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O

VROBAFLUFUITLT N TANT 4 RO 0K, 1(w/v) % A TF Nt v —ZKEHK)
100, 300 35 L TN 1000 mg/kg % 1 BEHEMESR 6 PLoD Cr1:CD(SD) T v Mo, 28 ARMIKEMKOEL LT
BUHERROFHB LOZOMELMIT L, S 5I12, 0B LT 1000 mg/kg (Z-DVNT | BEHEMES 6
VEDRIER AR, BEKTOER NS 14 BEBIZEL Mk LIREKIZ X 2 B0 RIEN 2 4T
BEtL. UTomsEzEEx,

1. JRBAEMEAIMR A T, 300 mg/kg DL _E 0¥ G-HE 0D HE 0O B BRI BEFE 75 R HR A R O TFTE
1000 mg/kg $EFEDORECITHFEEME/IME (a7 0 7 U Y 23380 Sz, 204
(LIRS K D HIEMERFE O H vz, — . MIZIZRBOEIIFES HivRdolz,

2. —ROIREE. FEMI R — AR BBIR B L OB, REHER ., BiIE, RRE . MKFRIRE.
MR L PRRE, FHRETRS L ORBEEEICE, SBRYER S L2 i bk

Mmoo,

PLEDZ L6, KRBREETICBITAY XU ZAFLUFUITAT T R)VT 4 RO
& (NOEL) /3£ C 100 mg/kg/day, MET 1000 mg/kg/day LRI N7,
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VROBAFLUFUITLT N TANT 4 RO 0K, 1(w/v) % A TF Nt v —ZKEHK)
100, 300 35 L TN 1000 mg/kg % 1 BEHEMESR 6 PLoD Cr1:CD(SD) T v Mo, 28 ARMIKEMKOEL LT
BUHERROFHB LOZOMELMIT L, S 5I12, 0B LT 1000 mg/kg (Z-DVNT | BEHEMES 6
VEDRIER AR, BEKTOER NS 14 BEBIZEL Mk LIREKIZ X 2 B0 RIEN 2 4T
RET L7z,

MR L Ok
1. HEBRYME
R EIL, PR B RAFLUTFTT LT R T ALT 4 R HWEE - 98. 75%
(Appendix 1-2) 12500 gMEALC, HERH L=, 2 AKX,

R EARAT (FRIFLFE 1~107C) L7z
HmE Y e LT, M1 g BBIL, REER OBEEHRAFFEICRE Lz, SBREERK
T, BROERMBO—HIZ DWW THUE DT 2470 SBRIN T O PRAFL EME 2 fEE LT
(Appendix 1-3),
W E DRV Z LD MIORT,
£ F5 CVORVERAFUTFTTLAT NTALT 4K
Dipentamethylenethiuram tetrasulfide
IS CERAERY D) (FAINR=)]=F T ANLT 4 KV
Bis(piperidinothiocarbonyl) tetrasulphide V

Bis (pentamethylenethiocarbamoyl) Tetrasulfide ¥

CAS No. : 120-54-7
{LFEEROAREAES : (5)-793 V7
PR (&)

-0

T :CioHy NS ?
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5y (& : 384,70 (43 - L 0 R )
WAL PR CHMEL 5 HRERI TR (Appendix 1-1)
VG, R, B
Bl 5 116, 1°C (Appendix 1-1), 96-98°CY
WERVE K R, NP L s by s TR R AH S —)L
s ¥
R DLHF L OEDORE « R

2. iR
BB OFBUERIT, 1 (w/v) % A F At — A KETR (1%MC) 2 L, 1(w/v) % A
FIE I — ZKEEHE (1%MC) 1L A F ot m—A (A hr—X SM-15, 2 v F&EB 6105001,
BB TERADH) 2R L. HEOK (HARFERHEEK, vy &S 712147, Y7
RIS TLW/ V)% ERDEIITEMET L & TR Lz, FAR U ZBA T, B,
R DOSM T CRAT CERIFR 2~8C) L. 5k OHR: KO EE O 54k & LTl
12 HEARIZHEH L7z,

FH S WE M EE R &
LA (w/v) % (g) (mL)
200841 H 28 H 1 15. 0005 1500
200882 A1 R 1 15. 0004 1500
200842 H 7T H 1 15. 0004 1500
200842 H 15 A 1 15. 0013 1500
200882 H 200 1 15. 0004 1500

3. BEROPAHSE L UMLES

(1) ®HHEOFY

WSRWE LR L, FIEORE L 2D L IERICAY —F — 2 HNTHI S, RER
EL, W—ThsdZ LEMRE, KEKRSE L1z,

WS E LY ) — 2 N FRTHHR O, RO~ 27 FREZAM L ’AL IR,
JERE R X O b Ol A BEV 7o, BRI 1 B4 R D mERTE CRIER 2~8C)
L. #A8% 12 AUNICERGICAW:, BROBGRIL, AW T 572010, FEXREREY L
LTI L7,
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LR R B P B BB &

TR (mg/mL) (g) (mL)
2008 /-1 A 28 H 10 2. 2000 220
T FE e iR I e 30 6. 6001 220
100 36. 0006 360

200842 H 1 H 10 2. 8000 280
30 8. 4007 280

100 44. 0001 440

200842 H 7 H 10 2. 8005 280
30 8. 4007 280

100 44. 0008 440

2008 4:2 H 15 H 10 2. 2002 220
30 6. 6002 220

100 36. 0000 360

2008 4E2 B 20 O 10 2. 8003 280
e 1 feER S b 30 8. 4002 280
100 36. 0008 360

(2) #HURDOILZE T

B EBRMGETIC. HBRMEOY B L OLEN LR LT,

WSRO EFREARIZ DOV T, 0.8 B LT 100 mg/ml 5 FIZI5 1T D5 — M L OFHEE O
HIRRAT 6 FERTI L OWER T 3. 8 BL N 14 AMOREMLERN LT, TO/RKE, L8k
BiZZhZh LABLO L0 THYHTHELEE L 5%UNTH D Z L by— LTS
(Appendix 2-1), FRAFFRITHRRA 6 FFRITEN LI 99.6 5 L0101, 2%, @A 3, 8
BLO 14 BB CERZN 102, 2, 99.8, 103.0%FB L 0103.4, 101.2, 103.4%THVY, ZD
RAED D SR AR BT, IR T 6 IR, WEERET 14 ARV b EET
&5 &I L 7= (Appendix 2-2),

AL L O AR F R RIS O §~ X T OGOV R E DI EE % 454 L7 fE 5. 10,
30 35 KT 100 mg/ml ARG OEHFIL, AUE ORISR L THIFGERIET 100.0, 101.3 ¥
£ T¥100. 0%, HAAEIFHEEE T 101. 0, 96.7 B L1 96.6% Th o7z, ZbDOTEEITWVT
NHHEFM & Lz 90~110% D&EHANIZH O . 2> OEEREE 0.6~1. 1% THED 5% LA
TTholoZ &, HBUKOREILMEIE & #IBr L7 (Appendix 2-3 B8 X1 2-4),

(3) WREESHT 7L (MU ST & 5 de)

REME L LT, BB e AV,

AT AEA PR R (50 pg/ul) : PRUH AFLUF T AT T AT 4 K20 mg
IEHEICAER L, 50 nl BOWBEA AT T 22 Aivlz, REEKE TER L, 100 pg/mL &
AR LT, DI, ZOWHR2.5nl ZIEFEIZ 20 L FDOWBEBEA AT F A ZHIL., #
R CER L TY AT LEA MR AR (50 pg/ml) & L7z, FA&T 1 [E], HPLC ~D7FEA
iZ6mE L7,
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%\%A

BEFE O K300 nLi27 F I Fr 77700 L A, +ICRG Lz, Z
DHE 1000 mL (ZFEFE A 0.3 mL N2, +3CIRE L b2 BEMHE L Lz, JRAITEE TR
FL. 9 BEIAICER L7,

F— M TRREIROMEL  FREAK 150 mLIZF FFE R 752350 nl. 2, 453
WIRALEODEA— MU I8RR e Lz, ARRZRIIREBECRIFEL, 15 DEIAICEAL
77

P FEARORE . 7 b7 Fury I 0200 TEHEAKRE Lz,

FRHEPSH F T 13 ORNA IR 3 L OV 2 7 A MR BRI (50 pg/mL) OFHEL © o & R
FULUFTTET NTANLT 4 F 20 mg ZERECFEEL, 50 ol OB A AT T A T|ZA
Nz, HEEHRTTA L, 400 pg/nL ISR ERB L7z, 612, Z OFWIK 2.5 mL % (EREIZ 20
m. FOWEA AT T AL, FARAERKRTESR LT 50 pg/ml FEHRK & Uiz, EH#EER
EOFEIL 1 [\, HPLC ~DEAZ 3 A& L, MEMERFBR OB OMRIL 3 B, HPLC
ASOEANTH LEE LTz, £z, VAT AEAMERABR AR CIL, J8%50E 1 B, HPLC ~0Dik
AL 6lmE LTz,

WER B LR O BRBUR AL, IREFERRBR I K O E R OV T IR BRI
OIS 3 s L, B—HRBRICOWTIIHROEREO £, . TRBAE» S
3RDE 9 KE L, i, H—MRBROPEORE 2 ZEMRBROPFRETOSITHER & L
7o BHEBRDERNEE 2RI L, FRYE ORAREN 50 ng/nl 437, STHRIBEOEIG N
5%LL N &2 X9z, BRI A N X 7o b O & REHRIKR & LTz, ARHRROFARIL 1 8122
X 1A, HPLC ~DIEAIEA 1 [ & LTz,

IR - 7 T 8 Fe 75 0 300 mL (& LEERZ 0. 09 mL OFIGTMA, +oIiRG
L7z, PHRRIIRERTRAEL, BAPIER L,

BRI 7 v~ 77 7 (HPLC) Ok L HIERBFIXLLTO®Y Th 5,
kA7 n< 75 7 (HPLC)

UV-VIS Detector L-4200 PRt B SLBUERT
UV Detector L-4000 (FLELHIEICEENT)  #hstt B2 RUERT
Intelligent Pump L6200 BRalxtt H SZ8ET
Column Oven L-5025 Bttt B SLHBERT
655A-52 GREEEMIEICAE ) AR+ B SZBUERT
Autosampler AS-2000 RS A SLRUERT
Degasser FRC-3315 o At A —T
T — 4 PR E Empower 2 OAR D 4 — 2 — XpfAstt
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T E e

A : GL-Pack Nucleosil 100-10C18, 4.0 mm I.D. X250 mm, 10 pm
(V= A o AR E D)

BEA RN/ T NI Fa T T o /BEEE (300 700 : 0. 3)

A— M TRHIR  BREAK/T P T Fr 7T (150 @ 350)

i nEL SRRV AN 7 ol N = B AN

ME P = : 280 nm

AT LRE : 35°C

it B 0.8 mL/min

FEAE 110 pL

F—=hrH T TRE N TC

ST REH D REMERRE 8 5 (AT AEOHRBHIER E &)
MR B 25 5

BIEEL, ¥R 7 2 S PR IR A ke L C 6 BIHIE L, BN Z 4 1 BIHIE L,

BV fERRARER TIX. Empower 2 & FIWTIEMERHR O V' — 7 AR & IR D B AERL Lo SR
£, BHBHAROWMERE2RKD, LFOR I VAR F OB ERE., ZEfrig,
ARP LOERTFREZEN L,

W) EREE (ug/mL) X A IRERER

R E IR (ng/nl) =

1000
I YE(R 7=
EWRK(%) = — mgE X100
e BRI T
AHE0) = T mng o kmEg | 100

o DRAT 5 O BEBR I L - $
REEG) = TESORRMERETEE 10

WEERESRRER Tid. Empower 2 Z2 IV TIEAE—7 UBRICHRIN SN Z/E— 7 T L.
BONEINUBERAFLUFITAT R T AT 4 RO%BEENS., LTOA X v #ER L
O EEhfe s EH L7,

