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ABSTRACT

Influences on the Anticancer and Inhibitive Effects of the

Secondary Effects by Anticarcinogen of Shibyukmiyouki-Eum

Shim sang-hee * Kim jong-han - Choi jung-hwa - Jeong hyun-woo

Shibyukmiyouki-Eum was a drug that treated carbuncle and cellulitis. So, the purpose of this
study was to investigate effect of Shibyukmiyouki~-Eum on the anticancer and inhibitive effects of
the secondary effects by anticarcinogen

We used Shibyukmiyouki-Eum extract(SYE) with freeze-dried, 8wks-old male mice(balb/c, ICR)
and cancer cell lines(L1210, S-180) for this Study. The proliferation of cells was tested using a
colorimetric tetrazoliun assay(MTT assay), and measurement of WBC, RBC, hemoglobin and platelet
was tested by a automated hematology analyzer.

The results of this study were obtained as follow ; SYE was showed significantly cytotoxicity
on the L1210 and S-180 cell lines, increased proliferation of thymocytes decreased by
anticarcinogen. In combined effects of SYE and vincristine(0.005mg/kg), SYE was significantly
inhibited proliferation of L1210 cells and significantly increased proliferation of thymocytes. Also
SYE was significantly increased count of WBC, platelet and increased count of RBC, hemoglobin.

These results suggest that SYE has not only anticancar action but inhibitive effects of on the

secondary effects by anticarcinogen.
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gdojoste] dHog IANA] APs dF ¥

& NEYEo) MEso ¢A, olAx SAHA
gt Be dAWse EAYY 53 ¢ H2 50
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€ 2839 shfol?,

A MFstol A BEE D e FFaes
FEay - AeY - getey 2 WYLy
AR Fo] glon, o FANE FUA
ol og steta AN AR 7 Bol &8
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= AYPHn ged®® fiekmakTd wE
oz 2L FohA g g WE Bue
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TABRRKS (BEAFD Mo 428 mHo
Z AE EE W a5% I8 AT AR So=z
FAS 0 o “UWEAEE BHSE HEER
"2} 3%l

olo] Azke +AKMAKS ol gstd P 2
Fotxl £z vhehitle 2Ee 2abge] B )
A EFRE AHEY] Yt gAZY mAE 9
g, A kAL PEFIA ey
E AT 22 ogAg, AGHXe 248, 8
A8y ks YT A FY4L AU
of B1dtE wheloh,
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1. #%t

1) #5

AYe] AT +ARIEAK(SYE) L (BEA
FIy of Eaiglen, SAdstn 2% 33 iy
oA 7YY F 2xotmAoN AL wol A
g3tk A¥el AHEd AW WEH Py
o483 2cH(Table 1).

Table I. Prescription of Shibyukmiyouki

-Eum(SYE)

TA%E A 4 9 ¥ Hg)
A B GINSENG RADIX 2.25
¥ OB ASTRAGALI RADIX 2.25
% o ANGELICAE SINENSIS 005

RADIX
JII & |CNIDIUM OFFINALE RADIX: 225
B PLATICODI RADIX 2.25
By A LEDEBOURIELLAE RADIX 2.25
X & SAUSSUREAE RADIX 2.25
_— AURANTIIMATURUS 005
FRUTUS
A CINNAMOMI CORTEX 2.25
SESE S PAEONIAE RADIX 2.25
BB ARECAE SEMEN 2.25
T ANGELICAE DAHURICAE 995
RADIX
2 kb MAGNOLIAE CORTEX 225
TR PERILLAE FOLIUM 2.25
S LINDERAE RADIX 225
H OB GLYCYRRHIZAE RADIX 2.25
o E 36.00
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2) AxF

AEFE SFAXFZYANA 790 F49E
HAEFQ L1210 AEFSG EAY AEFd
sarcoma-180(S-180) MEF& A&t

3) =

B AYgo] AFE3 mousers (F)HTHAIFE
Al FYg balb/cAl  22+1(g) FHAF}  ICRA
20t1(g) FAE L= 20:3(T), &% 5525(%),
light/dark 12(hr)9] Ab§zZA 15U o 3
SAZIHA 38 pellet ALE(A¥F2] 2 AL, Korea)

s & AF2o] AFAAUL

4) N 4 717

2 HYo] A8 A|YEL Roswell Park
Memorial Institude 1640(RPMI 1640, Sigma
R4130), Fetal Bovine Serum(FBS, Gibco LOT.
NO. 1006842),

