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ABSTRACT: cis-Malonato[ (4R,5R)-4,5-bis(aminomethyl)-2-
isopropyl-1,3-dioxolane] platinum(Il) (SKI 2053R), an antitu-
mor platinum complex, was selected for clinical evaluation
on the basis of its experimental antitumor and toxicologic
profiles in preclinical studies. These studies were performed
to obtain information on its toxic signs, organs which are
mainly affected, and to estimate its lethality in mice and rats
given SKI 2053R through two routes of administration. In
male and female rats given a single intragastrical dose of SKI
2053R, we estimated that LDs, values were over 3.00 g/kg,
respectively. In male and female mice given a single intragas-
trical dose of SKI 2053R, we estimated that LDs, values were
2.44 g/kg and 1.59 g/kg, respectively. In a single intraperito-
neal dose of SKI 2053R, we determined that LDs, values of
male and female rats were 227 mg/kg and 182 mg/kg, and
those of male and female mice were 198 mg/kg and 207
mg/kg, respectively. In gross and histopathological examina-
tions on dead animals, we found that kidney and liver were
mainly affected.

Key Words: cis-Malonato[ (4R,5R)-4,5-bis(aminomethyl)-
2-isopropyl-1,3-dioxolane Iplatinum (II) (SKI 2053R), Acute
toxicity, Rats, Mice
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19724 cisplatin (czs-dichlorodiammineplatinum(I))©] )= National Cancer Institute(NCI)
oA AA T YA E A aEFolY FAY T ARs=T) wiS f-&3kths o) W E o
A aetA 2= A de] A= lot (Higby 5, 1974; Bruckner %, 1979; Zubrod, 1980). ]}
7re getAdol = B3l cisplatin IAHEA] A1, 989, 4 48 E 548 JEdle
5 RA-go] BtktiVon Hoff, 1979). wiebr smjejol M= o] 2 gt cisplatin®] 5288 Fo
A gobido] Hojdt Wi f A & Jldetel e A77F I QU o3 Ao dfo =
(FRAAGAEY 7} 71EY HEREAE Bo 540 vjwF A1 getdo] 53] Hold
cis-malonatol (4R,5R)-4,5-bis(aminomethyl)-2-isopropyl-1,3-dioxolane Jplatinum(I(SKI 2053
RIE AAH 2= /st o] 229 dgA Rl SA FHRAJPAAT K o1 #) 103 (1988.
10. 29) “oloFF T 5AAE7IE" ol wet G R @02 o] BHo] 5A4-E Yol
HAA7NE dolril o} npe2o X LD & 24317 Aste] £ A8 FPsArh

AME K e

AMEER

(FAAJNEI2ER7F /13t platinum 54 34A ¢l ¢is-malonato[ (4R,5R)-4,5-bis(ami-
nomethyl)-2-isopropyl-1,3-dioxolane Iplatinum(II) (SKI 2053R, NSC D644591)& AF&-313 ©.
v, 3872 Text-Figure 17 72t}

5% 9] ICR n}$-29¢} Sprague Dawley(SD) A& A& AAZE AFSFo)A] ¢
TE 4T F U 17U AE S AAEke FEACA s, #8717 F gt
g B3t A%g SENVHS Aol ARSSR L
AP % 231 3C, AFE 50+ 10%, 37 3|4 10~123)/hr, ZHAIZHO7 © 00~19 :
00), £% 150~300 Lux2 A€ N2 st L5543 4(01F 23 159
Ax ek £8717 2 AJ87)ZE Fo B == polycarbonate AFAH26X42X 18 cm, 7]
AA Aol sulel/AFSFALE AFS ST k-2 polycarbonate AAH20X 26X 13 c¢m, B3
VAR R Sebel /A AR AFSEIA Y ARG A= AJEHE, FEHE @ FA%E 7]
A3} tagsS EHt (Kang® Lee, 1992).
AlEE AE5E8 LEARAIGAE FA3ADE AFHAFAANHLT, S5 AFEFE

AT HA A

8]
NH,
O”l:. \\\ /O
Pt
J! \O
o H
NH, o

Text-Figure 1. The structure of cis-malonato[ (4R,5R)-4,5-bis(aminomethyl)-2-isopropyl-1,3-dioxo-
lane]platinum(I){(SKI 2053R).
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Foig % AlEEY 7o

