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® &

Sprague-Dawley 5% SPF lf#f 7 v k (Crj:CDED)IGS) ZHWT, p-=horz /)L K

U AORE#RGICL HFMMNCEOEEREZREFT L, 8B, HBYHIL TE, BET
HOMDHREIN TS F N Uh=p-Z b7z /FREKMY (p-= b7z /—ibF b
VoADK 2HWE, 58 CKIHELTOR) 120 (0.5wv%CMC-Na /KIFHK:
FBARE) . 60. 160. 400 KX 1000mg/kg/day &L, 28 HEREREFEOREG Lz, 1O
Mg, SRR, 160, 400 RN 1000mg/kg 58 THEHES 12 %, 60mg/kg % 5-FF THE#ER
6ULEL. ZDHB, MREE. 160 KN 400me/kg B 5B OM#ES 6 FlI2 DN T, 28 H R
5% 2 BERE S E 2,

L ECEMERT Bk
G5 HEF 1000mg/keg £ 58 OMHES 10/12 FINHRESRBANSHE 17 BizhiFT
T L. IS0 TEIERERORD, KOO RV S5, —#k
DEYTIIREEE HBD Sz, AEEHW T, 1000melke F5 8 O TH 5 B
RICBREHORD, WERBOBOROERBEN, 5 2 BICARKEH OO H 5N
2, TR RBRRERERE#ED Shaho .

2. HREKUEEE
WEBMERS LS EERD o hRho 1,

3. RME
400mg/kg 5B O T, pH METHH 51,

4. M- MFEECERRE
HERHER S LB D SN T,

5. WHEFHIRE
400 B 0¥ 1000mg/kg H5BOME T, REE LK OFBIE/MED BB >,
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6. EIEMH
REIZXLD, LEOEIRITRTHEL, BEENIED SN,

BlEkom<, p-Z=bayz/—)bFRUDAESy MZ 28 BEIKEZORS L 2L,
1000mg/kg G ROMHE TRENED SN, 400 KT 1000mg/kg &5 8 O TR O M
H2E{t. 400mgkg B GEHOHE TR pH OERTHASNZZ, —H., 400mgkg HE5RHOM &
160mg/kg LA T O GO TII LB S nlaho .

INSORENS, ARRICBT S pob0 72/ F NI T LAOEZERIHT
160mg/kg/day. M T 400mg/kg/day EHEE S/,
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# B

EAEHEFEEEROEEICED, p-2 o7z /= FRUDAEE NAHERLZBEO#
EBERETFTHANT, HRMEZEZS Y MT 28 AMREROKREL., TOREEZHSNITS
EEHIT, 2 HEAKEL, BEOREREZANCOTEOREERET 5. &b, KRB,
UTORERVHA RIA ICHERUERBL 2.

- R E IR IRBRREMEEILEME IR LIEFEOREOHRAS 2ED 2MAH

4 FIHET 5HBERICDONTY
(MF0 59 4E 3 A 31 H ; IRAREE 39 5. 3N 220 5. 59 £FHH 85 SEAKYE) —
BRIRIE (634 11 H 18 B ; MM 233 5, H4HE 385, 63 HHH 823 F)
- T IERCEMEICRAMROGEITDONTY O—EHREZEIIDNTY
(FHFN 61 4F 12 A 5 B ; B|OESE 700 SRETLERARRR. 8RR 1039 SEAEHE
Rk, 61 R 1014 SEMEEXEEEREERREA®A)
- IREBREMORABERMAESICET %)
(MERFE RS 6 =, M543 H 27 H)
- TENSEERICEE T HH5ét)
(#) AAERIYES. Bine245 A 22 A)
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HBRAERUHE

1. #HRYRRCES
1) HWERWHE |
FhUTA=p-Z 07/ F T RIKPE, BESEREHEARCERE 4AELER
EXRENSEMHIN, FALAERYEOOY FESRUHRAEEZLTITRL &,
o oE &
% i ;. FhUTYAsp-ZbhO7z /F 2 RIKIY
(CAS &5 : 42083-62-5)
g R R ER

02N4©— ONa-2H20

oy RS .
il E © 98.5%
3 R . HAR
5 T B :197.12
Al )= : >300C
REHE D EERT
7 B M D AR TRICER R E 2 SIS E ITRAIL THH L &2,
EICHEER RS, REHMFLETH I MR N,
REHFR D HBSBUIRT HBRYMEREFERUERYERYE

2B, RESNLHBMEDO DB, #9 5g ZRERE &L THBRE AT ORBRYE R
BRERIREL., TOMORREBMER2RZEEEITRAIL 2,

2) B
# & # D A ARERRSE
% L ;A Aa—ZXFhU A (CMC-Na, HERFRH)
Oy &= : 4513
RESRHE ;. B

R F 5 D BRBHRET ERMERNE
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2. BERORE

1) BAROHAR _
DERONINAOD—ZF R LEFRL, ZhICENAA (BEERA. KRR
RIS T, Lot No. 9A79) ZMABME ®/z, Bz, TIUCHEFAKZMA T 0.5wiv%
K (0.5wh%CMC-Na KiEH) ZHEMLUE. WEldRK7BHZEL TN, A
o (1 4C) ThEL .

2)  WERHE OB KR MR
WEREN 10mLkg KEEAD LD, FBECECKEROUBME ZTTRL, Ak
ERWTHAICEE L. SR (BER. kY e L ToRERTDY, ZKMHeLT
OEE) &L, AREBAT AN Z—HLTITW, 1 BT DO8EH 5 AMITaEL.
WK (K4C) [/ERELE.

3) B DL EN
AHEBRYE O 1 R 100mg/mL BB (BEH, 0.5wiv%CMC-Na KEHR) X, @ (1
4°C) 8 HTARE 24 BERETRENDH—TH 3 Z BRI R VI —F 25—
THRINTWS (Attached Data 1) .

4) WERBOBE - [{—MORER
R ERBITR RS REED 2 B, B 5ICHEH L SBERICDWT HPLC I K D
Rt RS VY —F 2 & —TRIE Lz, TORKR, HBMEBE IR RACHL T96.8
~102.1%. EEHEKIL0.1~0.9%TH V. WINHIFEHEAN (BE  RREL10%. £
BRI 10%LAN) TlIETdh -7 (Attached Data 2, 3) .

