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N-¥/2F7220- N - 34307220 -p-722boy 7Yy (BEAEAEE5E No. 3-0146) a>4} WET
100mg/kg/day% Crj:CD (SD) H“ S v bz BEMEORELRSE L. TOEERUES
# UEBKREL-BOEEEZRT L. UTOHMRMPIE SR,

1. FRICHSDREEBLEL T, MO TFTNVAVY T A AT 7 X —ED#EN. FIVT IV OR
ARG A/GCHOETHN 100ng/kg HFOET, BEEAEBS YO UR TS AFUBHOEE
» Wng/kel LOEDERT 100mg/'kg§@ﬁ'(& FRBROKEESEL D EE D 100ng/kg
FHOBETRDONZ. /. OHROHLEBEHKRKEEZORLH 100ng/kg EOETHRD
¥ 11 i

2. FRERIUHT2EEL LT, EEOBNRATHEESLLDO EE D 100ng/kg HEOET
RHHNTz.

3. BT Z2EELLT. EEOEMACHKEESLDO EEH 100ng/kg FEDET.
RAEAEEF LT D2 1/7\% U UBEPBEORERUCEREMBOELREEIES 100
ng/kg BOE 1L TRO SN, £/, OHDOABIV DT LDEASD W0ng/kgll EDFD
ET., AU DT L0EAH 100ng/keEHEOETRD s i,

4, BRIIXNITDEEL LT, KEEENDLEED 100ng/kgBEOEETED 6Tz,

5. T, MEZEOHAS 100ng/keR0®ETRY Shi.

6. EMROEMRTOZ LB UABHORFILXVELL, BEEANRHDIHDEEX &
. UL, BEERE TG, 100/ ke OB THEOREA. FLT I, T
HUVTAATT7E—E, HUTLRTHNS T ABREHUMA TEL BEOLEGH 2R L.
100ng/keZDE 1 FITEIERRTERB R X T 2REHROEHBERNED oL,

T. BEDZ2H 6, ZRBILSITIEBALFDYE No.3-0146B 51l L HEREERIET

4dng/keg/day. T 20ng/kg/dayEZE 2 5T,
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395, EHRE 2295, 0EFE 855:EE) Wiz TOECDERFERFIESC (81) 30 &K
BME2 ) e, BRTRE FRAEZDEFKIBROFEIIDVWT] (BRSNETH
I3HRFEES B, ERE 165, S9EBE 3928). [FHHREZFHEIIRIRBROFEI
DWTO—HHEILDNTI (FEF 61F1285H 61&EBE 10143) KU 0ECDF R M A
A RS NHEHRL 7=,

FARE I TR

1. #BYE

BRYEN., EELEFEFER IR N-3/ 2 722)-N -3 /3Fh722)-p-T22by
Y7 (BAF. B LE®HE No. 3-01462#9 . Lot ES : AR-8, HEE : T5%LIE) T
H3, BRYHER. KcBIT. T ho RUEVRELBT . EEANKODE
ThHY, EHBERBIIAN, B (2~8C) BATTRELL. b, ERYEORE
it 19938 B THRIEXH T3,

BERYMEOSBEREROFEHIIE 1 U LOFEE TRDOE VT, ASBIITHR
U.300pn Ay adsdy (SREEER) WrT-EBRYELERL. lu/vkii
BEIIIC 0.5%AWEFTRAF IO —AF MU TLEHE (BT, 0.5% CHC-Naid#.
BAFEBHCHC-Na : Lot No. 0X13, AGEEHNEH. BHHEEK : Lot No. 108067,
110039 ZUF 111021, ¥ 7 N EZEHRERNEH) THRBL-. £ FHRTEBEOH
Bz, 1%HBEE 0.04 BU 0.20/v%ERBE DIz, 0.5%CHC-NadS#E T HEF R
LTHEB L. 25, HELEEDE No.3-01460BFHEEII DV T, L%BBRLSTHE
HETHDI L, 0.04, 0.2 ALY BEHEHIATOBE TH I —THDIIEBEL
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AN, HO6HMET HMOS{LEE 21T 07z, SHLEIMT, —BRKEERL181
E. HEHEX 26, BERE® IBERL. BEIL. ERCRFE2RLUI-8H%
HRICHVT

3. HERERN

S otaE IR, B 23x3°C . BE 55£10%. HRAEYK 10~15E /B KR
BRff 1285 (FRIB8HAOFBBETHRL) KBRESHENUFUVATLOEETE
(1428%) BT, 755y P REEHSBEHEY — ¥ (2604 X 380D X 1801, mn) % 5
WTHof. r— S Uk ) ORAIKIE. BHTMIESmUA. BHURIE LI L.
F—UORBE 2B HOEE TITo .
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R ERAER (CRF-1. AV U ILVEBEBIREXSH) 2@BEREHELZECT.
R AEAR FLEFEAKEK) Z2EHHKEBLHOT. TRThEHIIERS B,
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FRIODMBECREIHHEABRREST L X —TER (DITEBRHGES
% 44100152-001 R TF 44110115-001%) L. HEAWEI DV T Hit SOPOFREEA
THDHEBBERUT, KEKOKEREIHASHBEAI LY ¥ —TERE (KES
EREREF 035295) L. H# SOPOKEEROEHEATHDI I 2HEAL .

4. BRFEORTE. BHURUEEES

RBEE. AEBROBERERR (UBMEERSRER) OFERE2SZIIREL.
ThHH, HREHEETH D 100ng/kg HOHEHDWITET, KEOHMAF. MEEE
B, Yoo rEVEBMS IVEEEESS o R SAF UV EROER, 60T @
BAER., 8oL AFO0 - 20E NI UEY FogiMEm, BE9RTTIVT I

\I

DEL. FEROKEEERO LR, BISRRAFRES 2L AFY VEPEOUER



CEHRSEFEIRD 6. HEHELEDE No.3-0146B S X B3EEHBO SN, Ch
6@:&#6\Kﬁ%@%ﬁi@%ﬁﬁ%ﬁﬁbTﬁ%t%%ﬁﬁnék%ﬂéné
100mg/kg/day. FRIRCEEENR 100ng/kg BB IEHRETRSGHOEELXERX
UT 20 BU 4ng/kg/day (AHES). & 5T 0.5%CHC-NaBH A B ET B BEER .
Fta®E L7 (Table 1) &

BEE. HEETERAIAE, 4R 20ng/keBE TS 700, 100ng/kg B Tl
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142g) . #T 129.7g (118~145g) TH /. HBEBGIIFHI0EN S48 1BOM L
L. o '

6. H&. BERUBREHEE

(D—REHER
BEGHT, 2R ODWTIHIEL EDHEHET. HZ2RCHRIILVITE. 48
REEEELI.

(2)EEHZE
2FIOVT, BEHAIE. RELEE (B580) . £52. 7. 14 21RU2
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100 BT (KREHNE/EHE 1 BEHKE) X100] #HHE L.
Q)FEEHTE
SHIOVWTRELIEE (@58) . £52. 7. 14, 21RCBEE. DEERR
BiZhE. 2. 7TRUCI4HEK. BFXHE (¥F)L U D X 1401BMP7-2R T 1407HP8-1.
By 7 A ABRER) EBCTHELE, —EE%r— B ey FL. BHE
BEExFEL. 1420l BoOBEESHLL -,
() gk EHE
ZFlizo>nTH/REL1IBE (BE80) . ®E5E2. 7. 14 21RVBHE. AEEER
BA%E. 2. TRU l4HEI. BFXHE (Fv b Y X 1401BHP7-2R T 1407HP8-1.
A=WV 7 A AB%REH) 2HACTHELE, —EER2 75— VEcty L. BHE
EEFHEEL. 1YYl BooRAkEEZHL LU=,
O E®RE
BREHHOERE (523~ 8) RUEEHHEKE (BE11~12HE) K&
FicoWTSy VEKRE Y —Y (EBEKER) WREL GEERT THRE%2{TO 1
HWIBMOERO—HERFONTO~@OHEABREL. UBMEREZ2FTO~BD
HEOBEZIT DI

@QpH | HBEE RVTFAATFA VIR TAWA - =)
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®wory /)—45> (Uro) B (RIVFARAFAVIA L TAINWA - =3)
®r Uy (Bil) HBEE (RIVFARAFAVIA L IAIWA - Z3H)
@# f R 5 (Occult blood) HBEE (RIVFAAFA v I A AR - Z3E)
®hiE (Sediment) B

QttE (Grav) Eingtsk (Fxd8a2VUaY)

@& (U-Vol) BEEHE

@7 U4 (U-Na) #HE (a—= 7 A80BIHK N ERT)

@A UT s (U-K) #E (a—= 7 480E NIRRT

@7 o—)u (U-c1) SEREE (FE - oS A KAV X —)



(B) MEFHRE .

BESMEACEESHKTOBHIEMIIONT. # I6BWHEALEE T—F
JURRE R CABEBIRE DM L. EDTA-2 CREL-mEEHEVT. O~Q. BOX
BROWTRESTo. X6k, OOHBREBAEOGEEFCT. O. @HEE KD
WTIRBESASREDROL, ZTBF bUDATREL &, 3000rpnT 1050
ELHELTEON - MME BN TRELRT 1.

Qs msR% (RBC)

@~< b7 Uy ME (Ht)

@i FEE (Hb)

O HRAEREE (MCV)
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BERER®E (- E—-FF)
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BEREHRE (2 i —FEHE)
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Moy RS AF Uk
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TS5 T UEE
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(7) ML F R
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R AL Y RM L 3000rpn T 108MOZ0HEL T, H 5N 7-mE %A TR
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DEEZIT O,

@GOT
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@FNWAYTAAT77 Z—E (AlP)

@ BBk FEE (LDH)
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®meE (Glu)
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®F Y FUEYUF (I6)

@Bt vy (T-Bil)
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SEL-vy-JNWEIp-p-= a7z U K
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WY Vo — L ER
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@77 3> (Alb) BCGE: (B 7150 S8 DTEE)

®A/GH (4/6) TP, AlbEXDEHT 3.

