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Optimization for prescription of Sanqi Traumatic Ointment by Box-Behnken test
design and research on its transdermal permeability in vitro
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Abstract: Objective To prepare Sanqi Traumatic Ointment (STO) and study its transdermal permeation properties in vitro. Methods
In this paper, the appearance description, high-temperature test, low-temperature test and centrifugal test were taken as indexes. Based
on the result of a single factor experiment, the formula for the STO was optimized by Box-Behnken test. Franz diffusing cells method
was chosen to investigate the tansdermal infiltration capacity of ointment with different mentha camphor penetration enhancers’ in
vitro, taking dracorhodin, ginsenoside Rg;, asperosaponi VI, and ginsenoside Rb; as index components. Results The optimal ratio of
the prescription was as follows: lauryl sodium sulfate-stearyl alcohol-vaseline (1.61 : 26.72 : 27.10). The promoting effect of different
concentration of penetration enhancers on dracorhodin, ginsenoside Rg, ginsenoside VI, and asperosaponin Rb; penetration were
better; The promoting effect of 3% concentration for index component was better, and this preparation had good stability; The

transdermal rates of dracorhodin, ginsenoside Rg,, asperosaponi VI, and ginsenoside Rb, were 3.971, 6.368, 0.415, and 2.780 pg/(cm*h).
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Conclusion STO had a good release and transdermal properties, and transdermal actions were consistent with zero-order kinetics.

Key words: ointment; Box-Behnken; mentha camphor; HPLC; transdermal absorption
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XP26 fE H T K, Hit: Mettler Toledo Hi T
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T FE R RAF; DYSO-1 A H Eh B 51 3
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=& Notoginseng Radix et Rhizoma (L5 i
20100061) £L.4%, Carthami Flos ($t"5i 20100061 )
4LWT Dipsaci Radix (#6561 20100061) %% Cibotii
Rhizoma (£S5 20100061) TN Acanthopanacis
Cortex (IL'5761 20100061). A Olibanum (L5
I 20100061 24 Myrrha (65761 20100061) Al
M35 Draconis Sanguis (41t'5 JY20120042) 5373 HH
VU5 BRI 2 A PR AT . BN LT g4k,
L E IR R G2 =R R % E, I 2
BIrrE ChEZH) 2015 FRRESKR .

FAE IR Hh R (S 20150510), TAlRg Bz
EBHEARAR; Al (S 201412160, )M
MR AFARAF . W RS (HtS

0494000060800, & )Itb THRA A ; #kE (s
F20100623), HZ&E RN RFIARA R SEMN
5 (Ik'5 20150514), RiEE A 2GR il G A B
ATy AEL-60 (LS 160115), iR AL THR
AN ZOEERE (K5 20150401) WA A I (it
5201504010, FERKN KW TEBGRAA;
PEG200 ( #it 5 20110613 ) . PEG6000 ( fit =
2014081201). FILFEE-80 (Hk5 2016042001)+
TEAREE (H1L5 2014082101), MAEEHEAL TiAFI
AR (LS P1147103). + ke mimeny (its
P1147098). FL#k (A5 P1150243). EEJE it
5 P1147101), T /\FE (k5 P1150241). HfarfiE
(#'5 P1147099), BTkISHHAFIARAF ;s Hil,
WFE R RERIZA R A 7], %5 0001201205195 X HE
i N SE L VI (LS 111685-201506, i 204k
90.2%)+ AZH 1 Rg, (#t5 110703-201530, Jii &=
DE91.7%) NS EAF Rb, (It 110704-201424,
JRE P 93.7%) gz (it 110745-201506,
Ji 53 EL 98.6%), HE i 2 e e i A b H
ABaiK; BfRZRRY, =, aiE. st M
B . AF BATSRRE, NS
VI. AZ B Rgw AS 21 Rb, fiE 34 HPLC
R 22> B0 AT 0.28% 1.13%- 1.38%.
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P REUCE &R, BT 508, B3 500 r/min
B0 10 min, HUFEWLER, 275 HIHKDE 2
VORISR : TN 3 5, 28 2 75, Ml 1
5, WK B ZWIDTEE 0 4.
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F, THEAFERBMPCERIER, SRIE 1. 4
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R, @il Y. Yoo Vi YaSRIRARRIPEOY, HE
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2.4 Box-Behnken Wit L E R

