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Synthesis of Echinocystic Acid Derivatives and Inhibitory Effect on Lipase
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[ Abstract | Objective; Echinocystic acid (EA) is a kind of oleanolic pentacyclic triterpenoid compound,
due to its main structural features of stability and less active sites, the structures of EA were modified in this paper to
synthesize a series of EA derivatives, improve their bioavailability, and investigate their inhibitory effect on lipase.
Method : In this study, EA derivatives were designed and synthesized from EA, which is a natural lipase inhibitor.
Their inhibitory effects on lipase were tested by using 2, 4-dinitrophenyl butanoate ( PNPB) method. Result: Nine
compounds were synthesized, and their structures were characterized by infrared spectrum (IR), ultraviolet spectrum
(UV), mass spectrum (MS), nuclear magnetic resonance spectrum ('H-NMR and "C-NMR), all of which were
identified as new compounds. Further experiments on the inhibitory effect on lipase showed that compounds 1-9 had

higher inhibitory effects than EA, ICy, =7.03, 2.05, 2.14, 3.65, 3.24, 0.28, 0.34, 0.46, and 0.39 g-L™".
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Compounds 6-9 had higher inhibitory effect than Orlistat (IC,, =0.53 g+L.""). Inhibition rates were as follows: 6 >
7 >9 >8 > Orlistat >2 >3 >5 >4 >1 >EA. Conclusion: It is feasible to design and synthesize derivatives with

EA as the lead compound to improve the inhibitory effect on lipase.
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W L v 3 1 Sk A BR 2 F] (k45 SLBS3971) ;2 ,4-
TR T MR R (PNPB) W BT M i B AL T4 R
Al (b5 FD15365) ; — H KL W AN ( DMSO) Il H 4&
B fb Ty A R 2> 7] (415 20170509 ) 5 B3R W] il
(Orlistat) W [ 1L AR 87 B AR 25000 A BR 2 W) (3t =
D84180303 ) ; H 2 R ' iR $h iR £k . P9 2 2 W IR £h iR &6 |
LR P ER AR R A Az IR R MR SR X B i
Z AR BRA A HoAth iR B8 7 Sigma 24 7],
2 FEEER
2.1 ARG ACUURIRR e EY,
B — RV AT A, VLA 1,
2.1.1 ka1 AR FRECH R 1.000 g
(2. 120 mmol) & T [7 I B H , in AMEEE 40 mL, Z
B2 20 mL, T 105 °C #% Sy £ 24 h, LA k- £ R
CTE-H 2 (8:2:0.05) k47 TLC AW, S vy 58 4 ) , %
BB, vkoK 100 mL, AR ERE2 , 94 pH 4,45
FE, U8 IR SR AS & T BRI G 1.
fEW 1 HEBAKR 1180 g, 7% 99. 8% ;mp
156 ~158 °C ;[ M + H] "556.77;'H-NMR (400 MHz,
DMS0)6:12.60( 1H,28-COOH) ,5.50 (1H,br s, 12-
CH),5.32(1H,br s,16-CH) ,4.41 ~4.38(1H,br d,
3-CH),3.01 ~2.97(1H,br s,11-CH,) ,2.05(3H,s,
2"-CH,),2.01 (3H,s,2'-CH,),1.84 ~1.81(3H),
1.67 ~1.31 (13H),1.23 (3H,s,29-CH, ), 1. 14 ~
1.04(4H),0.94 (3H,s,23-CH, ) ,0.91 (6H, s, 27-
CH,,30-CH,),0.82 (6H, s, 26-CH,,24-CH, ), 0. 71
(3H, s, 25-CH, ) ; "C-NMR ( 100 MHz, DMSO ) §:
176.71 ( €28 ), 170.07 ( C-1"), 169.46 ( C-1"),
142.05(C-13),122.65(C-12),79.87 (C-3),75.52
(C-16),54.58 (C-5),46.40 (C-17),45.97(C9),
45.93(C-19),40.66 ( C-14),38.93 (C-18),38.76
(C-15),37.57(C-8),37.24 (C-1),36.50 (C-4),
34.59(C-10),32.93 (C-21),32.37(C-22),31.66
(€-29),30.70(C-7),30.10(C-20),27.75(C-23),
26.16(C-27),23.92(C-2),23.21(C-30) ,22.80( C-
11),21.60(C-2"),20.94(C-2"),17.74(C-6) ,16.75
(C-26),16.61(C-24),15.12(C-25),
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Fig.1 Synthetic route of echinocystic acid derivatives