3-[4,5-dimethylthiazol-2-yl]-2,5-diphenyltetrazoli

um bromide(MTT, Sigma M2128), Sodium
Dodecyl Sulfate(SDS, Sigma L5750),
Vincristine(Sigma, V8879), Concanavalin
A(Con-A, Sigma C5275),
Lipopolysaccharide(LPS, Sigma 1L2637) 59 5%
Aekg  AMgEgen,  7|7]|E¥  Microplate
Reader(ELX800UV, US.A)SH Automated

hematology analyzer(Sysmex K-800, Japan)2 3}
iR

2. Hitk

1) B MW

i

SYE®] 232 #(72.002)& 1,500 FHF=Z A
oA 100T 2A1HEQt AGE tF o] FE2qF

1500rpme 2 3087 4422 71(VS 6000CFN,

vision, Korea)2 HUAEs gt o2 %
o] 83}
1000m2 %3 o freeze dryer2 FHAX
A7 A3 189(g)e AU

rotary
vacuum evaporator(EYELA, Japan)E&

2) Ax Iz

L1210 A®F, S-180 M EF, vl FHAM
X 2 uZAMEE RPMI 1640 vl & Al&3la o
, 2] of] &= 10% FBS<}
penicillin-streptomycin(100units/mé,  100ug/ul)<
A7tste] ARSet T dAIEF o Ad wjde 1
10~1 : 20 ¥ &8 3¢ TFHo= 31, AX F
Aol A Ao JTFE AFEr] AT 2EL
Al g 29K 9] AEE ALEatdr)

3) MTTHA 8 GAXLF dad AXESY
%4

2 g3e] A4 MTTHLS Mosmann'®o] 7j
231 Kotnik' $o] WA WHo2, % well
plate®] Z+ wello]l ME F#4 10024(2x10°cells/
m)E HE3S 31CY CO; vig7]elA 24412 &
ob wjFg & FEHE(, 10, 100pxg/m)E A H
SYE 1004& 23 37C2 CO; ujeF7io] A 484
Zb e st g T3 447 Ao Smg/ml TE
= Dulbecco’s Phosphate Buffered
Saline(DPBS)-Ael 449 MTTEY 2048 Z
wellel A7tz g FEA7HA 292 W
Agstdct. MEF F5A 00IN HClol 83AZ
10% SDS 10045 Z welldl H7bstn 234
ol M 18A1Z o] WlgE ¥ A H 7} welld] &%
& microplate-reader2 570mmolA A3
Control group® |¥3F =< vlusdled AE F4&
S NESE AT



4) A EF d& vincristine?] ICs 3

GMEF ZH4E 50% JAYT = Qe
vincristine®] ¥ %E(ICs0)8 73171 Y3 4 welldl
L1210 AEFE 2x10%ells/mE HF 8t 2447
5ot WjgFE ¥ vincristineS g3 FEZ oA
xFd Hdld 3)F Fds HHez AMd
ICs0& 5x107°g/me ot

5) FAXFE FAAA vl SYES 3¢t
Aq Wiy ax 53

Ztzbe] M EFo] vX = SYESH g W&
A EFHE dolrr] fite 4 welld] GAXLF
g 2x10° cells/m X2 HF8 24475 o
%8t F ogd  wxe SYE® vincristined
ICs(5%x107°g/m)E WEAste ) F4& ¥y
o2 A4t

6) vi$-29 FAMYE 2 nZAxe] ¥
o¢xe) FA 2 MAME 2PE Wysocki”
1 Mizel 529 uh g o] g3lg k. Balb/c vH$-
A2 Az2gTile EAANZ F HE2EF FAH 2
A4 DPBS-AE Y& 120mm petri dishojA &
Al ¥45t3 stainless meshZ o3} ated 23] A3
& 9% 10t FANE ZALYA AXFEHAS
Fsl9 1,500 rpmelA 1087 A4Egs . &
o}z AT E DPBS-Ac) AFEHFAA 33 w4
g F FA R uFALE Estth

A

7) HYAXE F4E& A= SYES F4A
¥e5d as 534

6)3 o] FEld F4 # vHINE EHAE
RPMI 1640 uiX|2 3FA3t1 96 well platedl

10x10°%ells/mt. =2 HEY F FAATAE
Con-A 5Spg/mee}, v]ZA M Eoll= LPS Spg/mis}t &
A tFEA ZAAHE SYEY F%(1, 10, 100us/me)
¢} vincristined ICs ¥ %(5x10%/m)2 #4242

