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MKN-4S5 cell line.

The Anti-tumor Effect of Soonkiwhajungtang with Doxorubicin in MKN-45 Conclusion

Min-Kyu Shin, Joon-Seok Byun
Dept. of Sasang Constitutionnal Medicine, College of Oriental Medicine, DongGuk Univ

Objectives : To evaluate the anti-tumor and synergic effect of Soonkiwhajungtang with doxorubicin.

Methods : The inhibitory concentration (IC), ICs» and ICw of single use of doxorubicin and Soonkiwhajungtang with their
concomitant treatment against MKN-45 (human stomach carcinoma) cell line were observed using MTT (microculture
tetrazolium test) assay. In addition, their anti-tumor effects were also observed in xenograft nude mice models against the

Results : Soonkiwhajungtang has only minimal direct anti-tumor effect against MKN-45 cell line but it reduced general
depressed signs induced by implantation of the tumor cell lines and increased the total WBC and lymphocyte numbers.

Conclusions : It is considered or expected that Soonkiwhajungtang extract reduces the critical toxicity of doxorubicin and
has favorable synergic anti-tumor effect when administered concomitantly with doxorubicin.

Key Words: Soonkiwhajungtang, doxorubicin, anti-tumor effect, MKN-45
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AR 9 191 : iEE RIS Doxorubicing] 1 -&0] MKN-45¢] g Ezd] njx& g% (19)

HE SOl RERIES doy]7) ELR By glo
ch), BT W, 126, e pEEel wheba HRiEss
A& B, 12jat o] F 1A S Bl A
Sote Bk e 2 ket £, 9] §9& @
A shetame] B8-S HaATL ﬂiiﬂrg
SHAIANZ] A8l IBERED SRR EES
sAlstden, 7Y, 9P iETketE Aol ﬂiﬁ~
et ERE HEBEAIIA e KEAES 2

A5 (EROER Y ACLREE) Y B iR
KB Aoz AAEe] glom 4384 Ax=
<= A 599 A AL g AT olgol= =
£ 2%l
Joll Al B AT NERHFE F2E A
3lo} g w5 3 7}3} 1, doxorubicin® JEE A H52)
SEHE BE7] Yot AY A EF(MKN-45,
Human Stomach Carcinoma)] 4o ulx|= &g
tf &l MTT(Microculture Tetrazolium test)Z In Vitro &

[e]

ok 1o

A o Hrietn, Al FF AXFE F=
ul$-2of o)Ak Rl A In Vivo A2l HMH S E3)
BrketaAt vt
. 1%t & F&
1. e UM =T

9ot A L F(MKN-45)Z Japanese Cancer Research
Resource Bankol| 4] 913} /\}S-—E;}Oﬂl;} ZoF A E
FE 9 WS Fo dlF ¥ 33 o] Aldst
o ;‘4@_?:51' 5,‘—?1 confluency 80% ©]/Fol T@A7l &

ohg-2 o] AP e Adg Al

48 248 T2 929 el ol AAA o8
52 HA F Ao Agsak
2. RRITIS 3580 24 8 52

1) uﬁﬁ%unt:(@q

B Ago] AlLE uawﬂl:« o Al—g( Fshobf
B, A 2)oA sl RS HFste] (HEEE) L
(EERESLHESYY o 7128 #ERS Fasta] AL

Table 1. Composition of “Soonkiwhajungtang” Used in This
Study

L2 F 24 HE (g
FeE Kz Citri Pericarpium 6
BT Cyperi Rhizoma 6
HEF Gardeniae Fructus 6
BIR % Poria 4
£ Pinelliae Rhizoma 4
Bt Atractylodis Macrocephalae Rhizoma 4
EHE Coptidis Rhizoma 3
P Aurantii Immaturus Fructus 3
bt Massa Medicata Fermentata 2
- Amomi Fructus 2
HE Glycyrrhizae Radix 2
-4 Zingiberis Rhizoma Recens 6
Total 48¢

et on, 1t B3] F8 K-S Table 13} Zrh

) NEEAHE 28 2

AR E kAl 100 £ F480g)= Hstd FAF
4000m 2 71" 223 T 39 oG GHdS
rotary vacuum evaporator(N-N type; LAB Camp, Dajeon,
Korea)Z 7S} - 5&3la] A2AY FE2ES d&
T}HS programmable freeze dryer(PVTFD10A; lishin Lab.,
Seoul, Korea) = /\}&’5‘}04 24 AZAA 1 3
9.66g, & 96.58g(5& 20.12%)] & F2 2 Ak

