BRECHSE11-17428
20014%& 6A/18H

1-)0 7 k —JL—-4—-RI)L R ) b VU D LooD
= 2w =RV S 28H R
B AERZE OIS 51455k
(=1E=E14H B

BAERLEHES B

HEEASRERRS L. §—
S




Figures 1~2
Tables 1~9




€2 9)

1-F7 b—=)b-4-Z LR VBT b U 7 L (LIT NSS & BgEE) o28HMRIERORS Sk
B (EITE14HE) %MD Sprague-Dawley R7 v P ZRWTEB L/, ML & 48
B s L. | BEC UL TH 5K E . 10 3 BT RBERIE E . Zhen 100,
300 HX U 1000 mg/kg DHET28HMICO D5aFRORS Uz, HEH & 3 RIEZERIC
AW 0NRBREES LU 1000 ng/kg HEBEIRI0L, TOMDBFIELILE LT,
ZORER, EEHETONT OB LB D SN b o7, T, —RIREE, (AE, BHE,
PRIRE., MEFRE. MEECFRE., REERECHBRNERSICLELEAONEE
Lk shizh -1z,

LLED &Sz, NSS # 28 ARIRIERIRSE LR, 1000 ng/ke/day DB T HHE
WMERSICRRA L EEX SN SBLEBED oD T2, fE->T. KRBEATIIHT
% NSS DEEERIT. MEHE L 612 1000 ng/kg/day TH B EEZ SNz,



[

anl
| )

5Bl 0ECD A L MEREMRRFIFRIFMAEO—REL T, I-+7 b—JL-4-
AN BT MUY LOREMHEOEN 2B LIz, Ty MBI A28BBRIERD
BB LU MHEREABRE EREL 7,

BE, AR, LEE TFRICEDEICRLHBRD HEICOWT) O—HUESHFIzD
WT (R7 ) —=v 7EHRABREORE) — 3BV 22880 RERSHHHR -
(BBFI614E12A 5 A, BRIRFEBT005. EFHF10395. 61EF/FE1I0145) BLUV LEHE
GLP; (FAANS9EE 3 A31H. BRHRHESEIE. FHHEHE2295. (IEF/HELSE. BM6IEIIAILS
HEXE, REFIE2335 . BEFISES. 63ER/E235) ICHEHL THEML 7.




0] %)

. #HEmE

WEHEE LT, -7 7 b=-4-ZVK VEEF MY 7 L (34 1-Naphthol-4-sulfonic
acid sodium salt. BT NSS kHEEE) 2R W/, AHBYWEIT. Bl&Z Nevile-
Winther’ s acid sodium salt &#%iL . CAS No 6099-57-6. % F& 246.21. #FR
CioH:0.Na OHETH 5. NSS DHEXZLITIZRT.

S0;Na SOsH
0 OO0
0t O
RABRICIZ L ORBEINHE 95.7T wt (B TV VI

FiE) . Oy MEE ORGBHFREAV. BRWEE. HEEE CERYESRE
BEIBOT, FECHRE L, REBET RIOEE L EBRWEI > W<, BRI EE
BERE LR, BB o BB E OREMISERE Nz (Appendix A)

2. FHBYS L UEE HE

Bk 4 BTA LMD Sprague-Dawley 7 v b [Crj:CD(SD) IGS. SPF. HA&
Fr—NZA - YN—FAak, EREELL S -10E 1) eRELI{LzRATT HEIC
b)Y FHREAB LK. —BRBICEEORD oNALD o MEHERIOE Z HBRICHL
o GE2) . . 2EEHME2EL T, BERE 22~25C . FHEEE 50~65%.
SUBIEHI 1508,/ 65, FRER1285R] (7 ~19Remf]) ICRESNEEENT, KEHEH
R —2 (2200 < 270D < 190H mm) (2 1 PEd" DN L. BEZEAR (CE-2. HE 7 L 7#H#K
of) B LUKEK (BETKERRK) Z28HERSETHEFE L. 85, AFHME.
FAEZDREOERMMEIEEFOBEENIC. BEDCERER | KELIAOEKZROTE

GE1)

B % B A B :2000%3A27H

A g P B ME3APT it 34PT
(‘\)2\)23" B f& & 76.6~85.6 g (F1380.8 g) M 65.0~78.7 g (Fi572.1 g)
&

5 B 4 H:2000F483H

RS BIGARREE « HE 140. 1~155.6 g (F35149.6 g) It 117.8~137.4 g(FF15127.2 )



BEOBHENICH Y (E3) . FRICEEERTREEORFIBEDONAb T, Fiz,
e LIRS L UvKizid, RBRIC X ERT AR Db 5 BAMIZ 5D - 12,
BHYOBEMG, BV FEROT—EOERES#ESL. . BILIBoR
RBEIH — FICRBEEES . WAL B (258) . BNESrRAL AR YK
B BB OREBh & Lz,

3. BEWMIADHS

BREBREE 10 wihHERD LD 12, WRIEZITE LSRR EMA THAR Lizk,
FRERD OFERE L7 5 & ) ITERAKEMA TREART 22 Lok VRS L:, @
HTHAHES K, ERERASHEE (BEES 970750 ZHV -,

H. BEMERCRICER L AEBRDEO2MRORS SRR (RBtEES
A-99-063) 1ZHWT. 0.05 BLUV 10 w/vHDFHERAIE, WiEk - BHERMT cFsL 8
HEZETH >l LRSS NT WS (Appendix B) , €7, FHBSHRILE ] [ &
L, #ARBRORSBARIERRFE CRERRICAN, BE - BLOLBETHRE L, &
7o\ BEFBIZEAIC T, DEIHE L S EBEOR SRADS BRI & 2 L5580 . %K
POWBMBEOFIIERIT., IEEED 98.9~99.7 % Th-7zZ LAWRI N
(Appendix C. 5 ECE I Appendix D) .

