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ABSTRACT : The acute toxicity of DWP-311 was investigated in Sprague-Dawley rats. DWP-311 was
subcutaneously administratered at dose levels of 595, 1,070, 1,930, 3,470, and 6,250 mg/kg. In this
study, we daily examined numbers of deaths, clinical signs, body weights, and pathological ex-
aminations for 7 days after administration of DWP-311. The results indicate that DWP-311 did not show
any toxic effect in rats and the oral LDs, value was over 6,250 mg/kg in Sprague-Dawley rats.
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A FA) SDA A= BAFAF A2 e
Bo} ulo} &% 23+1°C, 45 55+5%, w7] 10~
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Asta JAAFel 72 NAE Aste] 72
o]-§, T¥e & AA At FE2 MAAES

ARGAIAPE tag BAH S o] 83l Fod8-ake] AR
< gAY AAE B sle] et 2 A 2
A2 Foirts 432 6,250 mgkge| o] 7S
FHygekFo 2 HAsly, 595 mykegS HA LT
2 3le] A ¥R N =7 TS A
b A EA Fo AA AFFEY AFH= FA
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4. AlEE3 =H ¥ F0

A1g &3 el DWP-3112 0.5% CMCell FdstA &
SE =5 AR A zAE G A e 1304
FA1E o83l 10 mikg e 2 13 F)8-Fod 51t
Folgkd FolzlA AFe] Wste] wEl A=l
(Lorke, 1983; Bruce, 1985).

D) AABABE U NYSES
SE AREE AT IIFIRE %

aststand, Fol altel 1A 19 182 %
Bo| welel Wsh, 534 L AT f, $E 2
A3l o} (Kim 5, 1996; Zbinden and Flury-Roversi,
1981).

2) x«{lx*Ii
Aol AHE-E 2 E APEE dhle] APEA F
oj2lAl, BolF 19, 39, 7o) AL St

/‘l?ﬁ’éi F ' AFSE AT F ether® 71

3L ASHES W Ry Auksted AL o)
& A% R AP IYFRE S22 147

}_zﬂo‘_ sd 1744 27Ae BHtaly) -,»]6}04 10% 5 =5
%]_ Il §K]ZiE}(Kwack oy 1996)

6. K22 SAHIEH oy

EA A A2 Student's-t 74L& Wslglond, P<
0.05, P<0.012] #Fo 2 Jx77 AT
w2 sl

mz o
L AIYSE0 ¥ Jass

oF 853]2] Sprague-Dawley#] =o AIHERS
St A3k AQTEAM RE ADETANA A
d= e gAY oA e vehtA] ¢t
(Table 1), 3t YA Fof 5 2] vla) SolA
o sizae) dikadel wske sk ot A
SFFTolA 1~297F 2F7ke) & RFAE vehl
(Table 2).

2. {584y

Table 1. Mortality of Sprague-Dawley rats subcutaneously treated with DWP-311

S D Hours Days Mortalit
- osage (me/ke) Start 1 6 12 18 24 2 3 4 5 6 ortaiity
Male Control 0/10 0/10 0/10 0/10 0/10  0/10 0/10  0/10 0/10 0/10 0/10 0/10
6,250 010  0/10 0/10 010 0/10 0/10 010 0/10 0/10 0/10 0/10 0/10
3,470 0/10  0/10 0/10 010 0/10  0/10 010 010 0110 0/10 0/10 0/10
1,930 0/10 010 0/10 0/10 0/10 0/10 010 0610 010 0O/10  0/10 0/10
1,070 0/10 010 0/10 010 010  0/10 010 010 010 0/10 0/10 0/10
595 0/10 010 0/10 0/10 0/10  0/10 010 0/10 0/10 0/10 0/10 0/10
Female Control 0/10 010 0/10 0/10 0/10  0/10 0/10 0/10 0/10 0/10 010 0/10
6,250 0/10 010 0/10 0/10 010  0/10 010 010 0/10 0/10 0/10 0/10
3,470 0/10 0710 0/10 0/10 010  0/10 0/10  0/10 0/10 0/10 0/10 0/10
1,930 0/10  0/10 0/10 0/10 0/10  0/10 010  0/10  0/10 0/10  0/10 0/10
1,070 0/10 010 0/10 0/10 0/10  0/10 0/10 010 0/10 0/10 0/10 0/10
595 0/10  0/10 0/10 0/10 0/10  0/10 0/10 010 0/10 0/10 0/10 0/10

Control: Treated with 0.5% CMC.
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Table 2. Clinical signs of Sprague-Dawley rats subcutaneously treated with DWP-311

Animal numbers with clinical sign

Sex Dosage (mg/kg) Hours

Days

4 8 16

Male Control
6,250
3,470
1,930
1,070
595

24 2 3 4 5 6 7

Control
6,250
3,470
1,930
1,070

595

Female

EEEERIEEEEEER

Control: Treated with 0.5% CMC, ND: No. clinical signs.