BELSE | T O—Z 75— MNEERKEE

@V BEg (PL) BEEE (A7 aS2mES)
RIHBRBRUVEEEEHE

BEBURCEESBEKTORAR, 2R DCTEABLEEL. T—FLHER
FORME. ANBFESH. 2EOBRERCEELHNBENCRBLL, i HLE
EDSBE. TEA, FREEx. 5. 0B R OBEx. BB HBx. B2z
x| PEER. W MUR. EELGx RUFEQOEELEIRD (FY-300, =—
- TR FAREH, FI b U Y X 16014HP8-1. B —IY 7 A A#RE&EH,
PT320. X FS—#)2HWTHELE. 25, *HOBTEAEEWCHELE. 25
. BEGKEEEL [ (BEER/$WHEE) X 100] 2HEH LA,

() MBHG T HBRE
BEEMECEESNETORA L, 2K OCTHE. B8 Bl LB 5
Bi. TR, BT, BRE. LAME. B BMEULSH. BE S FEU
SEE ETE. ETR. HTR. 2L KA. BR. A— ¥R BERUARE
(BEExED) . v (HH) . B GHILE) . WEASR. BE 5% 8
Y RE. O Y- BY) . FofE TE R 5B S5 BB B
BB OB LK BB MR HE T B LBRERCREEFRBSMCE0%
FESERLT U VRTEEL. RELE, 2. BREUCA—F—BEFCy bV
VHTEELE. 2FOSHEEE - MBI OVWT/S 7 4 VEEREI L, AT
¥LUY - IATVHRAEEALHRL. RESGIHRELF Ok,
7. EaE |

HE. BEE H0KE. FRECESSEHE. IRFHRERTFOELEOREDSE
HE. BTEE ECHRBEBESHE. BartlettOBER I Lo THRERE LR, T0
S =AE (p>0.05) 2RLAHEER OV TR—mREIRAWEL L > TEFL.
FE2EE (p<0.10) . DunnettDEELHRI & VI HBE L BEHELEYE No. 3-0146%
EREOHERT ok, —F. FEHE (<0.05) 2RUAEERCRREOEESD
HEW DWW T Kruskal-Hallis HICEVEH L. FERSE (p<<0.10) . Hann-
¥hitneyd U-BEHIC & 0 HHE L EE{LEYE No. 3-0USHEFLOEEET ok,

_10-



—HREHE, HRRUREMHGFHRESR N DV T, Fisher O EBRBERBREER
LT BELEIFEFDE No. 3-0146 BEFHLDOHERIT O,
B, MEBEOBREIIDVTR., BMESHUTEHHFHIERELE.
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1. —gikEEs
—EREBBRORESY Table 2~ 3. INDIVIDUAL DATA 1-1-1~1-4-2. Appendix
1-1 LU 7.
(1)% 5 1518
BTk, B3 CEEHICHESRS 1530 L 188 BB KEED 25, 20
ng/keBED L BET 100ne/keBeD 2 BRI, . BB AN ER Y e
UTHERZEBD Shadh ok,
TR, ERIEES Shiholk,
(2) 5142 K
HTR. EHHI2VIEPHEIEAESHFICTRERT 100ng/keBFEDE 1 #IC
TSN, BB, CTREBEGMA LRERAR ShEHTH o/, £, &
REERYEREL LB CEERERED sh ko,
# T, ERIEED Shidholk,

o. KEHE
HKEHBE S Figurel ~2. Table 4~5. INDIVIDUAL DATA 2-1-1~2-4-2iZ= U 7=,
(1) 5150 |
HEREX I, WEEIEE L TEEREEZD SR o7-,
(2) EE 1

BT, HEEEEELTEELERESD Shas ok,
TS, HEELHE LT 100ng/ke BCEE T B B I EEOHA BB S,
LG D S B B U AT 1 B B ISR SRk b T,

3. mys

1

B EDE{LZ Figure 3~4 . Table 6~ 7. INDIVIDUAL DATA 3-1-1~3-4-2iT/x
U7z,
(5 RS
L HII, HEFELEHE U TERRERED oh 10T,
(2) =& #Hng

MESEH. TRFELAEL THFEREIZD o oi,

-12_



4. #RkE
HOKEDZE{L% Figure 5~ 6. Table 8 ~9 . INDIVIDUAL DATA 4-1-1~4-4-2iT%
Uiz
(1) 8 5 1508
MBI, WEHLEE L TEELERIAD Shkdol,
(2) =45 #ARG
L DI, WRELEEL TERLERED chihork,
5. R&E
FRREDHKHES Table 10~13, INDIVIDUAL DATA 5-1-1~5-4-44Z5% L 7=,
(&S5 BEHERE
BHE bl WEEIEBRL TEERZEIED shkd o,
(Q)EE 11EERE
BTId. AR L HELT 1000e/keBTH YUY AOBSSED SR8, BRF—
% (Appendix 2-1) OEEHENOEEH TH>/-.
BT, HBELABE L TERZZRBD bR LD DI,
6. MEFHERE
M BRED KRS Table 14~17. INDIVIDUAL DATA 8-1-1~6-4-4iZ5R L 7z,
(B SHHE TERRE
BT, WEELEHLT 0ng/kg A LOBTHEEMES b oo R 75 257 65
DEEDZED Shit,
T, WHEELHE LT 100ng/kg B TMARERVHARKOE D, FEELE
SOV ERTSAFURMOERENRED Sl.
(2) I E MM TR
BT, WEFLLE L ThRBEOBNGED Sz, R 7 — ¥ (Appendix
2-2) OEERNOEEHTH i,

ETIE, TEFELEHLUTEELRERZDS oL r» oI,

_13_



7. BEALFEHRE
MBS REDHES Table 18~21. INDIVIDUAL DATA 7-1-1~7-4-8ie L 7=
(LESHENK TRRE

BT, HRELLEEL T Wng/keBETHNVS I LDELSD. 100ng/keBETT VA
U7 A7 7 X —ED#M. AT LIDRSBRD SRz, £z, EEREEED
b0, 100ng/kgFE T OTRUHBB ARBRORASERLRHF 6T,

BT, HRBELEHEL T 100ng/keBTTIVT I OEA. AGHRETIVT I Y
SEOETFT. - 7o/ VUV 5EOLR. ABBARBRERORL. AUV AOEA N
%&Bntoit\ﬁgmﬁdﬂﬁén&wﬁtﬁ~m%ymﬁﬁGMGﬁ&ﬁ@&
C7NWAVT A RAT77 2 —EDHIMERSE# 6 i-,

(2) B MR TR
BT, MRELERUTEERZIEZD ool
BTk, WEFELHE LT 10ng/kg BTREHRCTIVT IV ORL, TivhY
TAARTZ7 7 EA—EDEI. AUIDLARTANIY D LAOBILBED SRz,
8. BEEE

BEEERUBEHREEELOMME% Table 22~25. INDIVIDUAL DATA 8-1-1~
8-4-6iz 7 L7z,
(DH#SHM& TeeESH

BT, MRBLLE LT 100ng/ks BTHBRACEBR (£6) OKEEEHO L
EXRBHoNT. £, FERZERBD oL L0, 100ng/keFETRHREEZDH
IMEE D H bz,

T, HRELEELT 100ng/kg HBTHRE (F) EEOHNMERTHEE S
DLEE. FEERUVEE () 0KEEEHO LR, BT () EEOHNECHKE
BEEHO LEARD SN, £/, BELEZRD SR D, 100ng/kegfE TH
HER () RUBE (&) EEo#ERE»H shiz,

(2) EE BRR TR gL
BEX DI, HEFELEE L TEEREZEERZD R0,

-14_



9. B&
HEDHEE Table 26~27. INDIVIDUAL DATA 9-1-1~9-4-2. Appendix 1-2 iRL
P
(1) 5 fERI % T B BR S
T, B (X)) OIESHEED LFI. FRE (5) BELERME (5) O
SRk, BRE (£) OAZD 0ng/ keSO 1 FIc. TS 50 IS5 Sk 55t
EE. 0RT 100ng/kg BOE LEICRD dhi, 25, HEHERVTROFES
R S TEERERBED Shihor,
ETIE, BERBD SREH-.
(2) 145 SER 4 T B R £
HETIR. B EEHICmESYREERCT 100ng/ke RO 1R SRk,
RE. FESERNERLESE L TEEREIRD Shkpork,
ETIR. BEEERD SR o, |
10. FEESEHRE
ST HREDRES Table 28~29. INDIVIDUAL DATA 10-1-1~10-4-2.
Appendix 1-2{Zm U7z,
()33 50 TR EEE
B FHTLEORTRRERCERENE. £O98H. RO, MEISF5Y
VAR I LT ARBEOMBEREASY BRRUEFAEYE No.3-0146858D
B 1~ 2FICEm SR,
W MEE BT AERAESHBERC 1000g/keBDES 1§, 20ng/ kgDl
FlizZm® SR,
TEE  CELFEBRIETEERT 100ng/keFOEE 1 #. Log/keBEOE 1 HIZR
» bR,
FEREE () 1 80 W0og/keF 0 1 Flic. BEFKREDOEZE D 100ng/kg FHOD
#1HIC R Shi,
EEMNE () EREMN. BRKE () OEREROHF SN 0ng/keB 0w 1 FiC
BRI
HE ERERBETILTAILAT U VEYEORERCKESH OB MBI

(Photo. H-1~H-2) # 100ng/keDE 1 FHIciZH shr-.



BBt MBS B UL REE LT AHBBMES 100ne/keBOHE L BB ShT.

TY7E% : BUSIERA S 100ng/keBEDHE 2 Blic B ST,

R (£) : SEfaEmiEn’ Wng/keF0® 1 FHItBH 50z,

B SRS BEE S 5V REDOHEI AL TAOFESRY Shiz, HE
ROW 1 i &S, REOEERFEEORER, Vng/ky BOR 1 Hic &S,
EEOEE. EEOSEILETE TS SBE. 100ng/keB M | Flic &,
EADOEE., EEOREl. ERH 388, SELR. EFSrBr3U s
REE LT IEREBRCE TEOKELSED Shi-,

T FEYEDEEERY bhkpok. . HRLBSIIERE (£) 0K
MECEE () ONICHET 2 BRED Shahok, . HEHERZCTR
DFRLHERL KB TEERZERD SARh o,

(2) B BRI T SRR
B RETLROBIRUBERCEBRELED 100n/keBOW 2 B2 B 5hi,
B MEBICSIT B ALY AEES 100ng/keR O 1 BIzEB® Shi.

BT RREABEE L T AREMEOBMILEIE (Photo. H-3~H-1) % 100mg/kg
FEOE1FEDONT,

SRR MR A ST EEONE SR 100nz/keBEDHE 1 BIILED SR,

S (F) : BAEEA 100ng/keBO% 1 HICBD SRz,

KR SRS 5EHS 5V REBOFEIHEL TRAOFESBY Sz, HE
RO 1 i EE, REOEE. EROGEL. KRS 2EERTHEELAN.
100ng/keBEDHE 1 Flic REFOIE ., EROB(. FELK. EXERBOKERT

EROKENRD shi-.

=

k

i

[l=nd

TOMIIFE:2 EDREERRD 6hkr oz, 8. HREERVTHROFREDHE
REEEBLUTEELEZED S zb o,
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= ==

FEAFEDE No.3-0148004 . 20% T 100ng/kg/day® Crj:CD (SD) HiEEHES v Mz
BEMBRORERE L. TOSERUBESSUBHAREL ~BOEEE 2 & L.
FERICHTIREL LT, IFDOFLAY T A AT 7 X—ED#H N, 77 I DR
RU AGHOETH 100ng/keBDET, EEASS FOYRF IR F VBEMOEEN 20
ng/kg A LDOEOEET 100pg/kgBEORT. FEROEEE=HO LS X 100ng/keBE D
ETR® O, ThoOE{R. REHSFOREERESHOTRE,M> M. 148
MRERSERLEETH YD, BMFAEFEYWE No.3-0146DFE - BBERICHT 2REIR
BEnEY, oK. 100ng/keFEDETIRMHOAEBRKZEROBAPED . §ik
UFERE T 3RBI > THBEETARLTW3HDLEX 5N, BEDXSIC
FRIEEZRETERL L TR, BERYEOLFRERUVZOREERIILH D DD LE
z 6bRfz, BEEFHE No.3-0146i. B27 IV E¢FETREA2ETIDFE 100WET
H5. EHoTEFOREERIL. KE{L., V7o BESE2ETRES GBS
NDIHDEFEEINZY, Tk, BEI»oBRENEHh. BRERTIARESEHD .
AL EWE No.3-0148DRE(E L2 U KB EDSPFEPHEERNCEELRET D

xR, .