4. BB LUOBRT

FHABOBESEIL, REEREDHDOTHHAR (FHBRETEES : C-99-015. #5584
H:20006£2 R 1 H. #5& : 0. 250, 500 H XU 1000 mg/kg) DIERICEIEHEL
foo T8O NSS 2 7T HREREROKRS I A LIED, WThoBICLEBRYERS
DEEIRBOONGED 5Tz, 2D EMS, 1000 ng/kg IF28HBDORIEHRSIZHZ D %
HETHS LB L. ABROBEIR., MiE: bS5HE%® 1000 mg/kg & L. LITAKKY
3THRLT 300 H&U 100 mg/kg THMEBL LIMEREE L7z, £7c, HATH 275
RkERS T 5 REEE 8T, EEHBZIT ) RS LU 1000 ng/kg HEHHIIE10M,
ZOMOBEIE S RO EFER LT,

(E3)
BYEEHRPOREEOXAE BE 22.5~25.0C EBE 47.0~68.5%




BT, RERTROAEREZ L LICRERNBLEBFAHINRIC L DT 1o, &
DREES LUBYMESTEUTIIRL,

BE5YME B 5 B HBRYEEE REEEY HYMEES  HBREE
(mg/kg) w/v%) (mL/kg) K i

xf MR OB EEAK 0 0 10 1~5 31~3b I

6~10 36~40 &5
{(KFHEZE8  NSS . 100 1 10 11~15 41~45 #5
HHER  NSS 300 3 10 16~20 46~50 #&5
=HER  NSS 1000 10 10 21~25 51~55 [Bl18

26~30 56~60 &5

a) Mt LREROAKEZ b LICEFRFICHRSRE ) ZHEE L,
b) [|BI1E : L5 T RISEIERERICA W, RIESBRIEE TRICERRER 21T o 7,
&5 BOWIRER T R ICERBER 21757,

5. BEHE

BEREBI, AEFET A P74 Vw0 e L, HEFIRH S 120MIC 1 H ]
Bl 28HMEIET28EITV. Ty FABEEZHVTHFEDRS Lz, B5FEE 10 nl/kg
EL. BRERIFEONTOVEIRLAVELAOEAEZ b & ICEANICRSKREEZEH LT,
e, BEHEPOBES LUBADKREER. #5HGBES LUESHEEZ T
RSB IHBLURSE 1AL L, BEABRBEHROBES JUBEDRTES I NICHED
THESF1HBLURES 1L L,

6. RAIHH

1) —#isRE

2fliconT, BH (RSPMPIEIRER S LI URESR) RIREBOBRE2IT-o 7, &
fo. ZPORES LUCEBHEEY I TOHEBETRE Lz, AER. BEE 1 BICERES 1
HoS5EAEHEEHE4H, #5582 BLEORSHM S K ORIEHBRAM FIZEIC 2 [
DIETRFE LIz, Toft, REMAMKTH, BEABRAMK THS LUHIRBICLHKE
ZEEL, BHEEBR, REF1ETRE, BEB 105 2H8EZ2I T HH/ch DEH
ERREL., LIREERBHEK T EE TEE | HOBEETHIE L 72,

2) RipE
2z onT, BEHEKRTES L URERBRIBK T EICEM s REr —DIcllBEL
TABRMRD 2 OVEBFEHRZERL. UTOHEBIZDWTRE L 72,



A B Ao OE & B O’ =

@i - BEE R 2
pH - &I - &H - ¥ - 7k FEBRARE 79y 200+ (M1h - =3k)
woky )-4y - EYREY = =

3) MEFid

BSHRE TS & CEERBRIARE TR RN 21T > /8% (LUT. EHIfEE &
T) 2%, RilgT (BRAEETD 1018~ 2UEER S ¥/, Z0B. RV IMILEY —
WF b U LEREET T AR RERRD S PUEEREIR & LT EDTA-3K # AWML, LA
ToOEHIZODWTHELZ, 2720, 7o bto vy EVEES EOEESS ha vk T I 2
FUBBOAEICIE., FERORMIZHIL > T, RY MSLE S — )L+ b Y LB T T,
R KB SHERFI & L7 o VBT MU A O CERIL ik & SR L <15
fomAE# Huwiz,

T H BooE & mom BB

FFMERE RBC) A8 (BEUEHE) M S AT
CELL-DYN3500SL (#41#y )

E1 Bk 24 (WBC) FLE (Jo-Hbib- - L¥-kldlE/ R

BEUTHE)

EIER FLE (oL - LfeEEs ) R

i 2 (i) FLE (B zi

SR ERE R HCV) FE (BEUEHE) FE

N FLE (BSUETE) AL

Avh7Yy MiE (Ht) StE (RBCXMCVx0.001)

FigRmEkmeFEE MCH) 35 (Hbx 1000/RBC)
57k MER I & IR MCHO) 5+ (Hb < 100/1t)

HRIAR MEK LR Brecher % p e 6 N
FotayeyEERE (PT) JeRRELS ik S HEMKEEREEE
CA-1000 GEE R ET)
TEHEER S boviRT 7%/ BE RS Gl il
(APTT)

a) HMER Y BEOMEOME) & U CHIRIMEHFKEA (Wright-Glemsa Rt) ZIER LAY

ZORRIIFEA LA o7,
b) ERIMEF I MR MIREEA 2 /B L oY, FRMBRROMRBIRE I SO TR ERSICE
N 2aEMDH 2 EARD SN o foled, RERERE LD -T2,

4) MEELFRE
AR ORMICE| EiEE . FEAEOMELS & CRMBL O T T, 2flh o~/ VEH
AR L U TR Lok % o8k L TS fmiic o, UTOHEBEEZREL,




e H @ E & £ B ®

REQEE by bk BLAXENFEEHHOWEE
: COBAS-FARA (n¥1)
VTR BCG % Gilis
Balaro-vER COD-DAOS % Eills
TR 7var-¥ G6PDH 1% il
FREZEZEE BUN) 9L7-¥ G£.DH % Gills
TP EERE Jaffé % (Rate) il
ALP &M GSCC % & L
AST (GOT) 7& 1% [FCC % & _E
ALT (GPT) &M =il [
v -GTPiE M 7 IV IN-3-IbEy-4- b7y REVEVE Cills
M7 E 4 FEE GPO - DAOS % Eils
Y R 77BN Gilis
(Inorg. phos.)
IYINERE 0CPC Eils
AG I iHE
9L R 1ty Bk 2HEEREASTEE EA0S (ALT)
DY9L YRR m L zis
EREE El s
5) REYRE

Rk, BEIISU TREERE UM L TRIEHR Lk, 20l0BES L UHfzH
IREICEZE L, SHPOLUTICRIREDEREZAE L/, £/, SREEELIREOD
BETRLTENThOBENEEZEH LT,

