6 (P =0.001); P =73% &5 o7 T 5 3
Test for overall effect: Z = 2.82 (P = 0.005) Pz PRI

Test for subgroup differences: Chi* = 0.11, df = 1 (P = 0.74), I =

B7 MABRENGBTSHKE
4HEL R PP 3 AT AR AR

(4) = IRT7 RN DU BT % Hp AR B 30 4H 43 #r « 76—
WRSF A Hp  ITT 43 A O 45 2R o, U3 2H A8 % 19 Hp
SRR BR %K 88.3%, 35 = T X FEAL Y 75.6%[RR=
1.16,95%CI(1.08,1.25),P<<0.000 17,3 L& 8 ; PP 43+ #7
E@éﬁ%ﬁﬁ L6 20 £ B Hp MR KR R RN 92.6%, ik

= T BB 2H Y 77.6%[RR=1.15, 95%CI (1.04, 128)
P<o.01],i¥y¢@ 9, 1E VYBT3V 40 b ITT 43 B 1Y 45
S G 2 RN G R 2 AR A G R AR AR B R 4
85.1% M1 78.3%, 22 7 T4t iT2¢ = XL [RR=1.01, 95%CI
(0.80,1.28),P=0.93], 1 UL K 8; PP 4 #r AU 45 A i 7 , 1
5 21 At BE 20 8 3 A9 Hp A AR BR 2 4351 R 91.99% Al
87.6%, 2 5 L 4t it 2% B L [RR=1.04, 95%CI (0.98,
1.11),P=0.17], 3L E 9,

VPZ PPl Risk Ratio Risk Ratio

7 Hp SRR BR 2 I

Study or Subgroup __Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
6.1.1 ZBTik

Bunchorntavakul 2021 59 61 54 61 159% 1.090.99, 1.21) —
Hojo 2020 17 23 19 23 3.9% 0.89[0.66, 1.22] B
Maruyama 2017 69 72 48 69 9.9% 138[1.17, 1.62) —_—
Murakami 2016 300 329 243 321 19.8% 120[1.12, 1.29] —-
Sue 2018 48 S5 39 S1 86X 1.14[0.95, 1.37] —
Sue 2019 25 33 16 30 26% 1421097, 2.09) =

Tamaki 2019 226 270 190 251 17.6% 111[1.01,121) [——
Subtotal (95% C1) 843 806 78.2% 116 (108, 1.25] <
Total events 744

Heterogeneity. Tau? = 0.00; Chi? = 11.80, d' 6 (P =0.07); 1 = 49%
Test for overall effect: Z = 4.03 (P < 0.0001)

6.1.2 PUBKTT i

Hou 2022 193 226 177 229 175% 110101, 121) =

Huh 2 12 15 14 15 4.3% 0.86 [0.64, 1.14] —_—
snbwl:l 95% CI) 241 244 218% 1.01 [0.80, 1.28] R
Total events

Heterogeneity: Tau? = 0.02; cm! 2.76, d! 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] >

Total events 949 800

Heterogeneity. Tau? = 0.00; Chi® = 16.65, df = 8 (P = 0.03); I = 52% s o g 3
Test for overall effect: 2 = 3.81 (P = 0.0001) ) : VPZ PRI .

Test for subgroup differences: Chi® = 1.18, df = 1 (P = 0.28), I = 15.3%
8 WHBEZEIT A5 MBLSTix Hp 2ARBREIT
HELBHIITT S5 7R B