FLEE (%) = % 1RIFE P HIME

e e o)\ AR
EEMRE (%) = _Eiﬁf_xmo

_17_
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. ABAE
(1) #HER

RRITIL, ARF v —A R - U= att BEARGEE L Z—4#D SPF Cr1:CD(SD) 7 v
FEAWE, Ty NIBEERBRETETAVCOATHWA2EMMFETH Y | SO TFT TOME KR
MEETHDLTENDIORKERT L,

WERER 12 U (R HEMER 10 PO) & 2008 /7 1 A 23 B 1 @B THEA Lz, ZAROEY)
DR EFFIL, HET86~100 g, MT65~78 g TH-Tz,
(2) WefE® L OEIE

A, 2 OB OWTEIME T H GZAR) 6, KM BT HETo 6 Hifl, —f

WHEHISA 1 1[E, & SICRTE %S AR OB I e (B G- BRAART 2 F) ST L7, #E
¥ L UBMEEFMICZF IR D b ieh ol
(3) W4T

Ko ds L OSBRI 1, RE OB DRV EEZR BN & JEMEA 36 VL% LT, 5@
TR U7, B JOEIME IR B (& GBART~ H) OEEICESW T, BILEES
HHHIEC &0 B HEOTFHYERER IR D KO ST EITo7c, FERTREOEY OREFH
X, HET 144~166 g, MET 110~124 g TH Y . FEIRE (K 155.5 g, H 116.8 g) D=20%L4
WTH Tz, BENSHNTEDITRRNGERIN L TR E LT, b, BRIN=8HIC
DOWTERGBIAARET B I —BRIRIZ RIS R0 & 2R LT,

¥, WEBMBFEOMRERMIL., KT 160~192 g, MET 120~137 g Th D, FHIKE (M
175.8 g, ME129.0 g) TH o712,
(4) B L OV — 2 0N

EWiE. BTN ARSI Y 2L R TREICHI A2 M, BT RIZEN ICEF
SR ARL, EEREMNEIT o7,

B — i, BTN EC BT Lo T SACRBRE DB L O AROEmE T %
AL, &7 — Y ORISR LT, BT H ISR L 7 SRR E S, AR
BEIOEHESLEHLL, &7 — Y ORIEICER LT,
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(5) BEE
1) BB

B TIREE 22+ 3°C (FEMEEPE 21~25°C) . 1AL 50+20% (F2HIFEFE 39~56%) . #kiE]
£ 10~15 |71, /FERT, FREFEERT 12 FFRT (8 © 00~20 : 00, A TJREY) OB T = (303 545)
THIE LT,

2) FERM B L UERE HFIE

775y bR&BEEHER 7 — 7 (260WX 380D X 180H, mm) |2, M3 L OBIMEHIF i
HEMERILZ 3 PL o, BRI HRIT LILTOWRAF Lz, 77— VB I ORISR TS IO
BG-T R, ZO®RIE 2 HIC 1 IR LU, ZILEE 2 BIVERREE SO0 LB LT,
B EAE/KEEE O X ITR 1 BEE L7, SWREEENOERB LI OERNEL, 1 A 1
IR U7z TERIMHEICEE L Cid, HERMEEES L 08 VR R EEKEY AR BEAL TR
A LT,

3) filft

AV BOVERE LA SR, v BRIBE ERETE CRF-1 2 & RRGIESR 4 VT
HAICERS T,

RBRICEEEL LI TRNOL DI5YEME S5 WVIMEMOAEREZ ERH L2 v |k
(070802, 071105, 080107) DENEHI DV THERR L7, {EYWE DT RIEAN DAR
BAHTE X —IZ BT, AR IERRUSEEE N TN ENUT o 7o, IR LEFR
IR AL LAY 2T ORI EFIRFICHER L 72, S OfiR, WTiho
HEHIZHIHRELZE R DEITFR O bR -7z (Appendix 3-1-1~3-2-3),

4) HBEK

FLIRTIAKTE K Z . BEMEAEE 2 AV CARICERS E, 2720, REERIZITHEK

A Lz,

T HABEAERKNSHED T o 72, ST & PRI St (LSRR O
BUYETNEZICERL L 72, 2ATORER, WThOEBIZOHEMEZB A A EITRD b n
7= (Appendix 4-1 B LU 4-2),

_19_



SRO6163

(6) BRAEDOHERL
HERAMOER L EHOBME S L2 UTITRT,

&5 RE BB (BT )
AERATE (mg/kg) (mg/mL) e i3
< FMERBREE >
xf PR 0 0 6 (101~106) 6 (151~156)
R &R 100 10 6 (201~206) 6 (251~256)
i ERE 300 30 6 (301~306) 6 (351~356)
e =1 1000 100 6 (401~406) 6 (451~456)
< [AITEPERERAE >
R 0 0 6 (107~112) 6 (157~162)
e = A 1000 100 6 (407~412) 6 (457~462)

xHHEBRIC 1T, oD fE L RERD T IE CIED H % 5 LT,
(1) WHRmEORY
1) 5 EDHE
1 BRIz D HEES 3L SD 32T~ R [Cr1:CD(SD) JiZ. 1 (w/v) % A F /& 1 — A KIFHK
(1%MC) (2T i S E7- 9B E O 0 HR) . 8, 40, 200 %5 LT 1000 mg/kg % 14 ARMIRIE
ROFLL LT (SRO6 16 3P 2)Y0E, WTFhokGHEOMMIZ L ERY
BEGIZEDEBIRD LN 512, 20 Z &5, 28 A BXER N &5 FHERBR T,
1000 mg/kg/day & fem A EICRE L. LLTFALAK 3 TERL, 300 331X 100 mg/kg/day %
PTHAEBIMEAZICHRE L7, 2B, xTHEEERS LU 1000 mg/kg/day @ 2 AIEIZDWT
VX 28 H & 5% 14 A RREIC X B EIEMEE BT 2 EEEE 2R E LT,
2) &5
HEMBEN e MIROMIZERBE SN D AIEMEEZ B L, ORCD REET A KF 1 > (407)
e T 1 H 1[E28 HEL 9:00~12: 00, JRAREFRFIL 11 : 00~12 : 00 DEICT 4 AR
—PITNE S TFTBIOT 4 AR—T TN ) PRV THAIMICH IR D &S LT,
BeH5ARIT 10 mL/kg & L, SEEOER G EIIRES B ICE bITVEIE B OREICES
WTERH LT,
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(8) #lgz, WEk LUMRAIEH

D RIS

BHNTOWTHE &~ OB OES, AL ITEVEIZOWT, BREBBHERE 1B, &5
28 AOFAZFPE 1AL LTRAEL, &5 1 ANOHKRA (&5 28 AHHVIEFIE 14 A
OB O) £ TRATEGAN BLOFHO 1 O 2 FE, S 0IRFRTFIC 1 E8lg Lk,
2) FEMR—RRIREEBIER

BHENZONT, TEGBBTIR LI EG 7, 14, 21 BI W28 H, ME 7B LT 14 HIZ,
M —OR BB A T o7, BEEB X, S YA RE RS PR, R -
g HIRITTEY/ IS - BERL, BREITE/ BEICOWT, F—UnbEY RS L
G E, Bnsh s, IR B, HEORE, E. IRBREH, B, [HRIR, IR,
FHE, WIRIZOWT, A= 7 )V RN TR, &7, RERRE, R, .
ITEY/BRE - AR E | WHEITHEY/ R I798E « 75 BRICOWT, ZRENH LN LDE
DA a7 ) o TEERWTRAa T &5k L,
3) MEReind

BN HONWT, Kh 4 BB LOEE 2812, HRERES LU FOEE o7, BT
AL THR (BEEOR) . R B . R GRCxd 2 KI5) . mR (BRI 2 Hde) |
B S 28 OG5 GREEZ D b OB . BHERMFICOWTHLNLDED AT U v
THEERNTHEEL, #0ORa7 2Lz, £=, BHOBIOHBEHELRIE LT,
AL CPU 7D (T A a—x =T Y TSI 2 AV CTRIEB L OB O 1%
HI3EHEL, | g B TRk L7z, BREDRIIAREDENEEE (X ——RX v 7 X
¥ LU CompACT AMS, EERTHEME RS 2 WTHIEL, 7 — X OWERMEZ 105 & L
T L RERRE L7,
1) KEHE

EHENZONT, BE 1, 7, 14, 21 BEL V28 A GHT, FE 7B8L 14 BAR5VNZ
ke BIZE -2 L MRFE (6X-2000, RSt h—=— - T U F - FAOEZRAWTHAIEL, 1gH#
AL TREsk LT,

T ORIZ L0 RESINER L ORTEIENR LR L,

G HH
REMNRE () = HKE5 28 HARE () — &5 1 RIFE ()

o e (o (B INE (g)
B N (%) 5 1 AR () X 100
EkE ]|
IREMNE ()= [AE 14 AKE (o) — &% 5 28 AKE (g)
TR 1R (%) = IREHE = () 100

5 28 D16 HE (g)
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5) EAFENE
RN ONT, BE 1, 7, 14, 21 BL 28 AORERT, FE 7BLCN14 AiZ, &
X EMRFE (6X-2000, RS T — « T R« TA) ZHWTHIE L. 1 g B CThosk L7172,
BOGRTA I CE S B2 NER S —VBICK T L. ZORITAIERICEREB LIRS &%
T LTz, 72720, FIRATDIIEECHEZRIT Lic, LTFORIZ LY EBEHE (g/rat/day)
EEM U,

W58 (g/rat) — 7% & (g/rat)
HIE B o> H %k (day)

AR (g/rat/day) =
6) JRIRAT
EHNZOWTERE 4 B X OWIE 2 Wiz, FEEEFTT v MHRH — 2 (KN-646, B-1
Al EHBETD 2O TERIR L, RS E®Z LR 3 B OZERTO~®%, £7-4 21 K
MOFBRTOBLC@EZFEM L, PRI L7ZIRIZBRAR THREE LT,
REIHB B L UORE I

DpH BRI (IVTAAT A9 AL N ATY AT 4 HV)
@A (Protein) PERHRE (RVTAATL AL N ATY FFT 4A0)

1

E={1l

@#FF  (Glucose) SREBRARYE (VT A AT 49 AL N AT FTTAIN)
@7 k1K (Ketone body) RBRACYE (FVTAAT 49T A, N AT A7 1)
®ouavl) J—4 (Urobilinogen)  FRBUHGE (VTAATAvIA, N ATV AT 100)

[N}

k=1l

®t Ve (Bilirubin) EBRME (RVFAAT A9 IAL N ATV A7 40)
@ ML (Oceult blood) ARBRACE RVTAATA9IA, N ATl A7 4A0)
® i (Color) P HR 7B 22
@JRE (Urine Volume) ENE
Dt (Specific gravity) I EE (R BRI Y av-S, 7437)
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7) MR AR A

EENZ DOV THIRIFIC 16~22 FFOHER N TT v b —7 LEREEL | BEEIREINRE Y
B L7z, O~OIZ2W Tk EDTA-2K(_ )/ Y= 7 P T EZERME, 7/ EHRREH) TR
PR iR 1 mL 2, @, @20 TIE3.8% 7 = b U o A CRUEE LTz Mk iy
1~2 mL % 3500 [8]fx/43C 10 43 s O A L T b 7o itz vz, o/ £
DM AR T RS LT,

BREEHBE B L UORESIE
@7 . Bk % (RBC) BRIRPUE (B Bhifn BREHECE & F-820, YAAy)A)
@~ h7 VU v MHEHL) BARRPE (B B M ERFHECEE F-820, YARy)A)
@~F/ 1t & (Hb) VT A SNET O

(B By BREHBELE F-820, YAky)A)
@ 4R I BR %A (MCV) RBC, HtfE & v &M

(A B mEKFEEEE F-820, YA yTA)
G FREINER~F 7 o £ & (MCH) RBC, HbfE L » EH
(B #ymERFHCERE F-820, VAATA)