E E W T % B

Wi O, BTER. BB ROAR. AREE. BUE. REE. BERLEG. R

WIRMEZICS SE . LUTOBES 2 VIHEB4HE L TREL, b, BESE
URRE LRI 77 VIRICEEL (BEHHEZEE 01N VU UBEEI% SV ) VR EE
) . TOMOBFE - HBZ 0.1 M Y VEEBREI% L= ) VIBRICEE L, E512,
2P0+ NEfFLRE - S LURRNEZE TR S SN BE O | §l (81
TS 8. LUTNo. 8 LHEEE) DRNIBB L VEEE/N7 7+ vABLTEYL, AT b+
VY 2 D UREREREER L, 20k, AFBEMBELZBV T, BB TROX
BESLUVUSHENOLM S L UREHARARKR TRORBRNEE RIS S xR
BEOHE1H (N3) OFBOEBFRELER L2, 2b. FRBRTER. BREHPHKTE
OB L EAEROEBMFRE T, HBYERSICER L LZA 5N ELIRD S
N o Tlz TN OB OEBFREBIIERL 2D -7,



B & - & 7 & B - # =B

Wi, TREfh, BB, IRER. FRIR. ERUME, Ok, SE. SEE. I,
Bl Ko, Bk BUE ., B, +ot6l, . Bl S G B
Wdx . BB EMG+. AIITIR. M. DO K. TE., B, LI, BEDE.
TEY LHT, BRI AT, BRET (FHED) . AEmE. KREBE. Wk,
STMR. & PR, H. Q. KBIR. N— 5 —0R. RS, WAHS

7. 7Y RiNE

HE. BHEED L OERBHG O MKRARE. IBRELFREOES LUFEERE.
B LI ESES L UEEREEZ RO, ROT, ABRBEOERS B2 5D T 37
L DBE . Bartlett OBHEIC L O DBO—HMEIZOVWTHRE (BBKE: 5%) #
1Tolce DPBA—RETH > FF I3 —TEEROSHAH TV, BEICEEE (FE
JKHE 2 5 99) AR SNH AL, Dunnett Hic kK W BEHKEIT- 70, Fio. H#L—
BRTiad o 2B EE. Kruskal -Wallis OIBAA&E 21TV, BREICHEN (BEKE : b
%) DR ON/IGEITIE. Dunnett BOMEETCEERKRZITo7z, 2L, v
DEETHEMN 0 L2 - 1FEICIE. Bartlett 12 K AMEIXITH T Kruskal-Wallis @
JERIME 24TV, T ORER. BEHICEREELIE® SN /5512d. Dunnett B ORIEEIC
X EEHUBRITo>c, —FH. RBHENNEBRZ 2D 2BHOEHEICE. MR EWBRME
BEROSEEEOEZDORE R, F-HE (BB/KE : 5%) 2iTv., FOHDOEEI
1 Student @ tREE. FHELBDBHEITIE Aspin-Welch Dt BEEE A THEER
Exw{ToTlz, 1L, EB50DHETHEMN0 LB 72BEIE., tEETERELED -
7o

X5z, REEBFRRE T/ L— 2T L7 —4d Mann-Whitney D URE CGlARE)
EIoE D, £z, BT L— FOSEHER Fisher OBEBHERBEE (FRAKE) Hickd,
SHRB L HBMERSHEOBOBEERERIT> 72 (BB/KE: 5%) .




€7 &£]

1. JECH
RS L UEEABRE TP, HEFZZSCVITNORICOETEED - 72,

2. —MARE
B5HES L CEEABRBETIC. SBREZ STV TNORIC L —MREOZELITED
SN > T,

3. K& (Fig. 1. Table 1. Appendix 1)

BESHRS. STEBRYERSHOMET, NBHLOMICARELRAENZRTD 5Nk
Dolz, —F. BERBRIEG T, BELFEERENAL 1000 me/ks REBFOMTH SN
feo LHL. BEHHEPOEFHOKEICABREZRIRDONTH ST, ERHEBIRENARE
ftbBonTHRNZ Lo, BIEABIHBE P ORERMIEBRYERSICL 2RE TR
BRWEEZONT,

4. {BfHE (Fig. 2. Table 2. Appendix 2)
BREHES S OREABRYEET, SERDERSHOME T, MR LOMICEERLRE
BHEDEIBRDONRI -T2,

5. RIREFR (Table 3. Appendix 3)

BRERE TEOKRE T, EYLEVEYE (+) KA 300 ng/kg REFHOHE 1] (No
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Table 1-1

Twenty—-eight—day repeat dose oral toxicity study with subsequent 14-daY recovery test of NSS in rats

Body weight changes in males

Day of dosing pPeriod Day of recovery period
Dose
(mg/kg) 1 4 8 11 15 18 22 25 28 1 4 8 11 14
(10} (10) (10) (10) (10) (10) (10) (10) (10) (5) (5) (5) (5) (5)
[0} 148.8 172.8 209.0 232.4 267.2 289.3 321.5 341.4 360.3 360.2 378.8 398.7 414.3 426.7
5.6 *8.4 *12.0 +15.0 *19.2 +21.0 L t24.1 $26.0 £27.7 £37.3 £42.9 +47.6 $51.0 +52.5
(5) 5 %) (8) (3) (8) (5) (5)
100 149.6 173.0 210.9 237.2 275.4 301.5 336.3 360.5 380.0
5.1 *7.9 *11.2 +14.3 +18.8 *22.7 +25.4 +28.3 +32.5
5> (5) (5) (5) 5 (5) (5) (5) (5)
300 149.0 173.2 209.0 235.1 270.5 293.5 327.1 345.8 367.2
*5.0 *7.6 +11.2 *13.9 +37. +18.1 +20.2 +*21.7 +23.5
(10) (10 (10) (10) (10) (10) (10) 1 (10) (5) 5) (3) (5) (5)
1000 150.9 175.8 213.4 240.5 275.6 301.2 333.2 355.4 375.6 369.5 385.7 406.4 420.1 436.2
*4.8 27.2 £10.2 +13.3 +14.9 +17.0 %319.9 +22.9 +25.3 +25.9 *29.3 +34.6 £35.1 +38.5