AREBINTREEL LT, EEOHENRCEEESLLD LE A 100ng/kg FOE TR
B HRF. BRERLVECOERE. KERTENEE (BFEELED) 0B U TFEY
BEEREHEE2T2V 25, EEAEYE N 3-0l60FBILH T 2EELOBEENSE

Z 67z,
BBICHTRREL LT, E20ENMETEHEEEZLED EEH 100ng/ke ﬁﬂ)ﬂiT =
KERABZ I LT A3 L AFV VB BEORERU KR ERROEHBETLARE 1%

TREDOERT. T erb, BEEAFDE No.3-0146% F I L DBIBEEEDOTTENPHED
B, FFRFRICDWT 3005 30Wi% 1000ng/ke% 4B/ E U -8 & HET D EERRE
BTRARBERLTSEY. TOBERBVLOTH /. iz, MHDAILT D LDE
A Wng/keh LOEROHET., AU TLDEDD 100ng/kg BOETRD S, BIEZN
UIEBEH»d2VWIREEa V72 FMEBOTULEY WEDLELEF L 60T,
BEICHTIREL LT, SEEELD LED 100ng/ks FOEETRO SN, LA

Lo, MBERCRBEMEHSRBIP OIS IREREBLEE X ORI,



ZFoMr, BEMEATEI 10ng/kg BOETHERSORLIED Shi-. EHER
Z{tik UBMBRESEZIBOTHRO SN TH Y. BEEEHE No.3-0146 BEILKB
EELEX ORI,

FROZEMEBFDZ P UBROKRFII IV HEL L. BEEERSDZHOLEX SN,
UL, 100ng/keBEDETHADRER. FIVTIY, FIVAYTZFRT7E—E, hU
VARUCANC O LABRBREBME TREAROESH 2R L. 100ng/kefE0E 1 # TEIER
RENARBZEL L TREHBOBEIBEL TR Ieh 6. FERUVEEILHT 2R
BRESNREESALVDHOLER SR,

0% 100ng/kg HTHONTEHHEH D VREFBORRIZ DT, SEETEDH SR
FEEBFRREEEU TRERUVBREFABIIZEN 2V &6, BEEFELEDYE No.3-0146%
ELDEEERRODHDOLEX SR, £, 100ng/keBII BT B HMBREOFE LI DV
Tid. B&F— ¥ (Appendix 2-3) OEHEADEE TH Y. 1000ng/ky HETIHRD 61
ROT S, BIHLENE No.3-0146REL OMEREROLOLER bR,

BEDZEd o, REBOEEEDE No.3-01468B 51 L EBEEBEIIE T4ng/ke/

day. 28T 20mg/kg/day> & X 6hi-,
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SKERBECFE DISHRATEIC R 2 XZIF L 7= 2= EI>I
SERBE SN

HREEOEER RS2 RIEL L BDhIESBERRIBO SR i,
=25 ST R

1. (1988) . FFAEZER (k) —HLVZ2H - HRER. BEREK.

2. (1979) . B|iE¥ - T DL EMHIE, pl8~92.

HREHBYL. B 1R,
s I - smx, es3~503. mRadsoRE. B17EEIE.
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caonsumption (g/d)

Foaod

44
oo Control
o— — — .o Oubstance No.3-0146 4 ng/kyg
24 o o Substance No.3-0146 20 ng/kg
6 o Oubstance No.3-0146 100 ng/kg
0l . , . \ — — -
12 7 14 21 28 12 7 14

Day of adnlnistration

Figure 4. Food

c u
No.3-0

ons
146

nptlion of female rats dose
for 28 days followed by th

Day of recovery

d orally with Substance
e l4-day recovery perlod
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Concentration of Total Administration Recovery
Group Substance No.3-0146 Volume ~ mrmmmmemsmosmsmsoooos cecmececcecoccecocces moeeocecmeeoooooe
(w/v %) (ml/kq) Male Female Male Female Male Female
) ¢ c
Control 0 10 14 14 7 7 7 7
d
Substance No.3-0146 & mg/kg 0.04 10 7 7 7 7 0 0
Substance No.3-0146 20 mg/kg 0.2 10 7 7 7 7 0 0
Substance No.3-0146 100 mg/kg 1 10 14 14 7 7 7 7

a: Crj:CD(SD) rats vere dosed orally for 28 days from the age of 5 veeks.
b: Control wvas 0.5% carboxymethylcellulose sodium in distilled vater.

~¢: Killed at the end of the administration or recovery period.
d: Substance No.3-0146 vas suspended in control solution.
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Table 4. Body weigsht changes of male rats dosed orally with Substance No.3-0146 for 28 days followed by the 14-day
recovery period

No. of - Day of administration Body weight gain
Group animals 1 2 7 14 21 28 Day 1-28 ¥ a
b

Control 14 132.0 140.7 179.8 238.4 292.9 338.1  206.071  156.420
5.3~ 5.2 6.6 12.0. 17.4 19.9  19.998  17.229
Substance No.3-0146 & ma/kg 7 132.6 140.6 181.9 260.4 296.6 345.4  212.857  160.510
4.7 6.3 9.4 13.6 17.5 235 20,926 16.199
Substance No.3-0146 20 mg/kg 7 132.6 141.3 181.6 238.7 29,1 338.3 205.714 155.39%
£.2 5.1 7.4 10.5 16.1 15.6  16.173  14.362
Substance No.3-0146 100 my/kg 14 132.9 141.5 181.3 236.9 289.4 3311 198.286 149,242
5.9 6.1 9.2 13.3 17.2 22.2  18.681  12.261

(cont inued)
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Table 5. Body weight changes of female rats dosed orally with Substance No.3-0146 for 28 days followed by the 14-day
recovery period

No. of Day of administration Body weight gain
Group animals 1 2 7 14 21 28 Day 1-28 ¥a
b

Control 14 129.8 133.3 152.7 171 191.9 210.6  80.786  62.166
6.8 - 7.2 10.2 16.5 19.0 19.8  16.273  11.740
Substance No.3-0146 & mg/ke 7 130.4 135.6 155.0 177.0 195.4 216.0  85.571  65.366
6.9 7.7 9.3 14.6 19.5 21.6 16,257 10.521
Substance No.3-0146 20 mg/kg 7 131.4 135.9 1511 An.a 193.1 212,10 80.716  61.437
£.5 5.6 5.1 12.4 13.2 17.3 16173 12.258
Substance No.3-0146 100 mg/kg 14 128.3 131.4 148.1 166.7 183.9 201.7  73.429  57.297
5.2 5.0 7.1 8.5 8.7 11.5 9.725 8.013

_________________________________________________________________________________________________________________________

(cont inued)
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Table 11. Urinary findings in female rats on day 23 of administration of the 28-day repeated dose oral toxicity study of Substance No.3-0146

pH Pro 6lu Ket Uro Bil Occult blood
No. of  mommmmmmmmmmemoeeceneoccmene ecemmeeimccenooomeon mmooe mmeem smsccmoe coeee oo
Group animals 6.5 7.0 7.5 8.0 85 - + + +H - - 0.1 EU/dl - - t
a
Control 14 0 1 1 3 9 2 10 ? 0 14 14 14 14 14 0
Substance No.3-0146 4 mg/kg 7 0 1 0 2 4 1 4 ? 0 7 7 7 7 7 0
Substance No.3-0146 20 mg/kg 7 2. 0 1 3 1 2 7 Z 1 7 7 7 7 7 0
Substance No.3-0146 100 mg/kg 14 3 0 3 2 b 3 3 6 2 14 14 14 14 12 2
Urinary sediments
Epithelial cell
------------------------------------ Specific gravirity
RBC WBC Squamous Round  Small round Others — =======-==mmmmemmmm e
No. of  ==--=  —mmmm ememmmmeeo cmeee e e 1.011- 1.031-  1.041-  1.050¢
Group animals - - - t - - - 1.020 1.040 1.050
Control 14 14 14 13 1 14 1h 1 0 4 8 2
Substance No.3-0146 & mg/kg 7 7 7 7 0 7 7 7 0 2 5 0
Substance No.3-0146 20 mg/kg 7 7 7 6 1 7 7 7 0 1 4 2
Substance No.3-0146 100 mg/kg 14 14 14 13 1 14 14 14 2 b 4 ?

(cont inued)
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Table 14. Hematological findings in male rats killed at the end of the administration period of the 28-day repeated
dose oral toxicity study of Substance No.3-0146

No. of RBC Ht. b, MCV MCH MCHC Wac Plat
Group animals 10%/pl ¥ g/d! fl pg X 10%p0 10%/pL
a

Control 7 7.407 k5.67 14.81 61.66 19.96 32.39 16.20  1166.4
Substance No.3-0146 & mg/kg 7 7.243 b6 .54 14 .44 61.51 19.90 32.39 11.56  1116.0

Substance No.3-0146 20 mg/kg 7 7.181 44.23 14.56 61.59 20.21 32.86 1311 1189.6
' 0.334 1.87 0.80 0.92 0.39 0.58 3.43 96.0

Substance No.3-0146 100 mg/kg 7 7.193 .33 14.69 61.63 20.36 33.07 12.01 1146.6
0.260 2,05 0.68 2.06 0.42 0.66 2.66 92.3

(cont inved)
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Table 18. Biochemical findings in male rats killed at the end of the administration period of the 28-day repeated dose oral toxicity study of Substance No.3-0146

Protein fractions (%)

No. of TP Alb A G Alb - alobutin GOT GPT ALP LON Y -GTP T-Bil
Group animals g9/dl g9/dl a Q2 g Y /1 /L /L {1740 /L mg/dl
a .

Control 7 5.64 2.37 0.721 5 19.73 6.07 16.06 7.10 13.7 32.4 401.3 21363 0.66 0.10
0. 0.13 0.049 3.10 1.72 0.80 1.63 8 0.3 4.9 73.8 13579 0.21 0.00

Substance No.3-0146 4 mg/kg 7 5.5 3 0.707 51.03 19.61 5.59 1 7.56 107.6 29.6 455.7  1975.9 0.80: 0.10
0.16 0.026 1.27 0.90 0.54 0.84 0.75 14.9 1.6 35.6 795.6 0.31 0.00

Substance No.3-0146 20 my/kg 1 5.66 2.3 0.690 50.06 20.06 5.30 16.47 8.11 107.0 28.1 454 .1 1936.4 0.70 0.10
0.2 0.13 0.074 4.40 1.25 0.65 2.01 .0 171 3.8 73.1 133.2 0.17 0.00

Substance No.3-0146 100 mg/kg 7 5.56 2.30 0,704 49.89 19.74 5.99 16.93 7.46 100.7 28.0 513.6%  1640.9 0.79 0.10
0.13 0.15 0.077 4,21 1.59 1.59 2.41 1.09 13.7 3.4 113.9 546.4 0.44 0.00

(cont inued)
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Table 19. Biochemical findings in female rats killed at the end of the administration period of the 28-day repeated dose oral toxicity study of Substance No.3-0146

Protein fractions (%)

No. of TP Alb AG Alb Globulin 6OT GPT ALP Lo v -GTP T-Bil
Group animals q/dl 9/d1 a, Q2 B Y I/t /1 /1 /L I mg/dl
a
Control 7 5.79 2.60 0.814 54.50 17.04 6.36 16.24 5.86 121.3 23.9 2864 2643.0 1.06 0.10
0.18 - 0.08 0.058 1.45 1.7 0.55 0.78 0.81 16.6 2.2 50.7 746.8 0.43 0.00
Substance No.3-0146 4 mg/kg 7 5.80 2.59 0.803 53.90 18.31 5.97 16.09 5.73 118.3 22.