3 wyss
14001219 %3 AR = mhA6FH, 2126
body weight upon receipt)& Charles River
Laboratories(Yokohama, Japan)ell A %] 3} A}-&-3}
o, dPFES ARGIEAL A B8 &
8 FashdA AEA o) 1597 A-gA
Aol ST AP FES 25(20~25C)%
E(30~35%)7F AE AN Ao, 3
784 11~ 128)/hr, 28 & 1 hr/daye §23519
MEE LPARE A <

RN

)

SE

A| = (Inhibition concentration, IC)& 27 &}
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7] 9&te] AFFL doxorubicin ©= A 2] 7H(Doxo
T), SR E &5 d 5 Az F(SKWID),
doxorubicin X 2] ¥ 50ug/ml9] NEEHIFE F2E A
2] =(Mix50), doxorubicin # 2] & 100ug/mle] JER
5 28 22 F(Mix1007) 2 doxorubicin 2] 2]
T 200ug/mi 9 JERAE FEE A2 T Mix200T)
o 57} woz TREE AP E A,
Dok 93t 0|4 2dolre B2 A
MKN4S AEFE 2 oh920] o2 ¥ Fet
298 FAAap) Slekd o4 g  Bd 424
& 10mi/kgs A5 tj27(ControlT) 0]
2} % doxorubicin(Janvier CERJ, Le Genest-St-isle,
France) Smg/kg& @5 E7Fd AH T (Doxod),
JERA % 100mg/ke S © = AFFAS AP
(SKWI), Smg/kg®] doxorubicine #7153} 50mg
ke] EEMHE F2E5S FA 275
Mix50F) 2 Sme/keg?] doxorubicing Fo
100mg/kg®] JEEMHE F2ES T ATFSA
APTMix1002)9] 57) Fo2 TR 48& 4
Atk 28 P& Foe 10mikes] &7

2 435 E Fosisit

5. AlEE Al-ollM 224lE

MTT(Microculture Tetrazolium test) S A}£-3} T},
Z, doxorubicin @ SKWJ &% A2 ol X & 24z} 100
ug/mlA X FE 0.006ug/m7vA| 20§43 M dted AR
33 2. (15%HA]), Mix50, Mix100 @ Mix2007-o A &=
doxorubicin 100ug/mi oA E€] 0.006ug/ml7Fx] 2u]R
3 AE & z+z} 50, 100 2 200ug/mle] SKW] &
< Frhslidh duba o MIT B S 53 dAl 7=
(Inhibition concentration, IC)Z A&t th &, Al =
ol Z32ko] Eok AEE 1x104 cell® 96 well plateo]]
T3 oh 24X 7SS Mg O ZH7te] R EE
=& A 28g T 379 5% CO2 incubatorol] A 484]
2+ wlostgith o] % MTT 29254 of 2g/ml in
saline)& 7}et F 4A|ZHE?t vl st w7} &
HE WA F crystal violet G2 F F4 g THE plate

ol
£ AzAIZo ofwf wjeke]& RPMI mediumel 2%

woEe o

N
~

100

sodium bicarbonate®} 20ml/ [ 2] streptomycin/penicillin
< A7beto] ARSI, BE FEEA L Ed A
Aol AE Ee LA AHESIATH TS oA
FEAC)?] # 2 FF S (absorbance; Ab) 7S 574
gt 3719 FA o2 FAA tiETd it A&
< =LA positive Al &) BAHE FEE ICE
ARstgon, 4ozl A && ol &3t linear
regression ®H Q) Probit BPH 0 2 T3 x| o] &7t H]
3 50%= HAE 29 ICoT 90%ZE 74543 5%
Ql ICng AFESIATH Ab & 540nme] 3] A
ELISA % 7|(Bio-Tek, TV, USA)Z o] &3] =43}
At

% of inhibition = { 1 - (mean Ab of test material-treated
group / mean Ab of control group ) } X 100