Parameter. mean(g):+S.D.
), number of animals



Table 1-2

Twenty—eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of NSS in rats

Body weight changes in females

Day of dosing period Day of recovery period
Dose
(mg/kg) 1 a4 8 11 15 18 22 25 28 1 4 8 11
(10> (10) (10) (10) (10) (10) (10) (10) (10> (5) (5) (5 (5)
0 127.2 142.1 157.3 168.2 181.2 191.9 205.9 217.1 226.7 225.1 235.2 240.1 248.8
*5.7 *7. *11.7 *12.5 +14.9 +18.3 +22.3 +21.9 $24.5 *12.6 +16.0 £20.6 +18.9
5) (5) 3) (5) (5) (5) (5) 8 (5
100 126.9 140.1 157.2 170.9 182.6 189.7 204.1 211.8 222.7
6.7 *7.2 £8.1 +8.4 9.9 £10.1 +14.0 *15.7 +17.0
(5) (5) 3) (5) 5) (5) 5) (5 (5
300 124.1 137.7 154.3 165.1 176.4 182.4 194.1 200.2 213.7
5.2 6.0 +7.% £8.5 +10.1 +10.4 9.0 +31.9 *8.8
(10 (10) (10) (10> (10) (10) 10 (10) (10) 5) (5) (5) 5)
1000 128.8 144.6 163.2 176.0 190.1 205.1 220.2 229.2 239.5 245.1% 285.3% 266.8% 276.8%
6.1 +7.4 *8.7 $10.4 *11.2 +10.6 *11.9 +*11.7 +10.6 +9.9 *7.4 *10.4 £10.0
Parameter. mean(g)+S.D. *, gignificantly different from control. p<0.05
( ). number of animals




Table 2-1

Twenty—eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of NSS in rats

Food consumption in males

Day of dosing period Day of recovery period
Dose
(mg/kg) 1 8 15 22 1 8
(10) (10) (10) (10) (5) (5)
0 21.4 23.9 26.9 28.7 30.0 31.5
*1.4 2.2 +2.8 +3.8 4.0 2.8
(5) (5) (5) {5)
100 20.6 24.6 27.7 30.1
*1.4 1.6 2.6 +3.2
(5) 5 (5) (4-3]
300 20.7 24.5 26.0 28.4
*1.5 2.2 2.0 +2.7
(10) (10) (10 (10) (%) (5)
1000 20.3 25.0 27.5 29.6 31.2 31.8
*1.5 $1.8 +3.0 3.3 *4.3 24.1

Parameter. mean(g)+S.D.
) - number of animals



Table 2-2

Twenty-eight~day repeat dose oral toxicity study with subsequent 14-day recovery test of NSS in rats

Food consumption in females

Day of dosing period Day of recovery period
Dose
(mg/kg) 1 8 15 22 1 8
(10) (10> (10) (10) (5) (5)
] 17.1 19.8 20.4 20.1 22.9 22.9
1.6 1.9 +2.6 £3.0 2.1 2.9
(5) (5) (5} (5)
100 16.9 17.2 18.1 18.7
*0.8 +3.1 2.2 2.1
(8) (5) (3) (5)
300 17.4 17.7 17.6 19.9
*1.7 *2.2 *2.5 +1.9
(10> (10) (109) (10> (5) (5
1000 17.2 19.1 19.5 20.0 23.17 24.7
*31.1 1.7 2.2 +1.8 2.5 £3.0

Parameter. mean(g)+S.D.
( ), number of animals




Table 3-1

Twenty-eight-day repeat dose oral toxicity study with subsequent l4-day recovery test of NSS in rats

Urinary findings in males and females on day 26 of dosing period

Sex Dose Number of Color Turbidity pE Protein Glucose Ketone body Bilirubin Occult blood Urobilinogen
(mg/kg) animals ly - 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 =9.0 - * 4 - - * 4+ - + - £ 4+ 4+ *
0 10 10 10 0o 0 0 ¢ 1 1 4 3 1 2 7 1 10 g8 1 1 10 0 10 0 0 O 10
Male 100 5 5 5 0o 0 0 0 1 1 2 1 O 2 2 1 5 55 0 0 5 0 5 0 0 O 5
300 5 5 5 o 1 ¢ 0 1 o O 3 O 1 2 2 5 4 1 0 4 1 5 0 0 O 5
1000 10 10 10 o 0 0 3 2 2 2 1 0 3 3 4 10 8 2 0 10 O 9 0 0 1 10
0 10 10 10 o 0 0 2 0 1 3 3 1 10 0 O 10 10 0 O 10 0 10 0 0 O 10
Female 100 5 5 5 0o 0 1 1 0 1 1 1 O 5 0 0 5 5 © 0 S5 0 5 0 0 O 5
300 5 5 5 1 0 0 1 3 0 0 0 O 4 1 0 5 5 0 0 S5 0 5 0 0 O 5
1000 10 10 10 ¢ 3 1 2 2 0 1 1 O 7 2 1 10 10 0 0O 10 0 10 0 0 © 10
Color ly, light yellow
Turbidity -, negative
Protein -, negative; %, trace; +, 30 mg/dL
Glucose -, negative
Ketone body -, negative; *, trace; +, slight
Bilirubin -, negative; +, slight
Occult blood -, negative; *, trace; +, slight; ++, moderate
Urobilinogen +, 0.1 EU/dL



Table 3-2
Twenty-eight-day repeat dose oral toxicity study with subsequent l4-day recovery test of NSS in rats

Urinary findings in males and females on day 12 of recovery period

Sex Dose  Number of Color Turbidity pH Protein Glucose Ketone body Bilirubin Occult blood Urobilinogen
{(mg/kg) animals ly - 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 =9.0 - * + - + + - - + - +
Male 0 5 5 5 0o 0 0 0 2 3 0 0 O 0 1 4 5 0 4 1 5 5 5 0
1000 5 5 5 o 0 0o 0 2 2 0 1 O c 0 5 5 0 3 2 5 5 5 0
Female 0 5 5 5 1 01 0 1 1 O 0 1 4 1 0 5 5 0 0 5 5 5 0
1000 5 5 5 6 0 0 1 3 1 0 0 O 4 0 1 5 5 0 0 5 5 4 1
Color 1y, light yellow
Turbidity ~, negative
Protein ~, negative; *, trace; +, 30 mg/dL
Glucose -, negative
Ketone body -, negative; *, trace; +, slight
Bilirubin ~, negative
Occult blood , negative