Eoz AR ojA] AT BAQAIEL corn oild] BEEAANL F Adv HuULQ 3 g/kg
bw.E& 1T EHFo 2 3] FH] 152 57) FALFTS vpf20 o] FRon, B7h)
FAAHL vpe-2olA] HoisFo 8 413 mg/kg bw.9} =X 430 mg/kg bw.2 Z+2} 15
SH2 67] §FTS AuEE S B3t dA3

T %E 2 FEAEE A, v BE £33V dAEgn ddd 58S AFS
Azt HiF AFo 77 A S0l SIFE EoVIER FAYHOE TRIYE FJT F
ENA A E LS F R AL v tag BAIHO 2 81 tHKang Lee, 1991).

AlEE83a9 fo

FRAEQA A EEE S AT FHA6lE corn oild] @EA]A Edl(sonde)E ] 8319 U=
13] Fogtgon, 27U A= 0.5% sodiumcarboxymethyl cellulose (CMC) &) &
EA)A 24-25G 138 FAP712 Bl 18] Foq5tgrt

Tz A& B A Ho) XEE 7F0 R o] FoATS NSl o, Faojol o]
ATEAANE 10 g B 02 mlS, B3 FAQAE 01 mio] FA @A ST AFoz Ay
A 7} 57t So7H 2AI8IY Fof d3E Ak

By U HAES

1) LDy

2) AT E A B FARAL K% 6AAR o) AT Yk BE
FATL, Tl LR H UAZAAE N 154 Auabe dal 35 24 2 AREEY
52 BRAAY.

3) AgHsh LE S8l teted FANdR FAF 793 RAHH 4ol 33) A2 L
2434,

O BATEE PULW; VRV TRF o2 ol HRE BN YRR &
o ol f 78 AHe) DA

5) A B 2ol U3 WA 2H 270; 10% 34 E2wdele] 1YF 4~5 m sHebn IAS
wEo] hematoxylin & eosin A& §F FeranFstol A DR

SHEE uby
LDs 2F&-2 Computer Program Pharmacologic Calculation System(Version 4.1)-& ¢]-& &}
Litchifield & Wilcoxon I'Hol 98] AlAbstgir).

g =

LDsox|

B AE B2 47 FAA LDst 9 BREONAM Hu g% (3 g/kg bw) o2 Eofstdx
5ut2]g 1otelut Abgated #1833 g/kg bw.) oY Ao g FAHCE o3 F4 o] g
2 AlEolM A3 H LGS g/kg bw.) o2 el R 5 glong 11 o)At
EF2AZE F 7] Mot vhe-2e Aur ) o WEsle] g4ol A 22k 1.59 g/kg bow. 2
244 g/kg bw.olAtk W, BAU FojAlole H=9 LDs gt ¢4 182 mg/kg b.w.,
TRANA 227 mg/kg bw.o]R oM, vk¢20] LDsp= GAH-L 207 me’kg bw. o SHe 198
mg/kg b.w.o] AL}
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Atag

AT B d5e] H=o A 3 g/kg bw., 2 g/kg bw. FTANA FAZ 69} 5U o
ztz} 1opel ) AbEtal, O 3 TG F M= APEShs B8] #E5%] 29t Table
1. 39, k2o e Herg F o Ugdtd FAeMe s FoL 3 gk bw.
A ARE 2 g/kg bw. 1.33 g/kg bw7tx] &a3@tRow 7 f¥FdAER 3, 2, 1vlels} A
et ar, A= HgF Tl 3 g/kgol A FE 2 g/kg bw., 1.33 g/kg bw.7HA] &F
AARo g 747t 5 3, 2u}E)7t At en, UnA] 279 A48 Bl s AlEEhs
FEo] #aAEA g3ttt (Table 2).

