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Efficacy and Safety of Multiple Doses of Revefenacin for Therapy in Patients with Moderate to Severe
Chronic Obstructive Pulmonary Disease in Stable Period: a Meta-analysis

LIU Jiating'®, LIU Liang?, PU Xiaofeng'?, HE Chengsong'®, HOU Yi'?*, FENG Xianhu'?, WANG Guojun'®" (1. The
Affiliated Hospital of Southwest Medical University, a.Department of Pharmacy, b.Department of Rheumatology and
Immunology, Luzhou 646000, China, 2.Department of Pharmacy, Luzhou People's Hospital, Luzhou 646000, China)

ABSTRACT: OBJECTIVE To systematically evaluate the efficacy and safety of multiple doses of revefenacin(22, 44, 88,
175, 350, 700 pg) in patients with moderate to severe chronic obstructive pulmonary disease(COPD) in stable period.
METHODS Literature searching was performed via Medline/PubMed, Cochrane Library, Embase, Web of Science, VIP, CNKI,
WanFang databases from their inception to June 2020, and searched ClinicalTrials.gov to obtain unpublished data. The
randomized controlled trials(RCTs) compared efficacy and safety of revefenacin versus placebo in patients with moderate to
severe COPD in stable period were included. The risk of bias was assessed via Cochrane risk of bias assessment tool after data
extracted from clinical studies which met the inclusion criteria and the meta-analysis was performed by using RevMan 5.3
software. RESULTS Five RCTs with 1 927 participates were enrolled. The meta-anlysis showed that revefenacin was superior
to placebo in terms of change in FEV1[total: MD=0.11, 95%CI(0.09, 0.13), P<0.000 01; 22 pg: MD=0.05, 95%CI1(0.00, 0.10),
P=0.04; 44 ng: MD=0.05, 95%CI(0.01, 0.10), P=0.01; 88 ng: MD=0.12, 95%CI(0.07, 0.18), P<0.000 01; 175 ug: MD=0.13,
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95%CI(0.11, 0.16), P<0.000 01; 350 pg: MD=0.1, 95%CI(0.05, 0.20), P=0.0007; 700 ng: MD=0.08, 95%CI(0.03, 0.13),
P=0.002] and the proportion of patients whose SGQR scores dropped by four or more units[total: RR=1.29, 95%CI(1.12, 1.49),
P=0.000 4; 88 pg: RR=1.29, 95%CI(1.06,1.58), P=0.01; 175 ug: RR=1.29, 95%CI(1.06, 1.58), P=0.01] with a significant
difference. The incidence of dyspnea in Revefenain group was significantly lower than that in placebo group(P=0.005), and the
incidence of back pain was significantly higher than that in placebo group(P=0.006). In a direct comparison between 88 pg and

175 pg, there was no significant difference in the incidence of total adverse reactions, serious adverse events, and common
adverse events(headache, cough, back pain, sore throat, dyspnea, upper respiratory tract infection) compared with placebo.
CONCLUSION Revefenacin shows better efficacy and tolerance in patients with moderate to severe COPD in stable period,
and 175 pg did not exhibit its advantage over 88 pg, both 88 pg and 175 pg may become alternative options for the clinical

treatment of moderate to severe COPD in stable period.

KEYWORDS: revefenacin; chronic obstructive pulmonary disease(COPD); efficacy; safety; meta-analysis
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A

