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SY5555 D=7 A, 7 b BLUA XIZBT 5 HERSEERR

EATTIEE 1 S TP NI =8 R [ TN

H— - %A Al-k|m BE

Hob ) —HRAaHEELS 7

SY5555 mHilalfk 5 REE =7 A, Ty P BEUOA XAV 72, EXRBEHM-15
FUM-2) NS ERRBRE -7 2 EHAVTRETL, UTORREZ/B,

1) 27 28 L7 Fi25,000mg/kg ¥ 05 L TLIRTHNLIRD b v o 72, Bl
Wi EZ & 2 LDsoffZ, =™ 213,300mg/kg, H#3,668mg/kg, 7~ +#1,000mg/kg & 2,000
mg/kg D, #2,000mg/kg LI Th - 72, 4 X TId3,000mg/kg % ¥ 135 (), 1,000mg/
kg # SRS (M) L CLRTHNIRD Hithr - 72,

2) = ABLUTy MCEORS L TL—MREBICEB AL NLh -2, BIRPES T
12IEBD D, IREA, MRS, R8s L OIEMREOEESBD LN, A X TREAB LY
BN L LICIEE DA SN, FRORSTERHREZ 2B THLAD SN,

3) 4 XT3, Y (M) 02,000mg/kg UL, EIRNIES (MEHE) 0250mg/kg LA iz
BT —ENIc P OREBEB LU 7L T F =0 OBEL EAIRD bz, MR
BIRAEDFER, BOREIC BV CERO RS CBELHESR»EO 57,

4) = 2z EASHTH B M-1 2Nath) 3L M-2 2Nath) ##IRAHS L 28R,
LD fli3 V- $ 1L #52,500mg/kg Th 0, —HOKIETIZmEEE, KRB, L 5o 547, HIRRE

BLUS 2 EMREHBDH LT,

Key words : SY5555, Hill#45-#ME, <72, 7 b, 41X

SY5555 (34 > b ) —HRASH THHRICER S N1
BORARALRTEETHY, BLRVFERX7 bV
EHMGWHEIER # AT 5, 4], SY5555 g g et
N—BRELT, w7%, Ty bBLUA XEHNTH
g5 ENREY, 72, 27 ArALTEBYD
HARESEHEERBE L FERL 20 TEOFERELBET
5,

%, THHDRBRIII9884E T A L N 19924 6 Hic
T TERL 72,
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BTV, 27 2BLUT Y FOREL S5 UNCA X
DEIRNIE 5 RE 213 Lot No. 5588601 & % \» (3
5588613 (F1fffi : 838ug/mg) %, A X DREOHKEHREK
I21% Lot No. 5588814 (J1fli : 824ug/mg) %A1z,
% 72, SUN9608 (M-1  2Na#a) i3 Lot No. 0889802
(Wl 1 94.4%) %, SUN9609 (M-2 » 2Na i) &
Lot No. 0989802 (#fifE : 93.2%) % w72 (Fig. 1),
INLOBBWEIZTNLY Y M) RS L)
HeRs X M tz, 7B, SY5555 DL RIZ Nl CERL
72,
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Fig. 1. Chemical structures of SUN9608 and SUN9609
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AR G- DA EF K BRNaH KEFEBETH) 2
BELCHEL 72, 4 XoRBRTIRREO{RSHEEL
FFr AT RMTIRL, FIRNIES OEES K
F I3 ETE AR AR L TR 72,

2. FHEE L URE &G

1) =72BL07 v b

D Crj: CD-1(ICR) =7 2 L ¥ Crj : CD(SD)
Ty bEnTRL GEMTHEAF »— L2 - ) x—H
XNett L VAL, TPX#yr—r (MBEEKRAS
) 17— 3T ONEL 2, RERICIZ, 5~12
HE O FREAEHE PO —BREBICRE»EDH LN
¥, NEFRIC T L oM 2 A L 72, B3, 1823+
1°C, ES5+10%, A EEKI0mLLLE/FER B L 1612
REEIEREE (8 1 00~20:00) ICEREIN - HWHEETS
THE L7z, fARHISERSARE L - ERER (Pur-
ina #5014, Ralston Purina Company) #, #fk/Ki3/Kk
EAKEZNEFNEHBICEREE2, 5N KEHFH
13, 27 20 0#%5 THE21.8~23.4g, 118.6~20.6
g, BRI S THE26.0~29.3g, 1#21.6~24.7g, T
b OREOHRS THE1S7.4~168.7g, 1125.3~133.7g,
BRIR N 4% 5 CHE184.0~204.9g, ME137.7~157.3g T
B -7z, 72, SUN9608 13 L tF SUN 9609 &k N+%
5Tl3, FNFN~=7 2ADMH23.4~27.8g, HE19.3~
23.0g8 L U1#22.3~26.9g, #20.2~24.0gTH - 72,