6. 4

FTE AEXFE H8t 29 = AdsS 772
AFe] of] A 7@21] 8} 11, collagenase type VI 3} DNase |
(Sigma, USA)E o] &3te] ©d M R{AZ v+
At} o] F AA3 A E (1 X 10° cell/mouse) S 2+
A% F, 7t ATFE vhre) T3] ol sjelh
olu] v o¥ell-& RPMI medium®l| 2% sodium bicarbonate
9} 20mi/ | 9} streptomycin/penicillin-g A 7}ale] AR
A%k o4 2% . 9@ D)9 F37} G4
AP FEW A st AHo| ALgstoTh

ofol

A
AZE o483 27 F, AFF 2719 £

Ot
4o
1
[
=2
x
19
[ m{u
10
-m
£

7t 3
kg2] doxorubicing- Masse 517)¢} ®yel u}z} 3 o
A 10ml/kg®] §FC2 Iml B FAE o] &
dte] EGFAIR FAFAL, SKWITAA & 7
o2 25 F & wjd 100ng/kge] NEEH NG F2 8
< gastric sonde?} F-2E 1ml FAPE o] 831 10
milkg L2 7 FFA AT Mix50 2 Mix1007-ol A
= 2}7} Sme/keg?] doxorubicing 32l 134 10mi/ke
o §Fo 2 Fofshe FAIOl 50 H 100me/ke) AR
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Daily food consumption (g/mouse/day) =
Amounts of food which were supplied to individual cage

- Their remnants that were measured next day.

10. QALEALS] B

RE AP tald A@7T £ 19 13, Y
W) o)A 9l AMFRES B 7| 2algon,
2o}7|7t ol Bol AFE 19 23 BEIYY B
A9 A=Al AU 7129t ARELe
ofell9] 571X 2 TR Hrhstm 7 Zedr

Categories of Clinical Signs :

g (321)

0+ : Not detected 1+ : Slight degrees

2+ : Moderated degrees 3+ : Severe degrees

4+ : Very severe degrees

Z BAY0 ethyl ether2 n}3]
FE Aot 9 2F =
2 - A At &FF F(wet
2 s, AF ztold &
HABE Fol7] Yt AT e FF5EY v
B e 39 F4 S o]&3te FHsA

Relative tumor weights (%) =
 (wet tumnor weight / body weight at sacrifice) X 100
T £5F 2 A FFE o188 T
g+ 29k 9h-3-9) 4] &(Inhibition rate, IR)-Z 3}7]2] &
o pay
= “'l

7 AT,

Inhibition rate (%) = {1- (tumor wet or relative weight
of test material treated-groups / tumor wet or relative
weight of control) } X 100

A

Az —‘?—7 Ao ethyl ether= v}z
*% st 9 2% =

2, vernier calipers &

A% 747 59 ) zagen

29 Fgel WHR AHOE 1Y T ol%

3] = ) 2 (wet volume)-S me T & Al 4+a}

Wet tumor volume (mr) = 1/2 X a X b?

a: long axis (mm), b: short axis (mm)
Fge] GAAL ol gete] tizTol Ui B

° [«]
% )4 & (Inhibition rate, IR)& 3}7]2} F2]L o] &3}

of 72} AxraI T,
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Inhibition rate (%) = {1- (tumor wet volume of test material
treated-groups / tumor wet volume of control) } X 100

13, 55 4T S0l A

< AT YL Day 28)°ﬂ = 4%

H 24 h/]- 1% gentian violet 1ml©]
T ¥+ A4teHcounting
© 6_]'04 F

=

[€]

3t T dukzlo] whlel] whg} Turk solution(100ml 2]
= 2

[<]

E:

chamber)3} 3|4 :q‘i(dllutlng pipette)S ©]
HiEk £2 X 10me ¢ 2 Abstgoh

14. €% dupel Al
3T A< (Day 28) &

o= Al
e oy

8o Sy

4
A 1mie] BHE AFHE F AnbAQ] Wy ool w
g2 e TES 4257 Giemsa A2 A8

T [me WA ZA5t= #kEER(ymphocyte)e] &
AH5-%4 424 23] (Auto-anlysis; SIS, Berlin, Germany)
£ o] &3t A4k - 715380

15. AA 2|

MTT testl= 53] o] A} whE-
T+EFAAZ 71]’*}0}
Mann-Whitney Wilcoxon' s Rank Sum(M-W) test® {9
e A= 1, 10T ICo-d Probit ¥ 0.2 AAkst
4 t}. Probit test ¥ ZE EA X = SPSS for
Windows(Release 6.1.2, SPSS Inc., USA)E o] 43}
p<0.050]9k] AL fojidel e Aoz HFsidth

Table 2. IC, ICs and ICs against Human Stomach

Carcinoma (MKN-45) after Doxorubicin, Soonkiwhajungtang
and Their Concomitant Treatment

Group ID IC (ug/ml) 1Cso (ug/ml) ICs0 (ug/ml)

