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7 E: B HlE— RO T (TASS) MIHiFIZ, DU TASS WEZARMEA K IBEMNRE. HiE RHANER-&
JE 35 S5 ) 4% TR T TR R T R 4K R (TASS-LLCND, SR MIE S CvElle a3, DVaESATRbR R B SR TT-m
MEELE TASS-LLCN [4b 77, 54k a4 i TASS-LLCN AN RESEATIEN . RN, SR Franz ¥ #itik b
TASS-LLCN &t TASS 58 SR AR SNE B i 3 Re 1, #1120 %28 TASS-LLCN #EiR & B HEATN. 455R  TASS-LLCN
BB 1) 46 Ak D5 R H Tl B R B (GMOD 1 403.19 mg GMO-JHE VP i 407 (GMO-F127) JRE LA 7.25 1 1. #EGEN 9.48%,
TR L3 2y 64.01%;  HlF T SV BRI I QKR35 k428 186 nm /47, Zeta 7 N—33.1 mV, pH {H 6.83, FaxE
PERLF; FEESEE TR, TASS-LLCN ) 24 h BARE S EANSIEE ZK T TASS Wisktk, AFEFEZER (P<0.05),
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Study on preparation and evaluation in vitro of TASS-LLCN

JIN Chen, CHEN Jia-le, XU Ling-xia, GUAN Yong-mei, LIU Li-li, ZHU Wei-feng, WU Lu, ZHANG Ling,
CHEN Li-hua

Key Laboratory of Modern Preparation of Traditional Chinese Medicine (TCM), Ministry of Education, Jiangxi University of TCM,
Nanchang 330004, China

Abstract: Objective To prepare a new kind of preparation formulation of the total alkaloids from seed of Strychni Semen (TASS), by
which could improve their drug loading content and the transdermal function. Methods TASS-LLCN were prepared by hot solvent
and high pressure homogeneous method. Using encapsulation efficiency (EE) measured by ultrafiltration as index, the prescription of
TASS-LLCN was optimized by response surface methodology with central composite design, and the basic properties of the optimized
TASS-LLCN was evaluated. The Franz diffuser method was used to compare the transdermal capacity of both LLCN gel and ordinary
gel of TASS. Results The best prescription of TASS-LLCN was as follow: the content of glycerin monooleate (GMO) was 1 403.19
mg/mL, the ratio between GMO and F127 was 7.25 : 1, the drug loading content was 9.48% and the predicted encapsulation efficiency
was 64.01%. The evaluation of basic properties of the optimized TASS-LLCN showed that the average grain diameter was about 186
nm, zeta potential was —33.1 mV, pH was 6.83, the stability was good. The transdermal experiment in vitro showed that the cumulate
osmotic quantities in 24 h and the permeation rate of TASS-LLCN gel were both better than ordinary gel of TASS, which had obvious
discrepancy (P < 0.05) and showed that LLCN could promote the absorption of active components; the skin retention volume of LLCN
gel was still bigger than ordinary gel, which showed that LLCN gel of TASS could store in the skin and release the drug sustainedly.
Conclusion TASS-LLCN could obviously enhance the drug loading content and the transdermal function. It is a potential new kind of
preparation formulation which have the sustainable effect.
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DR TFNYSERBHEY ST Strychonsnux
Vomca L. W THRM+, WRE, YRR, A KE,
BAHSEM., @%bz, WK EEHTRT
AR AT 35 0 . A E N SR T =
BERRSY, TREHL 1.5%~5.0%, TS8R HR 1 1)
T RE A B WA ST, 208 BT S A
BT 70% LA b, FA 250 B AN S 8 vk B AR B,
WA SEIL S BT I 1 22 4. A RO IBE A
AT — /N PR, ARSI B R F AR 1
J7i, 18I BT S, (the total alkaloids from seed
of Strychni Semen, TASS) FHA] ST AT LI
e, BUF T —EIRERE,

2 4 %) R 4t (transdermal drug delivery
system, TDDS) 24875 K kR4 25, ALl —5E
WEFE S RS JE, HENRIE = A 4 5 5 HE
STTER M RGN, &R G2 R F) T S8k 7 il 4
)T R R, IR ANTEIS RGN VIR EE,
T FEAR TR, (HR, el i 25 R g i i Je ik,
Rl Mz, 4R 2Re s k. R
WAmENKRL (lipid liquid crystalline nanoparticles,
LLCN) J2RWI SR B /K i B R 3T i &
BUELLK X AR X S TR “igssik Gl
AR Gk o IXPPURR IR N A A A B 2 RE AL
PIELZENE, ReS RN EERIETE. FRiETE A isEtt
Ziy oyl