MR TS a5 8L, DA+ e i RN FH &= (X))
MR & (X)) AR (X)) A3 AFHER
7, LLY AVF RN, TR BRIEIKFR
W 2 PR
2.4.1 ZMERE SRHA Design Expert 8.0.5 #2F, Xt
%% 2 Bi#E34T Linear. 2FI. Quadratic. Cubic 157
AR, LIS RE (RD MBEEE (P) M
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F1 TEEREBLHHFE (n=3)
Table 1 Screening of different matrix types (n = 3)

FEpRM A H R Y, Y, Y3 Y, Y
HETERE R JUEAR. B 2 2 2 0 6
IKIEPERERT PEG 200. PEG 6000 32 1 0 6
O/W 7Y —fhrig S PG BEARTR RREARER HhEE. LB A FBAR. K 0 0 1 1 2

NENTBERRER SN T e AR, REAREE. JLLAR. TWEE. K 2 3 3 1 9
EIIENIEES RILALEE-80. BEARMR . FLbAk. WfAEAm. Hl, K 2 02 2 1 7
w/0 A ZHh e WUAEARIRSS . AR BEMERR . FAAEARIR H e WA 0 1 1 0 2
Juwk, welE. K
RIESES WAERE . LBk, mI#E-60. K o 1 1 1 3
% 2 Box-Behnken LT RER (n=3)
Table 2 Design and results of Box-Behnken (n = 3)
Y5 Xi/g Xo/g X3/g iw b, o I Y | /S X/g Xg Xolg YV Y, Y3 Y, Y
1 2.0(+1) 30.0(+1) 25.0(0) ! 3 3 1 200} 10 15 250 250 3 3 3 3 3.00
2 1.5 (0) 25.0 (0) 25.0 3 3 3 3 3.00 11 1.0 250 300 1 2 2 1 150
3 1.5 30.0 300+1) 2 2 3 3 250 12 15 200 300 3 2 O 1 150
4 1.5 200(-1) 200¢-1) 3 2 2 3 250 13 20 250 200 2 3 3 3 275
5 1.0(-1) 25.0 20.0 1 2 1 1 125 14 20 200 250 3 2 1 1 175
6 2.0 25.0 30.0 3 2 2 1 200f) 15 1.5 250 250 3 3 3 3 3.00
7 1.5 30.0 20.0 13 3 2 225 16 1.5 250 250 3 3 3 3 3.00
8 1.5 25.0 25.0 2 3 3 3 275 17 1.0 200 250 1 1 0 0 0.50
9 1.0 30.0 25.0 1 2 1 2 150
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0.000 1, R*=0.975 0, FLLA5 (1 57 i (1] -4 8 H AT
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ARG IR SRIR 25 5L, A 2 IRTFE: Y=
1.0143.06 X;+2.51 X,—0.019 X3—0.42 X;.X,—0.56
XX3+0.70 XoX3—2.05 X,°—1.35 X, —0.37 X3%.
242 J7ZESHT HIER 3 WA, IBER P<<0.001,
R°=0.975 0, UtWiZef Rl 3 v] DURET bt ik
RAGEE R . R ) AT P=0.402 8>0.05,
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Wi U7 AR R Xy > X > X, B e Bt R A > il
REmE > Nk, Hd X, X 19 P AE/NT 0.000 1
PR B B R R, - e SRR AN AR

TARE g 5 M0 0 7 ) e IR 3K, AR % IR A2 HAE
X0 XX XX X2 X2 X320 P AEH/N
T 0.05, BHUEANHRZIAFAAEBARE A H
EH .

243 NZH I RN 3D ERL R —4E
S5 Ten % L T DU s . B A0 AT 25 8] 2% P LA AT
R A BAE a0 ES . 4k P45 a2k S B
A, KPR RAZHAERM, SR, MW
R 3D PR i BEWH RIS AR . R,
LHAEASS . ARSCIGRAE “2.4.27 WUNER, 26
RUOBET ) 3D B R 4, WA 1.