3. HEREM

Sprague-Dawley % SPF 7w k (Crj: CDSDIGS. HEF v —IL A « UN—AE%, B
AfE L 5 —) OMERES 67K % 5 EECAF L, # 1 EERE - BULEE L 2%, KER
AN T—BARERIC B O B 5 NI WA MEHE S 54 IL 2B, 6 Bl THBITHE L 7=, &
EWAE OFREREIL. BT 190~217g CEIF{#E : 199.6g) . 1# T 144~169g CEIIMH : 156.9g)
THD., WTNOBYOKESLIEL20% AN TH - &,

Bid, & - BT OAERNBICL D RN, BoTUE &SRB 4 HE) OF
BIZETWTEBIMEL, SROTVHEKENTELEIES LRI EER L. BHO
HOMFROCEa—FE2RWTT Oy VEBERCEESIIMEOHEEGE (Toy VEERE
THEREEMRL. ARBEVCENOBARBE2MELICEDSTR) ITLOERBLA, B
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STEOREEMIL. BEBRELOERAL .
E FEREHEIEICE, LIS 65 ILTh - 1248, EBBIZITMERER 67 ILATA
=g g el

4. GERE

Byd. REE 2313C, HXHEE 50£20%. HBKEEK 1 K 10~15 [E], HEEA 1 H 12 KA
(07:00~19:00) IHREL=MEE (802 5=F) THELL., b, SEHMTOEEROR
EiX 20~24C., HHEEIT—RHICRK 83%X TLATLIHRENA SN ERITIE.
46~70%TH o7z, B, 757y FREBERWEY -2 (W254X D350X H170 mm :
V= RIZPZ7 Y FHRAR4) T 1ETOREL, EHEFAR (BEHHEEE CRF-1. AU
CHIVER TEBISH) RUSEIK EBRFEHEKEK : HEfGAK) Z2HBICERS BHE
Liz. A OBEEECEL TR, FALEZ20y MIDWTHHEABERRRI L ¥
—THH L7eF =22 AFL, E/2. SEKIIDWTIE, KEEICERL -/KEORE 2 I H
BASBEBAEBNEREL S/ —ICEHN (F4E) EKEL, 8575 2AFLTE
NTENREORWI L 2EELTREL .

5. IREER. #E5EHK. REBRRUVEELRE S ZOZERER

FUHREDOT A B 51 VICHED, REFRIROE2ER, REPEEEEBML 28
MR 2 /A (14 B &L, BEMEPEKREI S, £, REFRBEIRERSHRT—
BREZITbNTWs 1A 118 (7EE) &L7%=.

6. |EFERVEDORREH

BEEARIY. 10mL/kgBEE L, £, BEARIToEBHOROKSITHE L TR
ThhTWwaAEERR Lz, T/bb, 1H 1E (08:00~12:30 D) . R SERE
VT EBWTHREEORS Uiz, MRBEHCIIEER (0.5whv%CMC-Na KIEHK) ZFERICES
L7z, ERZEOBSHEL. BFORELERICEHL .

. REBRRUETORTESH. HEMRLCICHMH

BERI. FHRABROBREZSEBCLUTHRELE, ThbE, p-Z2 a7z /—bF MUY
LD 125, 250, 500. 1000 KX 2000mglkg 2D v b (1 Bl 3 ID) T 1 BIREOH
HUMER, 1000 XU 2000mgkg B5HOMHELF. 500megke HERHOMES 2 FIRN
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250mg/kg G BOM 2 I &M 1 HINEELEY . —A, p-2 b7 /—=IVF MU T LD B,
12.5. 50 B 7K 200me/kg ZMEHED T b iZ 2 MERERORE L& T 5, —BRETHRY
BOGBICERTS BN 2HEROPERD 50 KT 200mg/kg B 5HOMEIZA SN DB
T, AE, BEE. - ORECEORE. SRRVBEEROVTHhOREIIBVTHHR
WEERESOEEIRDONAN -2, TNOORKENS, BHBHBESA RS O TRER
ErBIT5HEEOFEEINTVNS 1000mg/kg #R&EHAE & U BT 2.5 T 400. 160
R0 60mg/kg D 4 ABEH/EL. THITHBEREZMAE s BEMEA LR, 1 8420 0B
¥id, 28 ARG HRICEHRT 8 (E8) ICH#ES e L2, Bz, #RE, PHER. &
BARBRVESARR TIL 28 HMH S % 2 HRMARE L %Ry 28 (BIER) MRS 6
ILEAWE, 27ZL. REAERTRESHRRICELALOEENEC2D., 262X
el RERTRIZEEROH 1 2S04 EAERRL . BEREZUTIIRY,

Rl | #5R B E |RE5BE | % x ¥ b #H OB
(mg/kg) | (mg/mL) | (mL/kg) B BNES Bt BmRS
pafictiss 0 0 10 b3 6 1001~1006 6 1007~1012
] 6 1101~1106 6 1107~1112
ERRH 60 ] 10 H 6 2001~2006 - -
i3 6 2101~2106 - —
FREE 160 16 10 HE 6 3001~3006 6 3007~3012
3 6 3101~3106 6 3107~3112
BHER 400 40 10 H 6 4001~4006 6 4007~4012
i3 6 4101~4106 6 4107~4112
BEARNE 1000 100 10 113 12 5001~5012 - -
s 3 12 5101~5112 - —

8. BMORAIRUIT—-IANORR
BMEARRINBYABREZ OY TRGEBNEZT > /. #FT -3, B5E 3D
TERTBAT L —v 5 )VEDT. RBRER. R5EK. R5R. % gNRE. BEE
FEROEBRTFEREHARLL., R,