21.2 fkEW2~5MAER ka1
2.700 mmol & & JE et (VKK M), A 5 e
25 mL AR, 0 A FBE S 2 mL, 7R VKK W RSk
POFEL h B 2 SR EE B 24 ho g i A
Bt S A2 e 25 3 K, Bk 30 mL, G H BE 90 mL %
fift 25 s AR I FE R H MR 4R FR 5 8. 100 mmol F 5
B, A A H b 60 mL, = Z i 6 mL, il A
PGV U, B, VKoK v B 30 min, 5 #% 2 E i
T FE 24 h O e JE MR 1% 1Y 3k B 7K %
WK AT R K A& R 3 R, B 50 mL, AU
W TE K TR A B K TRT s R, LA A ik k- £ R &
B AT 0k, WO AR AR IR 20 45, Il scis 39, T4 19 804k &
w2 ~5,

EW2 HEKAKL 500 g, 3 88.6% ., mp
198 ~200 C ;[ M + H] * 627. 85;'H-NMR (400 MHz,
DMS0)8:7.96(1H,J =5.7 Hz,NH) ,5. 51 (1H,br s,
12-CH) ,5.37(1H,br s,16-CH) ,4. 42 ~4.37(1H, br
d,3-CH) ,3.95 ~3.77(1H,m,1”-CH, ) ,3. 66 ~ 3. 63
(1H,m,1”-CH,) ,3.59(3H,s,3”-CH, ) ,2. 94 ~2.90
(2H,br s,11-CH,),2.20 ~2. 15(1H,br s,18-CH) ,
2.05(3H,s,2"-CH,),2.00(3H,s,2'-CH, ), 1. 85 ~
1.30 (14H), 1.21 (3H, s, 29-CH, ), 1. 18 ~ 0.99
(4H),0.94 (3H,s,23-CH,),0.90 (6H, s,27-CH,,
30-CH, ) ,0. 81 (6H, s,24-CH, ,26-CH, ) ,0. 66 (3H,
s,25-CH,) ; "C-NMR (100 MHz,DMS0)5:175. 03 ( C-
28),170. 18 (C-1") ,170. 04 (C-1") ,169. 37 (C-2") ,

LEmT  R=

a9

142.11(C-13),122.52(C-12),79.87(C-3),76.55
(C-16),54.64(C-5),51.51 (C-3") ,46.54 (C-17) ,
46.34(C-9) ,45.95(C-19) ,41.16(C-1") ,40. 59 ( C-
14),39.47 (C-18),38.77 (C-15),37.64 (C8),
37.24(C-1),36.48(C-4),34.89(C-10),32.95(C-
21),32.42(C22),31.07 (C-29),30.84 (C-7),
30.05(C-20),27.75 (C-23),26.17 (C27) ,24. 15
(C-2),23.22(C-30),22.82(C-11),21.64(C-2"),
20.92(C-2"),17.73(C-6) ,16.60( C-26) ,16.49 ( C-
24),15.17(C-25) .

& 3 Ao E R K 1.200 g, =&
69.3% . mp 143 ~ 145 °C;[M + H] " 641.88; H-
NMR (400 MHz, DMSO) §.7.86 ~ 7.84 (1H, m,
CONH),5.51 (1H,br s,12-CH) ,5.36 (1H, br s,16-
CH),4.42 ~4.36 (1H, br d,3-CH),4.15 ~ 4.11
(1H,m,1”-CH) ,3.57(3H,s,3"-CH,) ,2.96 ~2.93
(2H,br s,11-CH,),2.18 ~2.09 (1H,18-CH) ,2. 04
(3H,s,2"-CH,),2.00(3H,s,2'-CH, ) ,1.78 ~ 1. 15
(18H),1.20 (3H,s,29-CH,), 1. 14 ~0.98 (3H),
0.92 (3H, s, 23-CH, ), 0.90 ( 6H, s, 27-CH,, 30-
CH,),0.80 (6H,s,24-CH,,26-CH,),0.68 (3H, s,
25-CH,) ; "C-NMR ( 100 MHz, DMSO) §: 174. 16 ( C-
28),172.65(C-2"),170.08 (C-1") ,169.37 (C-1") ,
142.08(C-13),122.46 (C-12),79.81 (C-3),76. 45
(C-16),54.59(C-5),51.68 (C-3") ,48.39 (C-1") ,
46.43(C-17) ,46.24(C-9) ,45.87(C-19) ,40. 59 ( C-
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14),39.02 (C-18),38.66 (C-15),37.60 (C-8),
37.21(C-1),36.45(C4),34.86(C-10),33.00( C-
21),32.46 (C-22),31.03 (C-29),30.56 (C-7),
30.04(C20),27.72(C-23),26.13 (C27),24.19
(C2),23.20(C-30),22.78 (C-11),21.66 (C-2"),
20.95(C-2"),17.70(C-6) ,16.63 (C-4") ,16. 58 ( C-
26),16.55(C-24),15.19(C-24)