ORI FRILER~E 7 o 22 E (MCHC) Ht, HbEL W B
(HBh ERFHHCEE F-820, YAAv)2)

DHAFR MERE (Reticulocyte) Brecher ¥ (85f&)

@i/ g (Platelet) BRIRIE (B B BKF S E F-820, VAAy)R)
© A o k& (WBC) BRHHUE (A BIIMERFTHECERE F-820, Y4y)2)
WISk =Es )z May-Grinwald-Giemsa 4ua ($ER)
(Differential count of WBC)

@71 b e RF (PT) I N S BV S

(MR L B BhAE LS E KCAT V. =74 -~ A4797)
QISR D b RT T AF UM =T U UREE
(APTT) (ML #E R E B Bl E LR KCA7 VE, M7 4~ A4797)
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8) I F R A

EHNZ DN THIRIFIC 16~22 BRI R ST v B2 —F LB L, BEEEREIIRYL 0
i L7z, MAEHEEO S LOBIUOIZ DWW T 1 nl. 729 ~U F b U 7 A~
RY 2 R Y T AENBROSE ] 1000 BAT/mL, BROSFEASHL) # 20 BAL CHLER% . 3500
[El#R/ 53T 10 SO DAy EE TR O 7= Mt 4 AV TRAE Lz, foIEHIZ- D\ T B
AIA Y RERE (B2 V= S At [T i 2 3R B L. 3500 [EI4:/ 43T 10 43
Dz DA HE TR DAL LG 2 VTR Lz, & S 7 i ds O 3R aE i 1% . -20°C
PUTFCHAEMAE L, REmEERLE, BHFET D,

BEEB B LUORESE
(DAST JSCC 1 (BB HTLERE 7080 6. HAZAM77)my —20)
@ALT JSCC ¥ (B BT IER 7080 2, HSTAT1)0y =27)
@7 NAYFRRT7 57 HZ—E  JSCCIE(HBh AT 7080 2, H NI 7)/ey =27)
(ALP)
@ v -GTP L-y-ZNE I N-3-TNVRF-4-=ru7=1) FEBER
By HrEEE 7080 2. HNEMT)/ny =17)
@7 N za—A (Glucose) XY F Bk (BT EERE 7080 2, B Sin(7))ny " —=17)
@k L A7 a—/(T-Cho) BEHRE(BENVOHTERE 7080 £, BT /0y =17)
@KV 7 VY& FI6) Wl 7 ) 2 — L
(B BT 7080 2. HILM7))ny =17)
@ YL E L (T-Bil) T U (HE TSR 7080 2, H ST ey -RT)
QRFEZEFE (V) > L7 —+-GLDH 1
(BB HTHEE 7080 #2. B NEMTI /0y =27)
07 L 7F = (Crea) Jaffe i (HEVATEEE 7080 6. A NIAM7))uy -17)
@F ~YU 72 (Na) A F AR B (TSE) ¥&
(B @A aEE 7080 2. HALMFI/ny —=27)
@H 1Y 75K A A L EIREAR (ISE) 32
(BB ATEEE 7080 T2, HNLM5)/)0y " —17)
@2 m—1(C1) A 2B EME (ISE) 14
(HE D HTEEE 7080 2. HANTAMF))uy =27)
@H N7 I (Ca) OCPC ¥: (A B HTIERE 7080 &, B SEMf77/mny =27)
GEMY > (IP) Fiske-Subba Row 1
(B B HrdEiE 7080 . HILMT) /oy =17)
B E I (TP) B Ly ME(BESHTER 7080 . A7) oy -2")
EE S tm—27t5— MEESKEE
(Protein fraction) (H BN ERVK B2 E AES320, = &A1 /3 R)
@A/G EE (A/G ratio) EI'mmE IV ED
@7 N7 2 v (Albumin) Y= = P = R

_24_



SRO6163

9) Wifx
BHNCONT, ®5 28 HOBHBLOEIE 14 HOERICEHR L, AR LZBIZL,
T—FVRRBE T CRRILE ., AUz & ZHIE S, 28 ORE KA AIRIICEE LT,
F7- . LT O -M#kE 0% HRE R L~ U VIKICEERELE, 28, kI W,
N=F—ET Y Y R THEE-PRAFE L, R I ORR LRIEXT T AR THEE. 70%
B )= VRTE LTz, B DWW TIREER 2 EARRIBEE L Lz, EADHDHEWEIC
SWTHL, BRAlE LCERE BEE - RIF LK,
SRR M ONIN, /NIKIS X OVERE) . TIEAK, FRE. MR, R, BRUMAL dl
SR AT - ANLENE 1= IN = I 5 - A - A el = Ny N 1 T e
TR EEE), BE, &G EE, BREED o 8, U oo, JE
A, AL REME. REHL. REELEAK. BiAZR. RE GEFEIRET) . N, 7
. OB, IRER, ~—F R KBEE(BEREET, B) BLOEEHE
fiiz, 145 (No. 154) OHfids LTV 1 il (No. 461) D[RIAHIZSWT, AHRAYE R
EOAT A I LR & DOBERER 250 TR L 72,

&

i g
B

10) ZEERERHE
BHNZONT, TR E U ILRAE (BR-180A, BRAStE m— - 77U R 54) &2 H
WTUTOREBICOWTHEEZRE L, B, FEOHLEFITHOVWTE, AhAebYE
THIE LT,
WEA M. FEMA, FRER. BT, M. DI, TTIR. B, BORR. REEL. ORTEL Bk
RINIAR, FEZE CRREIRSTe) . O, 78
UToXc Ly HtEREZRH UL,

A LB ()

MxtifE (%) = TR AR () X 100

11) BRI R A
BRI B R E L7220 O28RE  MERIC W T T 7 ¢ i) L, ~v b &
VUV VYRR ER L XPHREERS KO 1000 mg/kg £ G-EE (B &) O 206
IZDWTER LT,
BEROER, R ERGOEELEZEX ONDELOHLIIZBIRIZ OV T, Z0ff
DGO ONT HMMSFIDOEMEIT o7, £, SHOREKHIZOWT, H%
Pt kb a,~27 17V (R&D Systems, Inc.;Hifk, # =« P U FRE4t;LSAB2

> b /HRP) DRERR ZAT 72,
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. HETEM A &

BB RILEEREOBIS E & TEH L,

7/, BREHE, FE, FEENES JOWNR, BiiE, RE, MWKFORE. MK
(LR AL, 2R E O BB L O E R ORI OV TESEE SO ERE B H L,
Bartlett ORREEIC K EHBMEEAMRT LTz, F0H(0>0. 05) OH A I —mBlE 5 T
TR L. REOB(p=0.05) OEFLIE Kruskal Wallis OREE THMT L1z, —ohlESY
BT OREE, AEENHZSNIZHE (0=0.10) /% Dunnett DMEEZE AW THBREL Ol
B %17 o72, Kruskal-Wallis IEOMHTORER, AELEND LNTZIGE (p=0.10) X
Mann—Whitney 0> U-#E{L % v et BiAE & oLl 217 - 72,

M — AR BB L OV RE MR E OBILTHR | SRIRE O EMERITR H 5 L YR HE O FAg
({2 DWW T Kruskal-Wallis O ERE THAT L A EZD A LSS (0=0. 10) X Mann-¥hitney
D U-REEE HWCRHRRE & O AT 5 7,

xtHREE & OHEMEIZ DWW TIE, ABEAKMELE 5% & LT, 2B, HElPMAFIECET 2%
s~ J7¥% INDIVIDUAL DATA @ §HEIZRT,
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1. —hRfRRE
—BARBE D AR & Table 136 LTV 2, TNDTVIDUAL DATA 1-1-1~1-2-4 |Z7RT,
[#% 5-#fH]
XIREER X OSSR (100, 300 35 L TR 1000 mg/kg) DMEME & HICBIFITRD Hpdoiz,
[R5 #fH ]
KTHERERS U8 1000 mg/keg ¥ BBEOHEME & & IZRFEIIFRD b ho Tz,

2. FHMG—URREEHE

T2 — R BEBLER DO R AE A Table 3~8, INDIVIDUAL DATA 2-1-1~4-14-2 {Z-R7,
[#5-H#H]

FHRGREOREME L HIZWTILOMERIC S FREHEA IR L R L TAERETRD S
N, R, REH L WIMTHEEFOMBATIHFMNRREITRD SR o T,

(=078 ] ]

1000 mg/kg # GREDHEME & H IV TN OMRARHC b B BIEH B IS REE L bl L TR
IO LT, #EHEF, HE DL WVIMTHRAETEOMBITEFENREEIIERO 6o 7z,

3. HEERE

HEBEMTT DO AAE % Table 9~12, INDIVIDUAL DATA 5-1-1~6-4-2 {57,

(#2454 38)

FEGREOREM & G ICAHEERE, BB L0 A EE B EAE L R L CER R AR
WL T,

([F15 2 ]

1000 mg/kg & 5-HEDOMEME & & ITXTREEE & B U THAREZREITERD bz d o 7o,

4. HREHE
HEHES % Figure 1 3L T2, Table 13 3L T8 14, INDIVIDUAL DATA 7-1-1~7-2-4 {Z/R T,
[#25-H1H]
B GEEOREME & H I IREE & bl L THEREITED Dotz
NEGE Dl
1000 mg/kg $& 5-BEDREME & & (T kHREE & B L THERE(LIIRD b d o7,
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5. BfEE

FEEE% Figure 3 3B LU0 4, Table 153 L T8 16, INDIVIDUAL DATA 8-1-1~8-2-4 |Z/R7,
[#2 5-Hi1H]]

100 3 L TN 300 mg/kg T GRETIL, HEHEEL HITHRREE L L L THERE(LITHD e
>z,

1000 mg/kg F G-RETIL, METIRE 7 BICHA ERIKMENRD Hioh, KEHEBIZEEL KT
LTV & BRIEER 2R BaRIT 0 I L7, BEZIIA B2 g8 b 7o,
[T=l15 43 |

1000 mg/kg $& G-HE DO MEME & & [ TXHRE & BB U THERE(LITERD b ho T,

6. RKIRE

RRAE DR % Table 17~20, INDIVIDUAL DATA 9-1-1~9-4-2 |5,

[#5 48]

100 mg/kg HEHHETI, MEME L & ITHTHAEE & Bl L THEARZE(LIIRB O b hvkeino Tz,

300 mg/kg WEMHTIX, HORMBEIIFEERKME, RECAEREESRD LB, WT
e AEKFEEDRVWENTH Y, FEHETRIRERITIRV AW Lo, MIIZAEREMITR
WL T,

1000 mg/kg T HHE T, S LI BREMITED LR o7,

[[F145 2 4]

1000 mg/kg & G5-HEDOREME & HITKTHEE & B U THEREIERD bivie o7z,

1. MBEFHRE

MK AR A D AE % Table 21~24, INDIVIDUAL DATA 10-1-1~10-1-4 =7,

(3% 5- Wi T ]

EHGREOREIME & b ITRHREE & it L CTHEREIIRD ooz,

([=148 IR #5 T ]

1000 mg/kg F¢ G- B DM OREFR M EREU et T & b L CH BRI RS b, #54%&
THRZIERBO LN TWRNWETH Y . RMEKROBILZEDRNT L0 HEETFHNRES
2R SR U, HEIIER BEREITRO o,
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8. MFIFHRE
M R E D RAE % Table 25~28,

[#¢ 5 1A & T R
100 B L U300 mg/kg & GRETIL, HEMEE B

INDIVIDUAL DATA 11-1-1~11-4-4 |29,
CRPIRRE & i U TR B ZALITR D B d»

>,
1000 mg/kg HHGRETIL, MEOT VA YRR T 7 X —BIZHERIEMENTRD HILiens, olf

HEREE BB L UOWFIEEROEH 1T L N2 &b . B BRIV & L, I

?&iﬁ%{‘fcﬁ%’ﬂﬁ mu&)%i’bfi#o 7:’
(145 #ART#& T FE]