9. ®ERE
D —HRIREBOEE
BEMEGI3ER 3B, REMERGEERORE 2 % (LU, LBROKBI
BERERSHEKRO 2 E) . DEMFYIER 18 G L OSMVEL KA B8 B# -
BE. 178, MRERREO—RRELZBRLZ, BCHWT, BREEDMTHRL /-,
B, UTREGHRGBHZHRE 1 B, &5 1~7TB2H58 1, &, H5KTHOR
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2) WEHE
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BEE1RRIHS 18, 4BROTHO 3E, ZO%IE 3 B/izwl 4 B TE 2 [a,
W HOESHT (08 : 00~12 : 30 D) ICRIE L=, BEMHESEESE 1 3, 3 HRU 7
HICBIEL, TO®E3HAZWL 4 AR TR 2 BRE L=, £/-. HNBEFEEEHO

7o, BERTREVEER TROBRBEICHERBOKEZHEL &,

3) RHHENE

H5E1ARRS 18 @A 50188 . 4BRUTH (Wihd 3 ARORER)
O 3@, ThLABFE 3awWL 4 HEBTE 2 H (3~4 HEORRE) . £/, BEEE 1
HidE#E 3 B Q AMoREEE) RUEE 7H 4 HRAORMERE) © 2 E. TNLREE 3
A72WL 4 HER TR 2 E (3~4 HEORMER) . #lEz B o—Ekef (08 : 00~12: 30

O, 72720, HE5HETE&EED) CHEL, 1R1 BRZHEHL .

4) RRE

HEE 4 AROEES 2 BT o 7.
BEE4E (%523 A~24 HOMD) . BREYHOREGIMIZLEFHMITONT, @
BE2HE (9 9 B~10 AOM) REEBOEEEIMCOVT, FERICERREEEY +
Lz —JIINEL, @8 - BHEBKFT4REREEMLUZ, ROTERESE 4 Bidiks
Z2iTo %, EES 2 BHid5 EkE. BHER - BRBKT TEOHO 20 FFFEER %K
Liz. REEEIIUTORDTHS, B, EBRULBRIAO 4 RERIZDOWT pH LTI
BETORELREZ, TORICIHESNE 20 BRERZHWTEBBERVRBORTE 21T

W, REIT 4 FHOREBRT 20 REOKBEZE5 L TEHLE.

FKRIL RER&EE2E

w L7 —OA LERETHIAN SO 1 HOERRZ, MAKREZ2HEWTREEL 2.

RAEEH

pH

FZAEVE
oAk

T a—A

i

=83 D1 <%
ooy /-5

W w Fi ik

URIFLET 7A BB [BRARERSS—R12#]
URIFLET 7A BB [(RAUERSE —RL#]
URIFLET 7A BB [BRFCARSE — R ]
URIFLET 7A &BRHE [BRTERSE— Rl ]
URIFLET 7A Gt [BATER S —Fl2#]
URIFLET 7A B8R [BRCER S5 —FI2E]
URIFLET 7A SUR&L [BRECEEE —Rl2£]

a}

a)

a)

a)

a)

a)

a)
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REEH W o K

il AR ERER

/i i

KB (24 R E) BRATE

BBAE KERET®Y

BKE (24 FFER) BEE®

fERRIE AR

a) : mini AUTION ANALYZER MA-4210
(R SR —RL )

b) : ZHBRBEEHEEE -7 EAFv b OM-6030
(AR — =)

M FHIRE

BEMAROCEENAE T OB OREFC, BTEMS—K (B 16 BB HRxd-
LEEBYE, T-TIVRRTICHEL., BEXBRM S EDTA-2K MERMAR (SB-41: >
AR 7 A TR EFRL., B TFOEHIZODWTHIELRE, 7L, JaokorEy
R R OTEELSR S F O R T I AF CRRIIC DN TR, 3.8% 7 T B MU D AZEMA

C BRI L 72 i &R O B (3000rpm. 10 4 LTHE s ~miE2HWTHIEL
7z.

BEEE Bl % B
FRMIKK (RBC) BRIEHL RIS 104/uLL
AEYTOE SR (Hb) T URARARTOE LS g/dL
ATRZYy ME (HY)  RIIERER TR MBRER S B %
THERMIAT (MCV)  BRUSHRELRHES fl.
FHFMRMLERR MCH

RIMBREBONETOE BN SHEH pg

ok iERiin AFERE (MCHC)
NEJOEERUAT R Uy Mih S EH %
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BEEH oo A O B fr
MARIMIRE (Reticulocyte)
Brecher % %
M/ (Platelet) BRUEHIE (LR 104/l
Hifusk# (WBC) ERIEFIEA R 10%/ul,
HIERE 2R May-Giemsa R &k 5§k %
Jobru EVEHE PT) Zov hEY s
EHRALES Ol R TS5 ATF VR (APTT)
770y hEY s
{58 P E B A
¢ : A —2HEBSHBMRTYF I Y~ T890 (I—IL5—H)
d)  MmEEEEBEERE ACL 100 (Instrumentation Laboratory)
M AE AL R A

I 3 2E IR D 7= 6D ORI & [FIRE 12, IR KRBT S BRE L 721 % 18 05 B8 (3000rpm.
1093 L. BohcmEEHWTUTOEBIZDWTHIELZ, Z7ZL. GOT. GPT.
LDH B 7 -GTP IZDOWTIX, ANXUEMAT=HBITEE L 7= i3 % 35 0 59 B

(3000rpm. 10 73+H) L TH SN2 AW TRE L,

BEEHE W E H & LA
GOT UV-rate ¢’ IU/L
GPT UV.-rate #% ¢ 1U/L
LDH UV-rate ¢’ 1U/L
7 -GTP T W3- F7-4-2bayzy R 3R IU/L
AlP Bessey-Lowry 75’ TU/L
231 A5 0--)1 (T.cho) CEH-COD-POD #:¢’ mg/dL
rUZUESA R (TG GK-GPO-POD &’ mg/dL
) VIEE (PL) PLD-ChOD-POD ¢ meg/dL
BEVUILE > (Tbilirubin)  FYVEUJILE ik mg/dL
N a—-X (Glucose) Hexokinase-G6PD ¢’ mg/dL
[R#EF (BUN) Urease-GLDH ¢’ mg/dL