revefenacin 3 ] Mean Difference Mean Difference
8.1.1 revefenacin 22ug
Quinn D 2017 0.091 0.118 37 0038 0.127 56 7.0% 0.05 [0.00, 0.10]
Subtotal (95% Cl) 37 56  7.0% 0.05 [0.00, 0.10] -~
Heterogeneity: Not applicable
Test for overall effect: Z = 2.06 (P = 0.04)
8.1.2 revefenacin 44ug
Pudi KK 2017 0.0194 0.206 68 -0.0324 0.212 70 5.3% 0.05[-0.02, 0.12] T
Quinn D 2017 0.093 0.12 32 0.038 0.127 56 6.8% 0.06 [0.00, 0.11] =
Subtotal (95% CI) 100 126 12.0% 0.05 [0.01, 0.10] <=
Heterogeneity: Tau® = 0.00; Chi* = 0.01, df =1 (P = 0.94); I’ = 0%
Test for overall effect: Z=2.49 (P = 0.01)
8.1.3 revefenacin 88pg
Donohue JF 2020(a) 0.0569 0.182 161 -0.019 0.194 146 7.8% 0.08 [0.03, 0.12] -
Donohue JF 2020(b) 0.115 0.229 152 -0.045 0.231 150 6.9% 0.16 [0.11, 0.21] -
Pudi KK 2017 0.155 0.207 71 -0.032 0.212 70 5.3% 0.19 (0.12, 0.26] -
Quinn D 2017 0.113 0.125 35 0038 0.127 56 6.8% 0.08 [0.02, 0.13] -
Subtotal (35% Cl) 419 422 26.8% 0.12[0.07, 0.18] -
Heterogeneity: Tau®* = 0.00; Chi* = 12.03, df = 3 (P = 0.007); F =75%
Test for overall effect: Z = 4.46 (P < 0.00001)
8.1.4 revefenacin 175ug
Donohue JF 2020(a) 0.127 0.192 156 -0.019 0.195 146 7.8% 0.15[0.10, 0.19] T
Donohue JF 2020(b) 0.102 0.23 154 -0.045 0.231 150 6.9% 0.15 [0.10, 0.20] -
NCT02109172 0.099 0.089 32 -0.014 0.087 32 7.8% 0.11[0.07, 0.16] -
Pudi KK 2017 0.134 0.207 71 -0.032 0.212 70 5.3% 0.17 [0.10, 0.24]
Quinn D 2017 0.152 0.113 33 0.038 0.127 56 7.0% 0.11[0.06, 0.16] 0
Subtotal (95% CI) 446 454 34.8% 0.13[0.11, 0.16] <
Heterogeneity: Tau? = 0.00; Chi* = 2.85, df =4 (P = 0.58); 1> = 0%
Test for overall effect: Z = 11.78 (P < 0.00001)
8.1.5 revefenacin 350ug
Pudi KK 2017 0.138 0.209 74 -0.032 0.212 70 5.3% 0.17 [0.10, 0.24]
Quinn D 2017 0.132 0.119 38 0,038 0.127 56 71% 0.09 [0.04, 0.14] .
Subtotal (95% CI) 112 126 12.4% 0.13 [0.05, 0.20] ~ali—
Heterogeneity: Tau®* = 0.00; Chi* = 3.05,df =1 (P = 0.08); ? = 67%
Test for overall effect: Z = 3.39 (P = 0.0007)
8.1.6 revefenacin 700ug
Quinn D 2017 0.118 0.116 35 0.038 0.127 56 7.0% 0.08 [0.03, 0.13] -
Subtotal (95% CI) 35 56 7.0% 0.08[0.03, 0.13] -
Heterogeneity: Not applicable
Test for overall effect: Z=3.12 (P = 0.002)
Total (95% CI) 1149 1240 100.0% 0.11[0.09, 0.13] &

Heterogeneity: Tau? = 0.00; Chi® = 35.43, df = 14 (P = 0.001); I? = 60%
Test for overall effect: Z= 9,92 (P < 0.00001)
Test for subaroup differences: Chi* = 17.50. df = 5 (P = 0.004). I* =71.4%

02 01 0 01 02
Favours [revefenacin] Favours |72 % 51)]

B

revefenacin 88ug revefenacin 175ug Mean Difference Mean Difference
__Study or Subgroup  Mean SD Total Mean SD _Total Weight V. Random. 95% CI IV. Random.95%Cl
Donohue JF 2020(a) 0.059 0.192 161  0.127 0.192 156 29.3% -0.07 [-0.11, -0.03] - &
Donohue JF 2020(b) 0115 023 152 0.102 0.23 154 25.9% 0.01 [-0.04, 0.08] -
Pudi KK 2017 0.155 0.207 71 0134 0.207 74 20.6% 0.02 [-0.05, 0.09] =
Quinn D 2017 0.113 0.125 35 0.152 0.113 33 24.1% -0.04 [-0.10, 0.02] -

Total (95% CI) 419 417 100.0%  -0.02 [-0.07, 0.02] qq-

- 2= . i2 = = = -2 = 63% t T t
:ietata;ogenenyl_l T?f:cr (2)900, ;:n - _ngédf 3 (P =0.05); P=863% 01 0.05 0 0.05 oA
est for overall effect: Z = 0.87 (P = 0.33) Favours [88ug] Favours [175ug]