AR, R ARk DA R 4 i AR P 3
PE (RIS AMBEBER i, EA RS
RN IR HE 22 o ARSI P SR S B SRR
JHE B AR A K KL (TASS-LLCND, @it T4k 1 i
Bl ) A2 AR S RS TGRS B ek B S AR, A
B BT I PR 22 4 8 B B Al
1 NES5MH
1.1 425

Agilent1260 B = BOH AR LA, 56 E 24
FARARE] oz —mF RV, HE Sartorius 22
Al RE-5205 BUjef% 28 kA, Bl R A Al
FA25 BB BT YIHL, FLUKO A#]: &R,
& KH Niro Soavi A #]; Microcon YM-100 3 7E &5
O, Millipore /A ; pH-3C pH if, AR}
IR A IR AF] s ORI AL, SRE HI/R3
YNEI
12 X%

SR AR TR (50 mg/S, FiE D H>98%,

fit'5 M57-140512). L7 (50 mg/3, JRESE>
98%, b5 HS57-140512), w2 [l A il57) i e A
E R TR GO R HERE (GMO), &
I3 HL 40%, [H Sigma ARl &IV 407 (F127),
BASF A #], fit's WPMIS56B; g — &40, HZ4
LR RFIA R AR PEbehfRen, fikal, b
IR R BEARAR; S8, TKCEE, 7
Pt T AR A HRE. O, tulkal, EH
R WAEK CHHD.

1.3 KGN

TEESRARNR, M, AR 18~22 g,
V) ST R BTSSRI BN A IR A F], VEATHIE
5 SCXK (i) 2011-0003.

2 HEEER
2.1 TASS-LLCN H&%I&

SR FH A 71 - 1y s 3580 Jo 15 1) 6 g T Y o A oK
FEEFREUAL 77 11 TASS 25U GMO. F127, %
T 20 mL K OB, @A ETERER, 60 CTK
WRETEZE, #RVEFEIMAXZEK 80 mL, #E5
10 min, 60 ‘C/KIBIFIL 15 min, BB 2 i,
i 1 min, #E 2=, 15%] TASS-LLCN H 74
Fo Eil NHE R BT AR, kA 2
2%, 75 TASS-LLCN 70 mL.

2.2 TASS-LLCN A B FEMTHTHEENE

% HPLC ¥:3l%E TASS-LLCN S 4% 7-Hi Fl
LT AL
221 AEEER SR R <217 TUR k&
[*) TASS-LLCN 1 mL fin i 45 %) 10 mL, EPf54t
A A -

2.2.2 RAXIE SR & FRECE BT X I
2510 mg. HER TR L) S me, FEERRE, 7
AEEN 10 mL SR, hiid & R AR AR 2 %
B, A, HonkEEER 1 mL, EF— 25 mL
s, HREMEZZIE, %Y, eS0T
40.32 pg/mL. 708 20.72 pg/mL [FTE S X R
T

223 MM A AIED ] Gimini Cig (250
mmX4.6 mm, 5um), F¥K 260 nm, FBIAHN
ZZErhih (0.01 mol/L BEKERAFRREAA 0.02 mol/L R
TEASEEIRE, F O 10%RRIAE pH 2.8) -2
(79 :21), AR E 1 mL/min, #EFEE 20 uL, A
B30 C. iEEILE 1.

224 AMRRFEH  REHEWIOS VAR 0.1,

put
> ol
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tES
A
+H5
B DT
. L5
c TR,
[

t/min
1 ZAR (A REEXNEBMBR (B) # TASS-LLCN f#
KAER (C) K HPLC
Fig. 1 HPLC of blank solution (A), mixed reference
substances solution (B), and TASS-LLCN sample (C)

0.2, 0.5\ 1.0~ 2.0 mL JIA 5 mL &+, 2%H
HEEREZIE, HERE 20 pL idFIEHE A (L), DU
JRERIE (C) NIEAARR, A {HAAPRIEAT L1
FH, 558l H 5 FE 4=20.368 C+4.613 1,
r=0.998 8, T[T [FIIH 7 FE 4=24.026 C+3.285 4,
r=0.998 2, Z&MEE 5308 AT 0.414~8.288
pug/mL, A7 0.806~16.128 pg/mL.