REHHE

2 L7 F > (Creatinine)

FhUT L (Na)
AL (K

HF#E (CD

AN (Ca)
m) > (P)
KlzABE (TP)
772> (Albumin)

AIG H (A/G) B-WBHEROCT VT oh6EH
{5 PR B B
e) : ZHESHEE Monarch (Instrumentation Laboratory)

7) EEEERE
(1) EIREUVHEERNE

B E A O
Jaffé 1%’

A F R EE
A 4 RN ERE
A F RN B
OCPC ¢
TUTF RS
Biuret #:¢’

BCG i’

B-4201

SEFHMICONWT, BOEERBIRGINICL D MnESE =&, Fosk. =ik, Wik

RUEHZESORSORE - BRI DWW THMIT B -

kU, EUEME, RBREK

HPMIZEIR LUz KWT, RICRTHE - fiRICOWTHEERR (MUER) ZHE
THEEDIT, HMNEREFIRFFOEENS, #FE 100g B D OHMERZEH L /2.
2B, *EEDTEHAMEDREEICDWTREAN & ITHE L 22, TOEFHETIHMEL
Foo Eio. REEMIIOWTHREBEERZMEL A, F—FEIBEMEL. RBEICR

R L o7,

i, FRIR (BR/ANEZED) * BIR. OB M (REXEZS) . R, MR, ®

B, BUE. RgE. DREL

(2) REMARFHIRE

LEMITONT, ROBE - k% U CBEH 10% <) D TEE. RELE (=
ZU. BRER, N—F—RE MR S EBREER TRAB L2 3% /NI N T IVTFE K-
25%RI 7Y R TEE. FHEREM OB RIZT 7 B TEE L% CERE 10%h
WY BTREFLE) o RAT, THRERBLZSEE - ftlconTs o L,
ZOIBEROMEH. GHABRHERCERARKIIOVWTYFEL, AT RFIY > -
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IFAT (H-E) REZTVWERLZ, BIZ, #BRMEKREG I 2HEORDN /1
BOBRUHOBBIIOWTIE, EROTERMEARBEEERO2HI TRERZIT - /2.
2B, SR UCARRMEEEIMICOWTIE, ARICERE<ERLE., /. ¥
RUOBEMRAOKREZFICOWTEEZRY L,

KB N, BRAGER). A-EfeE,. RER, . N—F IR, TEE FRE (&
EANMEEED) . BIE. WIR. M. BT S/ 6, BEEYD SN, DR RKE
Ik, &, i (QEXZE0) . & RE B KB £5B. HB. 5B &5.
JB. BT, SR HE. BE. BE. Bt 2. BELE giR. %8,

PR, TE. . AR BE (BHZE0) . KIEE (BHZS0) . KEBECERL.

BRE (BEED . WREE, EERERIER (BN | KRR EIRN

= =

10. Rt

HREEE O D BEMEL L ZREICDWT, £7 Bartlett I L D EHOSBOH O
E (EEKEE : fifll 1%) Zfr-o7z. TOBR. 58— OBE I Dunnett 3 %2 H W TH
B LAESBEOTHHEOZORTE (FREAE @il 5 R 1%) %, S48 — TR\
E121E Dunnett O A% (mean rank test ¥E) ZHAWVWTHIBEH L {EGH EOEEIEMOE
ORE (FEALE  @ifll 5 R 1%) 2{T-o7/729 ., £, ROEENEHIKDWTIE, R
BEr (BB mfll 5 2O 1%) 2. FREEKFMREOREIC DWW TIE. Mann-Whiteny
D URE (EBAKE: il 5 KU 1%) 277,
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HERR

1. FETEMRU—IKE
f%A& % Table 1-1~1-3 T} Appendix 1~13 IZ;RL 7z,
1) FECHBY
REIRH. 1000mg/kg 5B OMES 10/12 AN L, 2055, 76 L6
Bl RS MG A ORGERZRN S BRESORED . WREOHD R EVERLS 51, —
BIZCNICMA THREMERZ2 L THRE LR, TOMORE 36 &I 4 5T, R5HEKE
Ho&5EEZICHRBEESORD R IIEREOBINE SN, 1F&A EDOH TRV D
RHohiz, &5 2FERICIEINS OERIZHEE L, 5 2 B TIEINEETREEE
WCHBESHORAONA SN, TR, ZhsOERIBIS SR B0 56 K
V10 HIZHES 16, 5 8 BHicHE 241, EIZHG 14 HICHE 1 BIAYERZRT Z &< %
5 30 77 ~3 BFMIRIZIEL., &5 17 BT S 1 AR GEZICIERE OB 1EEAE
ROSREERS LR LU THELE, B3, H5MAKBAIECLZFAUATE, ERYED
BICERT S EEA 5N HAROHMSERERB O SEHBRI Nk,
2) EHEW
MEHEE BT, MBRYEOAICERT 3 EE X NI EAROYEDY. SRERHO2HT
BE5HEBAMSHBA SN,
1000mg/kg 58 TIE, LELOERUAMTREHBH OREEEZICHREROMD RN
WP OBV 2 1 (EFEHI2F) TH SN, S 1 FTIREBVER b ED 5 h
7Zo TIN5 OEREBHS 2 RFSIEM A Lz, £5 2 B3R5 EBICHRBESH O
1Pl H NN THNEABRREAROPERUAN OERIZED S Nish - 72,
BEHATIE, WIhoBMIZH BN IR D Shah- 7,

2. fxE
fkfE% Fig. 1. Table 2-1. 2-2 K& U* Appendix 14~21 {22 L7,
1) 5 Him

HEMMEZEU T, BEORREHOERE INBE &FRICHER L.
2) [EER
EEARZEL T, BEOXKRSHOKE I BRERRICHEEL 2.
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. {BEE
FR#E % Fig. 2. Table 3-1. 3-2 % Tf Appendix 22~29 IZ7R L /2.
1) &5
BEHEEZEC T, BEORBRSHOBHERIINEH AR TH L,
2) B R
HETIE. 160 KU 400mg/kg 58 THERICHKARTHFEZEMENRE 10 BIZA 5N
72o 2B, &5 14 BIEBHEORELEMD 160mg/ke HH5HIZH SN, 400me/kg
BERTIMBREOEN 2L, BRIZEEL AL TIIAN -,
Tk, EENEZEC TERSROBERINBR AR THo 2,