B 2] £ AL H8F2 430 mg/kg b.w.ol A 5o}2] 3 4vbE] 7} AbgE vk,
7 oS obeh-8 %9 287 mg/kg bw. ol 25 Abablch 3 191 mg/kg bw. 2} 127 mg/kg
bw.ol A 247t 1ebe)y Abgetdnt §3leo] e H &3 430 mg/kg b.w., 287 mg/kg
bw., 191 mg/kg bw.olx] &ZeE&H o2 5 4, 3utg)7} APgatgon, 1 o0&k 37 &%
EoFoME AMEshs T8 #FHA dthTable 3). 9, £33 ¢3 9 vpg2olA
11832 413 mg/kg b.w.oll A 275 mg/kg b.w. 183 mg/kg b.w.7}A| &F2|EX 0 2 7ol A
5, 4, 2012l 4 APRER o, 4R 5, 4, 1oh] Y AbLEtdn) 2E]a 9 87 o]3tg RoF

ahg ol A Abgshe o) BAEA Qstth (Table 4)

Table 1. Mortality of male and female SD rats treated intragastrically with SKI 2053R

Dose Hours after treatment Days after treament Final

Sex (a/ka) mortality
1 23456 1234567891011 12 13 14

300 0 OOOOO 0000100000 0 O O O 1/5

Male 200 0 0 0000 0000100000 0 0 0 0 1/5

133 00 0000 0O000O00O00O0D0OOO O O O O 0/5

089 0 00000 0000000000 O OO0 0O 0/5

059 0 00O O0OO0OOD 0O00OD0O00O00C0O0ODOO OCOCOCDO 0/5

300 0 00OOOO0OD 000001000 O0OD O O 0O 1/5

Female 200 0 0 0 0O 0O 0O 0000010000 O O O O 1/5

133 00 0000 000O0O00O00O0O0O0 OOC O O 0/5

089 0 0 0 0 00O 0000000000 O O OO 0/5

659 6 0 6 000 0O00O0D0OD00OO0O0ODO0CO O OCO0O O 0/5
Table 2. Mortality of male and female ICR mice treated intragastrically with SKI 2053R

Dose Hours after treatment Days after treament Final

Sex (a/kg) mortality
123456 1234567891011 1213 14

300 00OOOOO 0000030000 O O O O 3/5

Male 200 0 0 0OOO0 0000020000 0 0 O O 2/5

133 000000 0000001000 OC O O O 1/5

089 0 00000 0000000000 O O O O 0/5

059 000000 000000000O0C 0 O O O 0/5

300 0 0OOOOO OO0OO0040100 0 0 0 O 5/5

Female 200 0 0 0 0 0 0 0000030000 0 O 0 O 3/5

133 0 606000 0000020000 0 0 0 O 2/5

089 0 0 0 000 0000000000 O O 0 O 0/5

059 000000 0O0O0O0O0O0O0OO0O0O0O0C O O O O 0/5
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Table 3. Mortality of male and female SD rats treated intraperitoneany with SKI 2053R

Dose Hours after treatment Days after treament Final
Sex (mg/kg) mortality
123456 1234567891011 12 13 14
430 0 0 0000 3001000000 0 0 0 O 4/5
Male 287 000O0GCOO 3010010000 0 0 0 0 5/5
91 0 000G O 000000000 O0C OO T1 O 1/5
127 0 6 0 0O OO 0000000100 0O 0O 0 O 1/5
8% 000000 00CO0O0C0OO0OO0OO0O0O0 O O O O 0/5
57 000000 000000O0COO0O0O O O O O 0/5
430 0 0 0 0 0O0O 4001000000 0 0 0 0 5/5
Female 287 000000 3000010000 0 0 0 O 4/5
191 0 0 O OOO 0010001100 0 0O O O 3/5
127 0 00000 0000000000 0 0 0 0 0/5
8 000000 000C0000CO0OCO0OCO0 O O 0 O 0/5
57 000000 0OOO000OO0O0O0O0OO0OC O O O O 0/5

Table 4. Mortality of male and female ICR mice treated intraperitoneany with SKI 2053R

Dose Hours after treatment Days after treament Final
Sex (mg/kg) mortality
123456 1234567891011 12 13 14
413 0 0 0 0 00 5000000000 O O O O 5/5
27 00 0000 0100010200 0 0 00 4/5
Male 183 000000 0000020000 0 0 O 0O 2/5
122 0 6 6 000 0000000000 0 0 0 O 0/5
8 000000 000000OCOOO0O O O 0O 0/5
5 000000 0000000000 0 0 0 O 0/5
413 0 0 0 0O OO 5000000000 0 0 0 O 5/5
27 000000 0001030000 0 0 0O 4/5
Female 183 000000 0000000100 0 0 0 O 1/5
122 000000 000000O00COO O O O O 0/5
81 0 00000 0O00O0C00OOOQCOO0OC O O 0 0 0/5
5 0 00000 O0O0OO0O0O0OO0O0COOO O O O0 0 0/5

ANBY
AT 3 BN FIE AT} vk g mEo
AT et AYY FRES BF F7)

et Abgstdt.