B 4E B PTA0& R SR BEI A JE N, 3R
HH7E B[R R O (0 2k AT etk et R — W)
BEEME. b Xy, Xo Xs ZAFAERUR I A2 BAE H
A ZITHIEE R . Xiv Xon X3 NUIHRE
1R 2, Design-Expert HAFCIE B CE 3%

*3 MNEXRAESH
Table 3 ANOVA of response surface experiment
WERIE  B¥ETM BHE FA P1E WERIE  BETM BHE O FE PH
e 8.770 9 70420  <0.0001 | X2 3.510 1 253330 <0.000 1
X 2.790 1 201.660  <<0.0001 | X? 1.520 1 109.530  <<0.000 1
X 0.970 1 70210  <<0.0001 | X3 0.110 1 8.030 0.025 2
X; 0.005 1 0.004 0.9519 | W% 0.097 7
XX, 0.140 1 10.160 0.0153 | K 0.047 3 1.250 0.402 8
XX 0.250 1 18.060 0.0038 | 4z 0.050 4
XX; 0.390 1 28.230 0.0011 | J&fH 8.870 16
4r—
- . =
-
IMO <-:;22 0 280 220
: Xi/g

Xz/g

22.0 1

1.2 1.8
X]/g

A1

X]/g
TITREMBRT (X)) BEEEE (). FLEM (X) ZEERZHEFSEFMBLE 3D

Xz/g

Fig. 1 Response surface graph (3D) and contour plot illustrating effect of lauryl sodium sulfate (X)), vaseline (X3), and stearyl

alcohol (X3)
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JiE FE A R b R - T - FL AR (1.6
26.72 1 27.10), il HCE 1000 g.

244 SUEIRE  FRAOLE R B L ER B
SFRELAL 77 & ARE, 4R “2.17 T i 45 g i)
BWE, WTHES, ERIEK 4. SERKY,
Box-Behnken 7 3 37 R R ELAT R 4 (1 FR00U 14
245 HCEHAVERIFER  EFIRECE RIS
KRR N, %08 “2.437 J “2.17 Wi R AbJy
T2 A R (20%. 30%- 40%) (1)
BB, MBHATSREVE, BB AR,
SERNEK 5. EREY, WERAGELL 20%~30%
BB AN ST, GriAn, BEARMER R E, Y

B . OB ITEREBONRGE . A EIAE] 40%IH
HERVER AR, ARV EN 30%. N T
DRAEAIF AT 2 RS AT RE b 35 J5 ) P & i
HYINE, BAHERLEN 30%.

#4 Box-Behnken fALERIIE (n=3)
Table 4 Verification of Box-Behnken (n = 3)
ZW Y, Y, Y Y, Y WME  WZE%
1 3 2 3 3 275 3.00 2.78
2 3 3 3 3 3.00
3 3 3 3 3 3.00
i 22 = (T — S I L)/ AL

deviation = (predicted values—measured values)/predicted values

x5 HAMENER 0=3)

Table 5 Effect of ointment on different amount of drug loading (n = 3)

WAE % Y, GBFH Y, G¥45) ¥, G455 Yy (BE4D Y
20 T (3D T (3 Tk (3D BISAR (3D 12
30 T (3D T (3D Tk (3D B AR (3 12
40 T (3 B (2 A (1D R (2 8

25 EEMNERZENEL
250 AR

(D) AR 1 HlE: BUREZ 10 g, W%
PR, BT HIEHIEA, MHEE 30 mL 8 5 R
2K, BIK30 min, 38, HIFIEME, HET. TR
IIANZIK 20 mL ¥, INESRR CEEASHL 2 Ik, BRR
40 mL, FEBRCERZE, ZUKER)ZMK M IE
THEEREE 3 R, FHX 40 mL, &3FIE TR, EF,
B R A AR e 5 4 50 mL, #2257, JE, HX
SRYEWL, RPAR.

(2) tlmiEm 2 Hilg: BUREZ 1 g, B
R, BTAREREMEEMA, I 3% i
W 30 mL, #&, HBEAHEE 30 min, T, H
B, ETIRAEMT, BRIEE, IR,
A% 50mL, EIFE.
252 XTHEMERINEIE AR BRI S B
Rg. JIIZEW 24 VI AS21F Rb, & &, HHER
fif oy A S NS 2 Ry 0.75 mg/mL. 1| 4:0W 2
1 VI10.55 mg/mL. AZ 24 Rb, 0.75 mg/mL [JiRE
TR, RIS S H o 2R v SR S0t B &
B, FWERE, BTHOEMT, N 0.3% R F i
TV A 5 2 10 pg/mL (K% IR SR, BIAS .
253 @miEg&Mt;

(1) ®Ei%%4 1: Speax Bio-Cjg il (250

mmX4.6 mm, 5 um); JRBIHA 0.1%BEER K7Wk -
O BEFEVERL: 0~20 min, 20%~22%Z.JiE; 20~
25 min, 22%~23%ZJE; 25~40 min, 23%~30%
ZME; 40~60 min, 30%ZJiE; 60~80 min, 30%~
40% . fi5; 80~90 min, 40%ZME; AR E 1
mL/min, i 30 C, MK 203 nm. LA
MR, SHSEERLE, iR 2.