Urobilinogen +, 0.1 EU/dL; +, 1.0 EU/dL




Table 4-1-1

Twenty-eight—-day repeat dose oral toxicity study with subsegquent 14-day recovery test of NSS in rats
Hematological findings in males at the end of dosing period
b R BC Hemoglobin Hematocrit MCV M CH MCHC Platelet PT APTT
ose
(X108 /uL) (g/dL) (%) (£L) (pg) (g/dL) (x10% /uL) (sec) (sec)
(mg/kg)
(5) (5) (5) (5) (5 (5) (5> (5) (3)
0 750 15.2 45.6 60.7 20.2 33.3 103.6 16.2 21.5
*44 1.0 £3.1 *0.9 0.3 0.4 $13.6 2.0 1.4
(5) (5) (5) (8) (5) (5) 5) (5) (5
100 738 14.7 43.5 §9.0 19.9 33.7 101.4 15.1 19.7
*61 *0.8 2.5 1.6 +0.7 $0.3 5. 1.7 2.6
! (3) (5) (5 (5) (5) (5) (5) (5) (§-3]
J 300 724 14.9 44.2 61. 20.6 33.7 101.4 16.2 19.7
‘ *30 0.6 1.4 1.9 0.7 0.4 9.6 2.6 2.4
| (%) 5) (§-2] (5 (8) (5) 5) 5 (5)
| 1000 712 14.5 43.3 60.8 20.4 33.6 102.3 19.2 22.4
+18 +0.5 *1.7 +1.4 0.4 $0.2 *7.3 2.0 0.8
D W BC Neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
(x100/uL) % %) %) (%) (%)
(mg/kg)
{5) {5) B5) (5) (5) (5)
0 88.6 10 1 1 8 81
+£20.3 3 *1 *] 5 6
; 5 (5) (5) 5) (5) (5)
! 100 101.6 11 1 0 4 83
*35.7 5 +1 0 *1 5
(5) (5) [$-3) (3) (5) (53
300 90.8 9 1 0 6 83
*16.8 x5 +0 E 50 ETS +8
(5). 5) (5) 5) (5) (5)
1000 128.4 7 1 0 3 88
| *42.9 *2 0 *0 *1 *3

Parameter., mean+S.D.
) . number of animals




Table 4-1-2

Twenty—eight-day repeat dose oral toxicity¥ study with subsegquent 14-day recovery test of NSS

Hematological findings in females at the end of dosing period

in rats

b RBC Hemoglobin Hematocrit MCV MCH MCHC Platelet PT APTT
ose
(x10% /L) (g/dL) (%) (£L) (pg) (g/dL) (x104 /uL) (sec) (sec)
(mg/kg)
(5) (5) %) 3) (5) (5) 5 (5) (5
o] 713 14.3 42.3 59.3 20.1 33.9 g8.2 12.2 16.1
28 0.6 +1.6 +1.4 +0.5 0.3 8.5 0.7 *1.3
(5) (B) (4-3] 5 (5) (5) (5) (5) (5)
100 729 14.6 43.3 59.4 20.1 33.8 104.2 12.4 17.1
*20 *0.4 £1.3 2.0 +0.6 +0.3 11.1 *0.6 *1.2
(5) 5) (5) (5} (5) (5) (5) (5) (5)
300 716 14.3 42.1 58.9 20.0 33.9 101.8 12.1 17.6
+39 +0.6 *1.9 £1.5 0.6 0.2 5.8 0.6 0.7
(5) () (5) (5) (5) (5 (5) (5) (5)
1000 709 14.5 42.9 60.6 20.4 33.7 107.0 12.0 17.4
*39 0.5 1.7 1.3 *0.5 0.3 +6.3 *0.5 1.6
b WBC Neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
(x100/1L) (%) (%) (%) %) (%)
(mg/kg)
(5) (5) (€3] (5) 5) (5)
0 53.1 8 1 0 3 87
*11.7 *5 *1 *0 1 *6
(5) (5) (5 (5) 5) (5)
100 49.0 11 2 0 3 85
£10.1 *3 *1 *0 +1 3
(5 {(5) (53 (5) 5) (5)
300 53.9 11 1 o] 3 84
+16.2 *3 *0 *0 +1 3
(5) (5) (5) (5} (5) (5)
1000 49.5 11 2 Q 4 83
*5.8 +3 +1 0 *] *3

Parameter. mean+S.D.
) . number of animals




Table 4-2-1
Twenty—-eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of NSS in rats

Hematological f£indings in males at the end of recovery period

D R BC Hemoglobin Hematocrit MCV M CH MCHC Platelet P T APTT
ose
(X104 /:L) (g/d4L) (€3] (£L) (rg) . {g/4dL) (%104 /:L) (sec) (sec)
(mg/kg)
(5) (5) * (5) (%) (8) (8) (5) (5) (8)
0 775 14.8 44.1 57.0 19,1 33.6 102.4 16.4 21.7
51 *1.0 +3.1 1.6 0.7 0.4 4.7 3.2 2.1
(S) (5) 5) (5) 5) (5) (5) 5) (5)
1000 781 15.0 44.8 57.4 19.2 33.4 101.7 14.6 19.4
*18"° *0.3 0.9 1.0 0.2 0.4 *11.1 *1.3 *0.9
b W B C Neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
(X100/4L) %) %) %) (%) %)
(mg/kg)
(5) 5) (5) (5) 5) (5}
[v] 133.0 8 1 0 3 88
+66.9 *2 0 0 2 4
5) (5) (5) 5) (5) {5)
1000 122.2 8 1 0 3 87
*28.7 *3 *0 *0 2 +3

Parameter. mean+S.D.
( )., number of animals



Table 4-2-2

Twenty—-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of NSS in rats

Hematological findings in females at the end of recovery period
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Table 5-1-1
Twenty-eight—day repeat dose oral toxicity study with subseguent 14-day recovery test of NSS in rats