1000 mg/kg B HEFEDMED A/G LI XKTERE & bl L THEZ2BERED S07208,
TITROEHWT LT, BEZIABREITED

MERLT

VT TR T EE BERHIRE

LB o,

9. iz
HIFRET R% Table 29 33 11X 30,
[ G- HIfE# T IR ]
[ GIEOREME L b ICREHRIZRD N o7,
2B, AMEEEOME 1 5] (No. 154) DA Hi i BERIMIE D5 25588 b iz, #HEC

Nighnot,
(118 A& 1 B
SERREEI I REME & B IZRE T RITR D bvieho Tz,
1000 mg/kg ¥&H-HETIL, M 1§ (No. 461) DEIPFIZEIEAZZD L2, FH5HKE THRHICIEER

INDIVIDUAL DATA 12-1-1~12-4-2 IZ/R,

i/\ ™ inu &) b

HHNTWVWRNWELTH Y, ERWHDVITAREENROE & Hl Uz, BRI
RO BT,
10. BBEE=

WERBORE % Table 31~34, INDIVIDUAL DATA 13-1-1~13-4-4 {T777,

[ 5- A R T 5]

100 mg/kg FHHETIR, HEDMKIS K OWIIRAL & TN MED LB oD # et B & 5 FRBE & Fhige L C
AEREENED DNz, £z, HEOMIROFEN REICA R EIE, MO X ORI O
HRIIFERMENRD b, ZhbDZEE, WIS HRKGEN R, BHENRE

LR &I L7z,

300 mg/kg FGHETIL, HEMEE HITABRREMITR D LR 0T,

1000 mg/kg FEIETIE, HEOMOKR EREICH R /2 SMEAG80 L2, HATEEICITEN
L BN BERITRVEHIM L, MICIZABEREITRD bhkhoT,
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L1198 381 T4 T s ]

1000 mg/kg G- FEDHED FIR I & OME D B gD A B s 2 oek HRRE & bRk L CA B R IRAE A
RBObNic, ZhbDE L, hEDHDOERTHY . WINbEEKR TRIZERD T
RN E D, BEFRRERIIR VLR LT,

1. REEBFNERE

SRERALRE T R % Table 35 3 10036, INDIVIDUAL DATA 14-1-1~14-4-2 {Z/"7,

[$¢ 5 ARG #S 1 B

RN - AL R B OREFAY, METHIREEIC 14, 100 mg/ke & F-REIZ 2 5, 300 mg/ke
LRI 6 35 LUV 1000 mg/kg BEFEIZ 6 4] (&24) B b, AHEREFEEORD S
NWORBLROMEMZ R L, F72, EALIRME LR OGFERM/IMAS 1000 mg/ke #5-4f
DE2HNBDOENTNH b, HRMEREICHAELI-EEZZ 6N, &
NHOBITIE, a, 2717 U OBMEKIGRERED biviz, —F . MEIZIXREkORT LI
D LR T,
PRAE B OBFADRR LG REOREMIT SR S 7283, 2 OIS EECRlE 2 flds &
UM 151, 100 mg/kg ¥&G-8ETHE 3 4], 300 mg/kg $%5-BETHE 2 i3 T OWE 1 4], 1000
mg/kg PG CRE 1 {5133 KON | 1 & N EREMENBO 6T, #BRMERS L OB
X2 &R L7,
A iE, MRS TOBANE 1 FIIHEENTZORTH Y | R E RS (B
L7=ZiI@BD b ot

T OMOGEE « MMk - AIRFER J V1000 mg/kg TGFEDOHEME & &I/ L — R IER#
B & 9 5 AR SR o 7=,

(i8R T ]

BB L OV O OB E - Rk
*FFREEFS KUY 1000 mg/kg F G- HEDHEME & 1B 7 L — RAER A4 %535
EAFRD SR T,
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#

2

URUBAFLFITLT N TALT 4 RO 0GHHE, 1(w/v) % A F b m— 2 KEHK) |
100, 300 35 L TN 1000 mg/kg % 1 BEHEMER 6 PLoD Cr1:CD(SD) T v Mo, 28 ARMIKEMOEL LT
BB AOFMB LOZOMELRIT L, 612, 0B L1000 mg/kg (22T | TEHEMHEX 6
VEDRIEREE R, BEKTOER NS 14 BEBIZEL Mk LIREIZ X 2 B0 RIEN 2 4T
RET L7z,

FRBARAR AR T MEO BRI B 7 W RS B B OB 7 A% 300 mg/kg & 5-RE T 6 i
54, 1000 mg/kg BG-FET 6 Bl & FEMKTFEIZHEIM L TRO B, E72. 1000 mg/kg %
BHET 2 Gl MEDRD STz, BT e, 7 27 U URERETD 2 EMD ay,-
rua7 ) CRE LT, BTy MOFRIIICERT 5 TH D, SEIOEBRIZBVTRD S
NG, BEDBIIREL a, 2707 ) UREETH D Z LB IONTAIRME LEIZHE LT
WHZENSL, a7 ) UBELRROE(EBZ O, J7, MEITREROZE TS
NORGEHIZHLRD NPT,

Z DIALRME LR O 730 L Ot /IMA (g 7 1 77 ) YL EEGHE) 1, (PRI T IRF
IR L EORWRBHE TH Y, KEICXVEEERE ST 0B LN,

kB, —CIREE, TR R EBIR I L OREMR A, KRR, BE, RMEE. MiRAN
s, Mgk FemA, SRR LORE ERICE, SR BERGICHEE L-Z IR bR
A IREY

UbEn X Hic, HEYEHRGICEE L-4bE LT, 300 mg/kg LLEDOFGREDREIZ TN RN
fﬁi&@ﬁﬁ%{%#m&)bﬂﬁjﬁ) ﬁkﬁﬁllilﬂﬁ%@gﬂﬁ |lubbﬂfcﬁi})’3 7:_0

L7zl TARRBEN: MZBIF AV HAFLUFUT AT 8T ANVT ¢ RO SR (NOEL)
IZHET 100 mg/kg/day, MET 1000 mg/kg/day & HEER X7,
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SR0O06163

SEER

BEAEA L 2 R VT — 2. MSEATEE A SR 5 i JLAR R A
M eT —&— b TR bk TEEAS 1.
DR BRAFLUFUTAT NIRRT 4 ROTw MIBITS 14 OENE

BOB5EEPERR(SR06 16 3P 2) HKHREE KA 1bE&EMLE2MENZET.
(2008)
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Figure 1 Body weight of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide

(SR06163)
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Figure 2 Body weight of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram

tetrasulfide (SR06163)



_98_

Food consumption (g/rat/day)

40

[\
()

10

---@-- 0 mg/kg
—&— 100 mg/kg
—— 300 mg/kg
—i— 1000 mg/kg

1 1 I I 1 i 1 I I I i 1 I I i 1 i I

7 14 21 28 7 14

\4
A
y

A

Administration period (day) Recovery period (day)

Figure 3 Food consumption of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram
tetrasulfide (SR06163)
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Food consumption (g/rat/day)

40
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---@-- 0 mg/kg
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Figure 4 Food consumption of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylencthiuram

tetrasulfide (SR06163)
* : Significantly different from the control group at p =0.05 (Dunnett's procedure)
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Table 1  General appearance of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

Administration period (day) Autopsy Recovery period (day) Autopsy

Group Findings 1-28 day 1-14 day
0 mg/kg Number of animals examined 12 6 6 6
No abnormal findings 12 6 6 6
100 mg/kg Number of animals examined 6 6 - -
No abnormal findings 6 6 - -
300 mg/kg Number of animals examined 6 6 - -
No abnormal findings 6 6 - -
1000 mg/kg Number of animals examined 12 6 6 6
No abnormal findings 12 6 6 6

Values are number of animals with findings.
- : Blank value.
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Table 2  General appearance of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

Administration period (day) Autopsy Recovery period (day) Autopsy

Group Findings 1-28 day 1-14 day
0 mg/kg Number of animals examined 12 6 6 6
No abnormal findings 12 6 6 6
100 mg/kg Number of animals examined 6 6 - -
No abnormal findings 6 6 - -
300 mg/kg Number of animals examined 6 6 - -
No abnormal findings 6 6 - -
1000 mg/kg Number of animals examined 12 6 6 6
No abnormal findings 12 6 6 6

Values are number of animals with findings.
- : Blank value.
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Table 3 Detailed clinical observation, in the cage, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Respiratory Tremor/ Stereotype Bizarre behavior
of Posture Ptosis pattern Convulsion  Rolling Circling Selfmutilation

Period GI'OLlp animals Catc gory 1 1 1 1 0 0 1
Pre 0 mg/kg 12 12 12 12 12 12 12 12

100 mg/kg 6 6

300 mg/kg 6 6 6 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12 12

100 mg/kg 6 6 6 6 6 6 6 6

300 mg/kg 6 6 6 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12

100 mg/kg 6 6 6 6 6 6 6 6

300 mg/kg 6 6 6 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12
Day2l 0mgkg 12 12 12 12 12 12 12 12

100 mg/kg 6 6 6 6 6 6 6 6

300 mg/kg 6 6 6 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12
Values are expressed as the number of animals. Pre : Pre-administration. (to be continued)
Category : The category number observed in each item. Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.
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Table 3 Detailed clinical observation, in the cage, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163) (continued)

Number Respiratory Tremor/ Stereotype Bizarre behavior
of Posture Ptosis pattern Convulsion  Rolling Circling Selfmutilation

Period GI'OLlp animals Catc gory 1 1 1 1 0 0 1
Day 28 0 mg/kg 12 12 12 12 12 12 12 12

100 mg/kg

300 mg/kg 6 6 6 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12
R-Day 7 0 mg/kg

1000 mg/kg 6 6 6 6 6 6 6 6
R-Day 14 0 mg/kg

1000 mg/kg 6 6 6 6 6 6 6 6
Values are expressed as the number of animals. Day 28 : Day 28 of administration.
Category : The category number observed in each item. R-Day 7 : Day 7 of recovery.

R-Day 14 : Day 14 of recovery.
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Table 4

Detailed clinical observation, on the hand, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Pupil  Mucous Body
of Handling Treating  Muscle tone Piloerection Fur Skin Eyes size membranes Lacrimation Salivation temperature
Period Group animals Catcgory 1 1 2 1 1 1 1 1 1 1 1 1
Pre 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 21 0 mgkg 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg 6 6 6 6 6 6 6 6 6
300 mg/kg 6 6 6 6 6 6 6 6 6
1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12

Values are expressed as the number of animals.

Category : The category number observed in each item.

Pre : Pre-administration.

Day 7 : Day 7 of administration.
Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.

(to be continued)
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Table 4 Detailed clinical observation, on the hand, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163) (continued)

Number Pupil  Mucous Body
of Handling Treating  Muscle tone Piloerection Fur Skin Eyes size membranes Lacrimation Salivation temperature

Period GI‘OLlp animals Catcgory 1 2 1 2 2 1 1 1 1 1 1 1 1 1
Day 28 0 mg/kg 12 12 0 12 0 12 12 12 12 12 12 12 12 12 12

100 mg/kg 6 0 6 0

300 mg/kg 6 5 1 5 1 6 6 6 6 6 6

1000 mg/kg 12 12 0 12 0 12 12 12 12 12 12 12 12 12 12
R-Day 7 0 mg/kg 0 6 0

1000 mg/kg 6 6 0 6 0 6 6 6 6 6 6 6 6 6 6
R-Day 14 0 mg/kg

1000 mg/kg 6 6 0 6 0 6 6 6 6 6 6 6 6 6 6
Values are expressed as the number of animals. Day 28 : Day 28 of administration.
Category : The category number observed in each item. R-Day 7 : Day 7 of recovery.