(2) i &F 2. Ulimate XB-Cyg fitiA: (250
mmX4.6 mm, 5um); JisIHHALE-0.05 mol/L
i —SEANKIATR (40 1 60), Rk, ARURE 1
mL/min; RS 440 nm; KRR 40 C; iR @iE
FUET, S TEERL, CIEEILE 3.

254 ZMEXRRFE UL “2.5.27 TR A XTI
WG R, PR 0 R i IR FE TR A XS
FRAW, b A 24 Rgy 43108 0.024. 0.047.
0.094. 0.190. 0.380. 0.750 mg/mL, JI|4EWTE1F VI
A4 0.017. 0.034. 0.069. 0.137. 0.270. 0.550
mg/mL, AZEH Rb, 75704 0.024. 0.048. 0.095.
0.190. 0.380. 0.760 mg/mL, IM¥#HZE A 4.3, 8.6+

17.0. 34.0. 69.0. 130.0 pg/mL. A&%5 W ER FiRiE &
XTRESRIER 10 uL, EFE, 4% “2.5.37 TR0
T 2% A S D AR

DL R ETHAR (V) MR (X0 7k
FE, FEIETRE: AZR1 Rg Y=393 751 X—
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C
MMMMUMMJWWJWWWKMJWEKK

V&\U D
2
NI s S
0 20 40 60 80 100 120
t/min

ILAZEH Rgy 2-)IIEWIEH VI 3-AZEH Rb,
1-ginsenoside Rg; 2-asperosaponin VI  3-ginsenoside Rb;
2 REMBRAR (A STO #iX&ER 1 (B). BRELM,
PAMEXTERIS R (C) SR=-EFAMXTERIA®R (D) # HPLC
Fig. 2 HPLC of mixed reference substances (A), STO
samples (B), Dipsaci Radix negative samples (C), and

Notoginseng Radix et Rhizoma negative samples (D)

t/min

3 MBHEMEBHAR (A). STO HiXEAE 2 B). &
MmispAEx AR (C) B HPLC

Fig. 3
substance (A), STO sample (B), and Draconis Sanguis

HPLC of dracorhodin perchlorate reference

negative sample (C)

29761, r=0.9999, LMEIEH] 0.24~7.55 ng; JI4:
Wr 2 HE VI Y=396 639 X—2 128, r=1.0000, kit
Y 0.17~5.49 pg; AZ 1 Rb, Y=267 300 X—

13472, r=0.9999, £EMEVEE 0.24~7.61 pg; I35
K Y=2233026 X+12703, r=0.9999, Z:EH
0.043~1.374 pg.

255 MEERK @l “2.537 TN &,

3 RS B R R — X R AR (NS BT Ry
SEWTRTE VIL NS R2F Rby . 138 5 5B E 25
40380+ 0.270. 0.380. 0.069 mg/mL) 10 pL, %
SRR 6 X, dskIEIA, SR AS R Re I
LT VIL AS BT Rby. ML R I A A RSD
AN 1.31%. 0.92%. 1.87%- 0.41%, FHILH
K5 R AT

2.5.6 EEMRKE I “2.5.17 TR A ml ]
HAGTIEIR, SEERIE 6, IR “2.537 I
R R PR Tl 25 A AN RIS TR N VRO i A,
FEE, HEFESE. SRASEIF Re. )I4:
Wri 5 VI, AZ 5 Rby. I35 3R 5 &= 7 201 RSD
IR 0.64%. 1.13%. 1.55%- 1.07%, F WAL
AV TR & T B A M R AT

257 FREMERLE SRR “2.5.17 BURTT
RS BT S 10 L, %08 “2.537 TR
MM () it 264 F 04 44 64 8. 10, 12, 24 hVEA
WA TE, CFEEM. &RASEH Re.
SEWTRTE VIL NS RTF Rb,. L35 X IEREA ) RSD
IHIN 1.09%. 0.96%. 1.10%- 1.16%, WAt
FVETRAE 24 h WA .