4. RERE
Rk % Table 4-1~4-8 & U} Appendix 30~53 IZ:R L 7.
1) #5%4BARE
T3, pH OB ERK T 400mg/kg HEHIZH 5N,
T, pH OFEREK FRTRTOBRGHICHENZ,
2) EEE2ERE
MR S BT, B GRIMEROMICEIED SNAh Tz,

5. MRFHRE
JR%& % Table 5-1~5-4 & T Appendix 54~69 IR L 7.
1) ®EHERTRRE
MRS I, B GHEBBOMICERED s ah- 7z,
2) EIEHME THRE
RS- BT, SRR INEROMICZRED S hah o7z,

6. MEE(FHRE
FR A& % Table 6-1~6-4 & X Appendix 70~85 IZ/R L 7z,
1) H5 R TRRE
i S S, HRYERESICERT 2 EEA0N5E IR Dol -, B, T
I OEEBERBENN 400mg/keg 5B O, A/G HLOEEBERRMED 160mgke B O
H, BRIV ATO—)LOFEREASN 160mgke I 5HOME, HI2H U D LAOFEREMN
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7% 60mg/kg 5 BHOMIZH SN, WTFNBREICEEL &L TR 7.
2) [EE MR TR
i &bz, BISRENBROMICERED SN .

BREEE
%1% Table 7-1~7-8 &' Appendix 86~133 WZRLU 7.
1) BE R T RRIR
M E B2, HRYMBERGICEEBETSEEZSNAELIEBED N ho Tz,
mH, DROMEEROAERBOY 400me/ke B ERORIC, K. BIBEKTIIRD
I EEOA ZRMA 400mg/kg HEROMITH SN, WITNOHABITHEEL L
fbTidiaho 7.
2) [EfE IR T Rl
WRWERE & OBEDNEDNSELN,. BORIFICASNTZ.
BB DT, NEESRSEEOMICEIRD SN,
ETiE, ENEBOFERBEND 400mg/keg HEBRITH LNz,

BI&FRR
FR 4% % Table 8-1~8-3 & TX Appendix 134~149 {Z/R L 7z,
1) FTHl
MBIz, BEEEED s k.
2) E WM T R al
R B2, HBRMERSICGERT 3 EZXANSEIEED SN, B, ]
B ORREED 60meg/kg 5 FOHE 1§l & 400mg/ke HEFHOME 1 HliC. BRELADOH
@B (FRE) 2 400me/ke 5O 1 H1ICH S NZA, HBURIE UYREREER ) &
WIS HEFRTR S L 7.
3) [EE IR T IR ER B
HEHEE BT, HRYMEREICERT 325N ERD o7z, 2B, B
oO—ERMaM (FrltE) A% 400mg/kg WSRO 1 Flic, BE ORELN 160 BT
400mg/kg HEHOMESR 1 FlicH SN0, HERRERHERZHERM S WTHHER
R EHM L7z,
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9. RIEBMEMFRE

A& % Table 9-1~9-7 B UX Appendix 150~1711Z. F7=. FTROKREH % Photo. 1~4 I
PN A

1) Tl

B 5 RHIZEE L7z 1000me/kg 5 FOMBES 10 FlICDWT, HBRYEKR S IZHEH
THEEZONABTRD SN h oz, BB, #T. HRICH T S4/E MmO K
SR BT A SN OTUENTEICA 5N, HTHRROMERNEE® S Nzht, K¥
OEMBRERBAICECTL TWEIENS, BMOEBORWVWIZESELHIW L. *
7o, HED 1 HITRIEEEMICREEORMIIL SN, TOHBRAENSEREHRRE
FIMEL 7=,

2) 5 AR T REIRG)

PR ERECHET S LB 5NN, HOBRBICAH SN, b, Hi3#EEY
BB E5OMERRON - mDM#ESFIC DOV TREL 22 BRREICIIERRYE RS O
B3z nwEHE L,

B D BB B RME LR OFERME/NME (Photo. 2) A%, xHHEBETIIHM 3/6

#l. 60mgrkg 5B TIIBEM 1/6 61 S8 EE 1/6 #1. 160mg/kg H5RE T
B 1/6 Bl7a0icx L. 400mg/kg #5-8 THHEM 3/6 # L8R 3/6 4.
1000mg/kg 5 8 TIXEE 22 H1TH V. 400 BT 1000mg’kg IG5 T
ZLORBENEMEI N, 400mg/keg HREP TIIAEEZBRD 5N, ML,
TR ELAE BRI 2% 160meg/kg R G DHRE 1 4] & 400mg/kg B 5B OMERES
1 41, FIEOMREMN 400mgke HE5HOME 1 6. BEMEOEMELD
400mg/kg 5B OME 1 £1. A 400mg/ke RSO 1 FicH SN
A%, FOHBRT R OYFESEERD S W B EFFT R &M L 7z,
iz, A FOFAMNB SN, EHENELTH ZMBOMNE N ZRE, TOHERIR
PUR CR IR IR A S B FEFT AL & HIlT L 72,

) . BREOUS A (EIREI, ARMICIEE ORFRERDSZED 5Nz 60mg/kg
PSR OBt 161 & 400mg/kg B E RO 1 1)

5% D RfiSMEIL ChREEE. 400 K UX 1000mg/kg 55 Dtk 2 41)