Doxo 0994 = 0.165 3563 £ 1.549  15.205+ 7.069
SKWJ 36338 + 11.482 321.23 4+ 91.820 648.64 + 158.69
Mix50  0.680 + 0.162* 1462 £+ 0436** 3900 1= 2.534**

Mix100  0.513 £ 0.101*%* 1.018 + 0.131%* 2.175 £ 0.645%*
Mix200 0430 £ 0.057%* 0.947 + 0.187** 1.669 £+ 0.225%*

Values are Mean+SD, * : p<0.05 compared to that of Doxo by M-W test, ** :
p<0.01 compared to that of Doxo by M-W test

.#& R

1. Azl 2o M (MTT In Vitro)

MKN-459] o3} ICE Mix50T, Mix100+%, Mix200
Tl Al Doxow-ol] Hl&l] FoAUA AT IC50
£ Mix50+F, Mix100<%, Mix200 | A} Doxow=ol| H] 8]
Sl AgAl AAastd o 1C90-e Mix50T, Mix1003
2 Mix200:2o) A Doxoell H3l ‘ol AdUA i
3191 THTable 2).

2. AZel W}
DoxoT 8] A% ¥ 2147 & dzH fA1s
A%E dehigio, S 279 FREE gz

vg) o)A AA =71etgth SKWIT & ¥ 7d &
HE g2z Wa fAdE F71E, Fof 149,
2140l E Doxool| HlSINE SAUA 2718k

th MixS0TA M E B 149 ZTHE 2727 Doxo
ol B3 FASIA FrhetR o, o 27d0l =
SKWIZel vl = fo A S8kt Mix100

Table 3. Changes of Body Weight after Doxorubicin, Soonkiwhajungtang and Their Concomitant Treatment-in MKN-45-implanted

Mouse Model

Group ID Control Doxo SKWIJ Mix50 Mix 100

Day (» 19.84 £1.05 19.38+1.22 19.884+0.98 19.86+1.15 20.10£1.59
Day 7 19.24+0.81 19.401+0.86 20.5240.73* 20.82+1.05 21.3641.11%+#
Day 14 19.30+0.98 19.44+1.29 21.62+0.84*# 21.96+0.86%# 22.50 1.07+*##
Day 21 18.70+0.71 19.48+0.92 222+ 114 23.68+0.87++# 24.08 1 1.10%*##3
Day 27 19.74+1.34 21.96+1.06* 23.0641.36%* 24.94 40725 #43 26.28 £0.61%x#453
Day 28" 19204121 21.26+1.15% 22.0841.29* 23.084+0.90%*# 24.14£0.71 %43

Values are Mean +SD (g), Day : days after treatment of test materials, a) : Day at initial dosing, b) : Day at sacrifice after about 18hrs of fasting, * : p<0.05 compared to
that of Control, ** : p<0.01 compared to that of Control, # : p<0.05 compared to that of Doxo, ## : p<0.01 compared to that of Doxo, $ : p<0.05 compared to that of

SKWJ, $$ : p<0.01 compared to that of SKWJ.
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Al ¢ 19

Z73} Doxow-oll B]3)
,‘r‘oq 214 ZHE = SKWIE

3. A2kl pis}
2 A2 (Day 0o T4 T 79, T _§_7ow
A 14, B F 1420A 219, Fo 2104 2

ﬂla_,

JEFAIH 753 Doxorubicin®] B &-0] MKN-45¢] 8t a}o] njxl= gk (323)

=l H]ﬁH v«lﬂilﬂl 3 }—a}aﬂ;u} MixS0e] 7%

=4 A 717t AA thzT3 Doxowol| vl&l
ASA ZF71etA M, Day 1493 % 447HE SKW)

ol HEAAE FAAJAA F71ekE T Mix10072]

% FE 7|7 el & SA Fol Doxodel 1% AL 24 A7\7to] AH 2T, Doxod D SKWJ
Day2127¢ 2 % Eqj7|zke] ZA| o)A thzae] ol Bl fel A bt tHTable 5).

v)al A UA F71stAth SKWIEe 7 $ol&
Day 21279 5<t9] 7138 A ek A 713bel|A] iz
ol vlE fel A UA F7Fet o™, Day 21274 ol A
£ Doxoz 3} ¥lmate} £ A Al F7F8HAT Mix50