3 BEEMEHERRFNEA). 8 ug A5 175 pg £ (B)E# 8 FEV1 5K & & meta 447 & A E
Fig. 3 Forest plot of meta-analysis of change in FEV1 in revefenacin group and placebo group(A), 88 pg group and 175 pg
group(B)

2.89), P=0.08]% K/AEFM LB HEM 2R MY FEVIBUEE R, M1 UM 4T, 22k Donhue
BB S 21 P W% PR ME & A R i K TR BRI 4 JF2020al'" 88 g A1 175 pg & NCT02109172017
[RR=0.59, 95%CI(0.41, 0.85), P=0.005], 7% 175 pg S KAE MG, 1555 meta 731745
e RN i 2 T R 4 [RR=2.80, 95%CI  H[MD=0.11, 95%CI(0.09, 0.14), P<0.00001];
(1.34, 5.86), P=0.006]. [FH}, BEI5FA6F 88 ug 2Bk Pudi KK 20171 44, 88, 175, 350 pg He/h
MG 175 ng AT A 5 WA RV IE REMFRE, 53] meta 23845 5 [MD=0.11,
W EES, Wk 2, 95%CI (0.09, 0.13), P<0.000 017, 5ZRATHE,
2.4 UBNES BT ZRIA R B NGEITTEE L (P<0.000 01), $E/ARZ;
T GBI m EES RiEs R,
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A revefenacin 2255

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed. 95% CI
9.1.1 revefenacin 22ug

Quinn D 2017 1 41 0 61 0.4% 4.43[0.18, 106.13]

Subtotal (95% CI) 41 61 0.4% 4.43[0.18, 106.13] ‘
Total events 1 (0]

Heterogeneity: Not applicable

Test for overall effect: Z = 0.92 (P = 0.36)

9.1.2 revefenacin 44ug

Pudi KK 2017 (o] 68 2 71 2.3% 0.21[0.01, 4.27]

Subtotal (95% Cl) 68 71 2.3% 0.21 [0.01, 4.27] eI [ E—
Total events 0 2

Heterogeneity: Not applicable

Test for overall effect: Z = 1.02 (P = 0.31)

9.1.3 revefenacin 88ug

Donohue JF 2020 (a) 17 212 23 209 22.2% 0.73 [0.40, 1.32] N
Donohue JF 2020 (b) 25 205 25 209 23.7% 1.02 [0.61, 1.71] ——

Pudi KK 2017 (o] 71 2 71 2.4% 0.20 [0.01, 4.09]

Quinn D 2017 3 40 0 61 0.4% 10.59 [0.56, 199.59]

Subtotal (95% Cl) 528 550 48.7% 0.92 [0.63, 1.34] <&

Total events 45 50

Heterogeneity: Chiz = 4.38, df =3 (P = 0.22); 7 =31%

Test for overall effect: Z = 0.43 (P = 0.67)

9.1.4 revefenacin 175ug

Donohue JF 2020 (a) 21 198 23 209 21.4% 0.96 [0.55, 1.69] . a
Donohue JF 2020 (b) 21 197 25 209 23.2% 0.89 [0.52, 1.54] .

Pudi KK 2017 1 71 2 71 1.9% 0.50 [0.05, 5.39]

Subtotal (95% CI) 466 489 46.6% 0.91 [0.62, 1.34]

Total events 43 50

Heterogeneity: Chiz = 0.29, df =2 (P = 0.87); 2= 0%

Test for overall effect: Z = 0.49 (P = 0.63)

9.1.5 revefenacin 350ug

Pudi KK 2017 2 74 2 71 2.0% 0.96 [0.14, 6.63] S
Subtotal (95% Cl) 74 71 2.0% 0.96 [0.14, 6.63] et
Total events 2 2

Heterogeneity: Not applicable

Test for overall effect: Z = 0.04 (P = 0.97)

Total (95% CI) 1177 1242 100.0% 0.91 [0.70, 1.19]

Total events 91 104

Heterogeneity: Chi2 = 6.53, df = 9 (P = 0.69); I2 = 0% 0_‘005 0?1 H 1‘0 260

Test for overall effect: Z = 0.68 (P = 0.50)
Test for subaroup differences: Chi? = 1.87. df =4 (P = 0.76). I = 0%

Favours [revefenacin] Favours [% 7]