250
—0— 0.5% C™MC
—O— DWP-311 595 mg/ikg
—w— DWP-311 1,070 mgikg
225 —— DWP-311 1,930 mgikg

—m— DWP-311 3,470 mghg
—— DWP-311 6,250 mg/ky

Body welght (g)
g

175 4

0 1 3 7
Days
Fig. 1. Body weight changes of Sprague-Dawley male rats sub-
cutaneously treated with DWP-311.

225
—8— 0.5% CMC
—O— DWP-311 585 mghg
—v— DWP-311 1,070 mg/kg
—7— DWP-311 1,930 mg/kg
. 200 - —B— DWP-311 3,470 mg/kg
2 —0— DWP-311 6,250 mg/g
%
§ 175
150 4
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Days

Fig. 2. Body weight changes of Sprague-Dawley female rats sub-
cutaneously treated with DWP-311.
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FAT o E Ao Wbl fog 2ol Tk
(Fig. 1, 2).

A He HEx S g3¥o] slslen] kel § Ao
A=A 2 ole g AR o FoTelx
Uepa] egken) oFge) ol wejzdos e
G dAGe 2 AP EA] 7)1 g = HAFHA|
orelr}(Table 3). "

v.un &

A8 EA DWP-3115  Sprague-Dawley#] 2 x=ol
6,250 mg/kgS HyEFo I3 F A Fu| 2 57 &
WS AR 13 A3y F 1 A S Ao}
&}93t}(National Institute of Safety Research, 1994;
Obara, 1992). A|FEA ] HF7bs-82 6,250
mg/kgoll A F, 5 EF Algdl= gleder 1 o]3te]
ol g = Altel= Ach AP EH Fof F
b= | HAFe] o] FALE HolA) dskeh. Ao
Wl M= A|YEAFA T 27k o4 <l
© Wike vebdA] @stdh Sk St aideme
e g3 1ol A Zhe| EMe] FAE|Sc). o]
A& Bl o3 o Hrlw x| ofghe}. w3t oF
Ao ageaolA o A &Yyl ddglevt
ol BT Al EA ] 7]QldF d-le] o} FEA
HollA dubdo g fAE 4 gl A 7|1% A
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Table 3. Incidence of microscopic findings in Sprague-Dawley rats orally treated with DWP-311

Sex Male Female

Dosage (mgrkg) Control 6,250 3,470 1,930 1,070 595 Control 6,250 3,470 1,930 1,070 595
Kidney

Chronic nephritis 0 0 0 0 0 0 0 0 0 0 0 0

Calcification in renal tubuli 0 0 0 0 0 0 0 0 0 0 0 0
Liver

Vasculitis 0 0 0 0 0 0 0 0 0 0 1° 0

Necrosis 0 0 0 0 0 0 0 0 0 0 0 0
Lung

Pneumonia 0 0 0 0 0 0 0 0 0 0 1 0

Foamy cells 0 0 0 0 0 0 0 0 0 0 0 0
Spleen

Hemosiderosis 0 0 0 0 0 0 0 0 0 0 0 0
Testis 0 0 0 0 0 0 0 0 0 0 0 0
Stomach 0 0 0 0 0 0 0 0 0 0 0 0
Pancreas 0 0 0 0 0 0 0 0 0 0 0 0
Thymus

Agonal hemorrhage 0 0 0 0 0 0 0 0 0 0 0 0

Lymphocytic necrosis 0 0 0 0 0 0 0 0 0 0 0

Control: Treated with 0.5% CMC, "No. of animals.

glo g FAE ¢ gl Ao ® ALE ¥ ch(Yamashita
=, 1992; Cho %, 1993a; Cho 5, 1993b). o| Az} o]
DWP-311¢] =of tigt FATsSAAAZA A7)
o) v, AFwst 3 B Sl HdE 5
o] TAEA] dgrow HuForl8ael 6,250
mg/kgoll A % Abakell7} gigict. wheba] DWP-3119] 4
Zof izl AT DA HdlFod7eg3#e 6,250
mg/kg ©]AF o2 H71=E g}
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