225 REEERE % 2237 WIFEELME, B
A — VA X IR VAT, ISR 6 Ik, E GERT
R - T (M TR A, 25 SR S B 7 RN 4 1 e e T
FRAE ) RSD 43518 0.24%- 0.18%, 4552 iR
AXEHE T R UF o

2.2.6 FaE Mk B “2.2.17 TR AR A G

% “2237 IR OIS, T 00 2. 4. 8. 12, 24
h SRR I, 285 S Ak HRORT s AR e R i [ AR R
RSD 730N 1.61%. 0.57%, 4550 S2ike 5 Fa
EPE R .

227 FEEMRE % “2.17 TN HETATH & 6
PHAFE, $% “2.2.17 TR NER S A ER, 1%
“2.237 T TS SRR, 25 R SRR T
U T ALY RSD 43508 1.86%- 0.98%, 45 H %K B
EEEE R

2.2.8 IifEREW R Bl mL 4% “2.17 TiRJ7
VA BREE 6 4, AN Rl — S IR EE )
TRAXTHR AT, A H IS A E] 10 mL, W@ Dk
TEA LT s R, FEA R, &RDE T
A 1 7 B3 INARE W 2 98.80%~101.25%,

RSD 730N 1.98%. 1.24%, 2B 5% Haf B4
HER.

2.3 FBIEELENE TASS-LLCN 8%

I FH — 78 43 - FLAR R P R 43 B i 5 2454
T H5YRRL, e N TR b 4K KL e 01 L
0.4 mL TASS-LLCN T YM-100 #BJE =0,
4000 r/min 20> 15 min. JERCNIEH, FUHEE
BB L ) B PR S KR A R . 40 )
54 TASS-LLCN FI R ZWifk, HL 0.1 mL T ElA
MHEESRSR 5 mL, WESSTHS L THeE
&=, THHRAaEE.

R = (IR SRR a B — I &
)/ g R KR 2
2.4 BEZE#EE TASS-LLCN B 51k
24.1 GMO HEMFW  FRELF127 150 mg. TASS
40 mg L& GMO 800. 1000, 1200. 1400, 1600
mg, fl 30 mL ZEREHEEM, %I “2.17 DU
157 74 TASS-LLCN, H/EHRERILE 1,

#z1 GMO FE%} TASS-LLCN ST RSN
Table 1 Effects of GMO content on entrapment efficiency

v BWE /%
GMO/mg  Aiff/nm  PDI —— -
DT R
800 158.8 0.245 45.5 45.3
1000 183.8 0.218 44.2 44.3
1200 180.9 0.219 37.5 40.7
1 400 174.0 0.199 60.1 66.8
1 600 211.9 0.277 36.4 39.0

242 JEMECEIREZE PRI GMO 1 400 mg.

TASS 40 mg, B£7E GMO 5 F127 Jii & th sy 58 20
1. 10: 1. 5:1.3:1. 25:1, /N30 mL ZE#
PR, $ IR 217100 F J772:4) il % TASS-LLCN,
HAaHRGRIE 2,

243 HAEMFEM  FRECGMO 1 400 mg. F127
280 mg LA K TASS 14, 42. 70. 98. 140 mg, 1l 30

%= 2 [EHEEXT TASS-LLCN S Za5200

Table 2  Effects of GMO-F127 ratio on entrapment
efficiency
F127/mg  Fift/nm  PDI Skl
DT BT
70 183.7 0.198 42.0 45.0
140 174.7 0.210 43.7 45.0
280 148.9 0.195 40.4 43.5
420 156.6 0.248 452 48.2
560 132.5 0.240 44.9 49.8
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mL ZFEEAEEM, %I 217 TR iR B %
TASS-LLCN, HAFREEFIE 3,
#=3 FHHE3 TASS-LLCN S ZEAE0