2632.1 0.97 0.10
0.00

2 n.7
0.20 0.16 0.074 1.29 1.07 0.89 0.58 1.29 21.8 3. 72.8 884.0 0.55

Substance No.3-0146 20 mg/kg 7 5.90 2.60 0.784 5.06 18.54 6.16 15.70 5.54 101.1 23.0 - 306.9 1923.7 0.74 0.10
0.14 0.08 0.053 1.53 1.88 1.08 113 0.58 16.4 3.3 9.9 1247 0.38 0.00
Substance No.3-0146 100 mg/kg 7 5.8k 2.4 0.716%  51.42ex 1951 6.7 16.49 5.79 24.6 342.6  1376.6%¢  1.10 0.10
0.22 0.05 0.043 1.28 1.15 0.90 0.61 1.06 15 2.2 86.9 4251 0.43 0.00

(cont inued)
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Table 20. Biochemical findings in male rats killed at the end of the 14-day recovery period after the 28-day oral administration of Substance No.3-0146

_Protein fractions (%)

No. of TP Alb AG Alb Globulin GoT GPT ALP Lo v -GTP T-Bil
Group animals g/dl g/dl o, @ 2 B Y IU/L /1 UL /1 1U/1 mg/dt
a
Control 7 4 2 0.730 49.07 21.99 6.21 15.43 i 30.1 294.6 20749 1.54 1
0.1 0.08 0.051 1.68 0.73 0.53 1.00 1.3 15.0 4.8 §6.4 053.5 29
Substance No.3-0146 100 mg/ko 7 5.84 2.43 0.707 48,16 20.31 6.90 15.99 8.64 103.4 28.1 336.0  2033.6 1.39 0.10
0.18 0.10 0.038 1.48 2.22 0.67 0.90 2.32 19.5 2.5 39.2 665.2 0.00

(cont inued)
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Tahle 22. Absolute and relative organ weights in male rats killed at the end of the administration period of the 28-day repeated dose oral toxicity study of
Substance No.3-0146

Body Brain Pituitary gland Thyroid Thymus Heart
No. of weight Right Left
Group animals g 9 X m 107>% mg 1073% mg 107% mg 107% g X
____________________________________________________________________________ [ mmm e m o R o e e e e
a ’

Control 7 3610 2,040 0.650 10.16 3.236 8.40 2.680 7.49 2.380 804.3  255.786 127 0.357

5.6 0.061 0.012 0.99 0.326 3.36 1.082 2.6k 0.841 121.0  35.840 0.051 0.017
Substance No.3-0146 4 mg/kg 7 317.6 2.089 0.660 10.73 3,384 8.63 2.7116 8.7 2.1 820.0 259.043 1.169 0.367

18.9 0.060 0.054 0.53 0.184 2.01 0.59 1.63 0.611 141.7  §7.070 0.060 0.020

Substance No.3-0146 20 mg/kg 7 312.6 2.099 0.674 10.73 3.431 9.0 2.8170 8.80 2.805 832.9  266.190 1.184 0.380
16.1 0.086 0.037 0.6k 0.115 1.92 0.533 1.08 0.298 168.7  52.061 0.045 0.029
Substance No.3-0146 100 mg/kg 7 310.4 2.091 0.677 10.69 3.430 9.1 2.919 7.81 2.513 805.9  259.259 1173 0.377
2 0.031 0.053 1.48 0.219 2.1 0.813 2.2 0.656 145.1  37.020 0.149 0.021

{cont inued)
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Table 23, (continued-1)

Lung Liver Spleen Kidney Adrenal
No. of Right Left Right : Left

Group animals g § g ¥ g ¥ g ¥ g b mg 1073% ng 107%%
Control 7 0.957 0.499 5.766 2.979 0.450 0.233 0.776 0.403 0.770 0.399 25.7  13.404 21.3 14223

0.095 - 0.038 0.917 0.109 0.094 0.034 0.123 0.035 0.139 0.036 3.5 1.803 5.5 2.903
Substance No.3-0146 & me/kg 7 0.964 0.483 5.934 2.961 0.414 0.204 0.804 0.401 0.783 0.389 0.3 15.129 321 15.950

0.082 0.044 0.593 0.208 0.069 0.014 0.093 0.027 0.112 0.034 3.3 1.313 6.0 1.71
Substance No.3-0146 20 mg/kg 7 0.941 0.477 5.830 2.951 0.436 0.220 0.786 0.401 0.787 0.400 29.9  15.220 3.9 16.193

0.065 0.032 0.582 0.191 0.07 0.029 0.071 0.034 0.071 0.031 4.8 2.839 4.2 2.233
Substance No.3-0146 100 mg/kg 7 0.931 0.496 6.389 3.400%  0.431 0.229 0.860 0.459%  0.839 0,444 33.7ax 18.011%x  36.9%x  19.669%x

0.066 0.026 0.524 0.279 0.095 0.039 0.104 0.034 0.112 0.037 2.6 2.262 2.0 1.893

(cont inved)
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Table 28. Histopathological findings in rats killed at the end of the administration period of the 28-day repeated dose oral toxicity study of Substance No.3-0146

Male Female
Substance No.3-0146 (mg/kg) Substance No.3-0146 (mg/kg)
a4 mmmmmmmmmmmimmmmmmmmmeccee e
Group Grade Control 4 20 100 Control 4 20 100
No. of animals examined 7 7 1 7 7 7 7 7
h
Kidney (right/left) : Hyaline droplet deposition in tubular epithelium } 2 1 0 0 0 0 0 0
Eosinophilic body deposition in tubular epithelium t 2 1 0 0 0 0 0 0
Retention cyst : + 0 0 0 1 0 0 0 0
Urinary cast t 0 0 0 1 0 0 0 0
Focal interstitial infiltration of cells, mainly
Lymphocytes + 0 1 1 1 0 0 0 0
Lung : Calcium deposition in blood-vessel wvall - t 1 0 0 1 0 0 1 0
Pituitary gland : Ciliated epithelial cyst + 1 0 0 1 0 1 0 0
Thyroid (right) : Persistent embryonic thyroid + 0 0 0 0 0 0 0 1
Aplasia ¥ 0 0 1 0 0 0 0 0
Parathyroid (right) : Aplasia % 0 0 1 0 0 0 0 0
Adrenals : Deposition of cholesterin-like substances mainly in inner layer of
zona fasciculata t 0 0 0 1 0 0 0 0
Single cell necrosis of cortical celts: mainly in inner layer of
zona fasciculata t 0 0 0 1 0 0 0 0
Urinary bladder : Infiltration of cells, mainly lymphocytes in serosa + 0 0 0 1 0 0 0 0
Prostate : Prostatitis + 0 0 0 2 - - - -
Ovary (left) : Follicular cyst + - - - - 0 0 1 0

{cont inued)
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Table 29. Histopathological findings in rats killed at the end of the 14-day recovery period after the 28-day oral administration of Substance No.3-0146

Male Female
a Substance No.3-0146 Substance No.3-0146
Group Grade Control 100 mg/kg Control 100 mg/kg
No. of animals examined 7 7 7 7
b

Kidneys : Hyaline droplet deposition in tubular epithelium + 0 2 0 0

Eosinophilic body deposition in tubular epithelium + 0 2 0 0

Lung : Calcium deposition in blood-vessel wall t 0 1 ‘ 0 0
Adrenals : Single cell necrosis of cortical cells mainly in inner layer of

zona fasciculata t 0 i 0 0

Prostate : Prostatitis + 3 1 - -

Ovary (left) : Lutein cyst + - - 0 1

Skin of cervical or dorsal region : Ulcer ¢ ") e 001) b d ]

Thickening of epidermis 4 11 o) 3 L

+ 0(1) 11) H ¥

Fibrosis in dermis + 1) 1) H i

Abscess + (1) 0{n } L

Scab format ion t 11) 11 ¥ H

Fdema in superficial zone of dermis + 0t 1 # ¥

Epidermal edema + 0 11 } }

There wvere no abnormal findings in the liver, spleen, heart, cerebrum: cerebellums sciatic nerve, spinal cord, eyeballs, Harder’s glands, pituitary gland, thymus, mesenteric lymph
node: thyroids, parathyroids, aorta: pancreas: submandibular glands, sublingual glands: parotid glands, submandibular lymph nodes: bronchus: larynx, trachea, tongue: esophaqus:
fore stomach, glandular stomach: duodenum, jejunums ileums cecums colons rectum» femur, sternum, mammary gland, skin (abdominal region): skeletal muscle, urinary bladder, testes;
epididymides, seminal vesicles, right ovary: uterus or vagina.

: + = slight and ++ = moderate changes.

: Values are no. of animals with findings.

: Values in parentheses are no. of animals examined.
: ¥ = not examined.

OTT

[



Photo.

Fhoto.

. K2

At

Photosraphs

Control Male No. 101 Killed at the end of adm. H.E. x200
Adrenal : Normal

Substance No.3-0146 100 me/kg Male No. 407 Killed at the end of adm. H.E. x200
Adrenal : Deposition of cholesterin-Like substance and single cell necrosis of cortical
cells, mainly in inner layer of zona fasciculata (slisht chanse}

Control
renal

gar

Male No. 108 Killed at the end of recovery H.E. x200
: Normal

Substance No.3-0146 100 mg/kg Male No. 41& Killed at the end of recovary H.E. x200
Adrenal : Sinsle cell necrosis of cortical cells, mainly in inner layer of zona
fasciculata (slight change)
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Photo. H-4
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Symbols and process of statistical analyses in INDIVIOUAL DATA

M/C : Values for Bartlett's test for homogeneity of variance:
PCO.05 —mmrmmmmmmsm s e > Kruskal-Wallis test
PX .05 e > One way analysis of varlance

F: Values for one way analysis of variance,
pLO.T  mrmmmmm e e > Dunnett's procedure

@ Values for Kruskal-Wallis test,
T Frmmeeamenses > Mann-Whitney test

t . Significant difference, p<0.1

¥ Significant differences p<0.05

£ ¢ Significant difference, p<0.01

t' @ Values for Dunnett's procedure

U Values for Mann-Whitney test

% & Significant difference from controls p<0.05

«% : Significant difference from control. p<0.01
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INDIVIDUAL DATA 1-1-3

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : Administration
General appearance ANIMAL @ Rat.Crj:CD(SD) SEX : Male GROUP : Substance No.3-0146 20 mg/kg
Animal No. Observat ion day Signs
a)
301 1-28 Normal
b)
Autopsy day Normal
302 1-28 Normal
Autopsy day Normal
303 1-28 Normal
Autopsy day Normal
304 1-28 Normal
Autopsy day Normal
305 1-14 Normal
15-17 Scabs of cervical region (right 18 x 16, mms left 15 x 10, mm)
18-28 Scab of cervical region (38 x 15 ==> 42 x 19 -=> 41 x 21, mm)
Autopsy day Scab of cervical region (41 x 21+ mm)
306 1-28 Normal
Autopsy day Normal
307 1-28 Normal
Autopsy day Normal

a): Day of administration.
b}: Not dosed.