2) 4%

Wl £ — 7L A % Laboratory Research Enter-
prise (USA) L DAL, FHREBTHEPICEE A
Sl o e REBICHEER L 7. B, iR E23+
1°C, EES5+10%, HAEE20E L /M5 L 112
REFEIEREA (8 1 00~20:00) ICRAEINEAFTET,
Tz a8r—y (BAR—CHRAat) (@)
IZIUE L 7z, faRbZEI AR (Lab Diet # 4360, £ =
VFKESNY b7y FERRASH) %, foKiZKEKE
FNFNEHBICERE 2 5237~ 95 A,
REHPIZ, BO®/E5 T7.3~9.0kg, FIRNTS T
7.4~9.8kg TH -7z,

3. HEEB I URSHE

1) =207}

I ZABLUT P ELIC T HMELSGICE L, &
145 Ti35,000mg/kg %, EIRAHRS Tz 22
2,000, 3,0001 L 1r4,000mg/kg %, 7~ Fi21,0008
L U2,000mg/kg % £ L FIRE L 72, @&k
N5 T131,958~3,300mg/kg D 4 ~ 5 HE##& 5
L7z, &b, #0#%5.TI130.5% X F Lt )Lo— 2KiE
WE, BIRARE CIZEBAER> %57 5 BE2
E L 72,

rOgsTcEgEn Yy 7% Ay T20ml/kg D5
WETHMNICHEIIC®RSES L2, BIRNES T3
10~20ml/kg D% 5-H & TRERMIZ &S L 72,

2) 1%

RS T 1 #8296, SRIRINIRS T3 1 B
K2WHEEFEINFNFERL 2, BRI, KOS5 TR
T RERIC 3\ T4,000mg/ kg UL L THBWE * &1
EhrsA b2 & L) BHE#%3,000mg/kg &
L, KA ®I22,000mg/ kg % 3%E L 72, BIRNIES Tt
WBEWENEREL L UREHEB*EZE L (SHEY
1,000mg/kg & L, LLF5003 & 1250mg/kg 7it 3 B
B2HEL 2, 5 EI135ml/kg & L, #13ml/50
e 5B TR BRI L 22, b, BRICH
T 8D b0, BRI 5 TI32400, 600,
90038 £ Ur1,300mg/kg » 4 A& %, #RANEE T
62.5, 1258 L Ur250mg/kg D 3 HE* F N FHLBEML
TERL 72,

4. BEB L UREEH

1) =72BLU07 v

— R IEDBIERIE, BE5 HIZRE%3 ~6BME T
AN, BEE2 HUMRIREIHE CIZ1H2ME S
CERRRTIC 1 I L 22, REIE, 5T, BIERE S,
5, TBXUUMHICHIEL 72, 72, KRB#HOEIRA
5Tl 5H, BEE2, 3, 5, 7, 10BLU15
HicHIE L 72, BBHIARZEL, SECBIcOWTIZSR
BT AL, EFHICOWTIZERESEIST /21216
HiCT— 7 )VRREF FIc TRUMER L 724, WIRAICE
L= A BPAR

2) 41X

(1) —#eikee

502514 4 ~ 6 BER £ CHERIC, BIEE2H

LI 1 B 2 BS 5 ICHRATNCEEL 72,
(2) h&E
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(3) MmAEZFAIRRE

BERTB L OBEESEISEIC, 2LICBRNES T
BEE2, 3BLUTHICUBEAESERL DML,
EDTA-2K CTHUEEEMLEE | 721, RimEkE, ~€7 o
E B, ~= 7))y ME, EYRLER~E 7ok
>, PHFREREE, FHROLER~E 7 a btV IBE,
H MBS B & SRS R E (THMS
Hl, BAT 7 =3 #%RX&M) 2HCTHELZ, %
72, May-Grunwald-Giemsa 4 £& il #i 82 SR AE A % VR
L, Moif% B o4 & (H8200, Bttt H 37 8UEmT)
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BERRE - X 2P RENHRFKESZERL, #EFR
mEREEE FNFNAEL 22, 618, 3.13%7 1>
B )7 LMBE Mg OWT, TeierEr
R L TEMALERS F e R T AT MR £E
£ Mk E B (CA4000, REEAETFHRASH)
FRAVWCHEL”, B, 08 LUBRAKRSNE
MRERIC B W T MABEAREEZERL %h - 72,