B revefenacin 88ug revefenacin 175ug Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Fixed. 95% ClI M-H. Fixed. 95% CI1
Donohue JF 2020 (a> 17 212 21 198 0.76 [0.41, 1.39]

Donohue JF 2020 (b> 25 205 21 197 1.14 [0.66, 1.98]
Pudi KK 2017 0 71 1 71 0.33 [0.01, 8.05]
Total (95% CI) 488 466 100.0% 0.93 [0.62, 1.39]
Total events 42 43 ) )

Heterogeneity: Chi? = 1.40, df = 2 (P = 0.50); I> = 0%
Test for overall effect: Z = 0.37 (P =0.71)

0.01 0.1 1 10 100
Favours [88ug] Favours [175ug]

B4 FHAFEHEESZRAEA). 88 pg £ 5 175 pg (B)E # t COPD 34 2 #1 %L & meta 447 Fx Ak B

Fig. 4 Forest plot of meta-analysis of rate of COPD in stable period exacerbation in revefenacin group and placebo group(A),

88 ug group and 175 pg group(B)
3 Wg

COPD J2&—FhAR # UL A HEA T 1 S A 1 P I
I, R AR RREE R P IR AE AR A< 32 FRIPT. COPD
AIFE RS IR R — ORI . B el . 8 T e
ALY R R A, PR T2 COPD AR 22
JRRHP, By RENERI, AR GE T £
RIS 228 5, SBERRGRAE COPD o BR A 325
HE ST o BE SIS AAA AR T 118 UL MO AN 286
JEET BRI, SRR GRS T B2 R 4G A T R S
SAEWAE, SIS COPD JFRALP), TR25IR-E
AFIJZ FDA F 2018 4F 11 HHEHERREH 1 AH

PR FHZ55% 2022 48 10 55 39 57 20 )

A ORGSR AL BB IS B, 2 H AT Rk —H]
TIRYT COPD Faue WM 25 AL Y sk 2t 2,

H A K & 2N AL 7 ISR iR T T
COPD #ae i # th A R E N2 2 PR meta 47
Mritss . AR R TR, FEASERT 6 1
R SR EAERT BB B FEVI BUE T4 fg
BT ZEGNA, $oRiZii 6 MRlETER
RN FEV] JFHEA R ITR, Fe, 78
SGQR 1370k =4 M EE I b By )X —F8 b
Hr, MRS TR, 88 ug 5 175 ng ¥ B E
TARBHA, RiX 2 MHEAEMEHE SGQR
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A revefenacin W Risk Ratio Risk Ratio

0, ol A 0
10.1.1 revefenacin 88ug
Donohue JF 2020(a) 70 148 46 136 23.4% 1.40[1.05, 1.87] - =
Donohue JF 2020(b) 67 145 54 140 26.8% 1.20 [0.91, 1.57] N
Subtotal (95% CI) 293 276 50.2% 1.29 [1.06, 1.58] -
Total events 137 100
Heterogeneity: Chi? = 0.58, df = 1 (P = 0.45); I = 0%
Test for overall effect: Z =2.52 (P = 0.01)
10.1.2 revefenacin 175ug
Donohue JF 2020(a) 68 139 46 136 22.7% 1.45[1.08, 1.93] - *
Donohue JF 2020(b) 67 149 54 140 27.2% 1.17 [0.89, 1.53] N
Subtotal (95% ClI) 288 276  49.8% 1.29 [1.06, 1.58] —~—
Total events 135 100
Heterogeneity: Chiz=1.12, df = 1 (P =0.29); 1= 11%
Test for overall effect: Z =2.53 (P = 0.01)
Total (95% CI) 581 552 100.0% 1.29 [1.12, 1.49] -
Total events 272 200
Heterogeneity: Chiz = 1.70, df = 3 (P = 0.64); I = 0% 0%5 0?7 ) t 2

Test for overall effect: Z = 3.57 (P = 0.0004)

Favours [revefenacin] Favours [
Test for subaroun differences: Chi2 = 0.00. df = 1 (P = 0.99). 2= 0% [ ! (

B revefenacin 88ug  revefenacin 175ug Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Fixed. 95% CI M-H. Fixed. 95% CI
Donohue JF 2020(a) 70 148 68 139 51.5% 0.97 [0.76, 1.23]