INDIVIDUAL OATA 1-1-4

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : Administration
General appearance ANIMAL : Rat,Crj:CD(SD) SEX : Male GROUP : Substance No.3-0146 100 mg/kg
Animal No. Observation day Signs
a)
401 1-28 Normal
b)
Autopsy day Normal
402 1-28 Normal
Autopsy day Normal
403 1-28 Normal
Autopsy day Normal
404 1-28 Normal
Autopsy day Normal
405 1-28 Normal
Autopsy day Normal
406 1-28 Normal
Autopsy day Normal
407 1-17 Normal
18-27 Scab of cervical region (22 x 5 --> 14 x 11 -=> 16 x 14, nm)
28 Scabs of cervical region (right 19 x 16, mm, left 5 x S» mm) and dorsal regions 9 x 6, mm)
Autopsy day Scabs of cervical region (right 19 x 16, mms left 5 x 5, mm) and dorsal reaions 9 x 6, mm)
408 1-28 Normal

(cont inued)



INDIVIDUAL DATA 1-1-4 {continued)

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : Administration
General appearance ANIMAL : Rat.Crj:CD(SD) SEX : Male GROUP : Substance No.3-0146 100 mg/kg
Animal No. Observation day Signs
409 1-28 Normal
£10 1-28 Normal
411 1-28 Normal
412 1-28 Normal
413 1-28 Normal
414 1-14 Normal
15-22 Scabs of cervical region (right 21 x 10 --> 18 x 14 --> 15 x 7y mm» left 19 x 9 --> 16 x 12 --> 15 x 13, mm)
23-27 Scabs of cervical region (right 14 x 7, mmy left 14 x 10, mm) and dorsal region (left 12 x 9» mm)
28 Scabs of cervical region (right 16 x 11, mm,» left 11 x 8, mm} and disseminated scabs of dorsal region

a): Day of administration.
h): Not dosed.
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INDIVIDUAL DATA 1-3-1

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : Recovery
General appearance ANIMAL : Rat,Crj:CD(SD) SEX : Male GROUP : Control
a)
Animal No. Observation day Sians
108 1-14 Normal
Autopsy day Normal
109 1-14 Normal
Autopsy day Normal
110 1-14 Normal
Autopsy day Normal
i 1-14 Normal
Autopsy day Normal
112 1-16 Normal
Autopsy day Normal
13 1-1¢ Scab of cervical region (left 20 x 15 --> 14 x 8 =-> 13 x 11 -=> 14 x 13, mm)
Autopsy day Scab of cervical region {(left 14 x 13, mm)
114 1-14 Normal
Autopsy day Normal

a): Day of recovery.



INDIVIDUAL DATA 1-3-2

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : Recovery
General appearance ANIMAL @ Rat:Crj:CD(SD) SEX : Male GROUP : Substance No.3-0146 100 ma/kg
a)
Animal No. Observat jon day Signs
408 1-14 Normal
Autopsy day Normal
409 1-1¢4 Normal
Autopsy day Normal
410 1-14 Normal
Autopsy day Normal
411 1-14 Normal
Autopsy day Normal
412 1-14 Normal
Autopsy day Normal
413 1-14 Normal
Autopsy day Normal
414 1-4 Scabs of cervical region (right 16 x 11, mm, left 11 x 8, mm), and disseminated scabs of dorsal region
5-7 Scabs of cervical region (right 5 x 3, mm, left 5 x 5, mm)» dorsal region {right 15 x 8: mm), and disseminated

scabs of left dorsal region

8-9 Scabs of cervical region {left 5 x 2, mm ; dorsal region, right 12 x 3, mm): and disseminated scabs of right
cervical and left dorsal region

10-12 Scabs of cervical region (teft 10 x 5, mm) and dorsal region (right 18 x 7, mm)

13-14 Scab of right dorsal region (18 x 7 --> 15 x 6, mm)

Autopsy day Scab of right dorsal region (15 x 6+ mm)

a): Day of recovery.
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"INDIVIDUAL DATA 1-4-2

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : Recovery
General appearance ANIMAL : Rat,Crj:CD(SD) SEX : Female GROUP : Substance No.3-0146 100 mg/kg
a)
Animal No. Observat ijon day Signs
458 1-14 Normal
Autopsy day Normal
459 1-14 Normal
Autopsy day Normal
460 1-14 Normal
Autopsy day Normal
b1 1-14 Normatl
Autopsy day Normal
£6? 1-14 Normal
Autopsy day Normal
463 1-14 Normal
Autopsy day Normal
46k 1-14 Normal
Autopsy day Normal

a): Day of recovery.
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INOIVIOUAL DATA 2-1-2

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.)
Body veights (g) ANIMAL : Rat,Crj:CD(SD) SEX : Male GROUP : Substance No.3-0146 & mg/kg
Animat Day of administration Body weight gain_
No. 1 2 7 14 21 28 Day 1-28 ¥

N 7 7 7 7 7 7 7 7
MEAN 132.6 140.6 181.9  240.4 296.6 5.4 212,857 160.510
S.0. 4.7 6.3 9.4 13.6 17.5 23.5 20,924 14.199
S.E. 1.8 2.4 3.6 5.1 6.6 8.9 7.908 5.367
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INDIVIDUAL DATA 2-1-4

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.)
Body veights (g) ANIMAL : RatCrj:CD(SD) SEX : Male GROUP : Substance No.3-0146 100 mg/kg
Animal Day of administration Body weight gain
No. 1 2 7 i 21 28 Day 1-28 ¥
401 127 136 m 221 210 305  178.00  140.16
402 123 133 168 218 262 294 171.00 139.02
403 13 142 182 231 212 310 17900 136.64
404 135 143 186 242 294 339 204.00  151.11
405 135 144 187 247. 0 353 218.00  161.48
406 140 150 194 263 322 373 233.00  166.43
407 142 151 197 258 315 361 219.00  154.23
408 127 135 174 233 297 42 21500 169.29
409 129 136 176 231 285 334 205.00  158.91
410 126 133 168 222 207 320 194,00  153.97
A 133 142 178 229 277 37 18400 138.35
412 134 142 182 236 299 338 204.00  152.2%
413 137 146 188 240 284 317 180.00  131.39
414 161 148 187 245 296 333 192.00  136.17
N 14 14 14 14 14 14 14 14
MEAN 132.9 141.5 181.3 236.9 289.4 3311 198.286  149.242
5.0 5.9 6.1 9.2 13.3 17.2 22.2  18.681 12.261
S.E 1.6 1.6 2.5 3.6 4.6 5.9

4+.993 3.z
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INDIVIDUAL DATA 2-2-2

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.)

Body weights (g) ANIMAL : Rat.Crj:CD(SD) SEX : Female GROUP : Substance No.3-0146 & mg/kg

Animal Day of administration Body weight gain_

No. 1 2 7 14 21 28 Day 1-28 b3

251 120 124 HA 153 164 180 60.00 50.00

252 125 129 151 173 191 210 85.00 68.00

253 130 135 159 187 217 235 105.00 80.77

254 136 140 150 181 194 221 85.00 62.50

255 131 137 161 168 183 205 74,00 56.49

256 130 136 153 178 198 214 84.00 b4.62

257 141 148 170 199 221 267 106.00 75.18

N 7 7 7 7 7 7 7 7

MEAN 130.4 135.6 155.0 177.0 195.4 216.0  85.571  65.366

S.D 6.9 7.7 9.3 14.6 19.5 21.6 16257 10.521

S.E 2.6 2.9 3.5 5.5 7.4 8.2 6.145 3.977
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INDIVIDUAL DATA 2-2-4

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.).
Body weights (g) ANIMAL @ Rat,Crj:CD(SD) SEX : Female GROUP : Substance No.3-0146 100 mg/kg
Animal Day of administration Body weight gain
No. 1 2 7 14 21 28 Day 1-28 ¥
451 126 123 144 172 188 206 80.00 63 .49
452 118 127 149 165 184 206 88.00 74.58
453 129 134 155 175 189 209 80.00 62.02
454 132 137 154 177 189 203 71.00 53.79
455 126 112 150 165 i 188 62.00 49.21
456 13 134 151 170 183 200 69.00 52.67
457 138 139 159 178 202 223 85.00 61.59
458 121 122 128 144 165 172 51.00 §2.15
459 125 128 146 168 181 208 83.00 66.40
440 129 13 148 166 187 204 75.00 58. 14
461 128 133 148 167 185 198 70.00 54.69

L6 127 130 144 161 180 199 72.00 56.69
N 14 14 14 14 14 14 14 14
MEAN 128.3 131.4 148.1 166.7 183.9 200.7  73.429  57.297
5.0. 5.2 5.0 7.1 8.5 8.7 11.5 9.725 8.013
S.E. 1.4 1.3 1.9 2.3 2.3 31 2.599 2.142
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INDIVIDUAL DATA 2-3-2

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.)
Body weights (g) ANIMAL : Rat.Crj:CD(SD) SEX : Male GROUP : Substance No.3-0146 100 mg/kg
Animal Day of recovery Body weight gain
No. ] 2 7 14 Day 1-14 %
408 350 358 394 428 78.00 22.29
409 334 346 3N 391 57.00 17.07
£10 20 330 354 380 53.00 16.21

N 7 7 7 7 7 7
MEAN 3331 338.9 366.1 391.6  58.429  17.447
S.D. 12.4 14.0 20.4 267 12.869 5.257
S.E. k.7 5.3 7.7 9.4 k. 864 1.231
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INDIVIDUAL DATA 3-1-4

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.)
Food consumption (9) ANIMAL : Rat.Crj:CD(SD) SEX : Male GROUP : Substance No.3-0146 100 mg/kg
Animal Day of administration

No 1 2 7 14 21 28
401 20 19 20 21 20 19
0?2 17 19 20 23 20 22
403 18 19 24 23 22 22
404 20 20 27 25 24 25
405 19 19 22 25 25 26
406 21 23 25 28 28 29
4#07 20 21 2% 24 25 21
408 17 16 20 21 25 27
409 18 17 23 . 24 24 21
410 17 17 19 21 22 23
11 19 18 20 21 22 23
412 18 18 22 24 25 26
413 21 20 23 24 24 25
414 20 22 2% 25 25 28

N 14 14 14 14 14 14
MEAN 18.9 19.1 22.4 23.5 23.6 24.9
S.D 1.4 2.0 2.3 2.0 2.2 2.8
S.E 0.4 0.5 0.6 0.5 0.6 0.7
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INDIVIDUAL DATA 4-1-1

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.)
Water consumption (g) ANTMAL - Rat,Crj:CD(SD) SEX @ Male GROUP : Control
Animal Day of administration
No. 1 2 7 14 21 28
107 25 21 30 32 3 29
102 26 29 12 34 42 38
103 27 26 3 12 34 29
104 23 25 30 12 36 n
105 25 24 2 26 28 24
106 24 25 28 28 34 30
107 30 29 3 35 38 35
108 26 24 3 36 38 36
109 25 25 30 29 32 21
110 25 25 3 33 40 37
17 26 27 30 29 41 33
112 26 2 0 28 34 3
113 32 30 35 3 52 37
114 26 24 20 27 33 24
N 14 14 14 14 14 14
MEAN 26.1 26.0 30.1 3.3 KY 3.5
S.D. 2.3 2.1 2.3 3.5 5.7 4.7
S.E. 0.6 0.6 0.6 0.9 1.5 1.3

M/C 34265 7.6676  22.119xx 31941 21317 0.7585
F 1.5971  0.6052 13110 0.1038  0.1854
H 0.5899
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INDIVIDUAL DATA &-1-4