R-Day 14 : Day 14 of recovery.
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Table 5 Detailed clinical observation, in the open-field, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

Bizarrc behavior

Number Stereotype Walking Vocaliza- Respirator
of Convulsion Gait Arousal Urination  Defecation ~ Grooming Sniffing backward  tion y pattern
Period Group animals Catcgory 1 1 1 0 1 0 1 0 1 1 1 1
Pre 0 mg/kg 12 12 12 12 8 4 11 1 12 12 12 12 12
100 mg/kg 6 6 5 1 1 6 6
300 mg/kg 6 6 6 3 3 3 6 6 6 6
1000 mg/kg 12 12 12 12 9 3 10 2 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 10 2 11 1 12 12 12 12 12
100 mg/kg 2 2 6
300 mg/kg 6 6 6 6 5 1 5 1 6 6 6 6
1000 mg/kg 12 12 12 12 120 10 2 12 12 12 12 12
Day 14 0 mgkg 12 12 12 12 11 1 12 0 12 12 12 12 12
100 mg/kg 6 6 6 6 0 6 0 6 6 6 6
300 mg/kg 6 6 6 6 1 5 1 6 6 6 6
1000 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
Day21 Omgkg 12 12 12 12 120 120 12 12 12 12 12
100 mg/kg 6 6 6 6 6 0 6 0 6 6 6 6
300 mg/kg 6 6 6 6 2 6 0 6 6 6 6
1000 mg/kg 12 12 12 12 8 4 11 1 12 12 12 12 12
Values are expressed as the number of animals. Pre : Pre-administration. (to be continued)
Category : The category number observed in each item. Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.
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Table 5 Detailed clinical observation, in the open-field, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163) (continued)

Bizarrc behavior

Number Stereotype Walking Vocaliza- Respirator
of Convulsion Gait Arousal Urination  Defecation ~ Grooming Sniffing backward  tion y pattern

Period Group animals Catcgory 1 1 1 0 1 0 1 0 1 1 1 1
Day 28 0 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12

100 mg/kg 6 0 6 0 6

300 mg/kg 6 6 6 1 6 0 6 6 6 6

1000 mg/kg 12 12 12 12 o 2 12 0 12 12 12 12 12
R-Day 7 0 mg/kg 0 1

1000 mg/kg 6 6 6 6 3 3 5 1 6 6 6 6 6
R-Day 14 0 mg/kg

1000 mg/kg 6 6 6 6 3 3 6 0 6 6 6 6 6
Values are expressed as the number of animals. Day 28 : Day 28 of administration.
Category : The category number observed in each item. R-Day 7 : Day 7 of recovery.

R-Day 14 : Day 14 of recovery.
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Table 6 Detailed clinical observation, in the cage, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Respiratory Tremor/ Stereotype Bizarre behavior
of Posture Ptosis pattern Convulsion  Rolling Circling Selfmutilation

Period GI'OLlp animals Catc gory 1 1 1 1 0 0 1
Pre 0 mg/kg 12 12 12 12 12 12 12 12

100 mg/kg 6 6

300 mg/kg 6 6 6 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12 12

100 mg/kg 6 6 6 6 6 6 6 6

300 mg/kg 6 6 6 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12

100 mg/kg 6 6 6 6 6 6 6 6

300 mg/kg 6 6 6 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12
Day21 Omgkg 12 12 12 12 12 12 12 12

100 mg/kg 6 6 6 6 6 6 6 6

300 mg/kg 6 6 6 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12
Values are expressed as the number of animals. Pre : Pre-administration. (to be continued)
Category : The category number observed in each item. Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.
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Table 6  Detailed clinical observation, in the cage, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163) (continued)

Number Respiratory Tremor/ Stereotype Bizarre behavior
of Posture Ptosis pattern Convulsion  Rolling Circling Selfmutilation

Period GI'OLlp animals Catc gory 1 1 1 1 0 0 1
Day 28 0 mg/kg 12 12 12 12 12 12 12 12

100 mg/kg

300 mg/kg 6 6 6 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12
R-Day 7 0 mg/kg

1000 mg/kg 6 6 6 6 6 6 6 6
R-Day 14 0 mg/kg

1000 mg/kg 6 6 6 6 6 6 6 6
Values are expressed as the number of animals. Day 28 : Day 28 of administration.
Category : The category number observed in each item. R-Day 7 : Day 7 of recovery.

R-Day 14 : Day 14 of recovery.
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Table 7 Detailed clinical observation, on the hand, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Pupil  Mucous Body
of Handling  Treating Muscle tone Piloerection Fur  Skin Eyes size membranes Lacrimation Salivation temperature

Period  Group animals Catcgory 1 1 2 1 1 1 1 1 1 1 1 1
Pre 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12

100 mg/kg 6 6

300 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12

100 mg/kg 6 6 6 6 6 6 6 6 6 6

300 mg/kg 6 6 6 6 6 6 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 14 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12

100 mg/kg 6 6 6 6 6 6 6 6 6 6 6

300 mg/kg 6 6 6 6 6 6 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 2l O mgkg 12 12 12 12 12 12 12 12 12 12 12 12 12

100 mg/kg 6 6 6 6 6 6 6 6 6 6 6

300 mg/kg 6 6 6 6 6 6 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Values are expressed as the number of animals. Pre : Pre-administration. (to be continued)

Category : The category number observed in each item.

Day 7 : Day 7 of administration.
Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.
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Table 7  Detailed clinical observation, on the hand, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163) (continued)

Number Pupil  Mucous Body
of Handling  Treating Muscle tone Piloerection Fur  Skin Eyes size membranes Lacrimation Salivation temperature

Period GI‘OLlp animals Catcgory 1 1 2 1 1 1 1 1 1 1 1 1
Day 28 0 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12

100 mg/kg

300 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
R-Day 7 0 mg/kg

1000 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
R-Day 14 0 mg/kg

1000 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Values are expressed as the number of animals. Day 28 : Day 28 of administration.
Category : The category number observed in each item. R-Day 7 : Day 7 of recovery.

R-Day 14 : Day 14 of recovery.
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Table 8

Detailed clinical observation, in the open-field, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

Bizarrc bchavior

Number Stereotype Walking Vocaliza- Respirator
of Convulsion Gait Arousal Urination  Defecation =~ Grooming Sniffing backward  tion y pattern
Period Group animals Catcgory 1 1 1 0 1 0 1 0 1 1 1 1 1
Pre 0 mg/kg 12 12 12 12 11 1 12 0 12 0 12 12 12 12
100 mg/kg 6 6 0 6 0 6 0 6 6
300 mg/kg 6 6 6 1 0 0 6 6 6
1000 mg/kg 12 12 12 12 11 1 12 0 12 0 12 12 12 12
Day 7 0 mg/kg 12 12 12 12 12 0 12 0 12 0 12 12 12 12
100 mg/kg 6 0 0 0 6
300 mg/kg 6 6 6 0 0 0 6 6 6
1000 mg/kg 12 12 12 12 11 1 12 0 12 0 12 12 12 12
Day 14 O mgkg 12 12 12 12 12 0 12 0 12 0 12 12 12 12
100 mg/kg 6 6 6 0 0 0 6 6 6
300 mg/kg 6 6 6 0 0 0 6 6 6
1000 mg/kg 12 12 12 12 12 0 12 0 12 0 12 12 12 12
Day21 Omgkg 12 12 12 12 120 2 0 11 1 12 12 12 12
100 mg/kg 6 6 6 0 0 0 6 6 6
300 mg/kg 6 6 6 0 0 0 6 6 6
1000 mg/kg 12 12 12 12 11 1 12 0 12 0 12 12 12 12
Values are expressed as the number of animals. Pre : Pre-administration. (to be continued)
Category : The category number observed in each item. Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.
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Table 8

Detailed clinical observation, in the open-field, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163) (continued)

Bizarrc bchavior

Number Stereotype Walking Vocaliza- Respirator
of Convulsion Gait Arousal Urination = Defecation  Grooming Sniffing backward  tion y pattern

Period Group animals Catcgory 1 1 1 0 1 0 1 0 1 1 1 1
Day 28 0 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12

100 mg/kg 6 0 6 0 6

300 mg/kg 6 6 6 0 0 6 6 6 6 6

1000 mg/kg 12 12 12 12 12 0 12 0 12 12 12 12 12
R-Day 7 0 mg/kg 1 0 6

1000 mg/kg 6 6 6 0 6 6 6 6 6
R-Day 14 0 mg/kg 0 0 6

1000 mg/kg 6 6 6 1 0 6 6 6 6 6

Values are expressed as the number of animals.

Category : The category number observed in each item.

Day 28 : Day 28 of administration.
R-Day 7 : Day 7 of recovery.
R-Day 14 : Day 14 of recovery.
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Table 9  Functional observation of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Reactivity Righting
of Visual Touch Auditory Pain Proprioceptive reflex
Period  Group animals Category 4 2 1 2 1 1
Week 4  0mgkg 12 12 12 12 12 12 12
100 mg/kg 6 6 6
300 mg/kg 6 6 6
1000 mg/kg 12 12 12 12 12 12 12
R-Week 2 0 mg/kg 6 6 6
1000 mg/kg 6 6 6

Values are expressed as the number of animals.

Category : The category number observed in each item.

Week 4 : Week 4 of administration.
R-Week 2 : Week 2 of recovery.

Visual reactivity: approach response.

Touch reactivity: touch response.

Auditory reactivity: response to Galton's whistle.

Pain reactivity: tail pinch response.

Proprioceptive reactivity: returning from enforced posture.

Righting reflex: landing performance from 30 cm above.
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Table 10  Functional observation of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Reactivity Righting
of Visual Touch Auditory Pain Proprioceptive reflex
Period  Group animals  Category 4 2 1 2 1 1
Week 4  0mgkg 12 12 12 12 12 12 12
100 mg/kg 6 6 6
300 mg/kg 6 6 6
1000 mg/kg 12 12 12 12 12 12 12
R-Week 2 0 mg/kg 6 6 6
1000 mg/kg 6 6 6

Values are expressed as the number of animals.

Category : The category number observed in each item.

Week 4 : Week 4 of administration.
R-Week 2 : Week 2 of recovery.

Visual reactivity: approach response.

Touch reactivity: touch response.

Auditory reactivity: response to Galton's whistle.

Pain reactivity: tail pinch response.

Proprioceptive reactivity: returning from enforced posture.