Biochemical findings in males at the end of dosing period

Total Albumin A/G Glucose Total Tri—- BUN Creatinine
D Protein cholesterol glyceride
ose
(g/dL) (grs4L) (mg/aL) (mg/4aL) (mg/dL) (mg/dL) (mg/daL)
(mg/Kkg)
5 (5) (5) (8) (5) (5) (5) 5)
o 5.2 3.1 1.47 145 36 41 16 0.6
0.4 *0.2 *0.06 *15 *4 8 +2 0.1
(5) 5) (5) 5) (5) (5) (5) (5)
100 5.2 3.0 1.36 144 38 54 16 0.6
0.2 0.2 Q.12 £22 6 £13 +2 0.0
8) 5) (8) (5) ' (5) (5) (5) (5
300 4.9 2.9 1.44 137 36 43 15 0.6
£0.1 0.1 +0.13 *2] *7 £10 *2 *0.0
(5) (5 (5) (5) ) (5) (5) (5) 3
1000 5.1 2.9 1.33 143 32 38 15 0.6
0.1 *0.2 $0.15 +20 5 +6 22 *0.0
Inorg. ca Na K Cl ALP GPT GOT T-GTP
phos.
Dose
(mg/dL) (mg/dL) (mEa/L) (mEa/L) (mEa/L) (U/L) (UsL) /L) U/
(mg/kg)
(5) (5) (5) (5) ( (5) (5) (5) (5)
o} 7.8 8.8 146.7 3.92 107.3 456 31 67 0
+0.7 0.4 1.1 +0.40 2. 85 6 +9 *1
5 (5) (5) 5 5 (5) (5) (5) (5)
100 7.6 9.0 146.1 3.79 106.8 401 31 62 [o]
+0.2 +0.3 1.1 +0.23 1.4 *75 *2 *3 x1
5) (5) 5) (5) (5 (5) (5 (5 {5
300 7.4 8.9 145.9 3.71 107.8 483 31 62 1
*0.3 0.2 0.5 +*0.35 0.8 *72 6 8 1
(5) (5) [4=3] (5) (5) (5) (5) (5) 5)
1000 7.9 8.9 145.7 3.64 107.0 388 27 66 1
0.3 +*0.3 +0.9 +0.17 +0.9 +*88 *4 *7 +3

Parameter. wmeant+S.D.
) . number of animals



Table 5-1-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of NSS in rats

Biochemical findings in females at the end of dosing period

Total Albumin A/G Glucose Total Tri- BUN Creatinine
D protein cholesterol glyceride
ose
(a/dL) (g/d4L) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/4L)
(mg/kg)
(s) 8) (5) (5) (5) {5) (5) (5)
0 5.4 3.2 1.54 117 42 25 15 0.6
0.6 0.3 $0.14 *11 +10 x7 2 $0.1
(5) (35) (5} (%) (5) (5) (5) (5)
100 5.1 3.0 1.49 111 38 23 18 0.6
: 0.4 +0.3 +0.09 15 +3 3 1 £0.1
[§-3] (3) 5 (5) (5) (8) (5) (5
300 5.0 3.1 1.62 104 42 28 19 0.6
*0.2 0.2 x0.11 *12 +7 5 3 +0.1
(5) 5) (5) (5) (5) (5) (5) (5)
1000 4.9 3.0 1.65 118 39 22 19 0.6
$0.3 *0.2 *0.20 18 6 5 t4 +0.0
Inorg. Ca Na K o8 § ALP GPT GOT v—GTP
rhos.
Dose
(mg/dL) (mg/4L) (mEq/L) (mEq/L) (mEq/L) (u/L> (U/L) (U/L) /L)
(mg/kg)
5) (5) 5) (5) (3 (5) (5) (5) (5)
0 5.9 8.7 146.0 3.69 109.6 281 21 56 o]
+1.0 0.5 1.1 $0.34 2.0 +73 x4 E4 *0
(5) (3) 5) (5) () (5) (5) (5) (3)
100 6.4 8.7 146.3 3.70 110.3 276 25 60 [0}
+0.9 0.7 *1.6 $0.14 1.7 +74 *8 *10 0
5) (5) 5) 5) 5) (5) (5) (5) %)
300 6.5 8.6 146.3 3.66 111.2 269 22 63 0
+0.6 0.3 1.1 Q.42 *0.5 *47 *3 *8 *0
5) 5) (5) (5) (5) (5) (5) (5) (5)
1000 6.7 8.7 145.8 3.54 109. 285 23 58 o]
0.7 0.3 *1.4 +0.32 +0.8 132 +2 4 *0

Parameter. mean+S.D.
). number of animals



Table 5—2-1
Twenty—-eight—-day repeat dose oral toxicity study with subsequent 14-day recovery test of NSS in rats

Biochemical £indings in males at the end of recovery period

Total Albumin A/G Glucose Total Tri- BUN Creatinine
D protein cholesterol glyceride
ose
(g/4dL) (g/daL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/4L)
(mg/kg)
5) %) 5 (5) (5) (5) (5) (5)
0 5.4 3.2 1.42 171 37 50 15 - 0.6
$0.2 +0.1 *0.14 *12 8 +20 +3 0.0
(5) (5) (5) (5) (5) (8) (5) (8)
1000 5.5 3.3 1.49 155 37 44 16 0.6
0.3 0.2 20.08 *20 *4 15 +1 0.1
Inorg. ca Na K c1 ALP GPT GoT v-GTP
vhos.
Dose
(mg/4L) (mg/dL) (mEa/L) (mEa/L) (mEa/L) (U/L) (U/L) (U/L) (U/L)
(mg/kyg)
5 5 (5) (5) (5) (5) (5) (5) (5
0 7.4 9.0 144.3 4.02 105.6 338 53 91 [}
0.6 0.2 1.5 *0.37 +0.8 +93 54 61 EN R
(5) 5) (5) (5) (5) (5) (5) (5) (5)
1000 7.5 9.1 144.5 3.86 105.6 409 30 67 0
20.6 0.4 +1.0 +0.21 +1.6 +50 4 +9 *0

Parameter. meantS.D. A
( ). number of animals



Table 5-2-2

Twenty—eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of NSS in rats

Biochemical findings in females at the end

of recovery period

Total Albumin A/G Glucose Total Tri- BUN Creatinine
D protein cholesterol glyceride
ose
(g/dL) (g/dL) (mg/4dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL)
(mg/kg)
(5) (5 s) (3) (5) (5 (5) (5)
0 5.3 3.3 1.70 123 38 24 19 0.7
$0.2 0.1 *0.12 +4 6 5 +1 0.1
(5) (5) (5) (5) (5) (8 (5) (5)
1000 5.4 3.3 1.59 130 48 30 19 0.6
’ +0.3 0.2 *0.24 *11 +9 *8 *2 0.1
Inorg. Ca Na K Ccl ALP GPT GOT 7~GTP
phos.
Dose ’
(mg/4dL) (mg/4dL) (mEq/L) (mEQ/L) (mEqg/L) (U/L) (U/L) (U/L) (U/L)>
(mg/kg)
(5) (5) (5 () (5) (5) (5) (5) (5)
0 6.3 8.7 144.4 3.99 109.7 257 21 62 o]
0.9 *0.2 +1.3 $0.12 1.0 28 *3 7 1
(5) (5) (5 5) (5) (5) (5) (5) (5)
1000 5.7 8.9 143.7 3.85 108.4 236 22 56 1
0.4 0.3 *0.7 +0.30 0.9 *56 *4 *5 *0

Parameter. meant+S.D.
number of animals

« ).