3] )3 FLY WHL

8) Sample group ¥#

(1) Fgdas 2 P Foof e HY
3] & Sample group

Balb/c vwh$-2 7utE]E
group®} Sample groupl® ¥H3lHck o F
L1210 HEFEZ 29t ol  Adiuisd
2x10%ells/mouseZ ZA| & thg vl¢Ae] Ei}o]
LO0mE FAFo2ZN HAMEFE A3z, o]

% 145 YA vincristine 0.005mg/kgS 7
FA }3}914 Control group2 149 134 74%<
FHTFE 02 S F4939 3, Sample A group
2 SYE 300mg/kgS, Sample B group< SYE 500
ng/keS 42 79%5<¢ 1Y 13 0.2meH AT F I3}
At

4k

17223} Control

2 FgA
Sample group

ICRA vl¢2 8uiglE 1F22 389 Control
group® Sample groupoZ BF3ACt o F
S-180 AEFE 29t 2ol  Aduidsd
2x10°cells/mouse Z A& T wp$29] B
0288 FAFoEZN FFE TLAHL, o4
197 ¢} 347 3R] vincristine 0.005mg/kg
7+ FAbstgh Control groups ZYEez

T 02mE 1595 BTFA3A
groupS SYE 300mg/ked,
SYE 500mg/keS ZYA o2 1545 F+5FY9
3k

Rolz us® WAy B

o A

31, Sample A
Sample B groupa

9) L1210 M¥EF7} o|AHA ufox9 SJMy¥E
Z4 g vl SYESH FU4A W8T an
=

8- ol HAG F
t}, 4 F B3] cold PBS 10.0mE

A39EAA =233
FYstel
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Z EFAZ U ERAEE #3340 FT
HEE 4TCAA 1,500rpme2 587 A 232
RPMI 1640 A2 23] Ad& = 7 120mm
petri dishell #F3te] CO; wWigF71elA vl A7
34X T A NEE AR §-3skA
&2 AXE Tol 4ToA 1500mpme =z 583¢ o
Axstdc. 1HE AEEHE 2ol 1.0x10°
cells/mE2 ZA|dtd 96 well plate®] Z+ welloll A
ERFY 100LE BF82 oA 100E Ay 3
7T CO: vig7]1ol A 48A1ZF v}t ch o] 4 €
AAEF F4E&2 )Y FYI WHez FA
st

10) dgA F42 Asd BIARE &0
SYEY &% =3

8)-(1)3} o] AAF ¥ 6)4 Zol F4 ¢ u
FAXE A o] F £ F4 2 9P
AE RHole RPMI 1640 HlAZ A&t %
well platee] 1.0x10°%ells/m¢ =2 HF3d F
A M Xl Con-A Sue/me, W] ZAAEE LPS 5Spg/
mS H7B F 37CY CO; mg7|oA 48A13¢
e g 3T Y Yoz FAH E HF
AEe F4EE FAHNAY

o] A&

11) 3gA Fo= ustd 93 374
X SYEY &% 334

8)-(2)¢% o] HAE F dFUE o] &3t &

A R R PR = d 3 (WBC, RBC),
hemoglobin(HGB) 2 platelet(PLT)¥ Fonio®®
9 =38t Automated hematology

analyzer(Sysmex K-800, Japan)2 =733t}

3. #EtEm

EA-2x Student’s paired and/or unpaired
t-testel]l ¢jetg e, p-value?} 0.050]3H¢1 72 9o
T Fod-E dAEHA

. FEEEp

1. SYES dAXF U XS a5

L1210 A X9} S-180 M EFo] X = SYEY
ANEEA ang dolrr] 93t SYEE Z42 1
pe/mé, 10pg/ml, 100pg/mE Fo3 A3 op&y 2

roh(Fig. 1).
SYEE F93&x ¢ Control groupd L1210
AEF &L 100.00+2.26(%)8 FHE& ),

SYE 1pg/mi, 10pg/ml, 100ue/mlE& F9319& w=
Z}z} 82.41+2.34(%), 80.94+1.69(%), 81.01£0.98(%)
Z Control groupEt} #24(P<0.001)SIAl Z4H
k. SYEE F4931x] €2 Control groupd
S-180 AIEF F2&& 100.00:1.23(%)E 3F&

), SYE 1lpg/me, 10pg/mf, 100pg/mi-S FoJ3t3&
o= z}z} 83.80+0.82(%), 84.37+1.53(%),
86.28+1.56(%)2  Control  group®t F94
(P<0.001)1 Al FAAH AT
10 oL1210 uS180
9 - - -
Z o
8 3¢
8 g
S 4
¢
* 2
1q
UJQTHI‘G 1 10 10
SYE(ug/ml

Fig. 1. Cytotoxicity of SYE on
the L1210 cell lines and S-180
cell lines.