Righting reflex: landing performance from 30 cm above.
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Table 11  Grip strength and motor activity measurements of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Grip strength
of Forelimb  Hindlimb Motor activity measurements (count)

Period Group animals (g2) (g2) o'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
Week 4 0 mg/kg 12 Mean 1022.03 374.73 510.5 356.5 268.9 217.4 125.3 72.8 1551.3
S.D. 88.50 42.66 2204 143.1 146.3 118.0 119.2 112.1 704.5

100 mg/kg 6 Mean 1029.60 332.12 551.0 344.8 290.5 258.8 203.5 133.8 1782.5

SD. 17991 71.75 161.7 106.8 100.7 186.5 116.8 116.6 720.7

300 mg/kg 6 Mean 1064.60 380.73 490.3 301.0 231.7 218.2 140.2 82.7 1464.0

SD. 11552 72.88 120.5 78.4 91.6 88.0 78.2 90.4 391.7

1000 mg/kg 12 Mcan 1119.64 378.48 603.8 436.2 3147 249.3 139.8 116.6 1860.3

SD. 141.83 37.68 1614 1404 147.6 149.4 76.3 1333 656.3

R-week 2 0 mgkg 6 Mean 1369.18 567.33 547.0 4112 281.0 314.2 228.3 161.8 19435
SD. 15812 107.85 260.5 163.9 121.5 173.5 129.6 79.1 865.8

1000 mg/kg 6 Mean 1458.62 501.50 577.3 462.2 331.5 267.5 214.2 130.0 1982.7

SD. 19358 72.05 182.6 145.3 121.2 132.2 102.8 73.0 657.2

Week 4 : Week 4 of administration.
R-week 2 : Week 2 of recovery.
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Number Grip strength
of Forelimb  Hindlimb Motor activity measurements (count)

Period Group animals (g2) (g2) o'-10' 10'-20' 20'-30' 30'-40' 40'-50' 50'-60' Total
Week 4 0 mg/kg 12 Mean  785.00 332.78 749.3 556.5 4392 349.7 2242 1539 2472.8
S.D. 88.52 36.69 269.8 239.7 201.2 196.8 173.7 126.5 995.6

100 mg/kg 6 Mean  802.23 344.88 675.5 494.8 333.0 255.7 265.3 141.7 2166.0

S.D. 35.66 51.58 204.2 104.3 122.8 58.7 98.9 109.1 384.7

300 mg/kg 6 Mean  779.38 349.88 784.5 592.5 458.0 3433 363.7 254.8 2796.8

SD. 17581 73.04 212.8 218.4 209.0 242.1 231.2 240.8 1187.3

1000 mg/kg 12 Mcan  783.44 344.55 698.1 524.4 389.8 3344 2334 191.1 2371.2

S.D. 84.06 50.24 274.1 206.9 189.7 152.2 181.4 178.4 880.8

R-week 2 0 mgkg 6 Mean 1032.05 465.65 637.5 405.7 348.3 302.3 295.2 260.8 2249.8
S.D. 78.89 97.98 212.0 165.7 142.9 125.1 247.9 128.5 896.7

1000 mg/kg 6 Mean 1093.48 487.07 525.8 421.7 317.8 306.0 268.3 236.7 2076.3

S.D. 37.92 89.25 188.4 55.9 535 87.5 71.7 49.4 248.6

Week 4 : Week 4 of administration.
R-week 2 : Week 2 of recovery.
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Table 13 Body weight of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Body weight (g) Body weight gain Body weight (g) Body weight gain
of Administration period (day) 1-28 Recovery period (day) 0-14

Group animals 1 7 14 21 28 g % 7 14 g %

(6) (6) (6) (©)
0 mg/kg 12 Mean 174.9 233.2 296.2 354.2 396.0 221.1 126.366 438.2 468.0 71.2 17.883
S.D. 7.4 11.7 16.1 22.5 28.8 24.9 12.899 39.5 44.0 10.4 1.484
100 mg/kg 6 Mean 177.8 240.0 306.0 365.8 409.3 231.5 130.138 - - - -
S.D. 8.2 9.7 13.6 18.0 27.8 22.5 10.500 - - - -
300 mg/kg 6 Mean 176.7 241.3 309.7 374.0 419.2 2425 136.823 - - - -
S.D. 7.7 12.2 21.3 35.0 47.1 40.9 19.560 - - - -

(6) (6) (6) (6)
1000 mg/kg 12 Mean 175.3 236.2 301.3 360.7 3994 224.1 127.829 4427 468.8 66.5 16.657
S.D. 6.3 10.9 15.8 19.9 24.8 22.3 12.493 21.5 22.6 14.7 4,163

Values in parentheses are number of animals.

Recovery day 0 is administration day 28.

- : Blank value.
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Table 14  Body weight of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Body weight (g) Body weight gain Body weight (g) Body weight gain
of Administration period (day) 1-28 Recovery period (day) 0-14

Group animals 1 7 14 21 28 g % 7 14 g %

(6) (6) (6) (6)
0 mg/kg 12 Mean  128.7 158.1 182.7 206.9 2255 96.8 75.280 247.5 259.8 28.7 12.390
S.D. 4.2 7.8 9.4 11.6 14.5 13.2 10.012 23.4 21.1 6.3 2.569
100 mg/kg 6 Mean 1302 156.8 181.7 209.3 226.0 95.8 73.377 - - - -
S.D. 5.0 8.8 13.1 16.8 23.0 19.3 13.495 - - - -
300 mg/kg 6 Mean 1262 156.7 180.8 203.5 220.8 94.7 74.870 - - - -
S.D. 59 8.1 7.4 142 18.2 13.5 8.747 - - - -

(6) (6) (6) (6)
1000 mg/kg 12 Mean  130.2 157.3 178.5 201.4 220.2 90.0 69.129 236.7 246.2 27.0 12.290
S.D. 4.4 6.2 9.6 12.6 12.7 10.5 7.562 20.4 19.9 6.1 2.579

Values in parentheses are number of animals.

Recovery day 0 is administration day 28.

- : Blank value.
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Table 15  Food consumption of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 7 14 21 28 7 14
Q) (6)
0 mg/kg 12 Mean  22.67 24.81 27.59 29.22 29.46 29.82 30.57
S.D. 1.44 1.27 1.66 2.32 2.49 2.80 3.25
100 mg/kg 6 Mean  23.67 26.40 28.40 30.63 30.85 - -
S.D. 225 1.56 1.56 1.19 2.52 - -
300 mg/kg 6 Mean 22.17 25.33 28.28 30.48 30.58 - -
S.D. 232 1.67 2.16 3.06 3.51 - -
Q) (6)
1000 mg/kg 12 Mean 2242 24.39 28.04 29.71 29.91 31.03 29.92
S.D. 1.88 2.67 2.35 2.37 1.99 1.45 1.15

Values in parentheses are number of animals.
- : Blank value.
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Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 7 14 21 28 7 14
Q) (6)
0 mg/kg 12 Mean  16.67 18.21 18.76 19.50 20.22 2142 21.28
S.D. 1.44 0.65 0.74 1.08 1.53 1.17 1.08
100 mg/kg 6 Mean 17.00 17.75 18.12 19.62 19.68 - -
S.D. 1.10 1.19 1.69 1.77 2.58 - -
300 mg/kg 6 Mean 15.83 17.90 18.42 18.95 19.15 - -
S.D. 1.72 1.05 0.96 1.93 1.93 - -
Q) (6)
1000 mg/kg 12 Mean  16.67 17.12% 17.63 18.63 18.88 20.07 20.05
S.D. 1.44 1.26 1.36 1.52 1.46 2.55 2.11

Values in parentheses are number of animals.
* : Significantly different from the control group at p =0.05 (Dunnett's procedure).
- : Blank value.
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Table 17  Urinary findings of male rats in 28-day repeated dose oral toxicity test of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Ketone Urobili- Bili-
of pH Protein Glucose body nogen rubin
Group animals 70 75 80 85 - + I+ 2+ 3+ - - 0.1 EU/dL -
0 mg/kg 12 0 0 0 12 0 5 5 2 0 12 12 12 12
100 mg/kg 6 0 0 0 6 0 4 1 1 0 6 6 6 6
300 mg/kg 6 0 0 0 6 0 4 2 0 0 6 6 6 6
1000 mg/kg 12 1 0 0 11 0 4 7 0 1 12 12 12 12
Urine
Number Specific gravity volume
of Occult blood Color 1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals - + 1+ 2+ A 1.030 1.040 1.050 mean+S.D.)
0 mg/kg 12 12 0 0 0 12 1 4 3 4 15.42 + 8.34
100 mg/kg 6 5 1 0 0 6 0 4 2 0 17.67 £ 4.57
300 mg/kg 6 6 0 0 0 6 [ 2 4 0 0 I+ 19.92+2.58 +
1000 mg/kg 12 8 2 1 1 12 0 4 7 1 15.54 +2.81

Values are number of animals with findings.

- ; Normal, + ; Slight, 1+ ; Modecrate, 2+ ; Scvere, 3+ ; Very scvere.

Color : A; Pale yellow or yellow.

[ ]+ or + : Significantly different from the 0 mg/kg group at p =0.05 (Mann-Whitney's U-test).
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Table 18

Urinary findings of female rats in 28-day repeated dose oral toxicity test of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Ketone Urobili- Bili-
of pH Protein Glucose body nogen rubin
Group animals 70 75 80 85 - + 1+ - - 0.1 EU/dL -
0 mg/kg 12 1 0 2 9 7 3 2 12 12 12 12
100 mg/kg 6 0 0 2 4 4 2 0 6 6 6 6
300 mg/kg 6 0 0 1 5 5 1 0 6 6 6 6
1000 mg/kg 12 1 2 4 S 8 2 2 12 12 12 12
Urine
Number Occult Specific gravity volume
of blood Color 1.011- 1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals - + A 1.020 1.030 1.040 1.050 mean+S.D.)
0 mg/kg 12 11 1 12 0 1 6 4 1 11.38+3.77
100 mg/kg 6 5 1 6 0 2 1 2 1 12,92 +5.29
300 mg/'kg 6 6 0 6 0 1 3 2 0 11.17+£2.02
1000 mg/kg 12 12 0 12 1 1 3 3 4 13.00 = 10.19

Values are number of animals with findings.
- ; Normal, + ; Slight, 1+ ; Modcratc.
Color : A; Pale yellow or yellow.
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Table 19  Urinary findings of male rats in 14-day recovery test following 28-day repeated oral dose of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Ketone Urobili- Bili-
of pH Glucose body nogen rubin
Group animals 80 85 + 2+ 3+ - - 0.1 EU/dL -
0 mg/kg 6 1 5 0 3 0 6 6 6 6
1000 mg/kg 6 0 6 0 0 1 6 6 6 6
Urine
Number Occult Specific gravity volume
of blood Color 1.031- 1.041- 1.050< (mL/21hr,
Group animals - + 1+ A 1.040 1.050 mean=S.D.)
0 mg/kg 6 5 1 0 6 3 1 2 14.67 +3.20
1000 mg/kg 6 5 0 1 6 2 3 1 16.50 +4.30

Values are number of animals with findings.

- ; Normal, + ; Slight, 1+ ; Moderate, 2+ ; Severe, 3+ ; Very severe.

Color : A; Pale yellow or yellow.
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Table 20 Urinary findings of female rats in 14-day recovery test following 28-day repeated oral dose of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Ketone Urobili- Bili-
of pH Protein Glucose body nogen rubin
Group animals 8.5 + 1+ 2+ - - 0.1 EU/dL -
0 mg/kg 6 6 2 2 1 6 6 6 6
1000 mg/kg 6 6 1 2 0 6 6 6 6
Urine
Number Occult Specific gravity volume
of blood Color 1.011- 1.021- 1.031- 1.041- 1.050< (mL/21hr,
Group animals - + A 1.020 1.030 1.040 1.050 meantS.D.)
0 mg/kg 6 5 1 6 0 0 5 0 1 14.58 £3.25
1000 mg/kg 6 6 0 6 1 0 2 2 1 14.92 +7.68

Values are number of animals with findings.