Table 6-1-1

Twenty-eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of NSS in rats

Absolute organ weights in males at the end

of dosing period

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Epididymides
cse
(mg/kg) (ng) (mg) (mg) (mg) (mg) (mg) (mg)
(3) (5) (5) (5) ( (5) (5) 5)
0 1929.9 514.5 1120.7 10502.2 2594.6 734.6 55.5 1
+54.0 +68.3 £152.0 +860.4 *178.5 £155.2 *3.5 8
(5) (5) s (5) (5) (5) (5) 5)
100 1869.7 563.3 1177.2 11823.0 2782.2 56.4 54.8 2
£57. +20.1 +133. +17358.7 +414.8 1142 5 $12.4 2
(5) (5) (5) (8) (5 (5) . (5) 5)
300 1922.1 583.5 1082.6 10440.3 2626.7 695.3 49.9 .8
£60. +114.8 +59.9 +1387.1 +267.6 £95.2 *4.8 0
(5) (5) (5) (5) (5) 5 (3) 3)
1000 1887.7 551.8 1123.6 10898.7 2735. 790.0 52.4 8%
+85.9 +75.5 289.8 +918.6 +119. +134.2 *6.8 1
Parameter. *, significantly different from control., p<0.05

animals



Table 6—1~2

Twenty—eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of NSS in rats

Absolute organ weights in females at the end of dosing period

Adrenal

D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
ose

{mg/kg) (g) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)

(5) (5 (38 5) ) [4=3) (5) (5} (5) (5}

0 209.9 1708.6 392.0 726.5 6457.8 1665.8 525.1 61.2 77.5

$28.5 *83. +56. +118.2 +£1133.8 *174.2 +73.7 6.2 +10.9

(5) (5 5 (5) (8) (5) (5} (%)

100 203.4 1727.4 488.5 744.4 6284.9 1646.4 461.4 58.3 83.3

*315.5 +26.7 $122.3 54,1 +3510.4 £147.2 +90.5 $6.6 7.7

(5> 5 5 (3 [4)] (5) (35 (5 (93]

300 194.1 1720.0 411.0 671.3 5855.3 1592.2 514.4 57.2 76.1

+10.2 +60. +43.9 +30.9 +462.9 +124.0 +87.3 5.4 $13.1

3 (5) 5 (%) (3 (%) (5) (5 (5)

1000 216.4 1748.4 453.3 763.5 6446.6 1666.4 528.3 53.2 81.8

*12.0 +52.6 +28.3 +38.5 +546.3 +168.0 45,3 t5.4 6.3

Parameter. meantS.D.
) . number of animals




Table 6-2-1
Twenty—-eight—day repbeat dose oral toxicity study with subsequent 14-day recovery test of NS8SS in rats

Absolute organ weigdhts in males at the end of recovery period

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose )
(mg/ky) (g) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)

(5) (5 (5) (5 (5) (5) (5) (5) (5) (5)
4] 389.9 1904.3 532.0 1228.7 13015.2 2980.6 771.3 60.6 2984.6 916.5
*47.5 +46.9 *133.6 +234.5 +3097.2 +476.3 +138.4 £12.5 +283.7 +78.6
(3) (5) (5) (8) (8) (3) (5) (5) (5} (5)
1000 397.9 1920.7 579.6 1255.9 12206.3 2837.6 782.4 55.8 3123.3 906.6
+32.9 +36.9 +53.8 +172.5 +1755.5 *264.2 +119. +11.4 £154.1 %33.9

Parameter., mean+S.D.
). number of animals



Table 6-2-2

Twenty—-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of NSS in rats

Absolute organ weights in females at the end of recovery pPeriod

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands
ose

(mg/kg) (g) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
(5) %) 5 5 (5) (5) (5) (8)
0 233.9 1756.3 418.1 821.7 6952.4 1908.9 500.8 69.2
*17.7 *90.7 +100.6 +100.9 +929.7 $181.6 +76.6 +11.7
5) (§-3] (5) [ (5) (5) (5) (%)
1000 259.6%* 1809.0 457.0 876.1 7573.0 2014.4 599.1* 65.9
+*8.3 +*58.9 +98.0 59.5 +*311.0 *157.6 *42.3 6.7

Parameter., mean+S.D. *, significantly different from control. p<0.05

) . number of animals




Table 7-1-1

Twenty—-eight—-day repeat dose oral toxicity study with subsequent l4-day recovery test of NSS in rats

Relative organ weights in males at the end of dosing period

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Eprididymides
ose
(mg/kg) (g) (mg/g) (mg/9) (mg/g) (mg/g) (mg/g) (mg/g) (mg/g) (mg/9) (mg/g)
(8) (5) (5) (5) (5) (5) (5) (5) (5) (5)
0 327.4 5.901 1.575 3.431 32.047 7.920 2.246 0.169 8.789 1.864
+11.8 +0.262 £0.232 +0.514 +*1.704 +0.320 $0.480 +0.005 $0.902 +0.159
5 (5) 5) (S) (5) (5} 5) (5 (5) 5)
100 343.7 5.462 1.650 3.417 34.249 .059 2.191 0.159 8.720 1.998
*25.3 +0.402 +0.182 *0.142 +2.765 +0.713 +0.298 +0.028 *0.736 +0.200
(5) (5) (5 (5) (5) (5) (5) (5) (5) 5)
300 332.4 5.800 1.752 3.264 31.324 7.896 2.088 0.151 8.954 2.028
+24.5 +0.330 +0.318 +*0.175 *2.270 +0.453 +0.199 +0.020 *0.615 +0.185
5) (5) (5) (5) (5) {5) 5) 5) (5) 5)
1000 348.8 5.416 1.590 3.223 31.224 .85 2.255 0.150 8.712 2.025
*18.2 +0.148 20.266 t0.216 $1.40 +0.425 +0.265 +0.017 *0.790 *0.120

Parameter. mean+S.D.