L1210 ; lymphocytic leukemia cell lines,
S-180 ; sarcoma cell lines, SYE ;
Shibyukmiyouki-Eum extract, Control ;
SYE non-treated group, 1 ; SYE 1.0xg/
mé treated group, 10 ; SYE 10.0xg/mé
treated group, 100 ; SYE 100.0ug/ml
treated group.

* o P-value vs
P<0.001).

Control  group(***
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2. SYES} 394A WEFAA GAXF T4
AAc} M= B

GAHEF FHAA A vAE ZHE BE3}Y
21&te] SYE 1pg/mé, 10pg/mi, 100xg/mes} &HHA|
vincristine®] ICsQ) 5x10°g/mE HE& T4
S o GAEFo FAYA 2= e 24T
(Fig. 2).

SYESt #4AlE FostA &S Normal group
9 L1210 AZF Z48E 10000:201(%)% 34
< o, FdANE FoF
4578+053(%6)2 HAHULL, SYE 1pg/ml, 10ug/
m¢, 100pe/mest FEANE HEFAHS o
Sample z}+2} 45.04+0.47(%),
44.16+0.35(%), 44.26+054(%)2 el 1 F
SYE 10zg/m¢st F¢AE #HEFAsAE d&
Control group®] Y& F+94P<0.05)JA #Ha
At

SYESt F¢AE F3tx] &2 Normal group
9] S-180 AEF F4&< 100.00:2.24(%)e 314
< o, FIATE F43%  Control
85.96+051(%)2 ZAHUR, SYE 1xg/mi, 10ug/
me, 100pe/mest FLAE YEFAINAE e Z
Z} 82.47+1.24(%), 79.36+1.28(%), 83.88+1.14(%)E
velth, 2 % SYE lpe/mé, 10pg/mlst 4 S
HE&F98Ae W Control groupel wla ztz
94 (P<0.05, P<O.00)UA A=A}

Control group<

group<

5

group=

aLi2i0 mS180

100,

50|
sor
70}
601
501
sof
30t
20)
10

%, Cytotoxicity

Control 1 10 100

SYE(ug/ml)

Normal

Fig. 2. The combined effects of

SYE and vincristine on the
cytotoxicity of L1210 cell lines and
S-180 cell lines.
Normal;, SYE and vincristine non-treated
group, Control ; vincristine 5><10'6g/m!l
treated group, 1 ; SYE 1.0gg/m¢ and
vincristine 5><10"6g/m1’, treated group, 10 ;
SYE 100pg/m¢ and vincristine 5x10%g/m¢
treated group, 100 ; SYE 100.0zg/m¢ and
vincristine 5%10%g/mé treated group.

Other legends are the same as Fig. 1.

+ : P-value vs Normmal group(+++
P<0.001).

* : P-value vs Control group(* : P<0.05,
*xxx 1 P<0.001).

3. SYES} 344 HEFAA AHHAXE F4
& vlAE &7

A Fo2 Zhd BAAEY F4 & 7
X SYEY fantE dolry] #3te] SYE 1ug/
me, 10ug/ml, 100ug/mlet B A] vincristined) ICs
QA 5x107%/mE HE FARUE o RYME
FHE&L daH 2RdFig. 3).

Al E %3 Control groupd FHAE =
&4 100.00£090(%6)2 3t S w SYE lue/me,
10pg/mest FAAE WEFAQ3NHRE W
120.7622.77(%), 119.77+0.99(%)Z Control group
2o ke 2, SYE 100pg/mist FAAE &
Fo3l9 g WE 104.4410.63(%)=Z Control group
Bl §A3P<0.0DUA ST

oA E Fo3 Control groups) H|ZME =
A&& 100.00£1.05(%)2} 3tR& W, SYE 1ug/me,
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10pg/mé, 100pe/mist FAAE HEFAINIYS o
= 3z 102.73+0.53(%), 100.41£0.67(%),
95.69:1.09(%)2 uYEldth 2 F SYE 1lue/ml,
100pe/me st 3HAlE WRFAAS de 47
Control groupel] ¥)&l 24 (P<0.05 P<0.01) A
vhEskTh

140, OThymocytes
m Splenocytes
120 .
=
2 100
g
3 80
© 60
a.
- 40
P
20
0
Control 1 10 100
SYF(ug/ml)

Fig. 3. The combined effects of SYE
and vincristine on the proliferation
of thymocytes and splenocytes.