5. RS Bt
MKNASE o] F olzoAs e 4% F=
@09 £EAZ 82N P B 340]

Fo| M= Day 07, 14219, & F§7]7te] ZH| o E(100%)°1 4 = ATk Doxodell e 4 &
ozl sl fAHUA S oH, Day 1421, EGn9] 2Bz %ﬁ:’;‘*‘ ER R OLICORS
212740 A= Doxool Hlgl #4917, Day 1421  &83F AFo] BE E(100%)°1 4] AA =2
dollA e SKWIwo] HgME ol d Al F71stsl o} 23k SKWITol 1—t— %‘: A2 &4
Th Mix100T oA A& A 713t A thadel visl & 2o g5 S 47 snke] F 20l (d0%) 9 Snt
A UA F718FH 32, Day 0-7, 1421, ¥ T3 7|7k 2(100%)ell A #ZE Y oH, Br(1+)e] A &5 310

ZH) 22 Doxor-ol ¥]3l, Day 1421 o]%
Tl vlsiM = e A UA F7HeHITHTable 4).

Table 4. Changes of Body Weight Gains after Doxorubicin, Soonkiwhajungtang and Their Concomitant Treatment in MKN-45-
implanted Mouse Model

= SKWIJ 5ot2) & 1942} (20%)o A 91 B 2l ok Mix50Tll A

RN i et

FE5E AR00e $EAZ B YAl 247t

Group ID Control Doxo SKWIJ Mix50 Mix100
Day 0-7 0.60+0.63 0.02+0.90 0.64+0.58* 0.96+0.61** 1.26+0.51%+#
Day 7-14 0.06+£0.76 0.04+147 1.10£0.19* 1.14£0.75 1.14+0.17%
Day 14-21 -0.60+0.91 0.04+0.57 0.60-+0.36* 1.7240.53%+#8 1.58 £0.37%%##3
Day 21-27 1.04+0.76 248+ 1.06* 0.84+0.77# 1.26+0.56% 220£0.83%%
Totala) -0.64+1.02 1.884+1.75* 2204 1.27%% 3.22+1.66%* 4.0441.32%%#8

Values are Mean +SD (g), Day : days after treatment of test materials, a) : Total body weight gains during experimental periods (Day 0-28), * : p<0.05 compared to that
of Control, ** : p<0.01 compared to that of Control, #: p<0.05 compared to that of Doxo, ## : p<0.01 compared to that of Doxo, $ : p<0.05 compared to that of SKWJ,
$3 : p<0.05 compared to that of SKWJ

Table 5. Changes of Food Consumption after Doxorubicin, Soonkiwhajungtang and Their Concomitant Treatment in MKN-45-
implanted Mouse Model

Group ID Control Doxo SKwJ Mix50 Mix100

Day 7 2.1240.81 240+0.67 3.54+0.49%# 3.98 £0.32%*## 4.84+0.76%+#43
Day 14 1.60£0.41 1461048 2.56+0.42%# 4.16+0.87#+ M35 4.48+0.637 %433
Day 21 1.58+0.58 1.60+0.51 2.78+0.61%# 3.46 +0.58+*## 5.00+ 1367+ #4358
Day 27 2124031 1.96+£0.24 3.70+0.61**# 4,02 +0.83%*## 4.90+0.60%+##5
Totala) 7424088 7.42+0.59 12.58 +0.89**## 15.62 £ 1.72%%#3 19.2242.62++ #4353

Values are Mean £ SD (g), Day : days after treatment of test materials, a) : Sum of food consumption during 4 times, * : p<0.05 compared to that of Control, ** : p<0.01
compared to that of Control, #: p<0.05 compared to that of Doxo, ## : p<0.01 compared to that of Doxo, $ : p<0.05 compared to that of SKWI, $$ : p<0.01 compared
to that of SKWJ
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Table 6. Clinical Signs Observed after Doxorubicin, Soonkiwhajungtang and Their Concomitant Treatment in MKN-45-implanted

Mouse Model
Group ID Control Doxo SKWIJ Mix50 Mix100
No of animal” 5 5 5 5 5
Normal 0 0 0 0 1
%" 0 0 0 0 20
Ataxia 5 5 2 2 2
% 100 100 40 40 40
Severity 4+ 3+ 2+ 2+ 1+
Dehydration S 5 5 3 1
% 100 100 100 60 20
Severity 4+ 3+ 2+ 2+ 1+
Anorexia 5 5 1 1 1
% 100 100 20 20 20
Severity 4+ 4+ 1+ 1+ 1+

a) Total numbers of animal observed, b) Percentage vs total observed animal numbers