Donohue JF 2020(b) 67 145 67 149  48.5% 1.03 [0.80, 1.32]
Total (95% ClI) 293 288 100.0% 1.00 [0.84, 1.18]
Total events 137 135

Heterogeneity: Chi* = 0.12, df = 1 (P = 0.73); F = 0%

Test for overall effect: Z = 0.04 (P = 0.97) 0.7 0.8 1 1.2 18

Favours [revefenacin] Favours %71

5 EAAFEERBAUEA). 88 ng 45 175 pg 4(B) £ # #1 SGQR 15 7 [£ (K =4 9 B Fr & #1 H | B9 meta 247 A B
Fig. 5 Forest plot of meta-analysis of the proportion of patients whose SGQR score decreased =4 in revefenacin group and
placebo group(A), 88 pg group and 175 ug group(B)

FT2 ZAWENF meta fNLEE

Tab.2 Summary of meta-analysis results of safety indicators

25 JRfatn T it 9 ATFFEEL BiE P1% B IR RR(95%CI) P
22 pg vs ZREF 11201 102 - 0.86(0.57, 1.28) 0.45
44 g vs LRI 219201 239 0 0.81(0.58, 1.13) 0.22
88 pg vs LI 4118-20] 1078 4 1.08(0.96, 1.22) 0.19
175 pg vs L 5017-20] 1117 35 0.98(0.87, 1.11) 0.80
SRR RN & AR 350 pg vs ZRIF 2019201 247 0 I#l € 0.85(0.61, 1.18) 0.33
700 g vs LR 11201 98 _ 0.70(0.44, 1.12) 0.14
BEIVIRE vs 2R 5017-20] 2 881 19 0.98(0.91, 1.06) 0.69
88 pg vs175 pg 4118-20] 1031 0 1.06(0.94, 1.20) 0.31
22 g vs LR 11201 102 - 2.98(0.28, 31.75) 0.37
44 g vs TR 2119-20] 239 0 1.28(0.17, 9.86) 0.81
88 g vs LRI 318-20] 936 0 0.97(0.55, 1.74) 0.93
175 ug vs 5 4117-20] 1019 0 0.91(0.50, 1.65) 0.75
FEHE AR RN K AR 350 pg vs LREEF 2019-20] 247 0 iR 1.20(0.16, 9.28) 0.86
700 pg vs ‘LR 11201 98 _ 0.54(0.02, 13.01) 0.71
BEISIRE vs TR 5017-20] 2 641 0 0.99(0.67, 1.46) 0.94
88 ug vs 175 ng 3[18-19] 954 29 1.17(0.63, 2.17) 0.62

22 g vs LR 1e0 102 - 0.50(0.14, 1.72) 0.27
44 g vs LR 2019-20] 239 0 0.39(0.11, 1.35) 0.14
88 ng vs LRI 4118-20] 1078 32 1.28(0.72, 2.27) 0.40
175 g vs ZRIF 5017-20] 1117 0 1.14(0.64, 2.04) 0.65
S R AE# 350 pg vs %R 2119-20] 247 37 I#l € 0.91(0.37, 2.29) 0.85
700 pg vs %R 10201 98 - 0.92(0.33, 2.52) 0.87
REISIRAE vs LR 517-20] 2 881 0 0.97(0.71, 1.34) 0.87
88 ug vs 175 ug 4118-20] 1031 0 1.17(0.67, 2.06) 0.57
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25 JRfatn T it 9 ATFFEEL B P1% B IR RR(95%CI) P

22 g vs LR 1e0 102 - 0.37(0.04, 3.21) 0.37

44 g vs LR 2019-20] 239 0 0.31(0.05, 1.76) 0.19

88 ng vs LRI 4118-20] 1078 0 0.61(0.34, 1.11) 0.10

175 g vs ZRIF 5017-20] 1117 0 0.62(0.35, 1.09) 0.10

W1 PRI 22 350 pg vs R 219-20] 247 0 s 0.83(0.24, 2.90) 0.77

700 pg vs LR 1120] 98 _ 0.41(0.05, 3.55) 0.42
BAEIIRE vs e s017-20] 2881 0 0.59(0.41, 0.85) 0.005