k& 4 B KRR 1.300 g, 7= %
70.50% , mp 190 ~192 C;[M + H] " 683.96; H-
NMR (400 MHz, DMSO) §:7.81 ~ 7.78 (1H, m,
CONH) ,5.51(1H,br s,12-CH) ,5.33(1H,br s,16-
CH),4.42 ~4.36 (1H, br d,3-CH),4.21 ~4.13
(1H,m,1”-CH) ,3.57(3H,s,3”-CH,) ,3.00 ~2.97
(2H,br s,11-CH, ) ,2.17 ~2.08 (1H,br s,18-CH) ,
2.05(3H,s,2"-CH,),2.00(3H,s,2'-CH,) ,1.78 ~
1.15(18H),1.19(3H,29-CH,) ,1. 15 ~0.98 (3H) ,
0.91 ~0.87 (12H, s, 6”-CH,, 7"-CH, , 23-CH, , 27-
CH,), 0.81 ~ 0.80 (9H, s, 30-CH,, 26-CH,, 24-
CH,),0.65 (3H, s, 25-CH, ) ; "C-NMR ( 100 MHz,
DMSO0)§:174.54(C-28) ,172.78(C-2") ,170.09( C-
17),169.34 (C-1") ,142.15(C-13),122.30(C-12) ,
79.81(C-3),76.60(C-16),54.60(C-5),51.64 (C-
3"),50.62 (C-1"), 46.47 (C-17), 46.40 (C9),
45.84(C-19),40.66 ( C-14),39.05 ( C-18) , 38.67
(C-15),37.60 (C-8),37.22(C-1),36.46 (C-4),
34.92(C-10),33.00 ( C-21),32.64 (C-22),30.87
(€-29),30.44(C-7),30.01(C-20),27.73(C-23),
26.10(C-27) ,24.30(C-5") ,24.16(C-2),23.20( C-
30),23.00 (C4"),22.77 (C-11),21.66 ( C-2"),
20.95(C-2"),20.89(C-6",7") ,17.72(C-6),16.70
(C-26),16.62(C-24),15.19(C-25),

&S5 A E KRR 1.200 g, 7= %
67.85% , mp 172 ~174 C;[M + H] "' 669.93;"'H-
NMR (400 MHz, DMSO ) §:7.47 ~ 7.45 (1H, m,
CONH) ,5.55(1H,br s,12-CH) ,5.42(1H,br s,16-
CH) ,4.42 ~4.36(1H,br d,3-CH) ,3.59(3H,s,3"-
CH,),2.97 ~2.93(2H,br s,11-CH, ) ,2.20 ~2. 11
(1H,br s,18-CH) ,2.04 (3H,s,2"-CH, ) ,2.00(3H,
s,2'-CH, ), 1.86 ~ 1.27 (17H), 1.20 (3H, s, 29-
CH,),1.14 ~0.96 (3H),0.93 (3H, s, 23-CH, ),
0.90 ~0.89 (6H,s,5”-CH,, 6"-CH,),0.87 ~0.82
(6H,s,27-CH,,30-CH,),0.80 (6H,s,26-CH, , 24-
CH,),0.62 (3H, s, 25-CH; ) ; "C-NMR (100 MHz,
DMS0)§:174. 67 (C-28) ,171. 68 (C-2"),170. 08 ( C-
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17),169.32(C-1"),142.02(C-13),122.76 (C-12) ,
79.80(C-3),76.41(C-16) ,58.13(C-1") ,54. 56 ( C-
5),51.53(C-3"),46.71(C-17) ,46.33(C-9) ,45. 84
(C-19) ,40.66(C-14) ,38.99(C-18),38.67(C-15),
37.60(C-8),37.21 (C-1),36.43 (C-4),34.82(C-
10),32.94 (C-21),32.47 (C-22),30.99 (C-29),
30. 60(C-7),30.02(C-20),29. 67 (C-4") ,27.72(C-
23),26.08 (C-27),24.20 (C-2),23.21 (C-30),
22.79(C-11),21.66 (C-5"),20.95 ( C-6"), 19. 04
(C-2"),18.88(C-2"),17.67(C-6),16.62(C-26),
16.52(C-24),15.18(C-25) ,