2.5 ERRi-MN AL TASS-LLCN & 75
251 RNEREKFWHE SAARRERERSER,
% GMO & (A). GMO-F127 it (B). #

Table 3 Effects of TASS-GMO ratio on entrapment g (C) j\j%%g%%, %}ﬂ 3 %% 5 7}(%5&@@
efficiency M, DMEEE (V) NP, AR
TASS/mg ~ Kifé/nm  PDI : @#%/% — IR RETR I 4
BT T 2,52 4 JEid Design-Expert 8.0 #ff, 44
14 1637 0.185 43.0 43.0 G R, T ZREZHAB B EANE, 53]
42 1662 0.227 4L5 35.6 FEALN Y=60.35—1.62 A—0.97 B+8.57 C+1.89
70 162.6 0.166 35.9 35.9 AB+2.56 AC—1.16 BC—6.50 A2—4.63 B*—5.30
98 1629 0.140 502 4.8 C? (=0.8162), [BIABAL K0T 2538 WK 5,
140 1798 0245 233 249 SHTEERTTIL, SR AA IR (P<
*4 ESRHRBREER
Table 4 Central composite design and its results
s A/mg B C/mg Y% | 4% A/mg B Cmg Y%
1 1400.00 (0) 8.00 : 1 (0) 7.00 (0) 60.36 | 11 1756.76 (+1) 44301 4.03 37.82
2 104324 (-1) 4431 1(-1) 4.03 (1) 4120 12 104324 1157 1 (+1) 9.97 37.71
3 1400.00 8.00 : 1 7.00 7021 13 1400.00 2.00: 1 7.00 43.01
4 1400.00 8.00 : 1 7.00 59.32| 14 1756.76 1157 1 4.03  30.76
5 1400.00 14.00 : 1 (+1.682) 7.00 53.12| 15 800.00 (—1.682) 8.00: 1 7.00  49.25
6 1400.00 8.00 : 1 2.00 2677 16 104324 1157 1 4.03 3779
7 1400.00 8.00: 1 12.00 (+1.682)  65.49| 17 1400.00 8.00: 1 7.00  57.95
8 2000.00 (+1.682) 8.00 : 1 7.00 36.17| 18 1756.76 1157 1 1 997 52.07
9 104324 44311 9.97 (+1) 56.93| 19 1756.76 4431 997 52.73
10 1400.00 8.00 : 1 7.00 5329 20 1400.00 8.00 : 1 7.00  60.72
x5 EVIRBRIGED
Table 5 Analysis of variance for fitted regression model
JERE CPAM BEE ¥y F{E PE | AZEFRE O CFHM HBE ¥4 FE PHE
gt 2252.77 9 25031 493 0.0101 | A2 608.89 1 608.89 12.00 0.006 1
A 35.86 1 3586 071 04201 | B? 308.43 1 30843  6.08 0.0334
B 12.98 1 1298 026 0.6240 | (2 404.50 1 40450  7.97 0.0181
1002.10 1 1002.10 19.75 0.0012 | K= 507.41 10 50.74
AB 28.50 1 28.50 0.56 04708 | KRBT 353.47 5 70.69 230 0.1914
AC 52.53 1 5253 1.04 03329 | 4% 153.94 5 30.79
BC 10.81 1 10.81 021 0.6543 | AN 2760.18 19

0.05) . C XA EH AR 5200 2 2 (P<<0.01); ZZ BLIT AB.
AC. BC [A]ff 52 H AN K (P>0.05). 7=0.816 2,
Wt A ABE AR B0 41 - R Js L) A PR AR Ak 0065 FEE 42
AT LAFH AR SR 3 BT R FI0I TASS-LLCN [f) 4 75 45
R, BREMZHLERILE 2.

253 fitbabd7EeuE  @id Design-Expert 8.0 #K
fF, 563K 5 HEMNTHILEE, EH TASS-LLCN

BefEf AT : GMO F & 1 403.19 mg. GMO-F127
JRELN 7.25 1 1. BAER N 9.48%, TEE %N
64.01%, %I FRfE T2 FEE 3 IR,
B TRIE 5 S E AT R R R 2, T S
SEMME M ZE N 1.17%, Tt B R 0082 18 4 A4
B AL T7 HERF AT 5

2 = (TN i — S0 £ )/ T i
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e =l
978 1 1 :
B 622:1 118594 A/mg

(S ELA

62211

r /Nm
1614.06

1185.94

161406 849 ,
C/mg 5.51 —~ 1185.94 A/mg

BEH/%

8.49 97811
Cmg 551 ~— 622:1 B

W%

161406

1614.06 6221

A/mg B

2 AB. AC. BC %} TASS-LLCN HI520 B3 M [ B S = 2k &

Fig. 2 Response surfaces and contour map of effects of different factors on entrapment efficiency

2.6 TASS-LLCN BYREVEM

2.6.1 FKif2r Al Zeta AL HU TASS-LLCN 434
WS MR E P R SORLEE 4SO 2 kiR 4 A, DL
Kl 3. 25 R KIS IR R R A28 186 nm /o
ti, Bife K/AMHEIT, Zeta HLAZN-33.1 mV.,