(4) mMAALFHIRE

MAEFERE & FEEHIcnEZ25RL, TA/YX7X
VTIN5 R 77— (AST), T7=>T3
b5 2725—+ (ALT), TLVAHVERZ 77
#—+ (ALP), FLEelik%EE%K (LDH), y-7 7 3
N T2 ARTFF—+2(y-GTP), 7V TFKAK
*+—+ (CPK), [y HHERDER EOR5NA),
RERE, ) Ly, EEBLIUMEE ) LEY,
Bav2aFu—), EEE2Lv2Te—L, E/TH, &
gy, TAT Iy, a7 v (BRAKESNA),
A/GH, ZVvTPF=, PN TV T74F, ) VERK,
Ca, PBLUfFe (BOKENA) # £ILF HEIHTER
& (JCA-VX1000, BAEFHASH) 2HWT, Na,
K 8L Cl 2 #3088 (H750, #kXe4t H I BHE
B ERAVTRIEEZIZHBL 2,

b, RO/ TRIBREE?2, 3, 4BLU8HIS,
BO8 L UBIRRESDEBMRR TIXRER, BEE
2, 3, 4 (BRO/E5EnA), 7 BRAZRENS),
8 (RoOREnNL) BIUISHIZREEERBLIU 7L
TF=2 it DN THAREL 72,

(5) Rz

#5H, BEESH BRAKRENAR) BLUIHE
CHTED L N16BMER 2, ROKRSOBEFEISHN
ABRAICEHEE LTV RERRL, REBLUEH
PEETLLLLIC, EYLEY, TRE) S =T,
bk, M, TEREERIE, R¥E Fov7, HEB
LU pH # RiB#& (N-Multistix ® SG, =4 v 2=
R eH) FACTRELZ, £, EORSENE
MERBRTIIBEE?2, 3BLIUSHICLEHALMN16
BEERICOWTREL 2, &8, BIRRZSDEM
KRR TIIRREEZE_BL k- 72,

(6) FEH¥HIMRE

BEEISAICRY FLE F— UREETIC TRULE
B2k SBREBLICHEBIABENICREL . ¥
B, BIRNBEDBMEAER TIIBH¥ARELER/L
A otz, 72, R (BIRNRENS) B L UER
(BO/ENEMBRRE L UBIKNZENAR) NER
2REL, ANEREZHEBL

(7) REMGFIRE

Bhk, R (BRARSENA) BIURBHREL
NLBELZLNEREICOWVWT, BEICLZ» T
10% B E R ~<) Y IRICEEL 7218, T 74 >~
YEEENL, ~2rX2 ) -2 RELREL,
SRR L 72,

5. ey

2w 2B LT v F T3, LDsflESB & 5% SRR
Ry EMFETELANT 7oy PEICLVERL
720 EEFINKEICOWTRBMOFEEREZUT
NHEETERL 72, T4 bb, Bartlett nFHEIC & )7
BORE LTV, EHEOBAIT—TEENGHIMT
EE, EH58TH V5413 Kruskal-Wallis i &
BREXERL 72, —TEENTERIMNETEERENR
B & 72 35412 13 Dunnett # F 7213 Scheffé #ic &
PEMOEEERELERL 2. 7, Kruskal-
Wallis 3: TH FEZ 48 b 1723412 13 Dunnett 2
% 7213 Scheffé Bz & 2 IEAHIREZ HV CHMNA
BEREELERL 72,

%8, 4 X0V TIIHEHEREIIERL Lh -
726
I & ®

1, =72BLU7v |

1) &EnHks

(1) LDsofE (Table 1)

HEHE X L ICFETHNIIERD ST, LDsofEIZ T
5,000mg/kg U b EZ b5,

(2) —HREE, KREB L UBHFHRE

—REIR NG, RE B L ORISR 13, SY5555 &
BicERT2ERBHLN L -T2,

2) BiRNES

(1) LDyfi (Table 1)

<™ 2 TI33,000mg/ kg UL L T# 5% 5 4 LANICIE
THlhta b1, LDsflEi3HE3,300mg/ke, ##3,668mg/
kg ThHotz, T b TI3HENL,000mg/kg LLET,
02,000mg/kg TG #107LANICFETH 24 5 1,
LD, fli I3 #1,000~2,000mg/kg, ##2,000mg/kg LA L
TH-72,