2.1.3 kG5 e6~9 Ma M Al Rk G Y2 ~5
% 1.000 mmol 43 51| & [B B30, i A B 25 mL
fifi 58 AV iR, A 2.5 mol - L™ & A AL AR 20 mL,
95 CHnFRIEI 6 h, [N 58 5, ¥ # =AM P, ik
BEER K 200 mL, AR ER IR M pH 5 ~ 6, 33 &, i
LR, T BB Ew6~9,

k& 6 [ KB OR 0.502 g, 7 R
94.90% , mp 224 ~226 C;[M + H]" 529.75; H-
NMR (400 MHz, DMSO) §:12.43 (1H,28-COOH) ,
7.40(1H,J=5.4 Hz,NH) ,5.30(1H,br s,12-CH) ,
4.74 (1H, 16-OH) , 4.28 (2H, d, 3-OH, 16-CH ) ,
3.75 ~3.68(1H,s,1’-CH,) ,3.57 ~3.49(1H,s,1'-
CH,),2.99 ~2.98 (1H, br d,3-CH),2.87 ~2.83
(2H,br s,11-CH, ) ,2.29 ~2.20(1H,br s,18-CH) ,
1.88 ~1.35(14H),1.30 (3H,s,29-CH, ), 1.24 ~
0.95(4H),0.91(3H,s,23-CH,),0.90 (3H, s, 27-
CH,),0.85(3H,s,30-CH,) ,0.84 (3H,s,26-CH,) ,
0.67 (3H, s, 24-CH,),0.65 (3H, s, 25-CH, ) ; "C-
NMR (100 MHz,DMS0)§:176.56(C-28) ,171.25(C-
2'),143.77 (C-13),121.52 (C-12),76.84 (C-3 ),
73.25(C-16) ,54.93(C-5) ,47.61(C-17) ,46.68 ( C-
9),46.31 (C-19),41.17 (C-1"),41.08 ( C-14),
39.02(C-18),38.74(C-15),38.39(C-8),38.24(C-
1),36.56(C-4),35.02(C-10) ,34.52(C-21),32.78
(€-22),32.55(C€-29),30.48(C-7),30.05(C-20),
28.22(C-23),27.00(C-27),26.55(C-2) ,24.81(C-
30),22.89 (C-11),18.00 (C-6),16.61 (C-26),
16.01(C-24),15.30(C-25),

k& 7 B KRR 0.394 g, 7 %
72.56% , mp 163 ~165 C;[M + H] * 543.78; 'H-
NMR (400 MHz, DMSO) &: 12.63 ( 1H, COOH) ,
7.27 ~7.25 (1H, m, CONH),5.31 (1H, br s, 12-
CH),4.74 (1H,d,16-OH) ,4.26 (2H,d, 16-CH, 3-
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OH) ,4.07 ~4.00(1H,m,NHCH) ,3.00 ~2.97(1H,
br d,3-CH) ,2.85 ~2.82(2H,br s,11-CH, ) ,2. 28 ~
2.19(1H,br s,18-CH),1.85 ~ 1.38 (14H), 1.29
(3H,s,29-CH,),1.22 ~0.95(7H) ,0. 89 (6H,s,23-
CH,, 27-CH, ), 0.84 ~ 0.83 (6H, s, 30-CH,, 26-
CH,), 0.67 (6H, s, 24-CH,, 25-CH, ); "C-NMR
(100 MHz,DMS0)5:175.92(C-28),174.04(C-2"),
143.59(C-13),121.80( C-12),76.84 (C-3),73.07
(C-16),54.94 (C-5),47.86(C-1") ,47.73(C-17),
46.56(C-9) ,46.34(C-19) ,41.21(C-14),39.16( C-
18),38.77(C-15),38.41(C-8),38.28(C-1),36.56
(C-4),34.94(C-10),34.61(C-21),32.77(C-22),
32.63(C-29),30.22(C-7),30.02(C-20),28.23(C-
23),27.03 (C-27),26.54 (C-2),24.89 (C-30),
22.90(C-11),17.99(C-6) ,17.50(C-3"),16. 64 ( C-
26),16.03(C-24),15.33(C-25),