Other legends are the same as Fig. 2.

* . P-value vs Control group(* : P<0.05, **
1 P<0.01).

4. SYES} F¢Al WEFAA oj4d YAXE
o] FHAA WA= &4

FAHEF(LI2I0 AEF)E oA F FUYAE
T g GHAEY FAAA] wAE SYES
aRE dolrr] 9slyg SYE 300mg/kg, 500mg/ke
& 5799 A3 55 2HFig. 4).
group®} G EF A&
100.00+0.81(%)2} 3t E& @ Sample A group®
21 82 98.8+068(%)%, Sample B groups 2|

tlo

Control

ofN

2)
£2 97040.37(%)Z Control groupel Bl&l ZFa
g4 Yehlglxz, &3] Sample B groupe

b

Control groupel Hldte] F2A(P<0.01)UA 2
=k

120

%, Proliferation of L1210
cells

Control Sample B

Sampls A

Fig. 4. The combined effects of
SYE and vincristine on the
proliferation of L1210 cells in
L1210 cells transplanted mice.

L1210 cells(2x10°cells/mouse)  transplanted
to mice of all experimental group, and
vincristine 0.005mg/kg  injected(ip.) a first
day.

SYE ; Shibyukmiyouki~Eum  extract,
Control ; DDW 0.2mf{ administered group
for 7 days(ltime/lday), Sample A ; SYE
300mg/kg 0.2m¢ administered group for 7
days(Itime/lday), Sample B ; SYE 500mg/
kg 02m¢ administered group for 7
days(1time/1day).

* 1 P-value vs Control group(** : P<0.01).

5. SYES] AMEF o4 vhg2ol U@ F
A Folz Astd BAAX FA&e nAE A
REE)

SHEF(LI210 AEF)E o)A F F et F
qd2 Astd AR BIAMEY FA&d] vXE
SYES] &A%E @otRrl 938t SYE 300me/ke,
500mg/kes FAT Ax b3 2 dHFig. 5).

group®} FAANE =
100.0+2.68(%)et 3tH & u} Sample A groupd %
2148 111.4£1.02(%)E Control groupE ot 9
A(P<O.0DSUA F7H5 3, Sample B group?l
ZA&X 1305+1.63(%)Z Control groupdl =)l
#9183 (P<0.00D) U A Z 7= Ak
group9| B A Z sHE

o,
100.0£1.73(%)2}t 3t9-& W Sample A groupd &

[e]
2 &

Control

Control
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2182 100.0+1.86(%)°] %3, Sample B group9]
ZA4 &S 997+158(%)2 Control group™ H-AFs}
A el

140 OThymocytes  mSplenocytes ..
1 -

%, Proliferation

Contrdl Sanple A Sanple B

Fig. 5. The combined effects of SYE
and vincristine on the proliferation
of thymocytes and splenocytes in L1210
cells transplanted mice.

Other legends are the same as Fig. 4.

* . P-value vs Control group(** : P<001, ** :
P<0.001).

6. SYEY| HAEF o] wh2o] de It
A Tz AR W75l AL AR L}

FGAEF(S-180 MEF)E o] F A &
o2 W3td AAW HE3SF f JI 75 ¥
o PlX& SYE9 &EHE Yol 54 SYE
300mg/ks, 500mg/kes T4 A} o3 Zgioh
(Fig. 6).

Control group® WBCE 15.39+1.69(103/£)%1
o iy group® WBCE
16.46+0.87(103/0) 2 7} A1, Sample B group
9] WBC+E 19.35+0.72(103/1£) 2 Control groupsi
v 8 #2]4(P<0.05) A 7= Ak

Control group®] RBCE 6.85+0.27(106/10) %) ©l]
W8t} Sample A group®] RBCE 7.15+0.51(106/
)2, Sample B group?] RBCE 7.16+0.14(106/
)Z Control groupdl ®l8) F7t= ).