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d {p.o.)
Water consumption (g) ANIMAL : Rat.Crj:CD(SD) SEX : Male GROUP : Substance No.3-0146 100 mg/kg
Animal Day of administration

No. 1 2 7 14 21 28
401 27 25 30 27 30 24
402 24 26 2 26 30 27
403 27 28 32 34 38 33
404 30 27 39 40 44 38
405 26 25 28 30 34 29
406 32 33 36 39 43 38
407 26 23 28 29 34 28
408 26 23 25 28 32 26
409 24 23 58 2 42 35
+10 23 22 26 3 37 36
11 26 23 28 28 35 2
412 27 29 kY4 k11 41 40
413 30 28 33 35 39 34
414 28 26 33 32 37 34

N 14 14 14 14 14 14
MEAN 26.9 25.8 32.9 31.8 3.9 2.4
S.D 2.5 3.0 8.4 4.3 4.6 4.9
S.E. 0.7 0.8 2.2 1.1 1.2 1.3
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INDIVIDUAL DATA 4-2-4

STUDY ND. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.)
Water consumption (g) ANIMAL @ Rat,Crj:CD(SD) SEX : Female GROUP : Substance No.3-0146 100 mg/kg
Animal Day of administration

No. 1 2 7 14 21 28
451 23 20 20 25 20 26
452 19 27 26 30 18 32
453 23 27 30 28 17 26
454 24 24 24 26 24 20
455 26 28 28 21 20 2
456 13 33 3 34 25 33
457 25 21 24 20 22 22
458 2 25 17 20 25 13
459 22 21 19 22 13 20
460 2 23 19 19 22 23
461 24 28 23 26 29 20
462 26 18 20 18 22 22
463 2% 26 22 19 29 29
bk 20 22 20 18 20 21

N 14 14 14 14 14 14
MEAN 23.9 24.5 23.1 23.7 21.9 23.9
S.0 3.3 4.0 4.3 5.0 4.4 5.4
S.E 0.9 1.1 1.2 1.3 1.2 1.4
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INDIVIDUAL DATA 5-2-8

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : Day 23 of adm.
Urinary findings ANIMAL : Rat,Crj:CD(SD) SEX : Female GROUP : Substance No.3-0146 100 mg/kg

Animal U-Vol U-Na U-K y-ct
No. ml/2thr mEa/2thr mEa/2thr mEq/21br
451 15.5 1.101 2.697 1.612
452 18.5 0.370 1.314 . 0.426
453 1.0 1.221 2.475 1,606
454 7.0 1.218 2.310 1.519
455 1.0 0,968 2.002 1.287
456 12.0 0.624 1.872 0.876
457 8.5 0.935 2.525 1.581
458 17.0 0.799 1.649 0.935
459 11.0 0.935 2.244 1.265
460 7.0 0.903 1.785 1.225
461 11.5 1.150 2.415 1.484
462 11.5 1.200 2.657 1.725
463 5.0 0.755 1.270 0.840
464 6.0 0.300 0.828 0.438
N 14 14 14 14
MEAN 10.89 0.8969 2.003 1.2014
5.0, .05 0.3044 0.5757 0.4328
S.E. 1.08 0.0813 0.1539 0.1157
t! 1.6517

U 80.0000
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INDIVIDUAL DATA 6-2-2

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : End of adm.
Hematological findings ANIMAL : Rat,Crj:CD(SD) SEX @ Female GROUP : Substance No.3-0146 & mg/kg
Animal RBC Ht Hb MCv MCH MCHC WBC Plat
No. 104/l g g9/dl fl P9 ¥ 1034pl 10%/ul
251 7.40 45.6 15.5 61.6 20.9 339 15.3 172
252 7.36 4.2 15.1 60.0 20.5 361 10.1 1227
253 7.36 44,9 15.9 61.0 21.6 5.4 12.2 1221
254 7.29 4.8 15.3 61.5 20.9 361 6.6 1157
255 8.26 46.6 15.7 56.4 19.0 336 9.3 175
256 7.95 46.9 15.5 59.0 19.4 33.0 8.1 1080
257 7.8k 46.3 15.4 59.1 19.6 33.2 1.2 1060
N 7 7 7 7 7 7 7 7
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INDIVIDUAL DATA 6-2-4

STUDY NO. SR-9127 TITLE - Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : End of adm.
Hematological findings ANIMAL : Rat.Crj:CD{SD) SEX : Female GROUP @ Substance No.3-0146 100 mg/kg
Animal RBC Ht . Hb. Mev MCH MCHC WBC Plat
No. 104/pl % 9/dl fl pg ¥ 10%/pt 10°/uL
451 7.86 £6.5 15.6 59.1 19.8 33.5 6.7 1213
452 7.11 43.2 14.9 60.7 20.9 364 9.6 . 129
453 7.13 443 14.8 62.2 20.7 334 8.3 1154
454 7.93 46.0 15.4 58.0 19.4 3.4 5.2 1186
455 7.61 b4 7 15.4 58.7 20.2 34k 10.5 174
456 7.73 b4 6 14.9 51.7 19.2 334 10.8 1138
457 7.6 431 14.7 58.1 19.8 361 8.5 1083
N 7 7 7 7 7 7 7 7

t’ 3.1581% 2.5855+
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INDIVIDUAL DATA 6-4-2

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : End of recovery
Hematological findings ANIMAL @ Rat,Crj:CD(SD) SEX : Female GROUP : Substance No.3-0146 100 mg/kg

Animal RBC Ht Hb MCV MCH MCHC WBC Plat

No. — 10°/pl X g/dl fl Py 5 10%p0 103/

458 8.25 47,1 15.0 57.1 18.1 3.8 1.7 941

459 8.25 47.6 16.1 57.7 19.5 33.8 11.3 1157

460 7.76 45.5 15.0 58.6 19.3 32.9 11.3 1168

461 8.05 46.0 15.3 57.2 19.0 33.2 6.6 1224

462 8.30 46.6 14.8 56.1 17.8 nz 7.8 1061

463 7.88 £6.3 15.5 58.7 19.6 33.4 11.3 1201

464 8.16 41.5 15.5 58.2 18.9 32.6 6.5 960

N 7 7 7 7 7 7 1 7
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INDIVIDUAL DATA 7-2-2

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : End of adm.
Biochemical findings ANIMAL : RatsCrj:CD(SD) SEX : Female GROUP : Substance No.3-0146 & mg/kg
- Protein fractions (%)
Animal P Atb AG Alb Globulin 60T GPT ALP LW v -GTP T-Bil
No. g/dl g/d! (02! a2 B Y w7t /1 /1 /1 /L ma/dl
251 5.7 2.5 0.78 52.9 18.8 6.8 16.1 5.4 139 20 242 3730 0.5 0.1
252 5.8 2.8 0.93 55.0 16.2 5.2 15.0 8.6 138 2% 387 3686 1.2 0.1
253 5.8 2.7 0.87 53.9 18.5 5.7 16.3 5.6 97 28 210 1888 0.5 0.1
254 5.7 2.4 0.72 52.4 18.8 7.0 16.4 5.4 81 19 285 1289 0.6 0.1
255 6.0 2.7 0.81 52.8 18.5 6.9 16.8 5.0 118 22 303 2704 1.7 01
256 5.5 2.4 0.77 55.9 17.8 5.1 16.3 4.9 124 21 405 2576 1.7 0.1
257 6.1 2.6 0.74 5 & 19.6 5.1 15.7 5.2 13 24 350 2552 0.6 0.1
N 7 7 7 7 7 7 7 7 7 7 7 7 7 7
MEAN 5.80 2.59 0.803 53.90 18.31 5.97 16.09 5.73 118.3 22.6 T 26321 0.97 0.10
5.D. 0.20 0.16 0.074 1.29 1.07 0.89 0.58 1.29 21.8 3.0 72.8 884.0 0.5
S.E. 0.08 0.06 0.028 0.49 0.41 0.34 0.22 0.49 8.2 1.2 21.5 334 .1 0.21 0.00

t’ 0.2641  0.3684  0.8077  1.5879 0.3148 0.0284
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INDIVIDUAL DATA 7-2-4

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 284 (p.o.) PERIOD : End of adm.
Biochemical findings ANIMAL @ Rat»Crj:CD(SD) SEX : Female GROUP : Substance No.3-0146 100 ma/kg
Protein fractions (%)
Animal TP Alb A/G Atb Globulin GOT GPT ALP Lo v -GTP T-Bil
No 9/dl g9/dl Q 4 (oA B Y J{I7aN /1 /1 /1 W/t ng/dl
451 5.8 2.4 0.70 51.9 19.4 6.7 15.7 6.3 9 25 357 1408 0.7 0.1
452 5.5 2.4 0.77 51.2 19.5 6.1 16.0 1.2 71 23 n 562 1.4 0.1
453 6.2 2.5 0.67 50.4 19.2 6.9 17.0 6.5 98 25 213 1530 1.2 0.1
h54 5.9 2.4 0.68 51.7 19.4 8.4 16.1 h.4 110 28 494 1840 1.0 0.1
455 5.7 2.5 0.78 50.0 21.8 6.8 16.8 4.6 112 21 323 1461 0.5 0.1
456 6.0 2.5 0.71 53.9 17.9 5.5 16.4 6.3 87 24 394 125 1.8 0.1
457 5.8 2.4 0.70 50.9 19.4 7.1 17.4 5.2 115 26 306 1710 1.1 0.1
N 7 7 7 7 7 7 7 7 7 7 7 7 7 7
MEAN 5.84 2.b4 0.716 51.43 19.51 6.79 16.49 5.79 98.1 24.6 2.6 1376.6 1.10 0.10
5.0 0.22 0.05 0.043 1.28 1.15 0.90 0.61 1.06 15.8 2.2 86.9 425.1 0.43 0.00
S.E 0.08 0.02 0.016 0.48 0.44 0.34 0.23 0.40 6.0 0.8 2.8 160.7 0.16 0.00

t’ 2.9055%  3.771% 4. 134T*x  3.0867% 2.4285 3.3136xx
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INDIVIDUAL DATA 7-2-6

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 284 (p.o.