88 ugvs 175 ng 4018-20) 1031 0 0.96(0.49, 0.85) 0.89

22 pg vs LR 10201 102 - 2.98(0.28, 31.75) 0.37

44 ug vs TREF 219-201 239 0 0.77(0.11, 5.40) 0.79

88 g vs IR 4118201 1078 0 1.04(0.56, 1.91) 0.91

175 ug vs 2L 5017-20] 1117 0 1.19(0.66, 2.13) 0.56

LU 350 ug vs LR 2[19-20] 247 0 fl iz 2.92(0.57, 14.90) 0.20

700 ug vs R 10201 98 _ 3.30(0.31, 35.11) 0.32

ST IYIRE vs R 5017-20] 2881 0 1.24(0.84, 1.82) 0.27

88 ug vs 175 nug 4118-20] 1031 0 0.82(0.45, 1.49) 0.52

22 g vs R 11201 102 - 7.38(0.36, 149.8) 0.19

88 ug vs R 3118201 657 0 1.90(0.57, 6.34) 0.30

. 175 ug vs 25 318-20] 646 0 . 3.05(0.98, 9.45) 0.05

SRR 350 pg vs R 2019-201 247 0 2 3.56(0.38, 33.35) 0.27
BEIFIRE vs R 3118-20] 1652 0 2.80(1.34, 5.86) 0.006

88 ug vs 175 nug 3[18-20] 621 0 0.58(0.21, 1.57) 0.28

44 pg vs LRI 2L19-201 239 0 2.08(0.30, 14.55) 0.46

88 pg vs e 7 4118-20] 1078 32 1.44(0.58, 3.530) 0.43

‘ 175 pg vs %R 4118-20] 1061 31 1.38(0.56, 3.37) 0.49

MR i 2228 350 pg vs LRI 109 247 - el 1.92(0.18, 20.70) 0.59

BEISIRE vs TR 4118-20] 2625 0 1.49(0.83, 2.67) 0.18

88 pgvs 175 pg 3[18,20] 890 0 1.18(0.47, 2.95) 0.73

88 ng vs ZRIF 2L181 835 38 2.22(1.02, 4.83) 0.04

o 175 pg vs R 3[18.20] 877 45 1.15(0.51, 2.63 0.73

PRI AR A Eﬁﬁﬁrﬁ% vs LR 318,201 1712 32 Kbl 1,6520.95, 2.89; 0.08

88 pg vs 175 pg 2018] 812 88 1.73(0.83, 3.58) 0.14

BaEik=4 ERBRHE; (A7 88 ug 5 175 pg
EEE T, WM& AE FEV] k28 )51, COPD &
EW R E AL R DL N SGQR 1370 FRIE =4 (8 %
FE i B LR B 25 R, R, AR T
88, 175 ng M S5 AB-FAES7 8 A R B B 8
ot Zatdrm, 6 FalsmEHEIFIE B RNR
N A R AN BN R AR R A
S TR EEZS FIUARRN T, BT
AR A TR ISR AR SRR . WK . IR R SR RN R
W T R R AR R TG 2 25 5 (R IR IR S T
W PRI A 6 i B PR TR AL, 508 &R B R
) 25 TR, R B R DT
o R, B3NSR 88 ug H 5 ¥
W 175 pg AFERAR N EER, PEAR
JR KA FE U RS . VR PRIHE L R L T
WK e S R I R 3 JR g A5 8 DL AN R L 3
PIEEES . BMAMT, meta M5 REH,

PR FHZ55% 2022 48 10 55 39 57 20 )

TAMEEAROEIT PR EE COPD Fad M
N1 O o 2/ =T 1 SR & NV SN A V2 o
A, FDA HAtb#E T AT 250 175 pg qd!™,
AR meta S HTEE SRR, HEIFIBF 88 ug qd
HA, 175 pg qd & ATREIF A I AL,
88 pg qd SIFWAEM AIGIK F RZ —, HFER
Z I KIBEVT 9 R FEA RCT finLASHIE
[, AFRAEAE— W m R O 53w
FEARA IR BEHL 53 L AN B s, AT R i — Y
Tife; @A DEES RtE bR T & IF A HrEE, 5
PERK, HIR A 62 5 90 AW B FEAS S48/ D)
K] B W2 2 U EAR R G O AE
SR EE R RN 88 pg 5 175 pg, ATiE—2xit
— AT 88 pg M1 175 pg 2Z 0] A7) R it 5 A
IR @IASCERECE A 10 L, RIS
FAE AR AT AT ABTTLE TS 75 T8 = i
KEEAM RCT HE—5010F .
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