(2) —HeiRNE, KEB L UCBHFHIRE

<7 2 TiZHEN2,000mg/kg % B < &£ T SY5555
BERICBWT, B5HEBICEDRDS, KRB, HEK
R, IRIRREE, EMREEE, REEDB L UIRERR
HEHrabN, EFFTIREE®RSFTUARICING
DIERIZWE LT, T b TIIE TP SY5555 58
BT, BE5EED LIEBRD, REA, »2 MR,
MEMERE L CTERRGY L& LNz, EFHIT
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Table 1. Mortality and LDs, values in mice and rats treated with SY5555
Spect Rout. s Dose No. of animals LD, (95% C.L.)®
ies e ex
pecie ou (mg/kg) (Dead®/Total) (mg/kg)
0 0/6
Male >5,000
5,000 0/6
.0
P 0 0/6
Female >5,000
5,000 0/6
0 0/6
. 2,000 0/6 3,300
Mice Male
3,000 2/6 (2,371~4,339)
. 4,000 5/6
LV.
0 0/6
2,000 0/6 3,668
Female
3,000 1/6 (2,648~5,679)
4,000 4/6
Mal 0 0/6 >5,000
ale ,
5,000 0/6
po 0 0/6
Female >5,000
5,000 0/6
0 0/6
Rats
Male 1,000 1/6 2,000>>1,000
. 2,000 4/6
1.V.
0 0/6
Female 1,000 0/6 >2,000
2,000 1/6

a) . Cumulative mortality during the observation period
b) : LDs, values (95% confidence limit) were calculated by Probit method

138515 3 ReHILINIC Z 05 DFERIZTE R L 72,

PTABLUT v b EHITKREIZ I SY5555 51
S EHEERDO LD -T2,

FECBIDERDFER, =7 2BLUTy P ELICH
DEEFREILE L OEIE Y S DB B LREDIEETE
ALNTZ, EFHOERTIITHLRELEH
o7z,

2. 1%

1) LDy f&

O En3,000mg/kg (), FIRMNIZESED1,000
mg/kg (MEHE) I2HBWTLHTHNIA SN T, LDsfE
i3, BOH/5Ti33,000mg/kg LLE, #IRNESESTIE
1,000mg/kg UL &2 5 5,

2) —#eiRnE

OS5 TlE, 600mg/kg LLENEEIC BWTHRE#%
6 RERILINICIEM:, #EE$ I3 TRAED LN, #
520 Ti13400mg/kg LI L DB B W TEREZ 2213 F
FIHECR & N, 40038 £ U°1,300mg/ kg BED & 1 61 Ti3
BEEIHICLBEIN,

BIRNE S T, 1,000mg/kg BEOMEMEIC 35\ Tk

5-1% 4 BRI LINIC IR AT326 6 7z, BErEl3, 250mg/
kg L EOBHOHICHRERE2LBEE 48 £ T,
1,000mg/kg HOMNHESRHICL FNFNBEIN
72,

3) K&

OB L URBIRNEE & L1z SY5555 #4512 & 2%
BEEDLH 512,

4) MmE¥H9%4E (Table 2)

OB LUBIRNZS LI, WTFnoREERBIC
BT SYSS55 %G5 2L EBEs B
o7z,

5) m#Efb¥89%#E (Table 3)

KOG 702,000mg/kg LIE, #kHN%E59250mg/
kg LENBHC BV BEE2BL U3 BIcRERER
BIUIZVTF = REZ 23R 5REN 2 ~ 3
BicbRA Lz, B, BEETIII8AICIRINS
DEALIZEIE L 72, 25 DELLMzIE, wTFho
BREEHICEB VT SYS555 #5.40 & 2 8% A7
o7z,
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Table 4. Mortality and LDs, values in mice treated with major metabolites
Test Dose No. of animals LD, (95% C.L.)»
K Route Sex
article (mg/kg) (Dead®/Total) (mg/kg)
0/6
1,958 0/6
2,174 1/6 2,413
Male
2,413 3/6 (2,248~2,590)
2,678 5/6
. 2,973 6/6
SUN9608 iv.
0/6
1,958 0/6
2,174 2/6 2,413
Female
2,413 3/6 (2,222~2,620)
2,678 4/6
2,973 6/6
0/6
1,958 0/6
2,174 1/6 2,584
Male 2,413 2/6 (2,380~2,811)
2,678 3/6
2,973 5/6
SUN9609 iv. 3,300 6/6
0/6
1,958 0/6
2,174 1/6 2,589
Female
2,413 2/6 (2,403~2,872)
2,678 2/6
2,973 6/6

a) . Cumulative mortality during the observation period

b) : LDy, values (95% confidence limit) were calculated by Probit method

6) K&

OB L UBIRNES & LI, WTnokEEBIC

BWTY SYS555 #&5-1c & 28 428D eh - 72,
7) fREIFARE

OB L OBIRMNIES & 1 Ic SY5555 #& 51 & 2%
BERD L -7z,

8) WEMMFIIRE

BEO#%5.02,000mg/kg LLEOBEIC, B K HE
FEBORME I CBEE, SBEOBELE L L UBHED
YEFRZe & N R o0 FVE | BRER B D MBI IR M A7 38
Ltz EIRMNRE T, BRICHS » LB %
EibeBDuhr - 12,