) PERIOD : End of adm.
Biochemical findings ANIMAL + Rat,Crj:CD(50} SEX @ Female GROUP : Substance No.3-0146 & mg/kg

Animal Glu T-Cho TG PL BUN Crea Na K Cl Ca P
No. mg/dl mo/dl ng/dt mg/dl mg/di ng/dl mEg/l meq/l mEa/l mg/dl mg/di
251 123 75 25 1k 19.8 0.6 144.0 4.32 108 9.1 6.8
252 121 81 28 145 19.6 0.5 145.0 4,20 107 9.6 7.2
253 113 78 3 145 21.9 0.6 140.5 442 105 9.7 7.5
254 107 83 21 153 21.4 0.5 146.0 4.29 108 9.6 7.8
255 13 57 43 124 17.2 0.6 142.0 b1 107 9.4 7.0
256 103 54 11 98 20.7 0.7 141.0 4,03 106 8.9 7.9
257 92 63 22 121 24.3 0.7 143.0 4.38 107 9.5 8.0

N 7 7 7 7 7 7 7 7 7 7 7
MEAN 110.3 70.1 26.7 132.9 20.70 0.60 143.07 .250 106.9 9.40 7.46
S.D. 10.7 1.9 10.6 19.4 2.20 0.08 2.05 0.143 1.1 9 0.47
S.E. 4.1 4.5 ¢.0 7.3 0.83 0.03 0.77 0.054 0.4 0.1 0.18
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INDIVIDUAL DATA 7-3-2

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : End of recovery
Biochemical findings ANIMAL : Rat,Crj:CD(SD) SEX @ Male GROUP : Substance No.3-0146 100 mg/kg
Protein fractions (%)

Animal TP Alb A/G Alb Globulin GOT GPT ALP LDH Y -GTP T-8il

No. 9/dl g/dl @ @ 2 A Y 1/t /1 1 1U/1 U/t mg/dl

408 5.6 2.3 0.69 49.8 19.3 7.5 16.9 6.5 115 25 363 2506 1.8 0.1

409 6.1 2.5 0.69 41.2 20.1 7.2 16.4 9.1 18 28 308 13N 1.3 0.1

410 5.7 2.3 0.67 8.5 22.9 6.1 16.6 5.9 103 30 389 1760 1.8 0.1

411 5.9 2.5 0.73 50.2 AN 6.0 14.6 7.5 105 25 319 2304 0.5 0.1

412 6.0 2.5 0.71 h6.7 22 .8 6.6 15.7 8.2 84 28 377 1326 1.1 0.1

413 5.7 2.5 0.78 £8.3 17.8 1.7 15.0 11.2 137 32 295 3168 1.6 0.1

414 5.9 2.4 0.68 6.4 17.6 7.2 16.7 12.1 102 29 30 1820 1.6 0.1

N 7 7 7 7 7 7 7 7 7 7 7 7 7 7

MEAN 5.8k 2.43 0.707 48.16 20. 31 6.90 15.99 8.64 103.4 28.1 33.0  2033.6 1.39 0.10

5.D. 0.18 0.10 0.038 1.48 2.22 0.67 0.90 2.32 19.5 2.5 39.2 665.2 0.47 0.00

S.E. 0.07 0.04 0.014 0.56 0.84 0.25 0.3 0.88 7.4 1.0 14.8 251.4 0.18 0.00
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INDIVIDUAL DATA 7-4-2

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 284 (p.o.) PERIOD : End of recovery
Biochemical findings ANIMAL : RatCr):CD(SD) SEX @ Female GROUP : Substance No.3-0146 100 mg/kg
Protein fractions (%)

Animal TP Alb A/G Alb Globulin GOT GPT ALP Loy vy -G7P T-Bil

No. g/dl g/dl a o 2 B ¥ I/t U/t 10/1 1/t {7 mg/dl

458 5.8 2.7 0.87 56.7 17.0 4.6 14.9 6.8 156 28 256 4214 1.5 0.1

459 5.6 2.7 0.93 57.3 14.6 4.5 16.1 7.5 99 33 194 2034 2.2 0.1

460 5.9 2.7 0.84 55.6 17.6 5.8 15.0 6.0 114 24 KYY4 2145 2.3 0.1

461 6.1 2.8 0.84 55.3 20.5 4.9 13.6 5.7 82 25 247 1614 1.0 0.1

462 6.1 2.9 0.90 58.7 16.6 4.3 14.8 5.6 130 25 251 3180 1.3 0.1

463 5.8 2.6 0.81 59.1 16.2 5.3 13.9 5.5 134 34 219 3495 2.3 0.1

b6k 5.8 2.5 0.75 561 17.9 6.0 15.9 6.1 115 26 262 2576 2.1 0.1

N 7 7 7 7 7 7 7 7 7 7 7 7 7

MEAN 5.87 2.70 0.849 56.69 17.20 5.06 14.89 6.17 118.6 27.9 250.1 21511 1.81 .10

5.0, 0.18 0.13 0.059 1.83 1.81 0.66 0.93 0.73 2.2 4.1 39.7 920.4 0.54 0.00

S.E. 0.07 0.05 0.022 0.69 0.68 0.25 0.25 0.28 9.2 1.5 15.0 347.9 0.20 0.00

b 3.6829%x  2.5690% o 3.5820%x
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INDIVIDUAL DATA 7-4-4

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : End of recovery
Biochemical findings ANIMAL : Rat.Crj:CO(SD) SEX @ Female GROUP : Substance No.3-0146 100 mg/kg
Animal Glu T-Cho 76 PL BUN Crea Na K cl Ca P
No. mg/dl mg/dl ng/dl ma/dl mg/dl mg/dl mEa/l mEa/l mEq/l mg/dl mg/dl
458 119 52 14 m 21.5 0.6 143.0 375 106 9.3 7.3
459 124 51 21 116 22.2 0.5 142.0 3.9 107 9.2 6.6
460 164 48 1 105 20.4 0.7 144.0 3.85 106 9.2 5.1
461 155 43 17 112 17.4 0.6 1445 375 110 9.5 5.0
462 144 46 bk 115 21.4 0.6 143.0 3.97 104 9.5 6.8
463 15 43 8 96 20.2 0.6 142.5 4,92 109 9.5 7.3
4ok 115 51 9 97 18.9 0.6 143.5 4.05 107 9.1 6.3
N 7 7 7 7 7 7 7 7 7 7 7
MEAN 133.7 477 17.7 107.4 20.29 0.60  143.21 4,030 107.0 9.33 6.34
S.D. 20.4 3.8 12.5 8.3 1.67 0.06 0.86 0.408 2.0 0.17 0.95
S.E. 1.7 1.4 t.7 31 0.63 0.02 0.32 0.154 0.8 0.06 0.36
t’ 2. 6495%

U 10.0000 10.5000 7.0000+
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INDIVIDUAL DATA 8-1-2

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PRIOD : End of adm.
Absolute and relative organ veights ANIMAL : Rat,Crj:CO(SD) SEX : Male GROUP : Substance No.3-0146 4 mg/kg
Body Brain Pituitary gland Thyroid Thymus Heart
Animal weight Right Left
No. g g ¥ mg 107% mg 107%% mg 1073y mg 107>% g S
201 312 1.99 0.64 11.3 3.62 8.3 2.66 6.7 2.15 1012 324.36 1.10 0.35
202 323 214 0.66 11.2 347 10.1 313 10.6 3.28 741 229.4% 1.14 0.35
203 281 2.15 0.77 9.9 3.52 7.9 2.81 10.5 3.7 56 268.33 1.12 0.40
204 323 2.14 0.66 10.6 3.28 10.6 3.28 9.6 2.97 1005  311.15 117 0.36
205 2 2.09 0.65 10.2 3.18 &7 1.46 6.7 2.09 849  264.49 1.15 0.36
206 319 2.07 0.65 19 3.48 8.7 2.73% 8.9 2.79 645  202.19 1.26 0.39
207 34 2.04 0.59 10.8 314 10.1 2.9 8.2 2.38 3 213.37 1.24 0.36
N 7 7 7 7 7 7 7 7 7 7 7 7 7
MEAN 317.6 2.089 0.660 10.73 3.384 8.63 2.716 8.74 2.1 820.0 259.043 1.169 0.367
S.D. 18.9 0.060 0.054 0.53 0.184 2.01 0.596 1.63 0.611 141.7  47.070 0.060 0.020
S.E 7.1 0.023 0.020 0.20 0.069 0.76 0.225 0.62 0.231 53.6 17.191 0.023 0.007
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INDIVIDUAL DATA 8-1-4

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 284 (p.o.) PRIOD : End of adm.
Absolute and relative organ weights ANIMAL : Rat,Cr):CD(5SD) SEX : Male GROUP : Substance No.3-0146 100 mg/kg
Body _Brain Pituitary_gland Thyroid Thymus Heart
Animal  weight Right Left
No. g g ¥ mg 107%% mg 1073% mg 107°% ng 1073% g X
401 285 2.03 0.71 8.8 3.09 5.2 1.82 6.5 2.28 676 237119 0.99 0.35
402 278 2.08 0.75 9.6 3.45 10.2 3.67 9.1 3.27 730 262.99 1.06 0.38
403 289 2.1 0.73 9.1 3.15 5.6 1.94 6.6 2.28 699  241.87 1.04 0.36
404 313 2.08 0.66 1.3 3.61 12.4 3.96 4.0 1.28 858  274.12 1.23 0.39
405 325 2.11 0.65 11.6 3.57 9.5 2.92 9.5 2.92 1061 326.44 1.18 0.36
406 347 2.1 0.61 12.3 3.5 9.8 2.82 10.3 2.97 919 264.84 1.3 0.39
407 334 2.12 0.63 12.1 3.60 11 3.30 8.7 2.59 698  207.74 1.37 0.41
N 7 7 7 7 7 7 7 7 7 7 7 7 7
MEAN 310.4 2.09 0.677 10.69 3,430 9.1 2.919 7.81 2.513 805.9  259.259 1.173 0.377
S.D. 27.0 1 0.053 8 0.219 2.1 0.813 2.21 0.656 145.1  37.020 0.149 0.021
S.E. 10.2 0.012 0.020 0.56 0.083 1.03 0.307 0.83 0.248 5.8  13.992 0.056 0.008
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INDIVIDUAL DATA 8-2-2

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PRIOD : End of adm.
Absolute and relative organ veights ANIMAL : Rat,Crj:CD(SD) SEX : Female GROUP : Substance No.3-0146 4 mg/kg
Body Brain Pituitary gland Thyroid Thymus Heart
Animal veight Right Left
No. g g % mg 1073% mg 107°% mg 1074 mg 1073% g 4
251 165 1.73 1.05 9.0 5.45 4.7 2.85 b4 2.67 408  247.27 0.74 0.45
252 195 1.80 0.92 13.2 6.77 7.8 4.00 10.6 5. 44 557  285.64 0.79 0.41
253 222 1.84 0.83 12.3 5.54 8.3 374 7.8 3.5 457 205.86 0.8 0.38
254 206 1.83 0.89 12.6 6.12 7.3 3.54 6.3 3.06 662  321.36 0.85 0.41
255 189 1.88 0.99 12.5 6.61 7.6 .02 7.2 3.81 490  259.26 0.82 0.43
256 198 1.88 0.95 11.8 5.96 7.5 3.79 7.8 3.9 571 288.38 0.84 0.42
257 231 1.94 0.84 13.6 5.89 6.4 2.1 7.1 3.33 %7 323.38 0.93 0.40
N 7 7 7 7 7 7 7 7 7 7 7 7 7
MEAN 200.9 1.843 0.924 12.14 6.049 7.09 3.530 7.40 3.680 556.0  275.879 0.830 0.414
5.0 21.8 0.067 0.080 1.51 0.498 1.20 0.518 1.87 0.889 118.3  41.980 0.058 0.022
S.E 8.2 0.025 0.030 0.57 0.188 0.45 0.196 0.7 0,336 4.7 15.867 0.022 0.008
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INDIVIDUAL DATA 8-3-2