Sample A

oWwsC  sRBC

— b ok ek A

Blood cell count

Cortrol Sapie A Sarple B

Fig. 6. Effects of SYE on the recovery
of decreasing-WBC and RBC by
anticarcinogen.
$-180 cells(2x10%ells/mouse) transplanted to
mice of all experimental group, and vincristine
0.005mg/kg injected(i.p.) a first and third day.
SYE ; Shibyukmiyouki-Eum extract, Control ;
DDW 0.2mé administered for 15
days(1time/2days), Sample A ; SYE 300mg/kg
0.2m¢ administered for 15 days(1time/2days),
Sample B ; SYE 500mg/kg 0.2m¢ administered
for 15 days(ltime/2days).

WBC : (x10%u), RBC : (x10%/ue).
* . P-value vs Control group(* : P<0.05).

7. SYEZt AXFT o] ulp-2of ojd 3¢t
A Fodz Ad® HGB 2 PLTH v+ 7
R

SAEF(S-180 AIEF)E o]Ag F JgA F
oz Wstg AW HGB ¥ PLT 4 nlxle
SYES &AHE Lo}y st SYE 300mg/ke,
500mg/kg& FAT 27 o5 Z3koHFig. 7).

Control group® HGB<& 1255:0.48(g/de)Q &l
wksled Sample A groupd HGBS 13.13+1.10(g/
de)2, Sample B group?l HGBE 12.76+0.33(g/
d&)E Control groupdl Hl3] ZE715 )

Control group? PLTE 7.22+0.23(105/4¢)%) ©l
vtste] Sample A group®] PLT®: 7.30+1.06(105/
Y2 Control group®l H|3} Z7}5%li, Sample
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B group®l PLTE 9.31+0.64(105/x8)2 Control
group®] H & F2AP<00DUA F7HE ATk

14 OHEB aPT
5 12
o
u 10 e
[ =4
(]
o 8
(L2
T 5
S
= 4
3
& 2
G Srpe A Saple B

Fig. 7. Effects of SYE on the recovery
of decreasing-HGB and PLT by
anticarcinogen.

HGB ; Hemoglobin(g/d¢), PLT :
ue).

Other legends are the same as Fig. 6.

* : P-value vs Control group(** : P<0.01).

Platelet(x10%/

V. % %

TARKEEKT S B Fgge) (BRAM) o
F2Y BHoE AP KK EW A%® NE K
F AR A RS BHEL SERE AL WE S
HEZ FAH0 gon “KELEE BESK it
KHEFAMB A

% RREye) MrEPoZ ABS AWMTE,
B, w2, HEe AFEE, FIKBE #ha
R, EWE WmAMm, SRS BIREE, a5
& BmMFH, @b, SRKEF, NIBE EmT
R, HEILE, KBS TRILME BPME, HRe
R, 1795 108, FANS TRIBE, BUTw, 15T
& HMGFIE, SRR, BFRS WRER, BE, 1k
T, BERES MENE FRES AL: ®AR
B, BRI, WEHR Aks @I BEE,

BABT4, EMAR, MBS s, WAL TE 7K H
He fhiRZ, BN, BE, #AREmslnz s
RS AREMM FRIEEY Kol slol %
fmEE e A48 4 gldm Qe

BET QA 4 3¢ RESoE B - B
- B - HEE - B fAR - mE 2 e Se
P VehE FA . o e Wl (A
Ry Dol Me FREK - BETHE - AR - AL
BAE Sl 8, #8Pe k# - RRZFE 9
d, £ Baold gz, &% KR - b -
M - B2 - BBEEel dE wAEY ddm, o
g2 SddME 434 Aoy YA £,
% o3 f@e QARG

RSN B SRS, EWAE, KAETRE,
B% 2 BE S st miY BWEED R
MkHE RAOE, HERE, AFES FRES,
REHE 5o Wadsirl Yehga ol wstst
BB B WESREHA RETEST BASY
FAEE B Aoz odHn lom®?
Be BEMIM, REEE BB RAER
SO HIFLET EmakE, BERSS, HAEEE, b
KEKER, BEALES, BRER 59 B3 a9x
o] 7} Whd& FAlel AgetE HRIEBRHES
2 2ok =g poRmki Rk KBS KIE
R e

e A A Qe ARdAF vz
e B8 AT e @'ez o5 AR
dele =8 =Y FUHoz tFaid gy
ledl, MM FEay - PAMS
-shetey 2 wHgedn fAxay S8 A
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