3. EREHY

1) LDsf# (Table 4)

SUN9608 (M-1 » 2Na &) 3 & tF SUN9609 (M-2
7 2Na i) & bic, JETHIF2,174mg/kg LI EDEET
#E% 15 UMNICEEH 511, LDsfEid SUN96G0S Tit
& $2,413mg/kg, SUN9609 T1#2,584mg/kg, M

2,589mg/kg TH - 72,

2) — kg

SUN9608 & L tr SUN9609 & 412, 2,174mg/kg LL
LBz BWGREBEXRD SR, KRB, IPREHRL
WL bR EPESZ LN, LE2OEXHTEETLEY
LD LN, EFFITIZZ NS DERIZIRE1£205)
VIRICiESR L 72, e B, 1,958mg/kg Tl i BE
RABDEEH 5T,

3) K&

SUN9608 72,413mg/kg L LOBENHES L 12,678
mg/kg HOMEIC B W T, BESE 3 B TRENDHDH
AbNizhs, BEES AL IIEREH#BICRE 238
Bl o712,

SUN9609 Tl 5z L 2 E %2 BD U h » 72,

4) FREERIREE

SUN9608 & & tF SUN9609 & L i2, 3ETHI 2 S 4
Blic BRE 2BD U - 12,
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SY55550 Hi [a]#% 58 R Bk 113

m. = %®

SY5555 NERIFEHEM L -T2, Ty FBLUA
XERCT, ELICEREY M-1BLU0M-2) ni
S5 ESE -7 2B TR,

27 ABLT v+ TIE, 5,000mg/kg #REOHKRE
LTLIETHIIA SN T, EIRNIESIZ & 2 LDsfl
&, =7 2 TI33,500mg/kg Ri{%, 7 v F D TIT
1,000~2,000mg/kg, #Ti32,000mg/kg LLETH -
72, FECHIDEROIER, MO REIEL DS
ZEED,ERIIFIREEICLZLNEEZ LMD,
—RAREETIE, =7 Z2BLUT v L ELIZROKRST
BMOPEWE % &5 L 2BA Y L RRICRE IR A
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Single dosing toxicity study of SY5555 in mice, rats and dogs

Kazushi Sugiyama, Keiji Yamamoto, Shinichi Yamamoto,
Taehito Ochiai and Tadahiko Otaka
Suntory Bio - Pharma Tech Center
2716-1 Kurakake, Akaiwa, Chiyoda-machi, Ohra-gun, Gunma 370-05, Japan

Single dosing toxicity studies of SY5555 in mice, rats and dogs, and single dosing toxicity studies of major
metabolites (M-1 and M-2) in mice were performed, and the following results were obtained.

1) No deaths were observed in mice and rats treated orally with 5,000 mg/kg of SY5555. The intravenous
LDs, values of SY5555 were 3,300 mg/kg for males and 3,668 mg/kg for females in mice, and between 1,000
and 2,000 mg/kg for males and more than 2,000 mg/kg for females in rats. No deaths were observed in dogs
treated orally at 3,000 mg/kg and intravenously at 1,000 mg/kg.

2) No abnormal signs were observed in mice and rats treated orally. Decreased activity, prone position,
dyspnea, convulsion and disapperance of righting reflex were observed in mice and rats treated intravenous-
ly. In dogs, vomiting was observed after oral and intravenous treatment, and soft stool or diarrhea was also
observed after oral treatment.

3) Blood urea nitrogen and creatinine were transiently increased in dogs treated orally at 2,000 mg/kg
or more, and intravenously at 250 mg/kg or more. Regeneration of renal proximal tubules was observed in
dogs treated orally at 2,000 mg/kg or more.

4) The intravenous LDs, values of two major metabolites, M-1(2Na)and M-2(2Na), in mice treated
intravenously were approximately 2,500 mg/kg. Convulsion, prone position, staggering gait, bradypnea and
gasping respiration were observed as general signs.