). number of

animals



Table 7-1-2
Iwenty-eight-day repeat dose oral toxicity study with subsequent l14-day recovery test of NSS in rats

Relative organ weights in females at the end of dosing period

Adrenal
D Body wWeight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
ose

(mg/kg) () (mg/9) (mg/g) (mg/g) (mg/9) (mg/9) (mg/g9) (mg/g) (mg/g)

s (5) [4=3) (8 {5) (3) (B) (5) (8)
0 209.9 8.229 1.880 3.480 30.689 7.9858 2.517 0.294 0.371
£28.5 *(0.889 +0.265 +*0.178 +3.006 +0.683 +0.321 +0.035 *0.045

(5) (8) (8) (8) (5) (5) (5) (53 (5)
100 203.4 8.529 2.384 3.663 30.912 8.092 2.259 0.287 0.411
+15.5 *0.569 *0.466 +£0.133 +].084 £0.237 *0.326 +0.030 x0.035

3 (5) (5) (8} (5) (B) (5) (5) (3)
300 194.1 8.876 2.130 3.461 .142 8.201 2.649 0.296 0.394
£10.2 *(.384 +0.328 *0.084 0,997 £0.373 *0.406 *0.037 *0.065

(8) (8) (5) (5) ) (5) 5) (5)
1000 216.4 8.101 2.096 3.530 29.767 7.686 2.452 0.245 0.378
+12.0 +0.538 +0.108 +0.083 +1.391 +0.358 +0.303 +0.017 +0.034

Parameter. mean+S.D.
). number of animals




Table 7-2-1

Twenty~eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of NSS in rats

Relative organ weights in males at the end of recovery period

Adrenal
D Body wejight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
ose

(mg/kg) (o (ng/9) (mg/9) (mg/g) (mg/9) (mg/9) (mg/g) (mg/g) (mg/g) (mg/9)

5 [4-3) (§-3] (5) (5) 5) (5) (5) (5 (5)
3] 389.9 4.928 1.362 3.142 33.082 7.632 1.971 0.155 7.738 2.364
47.5 20.456 +0.289 $0.391 +3.919 +0.600 0.166 £0.028 $1.131 +0.217

5 (5) (5) (5) (5) (B) (5) (5) (5) (5)
1000 397.9 4.849 1.459 3.162 30.569 7.136 1.965 0.140 7.881 2.287
+32.9 +0.331 +0.107 +0.405 *2,177 +0.390 +0.229 +0.023 +0.590 *0.152

Parameter. mean+S.D.
), number of animals



Table 7-2-2

Twenty-eight—-day repeat dose oral toxicity study with subsequent 14-day recovery test of NSS in rats

Relative organ weights in females

at the end of recovery period

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
ose
(mg/kg) ) (mg/9) (mg/g) (mg/9) (mg/g) (mg/9g) (mg/g) (mg/g) (mg/9g)
(S) (5) (5) (5) (5) (5) (5) (5) (5)
o] 233.9 7.528 1.779 3.504 29.664 8.160 2.133 0.295 0.35
*17.7 *0.450 +0.343 $0.195 +2.515 +0.468 0,174 +0.042 +0.028
(5 (35) (5) (5) (5 (8) (5) (5) (5)
1000 259.6* 6.971% 1.756 3.374 29.173 7.756 2.310 0.254 0.304*
*8. +0.221 $0.354 +0.179 +0.799 +0.479 $0.184 *0.020 +0.030

Parameter., mean+S.D.

) » number of animals

*

.

significantly different from control., p<0.05




Table 8-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of NSS in rats

Macroscopical findings in males at the end of dosing period

Dose 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + - + - + - +
{Adrenal gland) [ 5] [ 5] [ 5] [ 5]

Small, unilateral 4 1 5 0 5 0 5 0
(Prostate) [ 5] [ 5] [ 5] [ 5]

Small 4 1 5 0 5 0 5 0
(Seminal vesicle) [ 5] [ 51 [ 5] [ 5]

Small 4 1 5 0 5 0 5 0

-, negative; +, positive.
[ ], number of animals examined.



Table 8-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of NSS in rats

Macroscopical findings in males at the end of recovery period

Dose 0 mg/kg 1000 mg/kg
Grade R + N n
(Liver) - [51] [ 5]

Enlargement 4 1 "~ 5 0

-, negative; +, positive.
[ 1, number of animals examined.




Table 9-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of NSS in rats

Histological findings in males at the end of dosing period

Dose
Grade

0 mg/kg

1000 mg/kg

+

+

Pos.

o+ 4t

Pos.

(Liver)

Fatty change, periportal
(Kidney)

Inclusion body, intracytoplasmic,

eosinophilic, proximal tubule

Basophilic tubule

Cellular infiltration, lymphocyte
(Spleen)

Hematopoiesis, extramedullary
(Adrenal gland)

Mineralization, cortex, focal
(Heart)

No abnormalities
(Testis)

No abnormalities
(Epididymis)

No abnormalities
(Prostate)

No abnormalities

(Seminal vesicle)
No abnormalities

[5]

(5]

(5]
(51
(5]
[5]
[5]
(1]
(1]

£

(= )
o O
o O

5w

(5]

[5]

(5]
(5]
[5]

[5])

w N
oo
oo

£~ W

-, negative; +, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade.

[ 1, number of animals examined.



Table 9-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of NSS in rats

Histological findings in females at the end of dosing period

Dose 0 mg/kg 1000 mg/kg
Grade - % 4+ ++ +++ Pos. - =  + +++++ Pos.
(Liver) [5] [5]
Fatty change, periportal 0 5 ¢ 0 0 5 0 5 0 5
(Kidney) [5] {5]
Basophilic tubule 0o 5 0 0 0 5 0 5 0 5
Cellular infiltration, lymphocyte 32 0 0 0 2 3 2 0 2
Mineralization, cortico-medullary junction 1 4 0 0 0 4 1 4 0 4
(Spleen) [51 [5] .
Deposit, pigment, brown 0 2 0 0 5 0 3 b 5
Hematopoiesis, extramedullary 0 4 1 0 0 5 0 4 0 5
(Heart) [5] [5]
Myocardial fibrosis 4 1 0 0 O 1 4 1 0 1
(Adrenal gland) [5] (5]
No abnormalities
(Ovary) [5] (5]

No abnormalities

-, negative; #, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade.
{ ], number of animals examined.




Table 9-3

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day ‘recovery test of NSS in rats

Histological findings in males at the end of recovery period

|
/

Dose 0 mg/kg

Grade - + + ++ +++  Pos.

(Liver) (1]
Degeneration/necrosis, hepatocyte, centrilobular 0 0 1 0 0 1
Hypertrophy, hepatocyte, centrilobular 0 0 1 0 0 1
Fatty change, periportal 0 1 0 0 0 1

-, negative; +, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade.

[ ], number of animals examined.
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