242 ARFFLEERLE HWANIA PR
R T T A 4T RCT™ " RE 1T A RLFH A
KR ARG 57 it (17=8%, P=0.36) , iUk
FH I E RN AR AL T Meta 5387, 25 4L iR | 106 240 f8 %
BIR B A 2 A 2Ry 34.2% , b 354K T B 2H £ 40.9%
[RR=0.84,95%CI(0.70,0.99) , P<<0.05], £ WLI& 10, i
B S8 AN RS AR K AR N 0.68% , Xif B K
0.35%, 2= G0 H#5 X[RR=1.95,95%C1(0.36,10.58)
P=0.44],
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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
711 =BT®
Bunchorntavakul 2021 59 60 54 58 17.2% 1.06[0.98, 1.14] T
Hojo 2020 17 19 19 22 78% 1.04[0.82, 1.20] e
Maruyama 2017 67 70 45 63 1L0% 1.34[1.14, 1.58] —_—
Murakami 2016 300 324 243 320 17.8% 122114, 131] —-—
Sue 2018 48 5S4 39 45 12.0% 1.03[0.88, 1.19] B
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? = 1862, df = 5 (P = 0.002); I = 73%
Test for overall effect: Z = 2.64 (P = 0.008)
7.1.2 WBKIFiE
Hou 2022 193 211 177 204 17.9% 1.05[0.99, 1.13] T
h 2022 2 1 14 14 123% 1.00[0.87, 1.15] s
Subtotal (95% CI) 223 218 30.2% 1.04 (098, 1.11] <
Total events. 205 191
Heterogeneity. Tau? = 0.00; Chit = 0.46, of = 1 (P = 0.50); I = 0%
Test for overall effect: Z = 1.39 (P = 0.17)
Total (95% CI) 780 754 100.0% 1.11 [1.03, 1.21] <>
Total events 721 607
Heterogeneity. Tau? = 0.01; Chi? = 25.24, df = 7 (P = 0.0007; = 72% o o5 i T 3
Test for overall effect; 2 = 2.63 (P = 0,009) oz PRI

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

B9 WHRBE=ZBKfriE5MESTE Hp SRR EIT

3 s
ZHEL B PP >t AR B

VPZ PPI 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 4.0% 1.57[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. ChiZ = 3.24, df = 3 (P = 0.36); I = 8%
Test for overall effect: Z = 2.03 (P = 0.04) 0.5 o, 7VPZLPP1 15

10 AHBEFAREGHLERILBIRNE

2.5 BUEMES

Hp SVAAR B Z 0 UM B 25 5 R R ITT 4307
o B BR SCHER (1315, 45 WF 52 09 S5 PR e I B, 17 1
52% i % 38% ; Meta 73 BT 3R 7 , il 20 875 1 Hp &
ARG B T RHIRZH (P<<0.05) , 590G RT—3, 1
W2, FEPP AT, % —HIBESCHR)S , 45 WF 5T 0 S5 I
PEEEHTIC I ARk, I7>50% ; Meta 23 #7145 3R i, i 56
2H 2B 1Y Hp BV R 36 45 i 28 & X IR (P<<0.05) ,
AT —2 .

xR2 HRMSWERARIKRIE)
SRfERE

e MABGRER ————— = RR(95%CI P
Jﬁﬁrﬁ] Qﬂ/\ﬁ)vﬁi/} p % ?ﬁm}%ﬂ 0 )
. N L 003 52 BEHUA  114(106,121)  0.0001
Hp BIBEITT MG . .
pAIKRIEITT T gunn 013 38 EBHL 11401.09,118)  <0.00001
. g 010 44 BENAUE 115(109,122)  <0.00001
BRI s L

s 041 0 EEMT 114(109,119)  <0.00001

XA W 2H YT 4347 235 SR 00 4 T AU 2 A, S Bk SC
BR[1315 , 58 B S B PE A T R, 1P PR 44% [ 20, 4
TN T B TR TR s Meta S B 45 R o, 56
ZH RS Hp BVAAR b5 % 8 35 3 6 IR (P<<0.01) , 5
SIRET—3, B 2, 7EPP AT, B —H% Sk
BHFFT S RS B AR R, 1P >50% ; Meta 43 Fr &k
IR RS S 6 SCER[ 13RI SCBR[ 1415 , 2 2B 5 1
Hp BARHRERR i, 22 R B EG0#3 L(P=0.05) .

X =YY k4 PP 4B 45 R AT UM b,
— SR SCHR S , A58 0 S B R R C B B AR, 1>
50% ; Meta 43 #7745 5 7, 78 43 50 S Bk SCRik[13] RN SCiik
[14])5 , A4 A% 19 Hp BRI R LR, 22 ¥ s it
2 SL(PA3 R 0.05F10.07)