Table 7. Changes of Relative Tumor Weight and Inhibition Rate after Doxorubicin, Soonkiwhajungtang and Their Concomitant
Treatment in MKN-45-implanted Mouse Model

Group ID Relative weight” Inhibition rate”

Control 522171 Not Calculated
Doxo 2.10£0.39%* 56.53+15.30
SKWJ 526+ 1.85# -12.82+£65.15%
Mix50 1.35:0.24%+#£3% 7141 +1031#38
Mix100 1.0940.18%*#25% 77.60+7.28%%%

Values are Mean +SD (%), a) : Relative tumor weights (%) = (wet tumor weight / body weight at sacrifice) X 100 b) : Inhibition rate (%) = {1- (tumor relative weight
of test material treated-groups / tumor relative weight of control) } X 100, * : p<0.05 compared to that of Control, ** : p<0.01 compared to that of Control, # : p<0.05
compared to that of Doxo, ##: p<0.01 compared to that of Doxo

$: p<0.05 compared to that of SKWJ, $$ : p<0.01 compared to that of SKWJ

Table 8. Changes of Tumor Volume and Inhibition Rate after Doxorubicin, Soonkiwhajungtang and Their Concomitant Treatment in
MKN-45-implanted Mouse Model

Group ID Tumor volume (mar)* Inhibition rate (%)®
Control 1067.18 + 112.92 Not Calculated
Doxo 646.28 + 139.21%* 3822 + 19.03
SKWJ 1001.62 &+ 118.18# 572 £ 1191
Mix50 44537 4= 75.25%* #4358 57.44 + 1046%3%
Mix100 310.58 & 98.17#%##3$ 7032 & 11.12##38

Values are Mean +SD (n* or %), a) : Wet tumor volume (mi?) = 1/2 X a X b? [a : long axis (mm); b: short axis (mm) ], b) : Inhibition rate (%) = {1- (tumor wet volume of
test material treated-groups / tumor wet volume of control) } X 100, * : p<0.05 compared to that of Control, ** : p<0.01 compared to that of Control, #: p<0.05
compared to that of Doxo, ## : p<0.01 compared to that of Doxo, $ : p<0.05 compared to that of SKWJ, $3 : p<0.01 compared to that of SKWJ.

Table 9. Changes of Blood Total WBC and Lymphocyte Numbers after Doxorubicin, Soonkiwhajungtang and Their Concomitant
Treatment in MKN-45-implanted Mouse Model

Group ID Total WBC number* Lymphocyte number”
Control 3.80 + 0.84 9.60 + 2.19
Doxo 140 + 0.55%* 4.80 £ 0.84**
SKWJ 700 + 2.35%# 14.40 £ 2.88*##
Mix50 11.60 =+ 2.30%*#$ 17.60 & 1.14%+#

Mix100

14.00 + 4.00%*#3

23.60 £ 3.85%+#35

Values are Mean £SD, a) : Total white blood cell number (X 10°ur), b) : Number of lymphocytes in lmn* of biood smear samples, * : p<0.05 compared to that of
Control, **: p<0.01 compared to that of Control, #: p<0.05 compared to that of Doxo, ##: p<0.01 compared to that of Doxo, $ : p<0.05 compared to that of SKWJ,
$$ : p<0.01 compared to that of SKWJ.
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Doxomol| A &= tZare] H]al] 56.53+£15.30%2] 4
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S
2
2
rle
B =2 do xR

7. 2% HHo| wig|
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Al F713t A th(Table 8).

8. & W7o g
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o B3 RFAGUA FAIH o, SKWITAA &
iz 2 Doxowel 8|8l z+2} f-odUA St
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SKWIZo v]3] #2143 A Z713H% thTable 9).

9. Y9l Bis}

MKN-45% 0] 4] 8} t} 217, Doxoit, SKWIE, Mix50
T, Mix100:22] -, Doxorel| M tlZFe ¥]3)
oA Zaatgl o, SKWIzd i e iz 3
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V. & %

#2 ddiege] B Byt obH s 1 9
lol ®HEs] YA % wh Bo A2 A
G716 e, @A A8, Fge, WAAE F
o ASAD HRAN = P2 AR ofA /U
TF el ol2A] Rata gl dFeln. o g
FAAE T PASEI L A EAA T JeiA o
2 ZHgshe Aol ozt A ZAAA F4E
Bl FHAEE AAste Aol 25 28715
< cAlsta 2378 2 ARl whgsle] AT,
AER, R VI8 GER A S F4geo] T
s rer.
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