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28¢ (p.o.) PERIOD : End of recovery
Absolute and relative organ weights ANIMAL : Rat,Crj:CD(5D) SEX @ Male GROUP : Substance No.3-0146 100 mg/kg
Body Brain Pituitary gland Thyroid Thymus Heart
Animal weight Right Left
No g g % mg 107y ng 1077 mg 1072 mg 1073% g %
408 401 2.02 0.50 12.3 3.07 1.7 2.92 8.3 2.07 750  187.03 1.33 0.33
409 368 1.99 0.5 11.3 3.07 9.9 2.69 10.5 2.85 969  263.32 1.27 0.35
410 354 2.09 0.59 12.2 3.45 7.2 2.03 9.4 2.66 472 133.33 1.41 0.40
411 336 217 0.65 12.7 3.78 8.8 2.62 8.6 2.56 592 176.19 1.05 0.3
41?2 376 2.04 0.5 15.1 4,02 8.9 2.57 B.4 2.23 646 171.81 1.28 0.3
413 334 2.04 0.61 1.7 3.50 9.2 2.75 8.2 2.46 561 167.96 1.32 0.40
414 380 2.7 0.57 13.9 3.66 10.2 2.68 10.9 2.87 692 182.11 1.52 0.40
N 7 7 7 7 7 7 7 7 7 7 7 7
MEAN 3641 2.074 0.571 12.7h 3.507 9.41 2.580 9.19 2.529 668.9  183.107 1.311 0.361
5.D 244 0.072 0.050 1.33 0.353 1.39 0.293 .11 0.301 160.2  39.440 0.144 0.038
S.E 9.2 0.027 0.019 50 0.133 0.53 0.111 0.42 0.11% 60.6  14.907 0.054 0.014

t’ 1.9048
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INDIVIDUAL DATA 8-3-4

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : End of recovery
Absolute and relative organ veights ANIMAL : Rat.Crj:CD(5D) SEX : Male GROUP : Substance No.3-0146 100 mg/kg
Lung Liver Spleen Kidney Adrenal
Animal Right Left Right Left
No. g ¥ g % g % g % g X mg 107% g 1072%
408 1.34 0.33 11.55 2.88 0.68 0.17 1.40 0.35 1.39 0.35 26 6.48 29 1.23
409 1.35 0.37 11.89 3.23 0.64 0.17 141 0.38 1.34 0.36 2 5.98 21 5.71
10 1.30 0.37 10.03 2.83 0.69 0.19 1.24 0.35 1.18 0.33 18 5.08 22 6.21
W11 1.23 0.37 9.06 2.10 0.69 0.2 144 0.43 1.39 0.41 27 8.04 Y 9.23
412 1.36 36 10.64 2.83 0.81 0.22 1.49 0.40 1.40 0.37 24 6.38 24 6.38
413 1.19 0.36 10.38 N 0.68 0.20 1.52 0.46 1.50 0.45 29 8.68 3 9.28
414 1.25 0.33 10.30 2.1 0.83 0.22 1.50 0.39 1.58 0.42 19 5.00 24 6.32
N 7 7 7 7 7 7 7 7 7 7 7 7 7 7
MEAN 1.289 0.35%  10.550 2.899 0.717 0.197 1.429 0.39% 1.397 0.384 23.6 6.520 26.0 7.19
5.0. 0.066 0.018 0.947 0.200 0.073 0.021 0.095 0.040 0.126 0.043 4.1 1.395 4.2 1,477
S.E. 0.025 0.007 0.358 0.075 0.027 0.008 0.036 0.015 0.047 0.016 1.6 0.527 1.6 0.558
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INDIVIDUAL DATA 8-4-2

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : End of recovery
Absolute and relative organ weights ANIMAL : Rat.Crj:CD(5SD) SEX @ Female GROUP : Substance No.3-0146 100 ma/kg
Body Brain Pituitary gland Thyroid Thymus Heart
Animal veight Right Left
No. g g ¥ mg 107°% mg 107°% ng 1073% mg 107> g ¥
58 181 1.74 0.96 10.0 5.52 6.3 3.48 4.0 2.2 210 9.7 0.1 0.39
459 223 1.92 0.86 13.1 5.87 £.2 1.88 5.7 2.56 556  249.33% 0.83 0.37
160 219 1.91 0.47 14.5 6.62 7.3 3.33 5.5 2.51 452 206.39 0.83 0.38
461 215 1.93 0.90 12.3 572 5.1 2.37 5.7 2.65 5 179.07 .85 0.40
462 207 1.98 0.91 12.5 5.76 6.0 2.76 6.7 3.09 492 22673 0.87 0.40
463 167 1,92 0.97 14.5 7.3 6.3 3.20 5.4 2.74 453 229.95 0.80 0.41
i 215 1.81 0.84 12.8 5.95 7.7 3.58 6.2 2.88 316 146,98 0.83 0.39
N 7 7 7 7 7 7 7 7 7 7 7 7 7
MEAN 209.6 1.887 0.901 12.81 6.114 6.13 2.943 5.60 2.6063 17,7 198.2%1 0.817 0.39
S.D. 15.0 0.082 0.049 1.53 0.649 1.20 0.633 0.84 0.281 100.2  40.614 (.052 0.013
S.E. 5.7 0.031 0.019 0.58 0.245 0.45 0.239 0.32 0.106 7.9 15350 0.020 0.005
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INDIVIDUAL DATA 8-4-4

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : End of recovery
Absolute and relative organ weights ANIMAL : Rat,Crj:CD(SD) SEX : Female GROUP : Substance No.3-0146 100 mg/kg
Lung Liver Spleen Kidney Adrenal
Animal Right Left Right Left
No. 9 % g % g % g % g ¥ mg 1073% mg 107°%
458 0.82 0.45 5.02 2.71. 0.28 0.15 0.65 0.36 0.64 0.35 23 12.1 25 13.81
459 1.00 0.45 5.78 2.59 0.47 0.2 0.88 0.39 0.85 0.38 29 13.00 3 13.90
460 1.15 0.53 6.67 3.05 0.52 0.24 0.93 0.42 0.98 0.40 39 17.81 42 19.18
461 1.02 0.47 6.01 2.80 0.33 0.15 0.80 0.37 0.79 0.37 33 15.35 35 16.28
462 0.97 0.45 6.24 2.88 0.40 0.18 0.92 0.42 0.88 0.41 39 17.97 42 19.35
463 0.96 0.49 5.09 2.58 0.49 0.25 0.72 0.37 0.70 0.36 24 12.18 27 13.1
L64 0.87 0.40 5.69 2.65 0.48 0.22 0.77 0.36 0.75 0.35 35 16.28 38 17.67
N 7 7 7 7 7 7 7 7 7 7 7 7 7 7
MEAN 0.970 0.463 186 2.760 0.424 0.810 0.384 0.784 0.374 31, 15.043 3.3 16.211

A . 5 0.200 1.7 . .
D. 0.107 0.040 0.59%4 0.170 0.090 0.041 0.106 0.026 0.093 0.024 6.6 2.438 6.9  2.52
E 0.225 0.064 0.034 0.015 0.040 0.010 0.035 0.009 2.5
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INDIVIDUAL DATA 10-1-2

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : End of adm.
Histopathological findings ANIMAL @ RatiCrj:CD(SD) SEX : Male GROUP : Substance No.3-0146 & mg/kg
Animal No. 201 202 203 204 205 206 207

Organ : Findings

Liver : Abnormal findings -
Kidney (right) : Hyaline droplet deposition in tubular epithelium +

Eosinophilic body deposition-in tubular epithelium 4 + - - - - - .
Kidney (left) : Hyaline droplet deposition in tubular epithelium +

Eosinophitic body deposition in tubular epithelium +

Focal interstitial infiltration of cells, mainly lymphocytes -
Spleen : Abnormal findings - - - - - - R
Heart : Abnormal findings - - - - - - -
Lung : Abnormal findings - - - - - - -
Cerebrum : Abnormal findings - - - - - - .
Cerebellum : Abnormal findings - - - - - - .
Sciatic nerve : Abnormal findings - - - - - - -
Spinal cord : Abnormal findings - - - - - - .
Eyeball (right) : Abnormal findings - - - - - - -
Eyebatl (left) : Abnormal findings - - - - - - -
Harder’s gtand (right) : Abnormal findings - - - - - - -
Harder's gqland (left) : Abnormal findings ‘ - - - - - - -
Pituitary gland : Abnormal findings - - - - - . R
Thymus : Abnormal findings - - - - - - R
Mesenteric lymph node : Abnormal findings - - - - - - -
Thyroid {right) : Abnormal findings - - - - - - .
Thyroid (left) : Abnormal findings - - - - - - -
Parathyroid (right) : Abnormal findings - - - - - - .
Parathyroid (left) : Abnormal findings - - - - - - -
Aorta : Abnormal findings : - - - - - - -

(cont inued)
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INDIVIDUAL DATA 10-1-3 (continued-2)

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : End of adm.
Histopathological findings ANIMAL : Rat,Crj:CD(SD) SEX : Male GROUP : Substance No.3-0146 20 mg/kg
Animal No. n 302 303 304 305 306 307

Organ : Findings

Mammary gland : Abnormal findings ' - - - - - - -
Skeletal muscle : Abnormal findings - - - - - - -
Urinary bladder : Abnormal findings - - - - - - -
Testis (right) : Abnormal findings - - - - - - -
Testis (left) : Abnormal findings - - - - - - .
Epididymis (right) : Abnormal findings - - - - - - -
Epididymis (left) : Abnormal findings - - - - - - -
Prostate : Abnormal findings - - - - - - -
Seminal vesicle (right) : Abnormal findings - - - - - - -
Seminal vesicle (left) : Abnormal findings - - - - - - -
Skin of cervical region : Ulcer } 3 } 4 " ¥ '

Thickening of epidermis _ t " 3 I s § ¥

Fibrosis in dermis § ¥ ¥ i 4 ¥ i

Abscess in subcutaneous tissue } } } § ' 'l }

a): - = normal, + = slight and ++ = moderate changes, * = detected and ¥ = not examined.
b): Because of an operation error.
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INDIVIDUAL DATA 10-1-4 (continued-2)

STUDY NO. SR-9127 TITLE : Substance No.3-0146 Repeated dose toxicity 28d (p.o.) PERIOD : End of adm.
Histopathological findings ANIMAL : Rat,Crj:CD(SD) SEX : Male GROUP : Substance No.3-0146 100 mg/kg
Animal No. 401 402 403 404 405 406 407

Organ : Findings
Skeletal muscle : Abnormal findings - - - - - - -
Urinary bladder : Infiltration of cells, mainly lymphocytes in serosa - - - - - - t
Prostate : Prostatitis - 4 - - - - '
Testis (right) : Abnormal findings - - - - - - .
Testis (left) : Abnormal findings . - - - - - - R
Epididymis (right) : Abnormal findings ‘ - - - - . - -
Epididymis (left) : Abnormal findings - - - - - - -
Prostate : Abnormal findings - - - - - - -
Seminal vesicle {right) : Abnormal findings
Seminal vesicte (Left} : Abnormal findings

Skin of left cervical region : Ulcer % $ % } 3 i ++4
Thickening of epidermis ¥ % ; ¥ ¥ 1 ¢

Fibrosis in dermis § } i } 3 1 4

Abscess in dermis } i % } ¥ ¥ t

Scab formation : % 3 } $ ] +

Infiltration of cells, mainly lymphocytes in subcutaneous tissue & ¥ i H i i +

Subcutaneous edema ¥ $ ] i : # t

Skin of dorsal region : Ulcer % ¥ i } i } t
Thickening of epidermis % ] ] } ] i +

Fibrosis in dermis § i } t [ £ t

Scab formation % # % 4 ¥ ] t

Skin of right cervical region : Ulcer £ ¥ } : ; : +
Thickening of epidermis : t i L] 3 i +

Fibrosis in dermis ¥ ¥ # L 3 t ¥ t

Scab formation # # H H i ¥ t

a): - = normals + = slights ++ = moderate and +++ = severe changes and # = not examined.
b): Because of an operation error.
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Appendix 2-3
STUDY No. SR-9127
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