2.5.8 NFEEIWCERRLE o B ECAR A 6 1,
E, AN EIMANZEH Rey (0.14 mg/mL). /]
ZEWTEFE VI (0.044 mg/mL). AZ 24 Rb; (0.12
mg/mL) VAN, &I 9251 (D7 TR
Jrid 1 H AR, BEREIE, THEA = LB R
NZBH Rg. NEW 21 VI, AS2H Rb, 11
FZ 514 100.35% (RSD N 1.35%). 99.1%
(RSD 4 0.92%) 100.49% (RSD A 1.29%)+99.47%
(RSD 7 1.58%); JiHUARM 6 17, KEEFE, 435
FEH M ML 2 (0.089 mg/mL) X8 AW, 1%
“2.5.1 ()7 WURJ7i: 2 fil& A, e, 1
S 1M 95 2P 2 AR 100.67% (RSD K 0.92%); 4
RBIZ LM R IFEE K.

2.6 PRIMNERSELE

2.6.1 AFEHERBHIRESRS &E 217 &
“2437 BUF L2 KT, anlfl&S 1% 2%-

3%~ 4%~ 5%l IS 7 i I B AN Er T Anr BE RV ERCE 771,
% H .

N ITAE Yid
B MR



)

Chinese Traditional and Herbal Drugs

Ha8% E2H 2017F 11 B . 4645 -

2.6.2 BRI REIHIE 8% NapS I 2 /N i
JEERIE A, 24 h JEke/INERARSE, ) 59 G R Ik
A K, BAMIBKT, T4 CHRIE
2.6.3 BRI K “2.6.17 WK E T A
fhah = HECE A, A AN F A 2R B R
B 5RATT KRR T, B i 10% £ B2 IR
M, HE AR AE R — S RO A
fiho KIBIEFE AN 32 °C, WL AHEFEEE 200 r/min,
ST 6. 120 18, 24, 36. 48 h, HUHEEUA R
2 mL, [F] B At ok 0 A5 2 1 T RO I
B 20 R 2 0.45 um B ALBERE e 5, il 5E
SR E. Ao 0,=0 e CHEC,—1Va)d (Vi
N B EBCE AR, C, N n DIURE SIS )
BB IR, Cy NEE n— 1 ADMIURE SIS
MR R 25K S,V s NEUREARL, 4 MBI
MED IR ERBERE (), Lo, t1E
B, S5 0E 4, ¥ O, % #ATEIA, #3055 .
ANZ B Re, NEK B VI, AZEH Rb, & 4k
Z R 2 WK 6.

SRR F AR B OB R 4 P22 R o

300- ) .
—o— REnRE ANSRE1H Re
250 —— 1 %
—k— 2% 7
200 —3— 3% AT
o —¥— 4% T AT
g —o— 5% AR
5 1501
=
< 1004
50
0_
1404 ANZEAF Rb,
1201
1001
g 804
on
S 60
S 40,
20
0- . . . . .
6 12 18 24 36 48
t/h

IRINE BRI 23N 280, A EEERIB IR,
PRANE R EZ (D KMRIRIANS B Rg > ANS
FEH Rby > [l 35 > )1 S 2 VI, 430008 3.245.
1.832. 0.907. 0.283 pg/(cm™h), IS (Tiag)
WA 7.060. 6.330. 7.880. 9.500 ho {3 HHIE
RFREEINI Jo HE8H 1%~ 5% R NS
BAF Rgys NEEWTETF VI, AS 2T Rb,. M35 EH
(PR AT 5450 (ER) 700l 1.248, 1.237. 1.227.
1.330; 1.462. 1.314. 1.514. 2.143; 1.962. 1.466.
1.517. 4.363; 2.021. 1.608. 1.599. 3.121; 1.715.
1.611. 1.501. 2.543; Tyac BIRFEAR, HKIKTY 3.900.
7.880. 5.040. 5.580 h; 3.690. 7.500. 4.790. 4.050
h: 2.430. 6.810. 4.200. 1.058 h; 1.800. 6.920.
4210, 1.624h; 2.410. 5.590. 4.960. 2.033 h;
T BE A — B RO R, MikE|—E i
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Fig. 4 In vitro accumulative release-time curves of different transdermal enhancers to four kinds of monomer components (n = 3)
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Table 6 Model fitting equation of cumulative penetration rate time in vitro with different menthol