AIVIAR 0 HIEOMKREE GIREBKRY 400me/kg K5 OE 3 #i& 1000me/kg %
S5BO 140
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FER Bk
RBFRIEE @R, RIBRICBRITNED 5 1/ 400mg/ke H5HO
160D
BERTIRIRATRE L ZMOBE - fifk. TabbREK. /MK, B8 (88 . &
Bk, BFIRIR (BR/NMEZED) | BIY. IR, BTV . BRI 288, O,
SE. M (KEXEED) . FTER. =B BB 5B &5, BB, TR Pt K
B, TE. BE (BHZED) . KRE (BH2E0) WCKBAERE IR
WA s Naho .
3) e IR T IR R Al
MEHEE B2, HBRMERGICHEET S EEA NS EBRDsaho 7=, 2B, U
TOFRRNH SN, O HBIRG R OREZHEMER N S BRI R SHIE Uz,
B D RME B OFERE/ME BB ORE 4 41, 160me/ke BEREOHE 2 1,
400mg/kg R ER O 3 #) | IHEEAIRME. EOMREMEE O RE
Y ORRHE(L GRREFIC, IR —3RFK M A58 5317 400merke P45
BEOHE 1 61)
= o REOUS A (BRI, WIRFNICIRE ORF R G053 5172 160mg/kg
#E5# & 400mg/kg RSB OIS 14
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x B

Sprague-Dawley % SPF #f## 5 » b (Crj:CDESD)IGS) 2. p-= b7z /—JbF kUL
%0 (0.5w/v%CMC-Na KE# A . 60. 160, 400 XX 1000mg/kg/day OHE T 28 H
MEERFREOKRS L., TOHFEERET 2 EEHIT. W, 160 KU 400mg/kg & 51T
DWTIIFE D% 2 BAMAREEE,. ZLoREEICTDOWTHRE Lk,

LY. 1000me/ke 5 B OMEES 10/12 FIDFH T Lz, FBHR LU ZERIHRERERA
DHEERETEHOTH >l &, —H, ARRUHEEBRE TIEMRERICENH 5N
T REROELBEDENABN T NS, BENELE DR NVHHREEERAOIERA B
R EEZ SN,

EHFBHYO—IRE TIE, ECRRD SN~ 1000mgkg BEHOMME TR TEY &[RRI
HEEBORHA ., HREOWO R OBERMERSA SNz, LU, HREOMA & B/
BiEHEBA 0L, BREBOEDBERE 3 HURERD sNaho%, 2ok, &5
ERFIC A S NERNBR G EZBOBET I LICLDHERTIEECE. FBROBMNABMERZ DR
BRADEND ZENZVHR, KRR TIIEMAHEREOFEZRE T S FBEROEINC/AN
B EOFMRIEXIZASNT., TORFIIRHTH -7, B, REHEBECIEE, HiED
RSB THAROINENEB A 5NN, BBEETIHBYMEH S H 2 0VWIZTOREY
BRPICHR XN REZEZA SN, #EEEsRTlahoiz.

HRERCHEERTE, HBRYELESOMEIED Sk oz,

RRE T, pH OETH 400mg/keg H5HOETH SN, BROBBOMEBENE & &
HIZHBHE OBBAOHENRBEIN, 1B, pH ORKTIIMOTRTOREHICHAS
N, FORLOBENHABICHEEL TWRNZ &, MORREDEECBBORMYRE
BWTH BN HB S NN En 63 Tidan &Kl Lk,

AR R FHIRE T, #HEBEMERSOREIRD Shiah-o Tz,

FRIEFIRE TR, #OBIR TREE bR OFEE/MEDHBELAT 400 X T 1000meg/kg #5
BTHE®BINZ, UL, ZORLEH#ES Y P THERBRICH > TEERIKBOONEHDTH
D, FRABRTIIRMEOREHREZRETIEMDNBLNBNI LS, HFEFNERIZLL
e EI N,

KEick D, LEROBMBTRTHEAL, BEEIRED S, b, BEEETHEELKE
N 160 K OX 400mg/kg B HGHOBICAHAON, BE 10 BO 1REOAOELLTHD, 20
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A TN EOZIRD NN EMSERNEBLE B Lz, £, BIBEROY
MY 400merkg REFHOMIZH SNED, HEROAOEL THHNERICENZ W &0
ETIRICHBRYE ORBENOHENED NN & SBERNTELEHML .

PlEom<, p-=ba 7 /=T RUDTLAZET Y MZ 28 BEIREKLORSE LR,
1000mg/kg H 5 H QW TR TIRD SN, 400 BN 1000mgke %58 Ot TEIB O MRRF
H%E{t, 400mg/kg HEH O TR pH OETAA SN, —FH. 400mgkg 5 FFOME L&
160mg/kg LA'F D S5 O # TIIELITEBD s hlah - 7=,

INSOREMNS, ARBRIIBIS pZ by / = NFMNITLAOERERIIET
160mg/kg/day. MET 400mg/keg/day EHERE Sz,



1)

2)

3)
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p-= b0 /= RNUTLDTy FEAVWEREORGICL 22EHNE FHAR
XSRSV —Ft o — BEBREF :U-1700, 1999 4 3 H)

p-=hO7z /= FRUDLADT Y MW 14 HEIRERO®R S H1E 8
(FlERR) GA2ERJVS—FE5— HBES :U-1701, 1999 4 3 A)
Shayne C. Gad and Carrol S. Weil : Chapter 15. Statistics for Toxicologists. In

“Principles and Methods of Toxicology 2nd Edition, edited by A.Wallace Hayes,
Raven Press, Ltd.,.New York, pp.435-483, 1989.
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500+
400+
300
200 #°
100F Female o——O 0 mg/kg
A~ — A 60 mg/ka
g-—- —m 160 mg/kg
&—-—o 400 mg/kg
»¥—--—-x 1000 mg/kg
O | 1 I | | | I | L1 1 ] | 1
1 4 7 10 14 17 21 24 28 1 3 7 10 14 (day)
— Administration { Recovery ————

Fig.1 Body weight of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
and followed by a recovery period for 14 days

Body weight



Food consumption (g/rat/day)