HEZH

D2} p}9 20 RE ol o8 WeE B@51A Ll ATHTable 5, 6, 7, 8).
Seis gy 474

93 % %3 A=) SKI 2053RE Il FoiA|, oHA A= 1nkel7h oigto] AlahA) EUiE 1L
FHUS B Qo] HFHNULS B ThE FIINE {0t ol FA o 4E BAA
%35ieh. SKI 2053RS 959) nh-o] U2 Fejalgle W, BE FolZoq 4<A
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Table 5. Body weights of male and female SD rats treated intragastrically with SKI 2053R

Days after Dose (g/kg)
Sex treatment
3.00 2.00 1.33 0.89 059
0 124.35+16.10 125.11+ 15.23 12578+ 12.15 12684+ 13.30 126.15£ 12.61
() () ) (5) (5)
Male 7 125.12+ 20.05 132.11+10.35 130.26+ 22.39 140.20+ 15.69 146.29+ 13.15
@) 4) ©®) (6) )
14 14234+ 20.23 15457+ 1294 15147+ 650 15740+ 1284 168.23+19.37
@) 4) %) (5) ®)
0 11684+ 873 116.02+ 889 116.10+ 885 11626+ 9.22 11632+ 9.31
(5) (5) ) (5) (5)
Female 7 112.88+15.89 11043+17.23 12443+ 17.08 14730+ 15.26 131.18+22.11
4) (4) %) (5) (5)
14 136.82+23.61 15955+ 8.15 14150+ 20.16 150.40+ 13.62 165.15+11.72

(4)

(4)

(5)

(5)

(5)

Values are expressed as meant S.D.
a; no. of animals examined.

Table 6. Body weights of male and female ICR mice treated intragastrically with SKI 2053R

Days after Dose (g/kg)
Sex treatment
3.00 2.00 1.33 0.89 0.59
0 2066197 2066+198 20.78t2.15 2084+231 21.00x261
(5)° () ) (5) )
Male 7 20.15+555 2173498 2393+295 20.24+328 2258+1.34
2) (3) @ (5) (5)
14 2295515 2648+656 2978+747 2440+403 21.30+365
(2 3 4) (5) ()
0 1858201 1862+205 1862+214 1862+220 18.72+2.28
(5) (5) (5) (5) (5)
Female 7 1540 18.03+400 1764+337 2046+3.79 21.32+223
1) 2) 3 (5) (5)
14 - 223514425 20.77£094 19.66:4.65 2222+4.62
() 2) 3) (5) (5)

Values are expressed as meant S.D.
a; no. of animals examined.

oS BESA X3 tHTable 9, 10).

SKI 2053R & 9-9) =o] B2 Folatel o, F3H8F ol Jo2 Fold T30, 287,
191 mg/kg baw)ol s AP A= Ade) AEe WAR 7L Fste] FARs) AA
shalshg] o v (Figure 1), H 38 F Foigt 4 A= (PFEAS) 4549 Bajo] 2 F7h
FEEAG. BB, vhS 2o E FHQ o) 4e BBY F YATHTable 11, 12)

ArS 2ol Cist WalEA A 47
2 700) 2 SKI 2053R & S 1%  A19e BE YE 2 nj§-20]4 Age] o] F=2ix
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Table 7. Body weights of male and female SD rats treated intraperitoneally with SKI 2053R

Days after Dose {mg/kg)
Sex treatment
430 287 191 127 85 57
0 124 .82 125.50 12450 125.22 126.38 127.10
+16.20 +1591 +1545 +1549 +16.06 +1584
) ©) ) ) (5) (5)
Male 7 183.40 - 126.22 135.82 159.68 177.04
+ 987 +26.45 +23.80 +22.36
(1) (0) (5) (5) (5) (5)
14 182.35 - 137.40 163.45 176.82 199.26
+25.31 + 30.30 + 2850 +2483
(1) ) {4) ) (5) )
0 114.72 115.06 11542 115.00 115.32 115.64
+11.63 +10.80 +10.04 +9.71 +9.15 +959
(5) (5) (5) 5) {5) (5)
Female 7 - 123.20 105.97 156.24 135.80 146.38
+34.63 +997 +4.77 +5.20
(0) 1) (3) {5) (5) 5)
14 — 139.00 177.10 170.58 150.82 168.62
+11.24 +10.38 +878 + 280
(0) (1) (2) (5) (5) (5)