2i b S A R BRI RDA 4 K =BT
PO PP Ay T4, R rAs s Rasta e .
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H A, I RALHE T Hp ARBRAIRIT I e p Al & 1
PPLFI 2 FHBLIR 254, ARG BORER G860, 2017 4F, 356
H 14 9 % 2 (American College of Gastroenterology,
ACG) &A1 W CACG i PRH6 B < WA 1] B8R FF P RS 2 1 36
7R TR A B R YL 19 4 B - Maastricht V/Florence
LR A YR it 24 F8 38 1 P A% e B0 DU K 14 d 7Yk
YER—IRIr % . (B, BiRZ i =Bl PUBRIGY Ty
SRR B R AT PR, B T Hi s 20 25 5%
AR HIAS AL o B AHERZ5Y) VPZ 1) H BLh Hp J8&
YORYTEMIL T B R EE , VPZ AR R PP AR T vk 74 7
ZENGREM . 2016 4F, H A LA A H A Hp YL 45 3
157 : 2016 4R A& 1T ) ¥F VPZ BT & i P-CABs 25254 91)
A, IR 7 d B9 PP aL P-CABs 14 Bl 54 74 K
FsEPraE 2R al H Al e = 3567 VLA Hp ARBR IR YT T %
(EFEFH A", VPZIEREC TR R0
PRIAYT , IELCHS TR 4 [ T HEAT PR R e A R R 45 )
AT5HER £ PPT S 7 1 DU By 28V R e 3 MEAR R 1) 32
BURIT TR, MR AL VPZ BT T % .

AHFSE B ITT F PP 4344 3 7, €04 VPZ Y Hp
WRGIAYT I YW BT PPLIGYT )7 % , 5 BB 1Y Meta 43
Bras R—2", WILRIA T AANRGR YT B 20 AT 25 S
N, SIES PPL T R HHE, 1% VPZ I Hp IRBR 7 R 2 A
WEPLEE . IF H PP AT A SRR VPZ IR YT
J7 Zfd & 1 Hp SR B SR A0] 4676397 H & 1) Hp A
IRHR BRI 90% , Bk BIBATIE R A I Hbr . M
B, TG AE ITT i J2& PP 24T v, % R A8 1) Hp SAAR
BRARIMCT 85% ., LITEZEAEAHr el R o, fili FH i 7 i
PPI # [ HR 53 620 v 1 ARV ) 3, 3 2 PR oA 3
P pH A 7] B2 30 Hp F# vE A Z HPIRE , it
B 25 ) A0 A5 S AU, XL R T bRl VPZ RERSTE
Hp MRERH EA M SR, EANRUR YT b, sohids
Br ol FR R Rl P A V0 2 ARG 2 B 2 1Y Hp SR
FRBR MG 2 T X B2l (B2l 22 R g it 2475 X, Ui
VPZ AT T BIEAETPPI T R, X—45 R 52 iy —
THRFF o8 485 R — 20 HEI K 25 S5 4 H B0 T RS2 Fh TR
PR B35 2 o 7 i R A — B PR 2R ) F g
s P VD B2 RN . BRAT, S — SR AT B 4y
TR R SR BRI T VPZ 1) 2R R
TR ER T PPIY . AWFSE T A b RAR YT 4 A A
BT/ REA R AN, HLS b 2, BRG] T RS
J i KA, WA TR R T BT £ RCT 2R E 52 1% 38 4
ghEIR

AT IE W LH AT 48 SR R B, 5 VPZ I =1 7 d I 7k
R BT PPLXS HRAH , 5 BR A 25 46 A0 i & 21—
O HE FE SRR DUBE 14 dIF IR A A BT e
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JE R TR R T EAE R RS T IR AR I, 11T VPZ A
MR AE IV HAR A Slomi 2 7 8RR T RCR . 53 4h,
PRIAIE 1 53 B A AL 75 2 T RCT, AT g 3504 2R ) 90
fay , 15 5 2 AIF TR IR IX — 4518 .

12 HABFSE A, TSR AE ITT 23 Hr ik 52 PP 43 bt
T, B VPZ IIRYT 7 S8 38 PP 48 o Hh i 3 IR
TAEE H ARG b, AR VPZ J7 SR # kA5 15
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I, R AT RE S R AR
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o b X AT R RCT DIIE AR GE 2518, AT,
HAEF FE RS ATRBIR R . HU, T IPA bR
TRYT R B DR T I A B AR D REAR LU,
FEOZI WL T AR TSRS IR . FRK, AT
RIFAG TR 25 % (B0 s f 8 R ) i 245 1 % VPZ 7 30
SR o B n  AFFEAL HER T A48 — 15007 1 A 5 B 750
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Z, VPZ I E . A Meta 73 9T (19 25 R UEHE 37
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