B-4201

40+
S =
0 e . )
\E_,—
e»h-k_“hﬁ$k\
M T _—
20 B —-=8
Female
10+
o—o 0 mg/kg
A~ — A 60 mg/kQ
o— —m 160 mg/kg
&—-—¢ 400 mg/kg
X—--—-x 1000 mg/kg
O f ] [ | Il | § ] ] | { 1 1
1 4 7 10 14 17 21 24 2B 3 7 10 14 (day)
H Administration { I Recovery — |
Fig.?2 Food consumption of rats administered orally with Phenol, p-nitro, sodium salt for 28 days

and followed by a recovery period for 14 days

Food consumption



Table 1-1

Clinical signs of rats administered orally with Phenol,

p-nitro,

sodium salt for 28 days
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Number in parenthesis indicated the number of dead animals

that showed the respective clinical signs.
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Table 1-2 Clinical signs of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
bay of administration
Sex Dose Findings

mg/kg i5 16 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Ne abnormality 12 12 12 i2 12 12 12 12 12 12 12 12 12 12
80 Ne. of animals 6 6 6 8 ] 6 i} [ ] 4] 8 6 [ 6
No abnormalit¥ [ 0 0 0 6 6 0 4] 0 9 (] [} 8 1]
Excretion, yellow urine [ 6 6 6 0 0 6 [ 6 6 6 4] [¢] 6
Male 160 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormalit{ 0 0 0 0 12 12 Q Q 0 0 0 12 12 0
Excretion, yellow urine 12 12 12 12 0 0 12 12 12 12 12 0 0 12
400 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormalit{ 0 0 0 0 12 12 0 ] a I 0 12 12 i]
Excretion, yellow urine 12 12 12 12 0 0 12 12 12 12 12 0 0 12
1000 No. of animals 3 3 3 2 2 2 2 2 2 2 2 2 2 2
No abnormality 0 [ 0 0 2 2 [¢] 0 0 0 0 2 2 g
Qligopnea Q 0 1{ 1) © 0 0 0 0 0 0 0 0 0 4]
Prone/Lateral position 0 0 (1) ¢ 0 0 0 0 0 [ 0 0 0 4}
Tonic convulsion qQ 0 1(1) 0 0 0 0 0 0 0 0 0 0 0
Excretion, yellow urine 3(1) 3(1) 2 2 0 0 2 2 2 2 2 0 0 2
Dead 0 M) 1 V) 0 [ 0 0 0 0 0 0 0 0
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12z 12 12 12 12 12
60 No. of animals 6 6 [ 6 ] 6 g 8 [ [ 8 6 6 6
No abnormalit{ 0 0 Q g 6 [ @ 4] 4] 0 0 6 6 0
Excretion, yellow urine 6 6 6 [ 1] i) 8 8 [ 8 6 0 0 6
Female 160 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormallt{ 0 0 ¢ 12 12 g Q 0 0 0 12 12 G
Excretion, yellow urine 12 12 12 12 1] 0 12 12 12 12 12 0 0 12
400 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormallt{ 0 0 0 0 12 12 g 0 ] 0 0 12 12 0
Excreticn, yellow urine 12 12 12 12 0 0 12 12 12 12 12 0 (4] 12
1000 No. of animals 3 3 3 2 2 2 2 2 2 2 2 2 2 2
No abnormality 0 0 0 0 2 2 0 0 0 0 0 2 2 0
Oligopnea 0 4] (1) 0 0 0 0 0 0 0 0 ] Q [
Prone/Lateral position 0 9 (1) 0 0 0 Q 0 0 0 0 Q 0 0
Tonic convulsion 0 0 (1) 0 0 0 o} 0 [ ] 0 g ¢ [
Excretion, yellow urine 3(1) 3(1) 2 2 0 0 2 2 2 2 2 ] [} 2
Bead 0 0 1 0 1} 0 0 0 0 0 0 0 i} 0

Number in parenthesis indicated the number of

dead animals thai showed the respective clinical signs.
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Table 1-3 Clinical signs of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
and followed by a recovery period for 14 days
Day of recovery
Sex Dose Findings

ng/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals g 8 4] 6 4] 6 6 6 B 6 6 6 [ 6
No abnormality 6 6 8 6 [ 6 6 6 6 6 6 6 6 8
Male 160 No. of animals 6 6 ] [ ] i 6 6 6 B 6 6 6 6
No abnormality 6 6 6 6 [ 6 6 6 6 6 6 6 6 6
400 No. of animals 6 6 L] 6 4] 6 6 4] 6 6 B 6 6 6
No abnormality 6 6 6 6 6 6 6 [ 6 6 6 6 6 ]
0 No. of animals 6 6 6 6 4] 6 6 6 ] 6 6 3] 6 5
No abnormality 6 6 6 6 8 6 6 [ 6 6 6 6 [ [
Female 160 No. of animals B 4] 6 6 6 6 6 6 6 6 6 6 [ 6
No abnormality 6 6 6 6 6 [ 6 6 6 6 6 6 6 6
400 No. of animals B 4] 6 6 6 6 6 6 6 6 6 6 6 8
No abnormality 6 8 B § 6 6 6 6 6 6 6 6 6 6




sodium salt for 28 days
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Table 2-1 Body welght of rats administered orally with Phenol, p-nitro,
Day of administration
Sex Dose Gain
mg/kg 1 4 7 10 14 17 21 24 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 198 224 250 272 301 325 349 361 385 186
S.D. 5 8 11 14 18 18 21 22 24 21
60 No. 6 6 6 6 6 6 6 6 6 6
Mean 202 228 253 275 301 324 345 358 381 179
5.D. 9 8 11 11 16 1T 22 24 26 19
Male 160 No. 12 12 12 12 12 12 12 12 12 12
Mean 201 225 250 268 295 315 338 351 372 171
S.D. 6 T 7 11 12 15 19 22 25 21
400 No. 12 12 12 12 12 12 12 12 12 12
Meait 197 222 248 269 299 320 344 357 380 182
S.D. 6 8 9 10 12 14 18 18 18 16
1000 No. 12 5 4 4 3 3 2 2 2 2
Mean 201 222 250 271 298 320 365 373 399 199
S.D. 6 a 9 12 20 28 23 26 35 33
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 159 168 178 185 199 207 216 221 232 T4
S.D. 6 7 8 8 9 13 13 13 14 11
60 No. 6 6 6 6 6 6 6 6 B 6
Mean 156 168 172 177 189 196 204 212 218 62
5.D. 9 11 13 10 12 11 12 14 14 8
Female 160 No. 12 12 12 12 12 12 12 12 12 12
Mean 156 166 173 179 192 199 207 212 220 64
S.D. 8 Q 11 11 14 17 18 17 18 13
400 No. 12 12 12 12 12 12 12 12 12 12
Mecan 155 165 174 183 197 204 212 220 227 72
$.D. 7 8 9 10 13 16 14 17 17 19
1000 No. 12 6 6 4 4 3 2 2 2 2
Mean 158 166 179 183 194 203 214 223 231 77
S.D. 5 5 7 8 9 6 1 6 8 2
Cnit : g