&Y 8 [ KB OR 0.540 g, 7 %
92.30% , mp 215 ~217 C;[M + H] " 585.86; H-
NMR (400 MHz, DMSO) &: 12.56 ( 1H, COOH) ,
7.27~7.24 (1H, m, CONH), 5.26 (1H, br s, 12-
CH),4.69 (1H,d,16-OH) ,4.28 (2H,d, 16-CH, 3-
OH) ,4.13-4.07 (1H,m,NHCH) ,2.99 ~2.97(1H,
br d,3-CH) ,2.89 ~2.86(2H,br s,11-CH, ) ,2.24 ~
2.16(1H, br s,18-CH),1.93 ~ 1.44 (16H),1.29
(3H,s,29-CH, ), 1.25 ~0.95(5H),0.89 ~ 0.85
(12H, s, 5'-CH,, 6'-CH,, 23-CH,, 27-CH, ), 0. 83
(3H,s,30-CH,) ,0.81 ~0.79(3H,s,26-CH,) ,0. 66
(6H, s, 24-CH,, 25-CH, ); “"C-NMR ( 100 MHz,
DMS0)6:176. 06 (C-28) ,174.20( C-2"),143. 74 ( C-
13),121.37 (C-12),76.80 (C-3),73.08 ( C-16),
54.94(C-5),50.53(C-1"),47.72(C-17) ,46. 66 ( C-
9),46.29 (C-19),41.19 (C-14),39.02 (C-18),
38.68(C-15),38.40(C-8),38.23(C-1),36.55(C-
4),35.00 (C-10),34.54 (C-21),32.80 (C-22),
32.80(C-29),30.08(C-7),30.00(C-20),28.23(C-
23),27.02 (C-27),26.54 (C-2),24.77 (C-30),
24.44(C-3"),23.03(C4"),22.87(C-11) ,21.43(C-
5',6'),18.01 (C-6),16.83(C-26),16.05(C-24),
15.36(C-25) ,

k&9 A KKK 0.520 g, 7 %
93.36% , mp 199 ~201 C;[M +H] " 571.83;'H-
NMR (400 MHz, DMSO) &: 12.74 (1H, COOH) ,
7.06 ~7.03 (1H, m, CONH), 5.35 (1H, br s, 12-
CH),4.87 ~4.86(1H,d,16-OH) ,4.31 ~4.30(1H,

brs,16-CH) ,4.21(1H,d,3-OH) ,4.09 ~4.05(1H,
d,1'-CH),2.99 ~2.96 (1H, br d,3-CH),2.91 ~
2.87(2H,br s,11-CH, ) ,2.21 ~2.12(1H, br s, 18-
CH),2.09 ~2.00 (1H, d, 3'-CH), 1.88 ~ 1.35
(14H),1.26 (3H,s,29-CH,) ,1.20 ~0.98 (4H) ,
0.89 ~0.81 (18H, s, 4'-CH,, 5'-CH,, 23-CH, , 27-
CH, ,30-CH, ,26-CH, ) ,0.69 (3H,s,24-CH, ) ,0. 67
(3H, s, 25-CH, ) ; "C-NMR ( 100 MHz, DMSO ) §:
176.46 (C-28), 172.84 (C-2'), 143.08 ( C-13),
122.02(C-12),76.76 (C-3),72.66 ( C-16) , 54. 92
(C-5),56.96 (C-1"),48.45 (C-17),46.42 (C9),
46.18( C-19),41.40 (C-14),40.74 (C-18) , 38. 67
(C-15),38.40 (C-8),38.29 (C-1),36.50 (C4),
34.84(C-10),34.44 (C-21),32.62(C-22),32.62
(€-29),30.31(C-7),29.85(C-20),29.11(C-3"),
28.21(C-23),27.02(C-27),26.58(C-2),25.37(C-
30),22.86 (C-11),18.94(C-4",5"),18.02(C-6),
16.83(C-26),16.06(C-24) ,15.45(C-25),
2.2 Ofl TR K AT AR W ok Rg Y s
gggﬁ[lé-wﬁ
2.2.1 [FESWATECH AETHFRIUIE G 5 mg, %
F Tris-HC1(pH 8.0) ZZ Witk 10 mL ¥z , A
fift , 045 .
2.2.2 AW WMEH  WEHARRESLEY
10 mg, % T 100 mL DMSO v #z % , 750 ¥ it K
a1 mL, & 10 mL &4, ] DMSO & 45 % %
B REA) BA
2.2.3 PNPBFEWMBECH  HEGFIFL UL PNPB 10 ulL,
NG 5 mL, 3R % , 7050 0 i, B4R VE R o
2.2.4  TETETERCIN R BUIR TR 100 pL,
LB 20 wL, 43 5 S A 96 FLAR , B4 ¥ W %
3AE AL (G W i e B 43 51 0.10,0. 25,0. 50,
1.00,2.50,5.00,10.0 g-L"") ;37 C FiE % 15 min,
SERIIA PNPB % 20 WL W45 35, H A AR X
HEAT AR, A5 I 3 K S 400 nm, B 3 min U2 1 A4S
FODUSE 15 min 0 s ECE , THI50 WO B BE I [] 119 722
b3 K, RIEm T AKIHEI S Z, B RN EE
3o RNIARZR P LU IN A B W AE 2 1, DR
AL B WS WAE B H A, MR = (Kppw -
Ky ) /Ky x100%