1 10 100 1000 10000
FifE/nm

B3 TASS-LLCN R E 57
Fig. 3 Distribution of particle size of TASS-LLCN

2.6.2 pH EHMWE ZRELTTFATHI& 3 it
TASS-LLCN, Z3llilE H pH {H, &5 2n-151E
4 6.83, RSD } 0.94%.
2.6.3 JEA KAERRIE

(1) P BEWEE: F TASS-LLCN FifkE—
SEWEE, T 1TO FHBHE b, BT, TG
THEMEME—ZEME, FREmE T AR B
BEATHLEE, AR 4. HIE 4 AT ILHISH) TASS-
LLCN S [FEBRR, BARRFG L 7R SORLEE A 25

(2) B4 8E: B TASS-LLCN 10 pL %04
W L, RN 0.1% MBS BRI R gL €, FHIE S 7
BB, SR S, HE 5 AL TASS-LLCN
SUFEBK, BRI, KhE—.

——

5 um JAHE 2 um J&
4 FREMER TAREX TASS-LLCN B3 S E
Fig. 4 Scanning electron microscope photo of TASS-LLCN
with different scales and regions

500 nm J&#HOKE
E 5 AE#RRT TASS-LLCN HiEST B E

Fig. § Transmission electron microscope photo of
TASS-LLCN with different scales

2,64 PFfREMER REELERMEZEHMZ
MELZPIIHIFIERE . gk, WRFESFEIN R R
SRR AR AR AR, SRR B
A7 B ESRIR LR 2R . ARSI R 2 48hn
RGBT IEERT TASS-LLCN iR £ 52 P47
TR

100 nm JR#5TEOKE
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i EAL T AT % 3 ik TASS-LLCN, E 4.
25.40 CHMT, BCE—BNE G, RHIMHAR
pH K ALEZNTEN4ER, STV R E 5. 4
BE R & IHIFIE 4 CHHERaE, fE25 CHI
40 CZAF FiE 30 d 5 H BRI A A R T .
2.7 TASS-LLCN RS AEERBITAMR
271 KB B GMO 1400 mg. F127 190
mg. TASS 130 mg, Jill 30 mL ZEE#E AR, 60 C
ek, BIEEY, In 100 mL /KRR 10 min,
60 “C7Ki#3 15 min, 13 000 r/min =% B 1) 2 min,
80.0 MPa (800 bar) £ /7 N#4Ji 5 min, ¥ 2%
BI7S TASS-LLCN; [Alg BUR ARG RPN 25%
1) F127%, T 4 CRIUKFEHICE R, 5 2 REUH
P2 % == IR 7S TASS-LLCN #%ifis .

FEEHUE & TASS VA fF/E 1S 85K £ —FF-400
(PEG-400) ", ZZM8 NN, FIE b4
P, 5 S A F G TASS /KR, I 25%IF)
F127 fEUKFEHICE SR, 55 2 REGHIRE =&, R
73 TASS HiEEEH -

272 SRR E & BUE R EE N, Ab
SelE, PRI B2 R, SRR G R
Je,  FH BB RR R 2 e 0 A RN B, AR T 2R K
Mk, HEHAEE-20 CAERLE, 24h N
8 .

273 BEYHEEE ERRGSEY EEE R
MK Franz ¥, el 2 30 4A 8k, =N
PHE, NERECE, SICERE— DN IEE
B AN 12 mL, §HLHA 1.85 em?, fHIEK
IR JE4ERFAE (37.040.5) °C, #5# 150 r/min, HL
FEEN 1 mL.

274 RBUELE (Q) L BYHUHANE KT
ot R f A A J Bk, TCEAE Franz ¥ BB )45t

b G4, (AR ZE m ARG, I
Jeliil g, S UG- 30 min J545 %, HXU TASS
HEML . TASS-LLCN R % 0.3 g, I5JHLIRIRAE K
IR T, 2595 BB 78 7 4, DRFFAE I SR FE,
FAT 54, T 2. 40 64 8. 100 120 24 hHU 1 mL
BSGR CRECEURE JE 54NN B 1 2 A UG, F
B AR S A 10 000 r/min A58 E B0 10 min, HY
E3EW, H HPLC W€ BT A L 7 1 & &
5 One