AT B/ %% fabm ERBE T r Tiagh ER Ji(grem >h")

— NSRBI R, 0=3.245 t—22.900 0.995 7.060 — 3.245
JIEEW R VI 0=0.283 t—2.689 0.986 9.500 — 0.283

ANZ 1 Rb, 0=1.832 t—11.600 0.995 6.330 — 1.832

MEE 0=0.907 t—7.150 0.998 7.880 — 0.907

1 ANZEH Rg 0=4.050 t—15.800 0.993 3.900 1.248 4.050
JISEW R VI 0=0.350 t—2.757 0.996 7.880 1.237 0.350

ANZ B Rb, 0=2.248 t—11.330 0.999 5.040 1.227 2.248

MEE 0=1.205t—6.726 0.995 5.580 1.330 1.205

2 ANZEH Rg 0=4.743 t—17.500 0.993 3.690 1.462 4.743
JISEW R VI 0=0.372 t—2.791 0.991 7.500 1.314 0.372

ANZ 1 Rb, 0=2.773 t—13.280 0.993 4.790 1.514 2.773

i 0=1.949 t—7.894 0.992 4.050 2.143 1.949

3 ANZEH Rg 0=6.368 t—15.500 0.989 2.430 1.962 6.368
JISEW R VI 0=0.415t—2.825 0.991 6.810 1.466 0.415

ANZ B Rb, 0=2.780 t—11.670 0.997 4.200 1.517 2.780

Jiiib:E 0=3.971 t—4.203 0.998 1.058 4363 3.971

4 ANZEH Rg 0=6.557t—11.800 0.993 1.800 2.021 6.557
JISEW R VI 0=0.455t—3.147 0.995 6.920 1.608 0.455

ANZ B Rb, 0=2.929 t—12.320 0.995 4.210 1.599 2.929

Jii N 0=2.838 t—4.609 0.997 1.624 3.121 2.838

5 ANZEH R 0=5.564 t—13.400 0.996 2.410 1.715 5.564
JISEW R VI 0=0.456 t—2.551 0.990 5.590 1.611 0.456

ANZ B Rb, 0=2.750 t—13.640 0.993 4.960 1.501 2.750

i 0=2.314 t—4.706 0.998 2.033 2.543 2.310

3%~5%BI R Toag WAETEHIHIER], XATRe 5259 3.2 HIMNBER#MR

HALERT . RIBFIHESA K.
3 Wie
3.1 AFIFEN RS

AW FAEIL TR T, AR
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O/W BYEEJT, Ffid et B0 R 3% 25 S o % B Ak 7
A BKCEIE D, 454 Box-Behnken dH 1Y 77 Z54)
M BN T S5 B E B, X R R K &
HAZ HAE AT RACFITANY,  #f e S S R Ak 7
T TR RERIR AN 1.6 g\ BEIEET 27 g JLAK 243 g4
FEBIG 2.7 g WBE 10 go [RIBS 25 L8 B 06T [a] A1
FUA IR X 3B TR S B IR MR, i S N (1]
H 20 min FIIEE N 80 ‘C. O/W FUHCE 7 2 i A
WG, Gk KB, RERMN0.1%MEn4E s
BEAE R ET,  DAORUERCE IR & .

RHFFCEI T NS B Rgy W24 VI
AZRH Ry MR NIEIRYID BT T R5NE
B SE, AFE A 24N R0 A PR 22 180 32 B
W FRRE R, T ARC A THT M S BRI V8 7006 AN [ 2880 4
WIS . 4550 48 h 1 O,-r 2Rk 1 R 4T,
YRR & F RN )12, BT ARG 25 &
Gio WS HIBCR BRI E, T DU,
Yo BT AR AT (et 25 (V38 BRI, B2
LIRSS 57 (1 S WAL E S A8 e 1, A5 A 2 AR 9
VB T (KR 5 B b T 2 v R A e U ) A
B 77 i A T I ON R RGN, S R R T Y
e sE 1, AW FUAE (RIS 7RI T 2k 0 [R I 25 58 1 3R 71
HISPREAR B AR I o 45 RALIB TN 3% 1 A %
B AR R, HAS S w0 808 7 S0 MR A S
ETE
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