- ; Normal, + ; Slight, 1+ ; Moderate, 2+ ; Severe.
Color : A; Pale yellow or yellow.
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Table 21  Hematological findings of male rats in 28-day repeated dose oral toxicity test of Dipentamethylenethiuram tetrasulfide (SR06163)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL
0 mg/kg 6 Mean 810.5 47.28 16.72 58.35 20.60 35.37 107.3 123.42
S.D. 17.4 2.00 0.46 1.60 0.27 0.69 16.5 12.74
100 mg/kg 6 Mean 774.0 46.05 16.40 59.53 21.20 35.60 118.2 117.25
S.D. 28.3 1.45 0.62 1.42 0.65 0.42 20.0 11.85
300 mg/kg 6 Mean 799.3 46.95 16.48 58.75 20.63 35.12 99.2 111.95
S.D. 36.1 2.45 0.83 1.47 0.40 0.42 19.8 15.51
1000 mg/kg 6 Mean 788.0 46.98 16.65 59.63 21.15 3547 111.5 114.13
S.D. 35.7 2.48 0.60 2.12 0.67 0.78 36.2 4.49

(to be continued)
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Table 21  Hematological findings of male rats in 28-day repeated dose oral toxicity test of Dipentamethylenethiuram tetrasulfide (SR06163) (continued)
Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
0 mg/kg 6 Mean 22.0 16.70 24.23 1.07 10.00 0.53 0.00 1.00 87.40 0.00
S.D. 11.1 0.80 2.15 0.48 1.94 0.70 0.00 0.83 2.07 0.00
100 mg/kg 6 Mean 26.2 16.97 24.32 0.60 9.40 0.53 0.00 1.33 88.13 0.00
S.D. 10.7 1.61 2.31 0.33 3.29 0.33 0.00 0.60 3.64 0.00
300 mg/kg 6 Mean 27.3 17.22 24.50 0.93 9.73 0.40 0.00 0.80 88.13 0.00
S.D. 8.0 1.41 1.86 0.33 5.33 0.36 0.00 0.84 5.74 0.00
1000 mg/kg 6 Mean 20.2 18.43 24.88 0.67 10.27 0.27 0.00 0.80 88.00 0.00
S.D. 34 1.93 3.18 0.41 4.78 0.48 0.00 0.57 4.79 0.00




_99_

Table 22 Hematological findings of female rats in 28-day repeated dose oral toxicity test of Dipentamethylenethiuram tetrasulfide (SR06163)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL
0 mg/kg 6 Mean 766.2 44.68 16.27 58.38 21.25 36.42 110.3 128.42
S.D. 44.8 2.09 0.54 1.83 0.85 0.73 36.9 15.30
100 mg/kg 6 Mean 785.8 4422 16.22 56.27 20.63 36.67 88.5 121.77
S.D. 42.0 2.51 0.83 1.23 0.33 0.61 15.6 12.65
300 mg/kg 6 Mean 772.3 43.92 16.02 56.85 20.75 36.48 86.3 114.62
S.D. 49.5 3.06 1.00 1.64 0.76 0.62 14.9 8.78
1000 mg/kg 6 Mean 777.3 43.68 16.17 56.25 20.80 37.03 86.7 129.13
S.D. 47.1 2.28 0.78 2.11 0.57 0.47 14.6 15.87

(to be continued)



Table 22 Hematological findings of female rats in 28-day repeated dose oral toxicity test of Dipentamethylenethiuram tetrasulfide (SR06163) (continued)
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Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
0 mg/kg 6 Mean 15.5 16.10 18.87 1.27 14.00 0.73 0.07 0.87 83.07 0.00
S.D. 1.0 1.20 1.25 0.59 10.10 0.47 0.16 0.53 11.00 0.00
100 mg/kg 6 Mean 19.5 16.27 18.97 1.20 9.33 0.73 0.00 1.00 87.73 0.00
S.D. 4.8 0.56 0.65 0.51 3.84 0.30 0.00 0.66 442 0.00
300 mg/kg 6 Mean 19.8 16.48 19.60 0.93 11.73 1.00 0.07 1.00 85.27 0.00
S.D. 5.5 1.06 1.26 0.33 3.34 0.70 0.16 0.66 3.36 0.00
1000 mg/kg 6 Mean 20.8 16.52 19.25 0.87 10.40 0.53 0.07 1.27 86.87 0.00

S.D. 8.1 1.13 0.86 0.30 3.33 0.48 0.16 0.30 3.15 0.00
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Table 23  Hematological findings of male rats in 14-day recovery test following 28-day repeated oral dose of Dipentamethylenethiuram tetrasulfide (SR06163)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL
0 mg/kg 6 Mean 870.7 48.98 17.30 56.30 19.88 35.32 114.0 124.10
S.D. 28.0 1.31 0.59 2.06 0.90 0.50 23.1 11.25
1000 mg/kg 6 Mean 854.5 48.87 17.27 57.17 20.20 35.38 122.0 109.85
S.D. 29.6 2.85 0.61 1.78 0.25 0.85 12.3 12.48
Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
0 mg/kg 6 Mean 26.0 21.42 27.82 0.80 10.60 0.27 0.07 1.53 86.73 0.00
S.D. 6.8 2.81 1.79 0.36 3.78 0.21 0.16 0.93 4.77 0.00
1000 mg/kg 6 Mean 27.7 19.42 27.82 0.93 10.13 0.67 0.00 1.33 86.93 0.00

S.D. 7.1 1.84 251 0.83 491 0.65 0.00 0.21 5.24 0.00
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Table 24  Hematological findings of female rats in 14-day recovery test following 28-day repeated oral dose of Dipentamethylenethiuram tetrasulfide (SR06163)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%/uL % g/dL fL pg g/dL 10%/uL 10%/uL
0 mg/kg 6 Mean 800.7 44.35 16.38 55.43 20.50 36.95 111.3 114.67
S.D. 39.7 1.66 0.68 1.32 0.35 0.55 354 15.20
1000 mg/kg 6 Mean 790.0 43.65 16.25 55.28 20.57 37.28 95.0 104.73
S.D. 57.6 2.95 0.94 1.27 0.51 0.97 20.3 6.15
Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
0 mg/kg 6 Mean 27.7 16.67 19.35 1.07 10.13 0.60 0.00 1.07 87.13 0.00
S.D. 5.6 0.81 1.91 0.70 6.22 0.33 0.00 0.48 6.54 0.00
1000 mg/kg 6 Mean 20.7%* 16.63 18.52 0.80 8.73 1.33 0.00 1.53 87.60 0.00
S.D. 4.1 0.61 1.83 0.25 2.60 1.40 0.00 0.59 3.75 0.00

* . Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's procedure).
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Table 25 Biochemical findings of male rats in 28-day repeated dose oral toxicity test of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o, ay B ¥ 1IU/L 1U/L 1IU/L 1U/L mg/dL
0 mg/kg 6 Mean 5.53 2.878 1.088 52.08 21.62 7.27 15.48 3.55 66.7 27.8 587.3 0.67 0.045
S.D. 0.16 0.114 0.096 222 3.16 0.72 0.94 0.64 9.1 6.3 160.6 0.37 0.010
100 mg/kg 6 Mean 5.62 2.940 1.103 52.37 21.28 7.33 15.40 3.62 71.5 27.7 549.7 0.73 0.050
S.D. 0.18 0.137 0.062 1.45 2.21 1.08 1.48 0.77 11.5 4.8 99.3 0.34 0.014
300 mg/kg 6 Mean 5.72 2.920 1.050 51.12 22.43 6.83 15.78 3.83 61.2 25.8 520.0 0.58 0.050
S.D. 0.32 0.161 0.069 1.58 1.92 0.38 0.77 0.59 5.8 3.4 82.0 0.18 0.009
1000 mg/kg 6 Mean 5.65 2.905 1.063 51.45 21.15 7.47 16.15 3.78 88.8 322 643.8 0.67 0.047
S.D. 0.24 0.079 0.097 2.21 3.38 0.40 1.08 0.87 48.4 10.3 188.5 0.29 0.012

(to be continued)



Table 25 Biochemical findings of male rats in 28-day repeated dose oral toxicity test of Dipentamethylenethiuram tetrasulfide (SR06163) (continued)
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Number
of Glucose T-Cho TG UN Crea Na K Cl Ca 1P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 155.7 68.0 40.7 12.95 0.472 143.0 4918 105.0 9.58 8.43
S.D. 13.7 8.7 159 1.82 0.043 1.4 0.256 1.3 0.23 0.29
100 mg/kg 6 Mean 147.2 63.5 43.5 13.00 0.497 143.7 4.807 105.3 9.73 8.12
S.D. 10.5 8.7 18.1 0.71 0.015 1.4 0.255 0.8 0.28 0.50
300 mg/kg 6 Mean 161.3 68.3 51.8 12.07 0.513 143.8 4.935 105.2 9.83 8.83
S.D. 16.2 10.6 13.0 1.13 0.036 1.0 0.197 1.5 0.52 0.95
1000 mg/kg 6 Mean 162.5 62.5 36.8 12.02 0.500 143.7 4.690 105.8 9.58 8.38

S.D. 10.9 144 7.3 0.64 0.019 1.2 0.259 1.0 0.47 0.68




Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity test of Dipentamethylenethiuram tetrasulfide (SR06163)
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Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o, ay B ¥ 1IU/L 1U/L 1IU/L 1U/L mg/dL
0 mg/kg 6 Mean 5.83 3.045 1.105 52.20 19.55 6.87 15.53 5.85 67.7 235 4533 1.25 0.052
S.D. 0.18 0.257 0.160 3.85 1.53 1.61 2.03 1.36 9.2 2.4 68.7 0.65 0.013
100 mg/kg 6 Mean 5.87 3.238 1.233 55.13 20.07 5.98 14.02 4.80 57.5 21.8 340.3 0.92 0.063
S.D. 0.34 0.280 0.109 2.23 1.92 0.43 0.99 0.51 7.6 35 115.5 0.28 0.010
300 mg/kg 6 Mean 5.63 3.077 1.203 54.57 19.95 6.15 14.58 475 67.2 222 397.0 1.10 0.062
S.D. 0.10 0.089 0.031 0.68 1.63 0.76 1.10 1.30 8.1 1.6 103.8 0.25 0.012
1000 mg/kg 6 Mean 5.87 3.192 1.193 54.42 20.92 5.77 14.33 4,57 57.0 21.2 315.8* 1.12 0.053
S.D. 0.23 0.188 0.089 1.93 1.98 0.68 0.61 0.71 43 2.9 40.9 0.17 0.012

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's procedure). (to be continued)
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Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity test of Dipentamethylenethiuram tetrasulfide (SR06163) (continued)

Number
of Glucose T-Cho TG UN Crea Na K Cl Ca 1P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 130.2 72.3 8.0 14.02 0.532 1425 4.755 105.5 9.60 8.12
S.D. 27.0 20.5 35 1.89 0.035 0.8 0.527 1.0 0.28 0.56
100 mg/kg 6 Mean 124.8 68.5 9.5 14.58 0.547 142.2 4.503 105.7 9.58 7.93
S.D. 15.7 11.6 4.5 0.98 0.029 1.0 0.298 1.2 0.29 091
300 mg/kg 6 Mean 129.3 57.0 7.5 14.73 0.572 1433 4.653 106.7 9.35 8.15
S.D. 14.9 235 34 2.09 0.065 1.2 0.468 1.6 0.31 0.82
1000 mg/kg 6 Mean 140.3 72.7 7.5 14.03 0.515 142.8 4.688 107.0 9.58 7.68

S.D. 17.1 13.7 1.2 227 0.026 1.0 0313 0.9 0.21 0.48
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Table 27 Biochemical findings of male rats in 14-day recovery test following 28-day repeated oral dose of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o, ay B ¥ 1IU/L 1U/L 1IU/L 1U/L mg/dL
0 mg/kg 6 Mean 5.58 2.803 1.007 50.18 23.27 6.60 15.83 4.12 65.5 24.0 480.2 043 0.043
S.D. 0.12 0.072 0.056 1.30 2.11 0.66 0.62 0.71 5.0 2.6 137.3 0.29 0.014
1000 mg/kg 6 Mean 5.53 2.800 1.025 50.55 23.02 6.53 15.50 4.40 70.2 26.0 479.2 0.67 0.055
S.D. 0.23 0.071 0.071 1.76 2.13 045 0.86 1.03 17.4 3.0 929 0.37 0.008
Number
of Glucose  T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEqg/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 180.7 57.5 53.3 15.25 0.485 141.3 4.993 104.7 9.73 7.62
S.D. 42 4.5 14.2 1.57 0.014 1.0 0.360 1.2 0.15 0.17
1000 mg/kg 6 Mean 180.3 68.0 54.5 14.65 0.517 142.0 4.928 104.3 9.65 7.77
S.D. 213 124 19.7 1.74 0.034 0.9 0.206 1.2 0.18 0.30
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Table 28 Biochemical findings of female rats in 14-day recovery test following 28-day repeated oral dose of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v-GTP T-Bil
Group animals g/dL g/dL ratio Albumin o, ay B ¥ 1IU/L 1U/L 1IU/L 1U/L mg/dL
0 mg/kg 6 Mean 5.93 3.210 1.178 54.05 19.52 5.85 14.83 5.75 60.0 223 310.8 0.63 0.072
S.D. 022 0.131 0.058 1.31 1.84 0.36 0.88 1.51 6.2 2.3 63.8 0.24 0.020
1000 mg/kg 6 Mean 6.02 3.347 1.255* 55.60 18.53 5.78 14.32 5.77 64.5 227 321.3 0.75 0.070
S.D. 0.17 0.130 0.055 1.14 1.68 0.13 1.18 1.16 9.3 43 92.1 0.48 0.018
Number
of Glucose  T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEqg/L mEq/L mg/dL mg/dL
0 mg/kg 6 Mean 134.3 72.8 12.3 15.52 0.557 141.3 4503 106.0 9.85 7.18
S.D. 18.7 8.7 7.0 1.47 0.046 1.6 0.228 1.7 0.31 0.69
1000 mg/kg 6 Mean 128.5 81.5 17.7 15.88 0.590 141.3 4.450 105.2 9.77 7.37
S.D. 20.0 12.6 8.7 1.10 0.036 1.4 0.181 1.2 0.19 0.52

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's procedure).
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Table 29  Gross findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

End of administration End of recovery
0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg
Number of animals examined 6 6 6 6 6 6
No abnormal findings 6 6 6 6 6 6

Values are expressed as the number of animals.