Values are expressed as meant S.D.
a; no. of animals examined

Table 8. Body weights of male and female ICR mice treated intraperitoneally with SKI 2053R

Days after Dose (mg/kg)
Sex reatment 3 275 183 122 81 54
0 19.86 20.00 2024 20.36 20,50 20.60
+254  +243  +219  +218  +210 197
(5) (5) (5) 5) (5) (5)
Male 7 - 2331 23.89 24.21 24,59 2431
L9259  +551  +£395  +621  +315
(0) (3) 3) (5 5 (5
14 - 19.21 19.36 2216 21.66 2270
+370  +430  +368  +168
{0) (1) 3) 5) (5) (5)
0 18.20 18.32 18.44 1850 1852 1858
+211  +204  +195  +200  +198  +201
(5) 5) (5) (5) (5) 5)
Female 7 _ 15.70 16.26 19.64 19.12 2140
+201  +288  +110  +232
(0) (1) 5) 5) (5) 5)
14 - 17.14 18.04 19.44 18.14 22.96
+249  +468  +261  +283
(0) (1) 4) 5) 5) (5)

Values are expressed as mean® S.D.
a: no. of animals examined



212

Figure 1. The autopsy finding of kidney in rats intraperitoneally given SKI 2053R (191 mg/kg).
The cortex of kidney was pale and distinguished from medullar zone of that.

Table 9. Autopsy findings of male and female SD rats treated intragastrically with SKI 2053R

Dose(g/kg)
3.00 2.00 1.33 0.89 0.59
Fate tk fd tk fd tk fd tk fd tk fd
No. of Animals Male 4 1 4 1 5 0 5 0 5 0
Female 4 1 4 1 5 0 5 0 5 0
Male
NAD 5 5 5 5 5
Female
NAD 5 4 5 5 5
Large intestine: 0 1 0 0 0

hemorrhage and edema

tk: Terminal killed.
{d: Found dead.
NAD: No abnormality detected.

vehted), M) Alg #abel WA ol J—Pé}ﬂﬁiofﬂ(Flgure 2, 3), o|#§ WL 53
AR FE AT AB AARE 2 FNEANAY AsdEe] 7P A &4E Aol
B2+ A ckFigure 4). AL ZE 529 *1*11»4-4 Bl E oz B AT
B2A7 3 Qe o] BAHUL FW, AFE FE HFME do] i FEAA Ao
BREgor, §E(sinusoid)®] go] BAFYrhFigure 6). = A=2] B MR A

= A7o 7 W (white pulp) © AR HA7b #ZE ATKFigure 5).

7272 SKI 2053RS 53 A= L vpo-2 F AMEE 58 YA 242 et
Bt} MRS 59 shgo] BALU e, Ao e B FoLdA s} vt R
AT A% HAF 2 WAo] BT HFigure 7). FE, A= F 1nke}rt hAe] T3
o ute] galel FEH ] Afo] BEE g o, HAslHe] FFo] HEHU
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Table 10. Autopsy findings of male and female ICR mice treated intragastrically with SKI 2053R

Dose(a/kg)
3.00 2.00 1.33 0.89 059
Fate tk fd tk fd tk fd tk fd tk fd
No. of Animals Male 2 3 3 2 4 1 5 0 5 0
Female 0 5 2 3 3 2 5 0 5 0
Male
NAD 5 5 5 5 5
Female
NAD 5 5 5 5 5

tk: Terminal killed.
fd: Found dead.
NAD: No abnormality detected.

Table 11. Autopsy findings of male and female SD rats treated intraperitoneally with SKI 2053R

Dose (mg/kg)

430 287 191 127 85 57
Fate tk fd tk fd tk fd tk fd tk fd tk {d
No. of Animals Male 1 4 0 5 4 1 4 1 5 0 5 0
Female 0 5 1 4 2 3 5 0 5 0 5 0
Male
NAD 0 3 5 5 5 5
Adrenal gl.: congestion 2 0 0 0 0 0
Kidney: pale 3 0 0 0] 0 0
swelling 0 2 0 0 0 0
congestion 1 0 0 0 0 0
Liver: mosaic appearance 1 0 0 0 0 0
Female
NAD 0 2 3 5 5 5
Adrenal gl.: congestion 1 0 0 0 0 0
Kidney: pale 3 0 1 0 0 0
swelling 2 0 0 0 0 0
congestion 1 3 1 0 0 0
Liver: mosaic appearance 2 0 0 0 0 0
Spleen: atropy 1 0 0 0 0 0

tk: Terminal killed.
fd: Found dead.
NAD: No abnormality detected.
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Figure 2. The kidney of female rats intraperitoneally given SKI 2053R (430 mg/kg). Severe tubular
necrosis and degenerations were observed. H & E, X250.