S ACG WXt g s A s MEAR IR 6 > T >
9 >8 >HEAFEMML >2 >3 >5 >4 >1 > flHfg,
B e B (1C,,) 4051k 0.28,0.34,0.39,0. 46,
0.53,2.05,2.14,3.24,3.65,7.03,7. 17 g-L~', Jif
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A SR 2 TR AT A= W %ok R U7 T Y R R T O 4
M, B &as~9 Mtk R Tieaw2-~5,kady
1A PE R AR, JLP- 4 TR . 25 R WLk 1.

F1 EA RHEATEWINEAERHEEE

Table 1 Lipase inhibitory effect of EA and EA derivatives g-I~'
2 1Cs 4R 1Cs
HAF ] At 0.53 k&Y s 3.24
o iR 7.17 ey 6 0.28
a1 7.03 aw T 0.34
a2 2.05 a8 0. 46
e 3 2. 14 e 9 0. 39
&4 3.65

3 g

AR SC LA S TR AR A A B A ) Y R TR
JESAE Y, S i 4 AR R A AR B A
W1, T 5 R TR 2k R R TR R ik Sy A5 B A A
MR P 254k 25 W, P L 8 3 K s 7 A5 1) 4 3 i 2%
EY, a5 MuaW, BA S SEm ir iRk &
YR E kA

K H] PNPB 2% &k & 1 3 47 400 ) B 10y Tl 355
R, 25 3R B, S A0 G W R R K2 T A Y 9 A
16G W 2 I B i 300 0 B 7 TG 1 o X BT AR IR
PEZE JRGEAT 7E— 25 53 M, IF 2R A i B Mg i 375 1
HHEMZ B C R, o T YR 8RR 1) 1C5, N
717 g- 71 L EA — s B AR 7 0 3 R L B
RORRAE gt diteiiife, 4G9 1 C-28 fi
I R, FO0E PERG (AR 51 A & A
P K G R bEZ TR, kA 2 ~5 XTHR
5 B Y 1C, 43 50K 2.05,2.14,3.65,3.24 g- L' ik
wEW2 >3 >5 >4, AEBRTEERMALGY LK
filt K £ B C-3 Fl C-16 Z Mt 3, C-28 i Hh iy il 3
BF, X g A B0 ) T P R AR = L A6 ~ 9
Xt ig Wi B 09 IC,, 4» Wk 0.28, 0.34, 0.46,
0.39 g+ L™, F B KL 4 A0 410 51 B i i 5% 4, i 7 b
i3 g5 R Wy 04 B U 400 a1 550 B R ) At A AR (] S
WA E T 1C5, R 0.53 g+ L™ X fi M il 1) 400 41 A
RAEEY 6 >7 >9 >8 > BAF| Wl A SCHY A5 SS
FEAT S R FEFR AT A W I R R T — 2 R Bl .
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