Table 30 Gross findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

End of administration End of recovery
0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg
Number of animals examined 6 6 6 6 6 6
No abnormal findings 5 6 6 6 6 5
Lung : Adhesion, parietal pleura, unilateral 1 0 0 0 0 0
Ileum : Diverticulum 0 0 0 0 0 1

_LL_

Values are expressed as the number of animals.
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Table 31  Absolute and relative organ weights of male rats in 28-day repeated dose oral toxicity test of Dipentamethylenethiuram tetrasulfide (SR06163)
Number Body
of weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107
0 mg/kg 6 Mean 361.7 11.367 3.140 2.910 0.807 0.767 0.213 1.298 0.362 2.090 0.578 13.02 3.607
S.D. 23.4 1.098 0.169 0.219 0.047 0.098 0.027 0.064 0.032 0.022 0.037 1.22 0.354
100 mg/kg 6  Mean 3722 12.028 3.227 2.828 0.760 0.735 0.197 1.322 0.355 2.175+ 0.585 12.83 3.437
S.D. 24.4 1.188 0.159 0.252 0.037 0.111 0.019 0.069 0.024 0.070 0.036 2.07 0.414
300 mg/kg 6  Mean 380.5 12.642 3.318 2.937 0.773 0.810 0.213 1.370 0.358 2.132 0.567 13.28 3.502
S.D. 41.1 1.703 0.189 0.279 0.044 0.179 0.034 0.195 0.013 0.107 0.063 1.56 0.328
1000 mg/kg 6  Mean 363.7 12.058 3.308 2.950 0.810 0.685 0.187 1.280 0353 2.168++  0.600 12.70 3.487
S.D. 26.3 1.332 0.198 0.173 0.025 0.056 0.008 0.160 0.038 0.048 0.043 1.60 0.312
Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 107% mg 107% mg 107% g % g Yo mg 107% g %
0 mg/kg 6  Mean 5575 153.985 18.52 5.138 65.0 18.092 3.225 0.893 0.783 0.217 486.0 135.227 1.372 0.382
S.D. 112.6 27.492 2.77 0.882 10.1 3.410 0.227 0.061 0.069 0.023 109.9 34.115 0.180 0.074
100 mg/kg 6  Mean 747.5% 200.828*% 19.43 5.237 69.0 18.573 3.297 0.888 0.765 0.208 462.2 124.797 1.305 0.352
S.D. 120.6 29.113 2.47 0.749 9.6 2.521 0.210 0.042 0.080 0.020 51.6 17.203 0.223 0.064
300 mg/kg 6 Mean 678.0 176.523 19.38 5122 65.8 17.415 3.250 0.862 0.795 0.212 506.2 135.852 1.317 0.350
S.D. 153.7 27.031 4.74 1.209 5.8 1.812 0.172 0.097 0.110 0.043 130.9 45.476 0.302 0.087
1000 mg/kg 6 Mean 566.5 155.935 17.62 4.892 62.8 17.342 3.100 0.855 0.768 0.212 464.8 129.155 1.362 0.378
S.D. 111.8 29.292 2.85 1.043 4.6 1.574 0.221 0.092 0.037 0.021 922 30.607 0.269 0.087

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's procedure).

+ : Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
++ : Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 32

Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity test of Dipentamethylenethiuram tetrasulfide (SR06163)

Number Body
of weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
0 mg/kg 6 Mean 201.3 6.498 3.222 1.642 0.815 0.533 0.265 0.777 0.387 1.925 0.957 12.75 6.332
S.D. 8.2 0.689 0.232 0.159 0.081 0.076 0.034 0.047 0.026 0.079 0.040 2.09 0.958
100 mg/kg 6 Mean 209.0 6.580 3.145 1.808 0.882 0.448 0213 1.007+ 0.503 1.725 0.810++ 13.95 6.677
S.D. 20.3 0.786 0.149 0.303 0.246 0.087 0.027 0.407 0.276 0.525 0.212 2.34 0.917
300 mg/kg 6 Mean 202.8 6.125 3.022 1.573 0.777 0.482 0.237 0.763 0.378 1.920 0.952 12.00 5.943
S.D. 16.8 0.749 0.307 0.118 0.044 0.094 0.036 0.064 0.035 0.097 0.057 1.05 0.606
1000 mg/kg 6 Mean 204.5 6.505 3.178 1.717 0.840 0.445 0.217 0.767 0.377 1.900 0.932 14.20 6.938
S.D. 9.2 0.558 0.180 0.139 0.073 0.098 0.049 0.082 0.048 0.064 0.050 2.66 1.234
Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg 107% mg 107% mg 107% mg 107% g %
0 mg/kg 6 Mean 491.8  243.795 12.82 6.373 74.0 36.713 95.3 47.378 0.480 0.240
S.D. 85.5 38.224 1.95 1.033 8.8 3.474 10.3 4.944 0.104 0.057
100 mg/kg 6 Mean 5182  250.382 13.70 6.563 64.8 31.087* 922 43.952 0.527 0.248
S.D. 55.0 40.063 2.86 1.267 8.5 3.362 18.1 6.519 0.244 0.101
300 mg/kg 6 Mean 4733 233212 13.18 6.492 66.8 32.897 91.7 45375 0.447 0.218
S.D. 70.4 27.549 2.12 0.880 9.4 3.518 6.0 3.756 0.195 0.091
1000 mg/kg 6 Mean 5142  252.020 16.08 7.840 70.3 34.378 90.3 44.252 0.667 0.325
S.D. 83.8 44.700 2.68 1.042 10.4 4.599 11.8 6.222 0.222 0.109

* : Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's procedure).

+ : Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
++ : Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 33  Absolute and relative organ weights of male rats in 14-day recovery test following 28-day repeated oral dose of Dipentamethylenethiuram tetrasulfide (SR06163)
Number Body
of weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107
0 mg/kg 6  Mean 4292 13.145 3.057 3.150 0.733 0.778 0.182 1.430 0.333 2.195 0.513 14.13 3.287
S.D. 429 1.849 0.206 0.369 0.029 0.122 0.016 0.183 0.014 0.108 0.033 2.41 0.406
1000 mg/kg 6  Mean 4353 12.757 2.927 3.145 0.723 0.725 0.167 1.440 0.330 2.130 0.492 12.90 2.965
S.D. 19.8 1.458 0.263 0.281 0.072 0.097 0.023 0.206 0.050 0.080 0.022 1.12 0.229
Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 107% mg 10°% mg 107% g % g % mg 10°% g %
0 mg/kg 6 Mean 5177 120.590 21.97 5.198 64.0 14.907 3.488 0.817 1.063 0.252 561.8 131.768 1.497 0.352
S.D. 79.8 13.483 2.24 0.999 7.5 0.813 0.280 0.076 0.054 0.026 95.7 23.584 0.108 0.039
1000 mg/kg 6 Mean 4882 112.920 18.12* 4.187 66.7 15.353 3.360 0.773 1.027 0.235 606.5 139.765 1.587 0.365
S.D. 75.7 22.305 2.62 0.739 43 1.411 0.201 0.048 0.048 0.015 116.0 29.035 0.199 0.043

* . Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's procedure).
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Table 34  Absolute and relative organ weights of female rats in 14-day recovery test following 28-day repeated oral dose of Dipentamethylenethiuram tetrasulfide (SR06163)
Number Body
of weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
0 mg/kg 6 Mean 240.8 7.177 2.977 1.845 0.765 0.590 0.250 0.893 0.373 1.952 0.813 14.35 5.952
S.D. 21.2 0.663 0.045 0.185 0.038 0.070 0.041 0.029 0.031 0.039 0.074 2.47 0.745
1000 mg/kg 6 Mean 229.5 6.562 2.857 1.630%* 0.712 0.505 0.222 0.838 0.363 1.933 0.847 14.60 6.393
S.D. 19.1 0.737 0.178 0.131 0.046 0.079 0.039 0.106 0.029 0.074 0.056 2.34 1.141
Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg  10°% mg 107%% mg 107% mg 10°% g %
0 mg/kg 6 Mean 525.7 217.277 14.02 5.837 73.5 30.740 97.7 40.830 0.590 0.245
S.D. 1123 38.537 1.40 0.548 7.4 4.336 14.1 7.332 0.252 0.095
1000 mg/kg 6 Mean 4373  193.220 14.05 6.137 69.8 30.442 86.2 37.717 0.513 0.225
S.D. 63.4 41.571 1.71 0.724 12.0 4.862 10.1 5.019 0.230 0.099

* . Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's procedure).



Table 35 Histopathological findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

End of administration End of recovery
0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg

Number of animals examined 6 6 6 6 6 6
Organ: Findings Grade

Lung: Accumulation, foamy cell + 1 - - 0 0 0

Metaplasia, osseous + 1 - - 0 1 0

Mineralization, artery + 0 - - 1 0 0

Liver: Microgranuloma + 3 - 1 1 1

Necrosis, focal + 0 - - 1 0 0

Heart: Myocardial degeneration, focal + 0 - - 0 2 0

Kidney: Hyaline droplet, proximal tubular epithelium + 1 2 5 6 1 2

Eosinophilic body, proximal tubular epithelium + 0 0 0 2 1 2

Regeneration, tubular epithelium + 2 3 2 1 1 2

Cast, hyalinc + 1 0 0 0 1 1

Cyst + 0 0 0 0 0 2

Testis: Atrophy, seminiferous tubule + 1 - - 0 0 0

Prostate: Cellular infiltration, inflammatory cell + 2 - - 1 4 2
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Values are number of animals with findings.
-: Blank value.

Grade; +: slight change.



_88_

Table 36 Histopathological findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Dipentamethylenethiuram tetrasulfide (SR06163)

End of administration

End of recovery

0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg 0 mg/kg 1000 mg/kg
Number of animals examined 6 6 6 6 6 6
Organ: Findings Grade
Lung: Accumulation, foamy cell + 0 - - 1 0 1
Granuloma, foreign body + 1 - - 0 0 0
Cellular infiltration, inflammatory cell ++ 1 - - 0 0 0
Abscess ++ 1 - - 0 0 0
Fibrosis ++ 1 - - 0 0 0
Fibrosis, focal + 0 - - 0 1 0
[leum: Diverticulum + 0 - - 0 0 1
Pancreas: Atrophy, acinar cell, focal + 0 - - 0 0 2
Liver: Microgranuloma + 2 - - 1 3 3
Hecart: Cellular infiltration, inflammatory cell, cpicardium ++ 1 - - 0 0 0
Kidney: Regeneration, tubular epithelium + 1 0 1 1 0 2
Cast, hyaline + 0 0 1 0 0 1
Cyst + 0 0 1 0 0 1

Values are number of animals with findings.
-: Blank value.

Grade; +: slight change, ++: moderate change.
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