n-1
0v=(VCi+ Y. V)4

A RNEBY WA, VAR SRR, G n IR
PR 2 R, oA RIORER BB 25
(R, Vi NIRRT

LA 24 h 259010 Qg REHUREIS H] £ Al 22, FF%
R W B TR r dEAT R ME A, SR B LRI
AR E ER (J). A BBt ITEREE
PEELE:, S5 ILEE 6. 7. %0, TASS-LLCN %t
HITASS i &t o BT 024 7390119 19.383 0.
16.249 7 pg/em*, Js 437l 0467 5. 0.354 5
pg/(em>h); T Ooa 5351 51.926 1. 36.828 4
ng/em?, Js 7oA 1.436 0. 0.926 5 pug/(cm*h).
275 kAR E (Q RIS 24 h EFUET B
WG, BUN R, AR 3 /K W v B kR T 1)
25, B RER 2Ry, BYRE, N1 mL HEE, WRE S
min, B 30 min, 4 000 r/min &0 10 min, B E
BB 0.22 pm FFLUERE SRS, A HPLC A&
BB A= R AN Os (Os=VCIA, A
AR BN, VORI, C S
R TIM E r R ERED . 4R IER 7.
TASS-LLCN A A TASS il it i v % 7B
Os 75174 0.913 5. 0.838 9 pg/em?, LHITH Os 7

®6 DHRTEHAMLAT 240 E 0n
Table 6 Qx of burcine and strychnine at 24 h

TASS-LLCN #E% On/(pg-em™)

TASS FHEE On/(pg-em2)

t/h
T B ey

L BT EnibEy

2 8.263 51+0.663 4 19.046 0+ 2.293 5
4 10.437 5+1.110 0 24.876 5+ 4.0127
6 11.9217+£1.4339 29.471 4+ 55786
8 13.1993+1.618 1 33.674 1+ 6.4382
10 14473 8+1.873 5 37.3722+ 7.1254
12 15.629 41+2.205 4 40.409 2+ 8.5273
24 19.383 01+3.636 8 51.926 1 +11.185 8

8.263 51+0.463 2
9.471 84+0.8489
10.654 51+0.947 5
11.7558+1.1259
12.9394+1.173 4
13.67451+1.4929
16.249 71+2.460 8

15.761 8+1.657 8
19.729 4+2.107 8
21.8105+2.603 1
25.180 6£3.009 0
27.813243.2245
29.582 1£3.697 0
36.828 41+5.306 8
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®7 DEFEHMTHTHSENNFSH

Table 7 Percutaneous Kinetic parameters of brucine and strychnine

Ff i D% Ot J7F8

r

Oo4/(ng-em?) Jo/(ug-em2-h1) Os/(ng-cm?)

TASS-LLCN #t BT 0,=0.467 5:+9.0108
T+ 0.,=1.4360¢+20.2857
AP 0,=03545t+8.3729

T 0,=0.9265¢+16.5472

TASS 18 i

0973 1
0.966 7
0.969 1
0.962 9

19.383 0+3.636 8" 0.467 5 0.91354+0.191 3
51.926 1+11.185 8" 1.436 0 2.03841+0.473 8
16.249 7+2.460 8 0.354 5 0.8389+0.119 1
36.828 4+5.306 8 0.926 5 1.7833+0.439 8

HYmst A b "P<<0.05

*P < 0.05 vs ordinary gel group
54 2.038 4. 1.783 3 pg/em?.
3 e

LLCN [l #& 77 V238 % 8 vk R 3 ik
HRFTE . B TRk R R 0100, RSk
36K I - 1= R 3 i il 4 TASS-LLCN, %7
AR AN, A& H AT HRCE - & 7%, 4 HPLC
045 FH 05 V51 4% ) TASS-LLCN 7 Zh 4% 1B A
T T R R 60%LA L, RERCUT i 2 SL 6
LI

H A F e B3 2R 0 A T EER
FE LSS, I 29008 A R B il 7 391,
AR BRI 2t T )L RIS R e K, 1E
K RIS B ORI L d R0, TG 45 R oR
ZJ7 LB LLCN Hif s 259 e a0, Rtk
77183 FF TASS-LLCN A3 e .

B ST U - 20 TR AV A 3 A SR Y —
Wit orid, K Re LR B S0k T
— RN A AT AL, TP A1 ARG
FEFELPHbr2OE R, G EEETEMNT1
AR, AR AL T7 B TN 5 SEE ) & 5504 -
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