Figure 3. The kidney of female mice intraperitoneally given SKI 2053R (413 mg/kg). Severe tubular
necrosis and degenerations were observed. H & E, X250.

Figure 4. Histopathological finding of Figure 1. Tubular damage between corticomedullary junction
and midcortical area was more severe than that of any other site. H & E, X250.

Figure 5. The spleen of male rats intraperitoneally given SKI 2053R (430 mg/kg). The necrosis
of white pulp was observed. H & E, X250.

Figure 6. The liver of male mice intragastrically given SKI 2053R (3 g/kg). Sinusoidal dilatations
were observed. H & E, X250.

Figure 7. The kidney of female mice intragastrically given SKI 2053R (3 g/kg). Severe tubular nec-
rosis and degenerations were observed. H & E, X250. "
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Table 12, Autopsy findings of male and female ICR mice treated intaperitoneally with SKI 2053R

Dose (mg/ka)

413 275 183 122 81 54
Fate tk fd tk fd tk fd tk fd tk fd tk {d
No. of Animals Male 0 5 1 q 3 2 5 0 5 0 5 0
Female 0 5 1 4 4 1 5 0 5 0 5 0
Male
NAD 5 5 5 5 5 5
Female
NAD 5 5 5 5 5 5
tk: Terminal killed.
fd: Found dead.
NAD: No abnormality detected.
oE U EE

SKI 2053R¢} v}-¢-2(ICR)9} A=(SD)eIAM 9] BT R HAFFo) o3 FHAEHE ¢
oti 7] 93t & AFg AANIAT B AE B9 FTFAA LDkt g5 A=A F
183 gkg bw)S TSR 5ulelg 1ule] APgate #Ha183K3 g/kg bw.) ol
Aoz FAHY 1 ojfe= B AFoA A8 AREF3 g/ke) o)L ARFAGAE F
AA7] W&ot} vh-e A=Ro) o st gl A 242t 1.59 g/kgdt 2.44 g/kg o1tk
33, B Forjdle H=9] LDsE $AL 182 mg/kgol™ 3L 227 mg/kgeloH,
oh-29] LDype 3& 207 mg/kgolil 47212 198 mg/kge] et

HE} w20 A At 5 §3FEAQ Fol A=Y oY SKI 2053RS B
a3 F£73 QoA JnEF F97430 mg/kg) 5ulaE 4ulele F2 1vfE]st Aop
@tort 71 k2 ol 8287 mg/kg)dlME 59t ZF AMgEt ol dde 7 F
B9 At Azt E oAy, MAH o e Ew EFJEFH o R AP At EE

£ AR NPEAY FAPRE AFFIREY 22 AU FAE Q3R] g B
2 FAE A3 o] =, E AP EF 0] salined] AU E XY 4 U+ %] 80 mg/kg bw.
(A% 10 g7 0.2 ml FH7|F) Y52 o] EFo 2 B FASAANFY LDspE 731717}
oly4ug g0l £& 12-propylene glycol 53 £ A7t LujE AHgahe S
Aot uiAAl e E4o] EAEEs} B, B 43S =Y § gle A v E
WA Za At wetA §AGE I} old A FHEE 97t /e B FR32E
e st CMColl HAIA Fod3tH.

AL S8l el Abge A=) vheso] ZAYE|SA HARs E AIFE o] R}
oh-2oll X A Adtel A% E3E FH, PR TR £48 Fe Ao AR
=, 0o A}, 53] W] Wi Bovt /B Bo] &8 W Fo g AdHEY. &F,
AT T3 dH Az A 10t2] 7} o] 8 F50] BAHAo Y §FgEHo] ojlu 2
SKI 2053Rol &3 Wwiolgtn A 4 ¢lx, o 824 9% Ao Algdn.
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