No significant difference

in any treated groups from control group.
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Table 2-2 Body weight of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
and followed by a recovery period for 14 days

Day of recovery

Sex Dose Gain
mg/kg 1 3 7 10 14 1-14
0 No. 6 6 6 6 6 6
Mean 395 405 430 439 457 62
5.D. 29 29 32 31 35 9
Male 160 No. 6 6 6 6 6 6
Mean 375 385 405 415 430 55
5.D. 23 24 28 28 30 11
400 No, <] 6 6 6 6 [}
Mean 379 3ss8 410 422 441 62
S.D. 13 13 16 16 17 12
0 No. 3] 4] 3] 6 6 6
Mean 228 238 247 248 259 31
S.D. 12 11 15 13 15 6
Female 160 No. 6 [¢] [§] 6 B 6
Mean 221 226 235 238 246 25
S.D. 15 : 18 18 15 16 7
400 No. 6 4] 6 6 6 6
Mean 232 239 251 249 255 24
5.D. 16 15 20 19 20 7
Tnit : g

Ko significant difference in any treated groups from control group.
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Table 3-1 Food consumption of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
Day of administration
Sex Dose
ng/ke 1 4 7 10 14 17 21 24 28
0 No. 12 12 12 12 12 12 12 12 12
Mean 24 25 27 27 28 29 29 28 30
5.D. 2 2 2 2 2 2 2 2 2
60 No. 6 6 6 6 6 6 6 6 6
Mean 24 26 28 28 29 29 29 28 31
S.D. 1 1 2 2 2 2 3 3 3
Male 160 No. 12 12 12 12 12 12 12 12 12
Mean 23 25 27 25 27 27 28 26 28
S.D. 2 2 1 2 2 2 2 2 2
400 No. 12 12 12 12 12 12 12 12 12
Mean 23 25 27 26 28 28 29 27 30
5.D, 2 1 1 2 2 2 2 2 2
1000 No. 12 ) 4 4 3 3 2 2 2
Mean 24 25 27 27 28 28 31 29 32
S.D. 2 1 1 2 3 4 1 1 1
0 No. 12 12 12 12 12 12 12 12 12
Mecan 18 19 19 18 20 19 20 19 21
S.D. 2 1 1 i 1 1 1 1 1
60 No. 6 6 6 6 6 6 6 6 6
Mean 17 19 19 18 20 20 20 19 21
S.D. 2 2 2 1 1 2 2 2 2
Female 160 No. 12 12 12 12 12 12 12 12 12
Mean 18 19 19 18 19 19 20 18 20
5.D. 3 2 2 1 1 2 2 2 1
400 No. 12 12 12 12 12 12 i2 12 12
Mean 17 19 19 18 20 20 20 19 21
$.D. 2 1 2 1 2 2 2 2 1
1000 No. 12 6 6 4 4 3 2 2 2
Mean 18 19 20 18 20 20 21 19 22
5.D. 1 1 1 1 1 2 0 1 1

Unit : g/rat/day
No significant difference

in any treated groups from control group.
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Table 3-2 Food consumption of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
and followed by a recovery period for 14 days
Day of recovery
Sex Dose
mg/kg 3 7 10 14
0 No. 6 6 6 6
Mean 32 33 32 32
5.D. 3 3 13 2
Male 160 No. 4] [¢] 4] 6
Mean 30 29 28ne 29+
5.D. 2 3 2 2
400 No. 6 6 6 6
Mean 31 30 29« 31
5.D. 2 2 2 2
0 No . 6 6 4] 6
Mean 23 22 21 22
S§.D. 2 2 2 2
Female 160 No. 6 6 6 6
Mcan 22 21 20 21
S.D. 2 1 1 1
400 No. 6 6 i} 6
Mean 24 23 21 21
S.D. 1 2 1 1

Unit : g/rat/day

Significantly different

from control group (#:p<0.05, ##:p<0.01)
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Table 4-1 Urinalysis of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 8.0 6.5 7.0 7.5 8.0 8.5 9.0 - +- 4+ 4+ 4t At R E e b Y - +- P Xt R
0 12 1) 4] ¢ 0 [¥] [$3 0 0 5 6 1 0 0 11 0 1 6 O 0 12 0 0 ¢ o0 4]
60 6 0 0 0 0 0 5 0 0 3 1 2 0 0 5 1 0 0 O 0 6 0 0 0 O 0
Male 160 12 0 0 0 0 0 3 0 0 3 8 1 0 0 12 0 0 0 O 0 12 0 0 O O 0
400 12 0 0 0 1 1 0 Ow 0 5 7T 0 O 0 12 0 0 0 O 0 12 0 0 0 0 0
1000 2 0 0 0 0 [} 0 0 0 1 1 0 0 0 2 0 0 0 O ¢} 2 0 0 0 O 0
o 12 Q 0 Q 0 0 9 0 4 5 3 0 O 0 12 0 ¢ 0 O 0 12 ¢ ¢ ¢ O 4]
60 6 0 0 1 1 1 1 One 3 2 1 0 0 0 6 0 0 0 O 0 6 0 0 0 0 0
Female 180 12 [¢] 0 0 3 1 5 O 6 4 2 0 0 0 12 0 0 0 0 0 12 0 0 0 ¢ 0
400 12 0 [} 0 0 4 2 1ne 6 3 3 0 0 0 i1 1 0 0 0 QO 12 0 0 0 o 0
1000 2 0 Q 0 0 0 1 Ow 1 0 1 0 0 0 2 0 0 0 0 0 2 0 0 0 © 0
1) - 0 - 5 mg/dl += : 10 - 20 mg/dl + 30 - 70 mg/dl ++ 1 100 - 200 mg/dl +4++ 1 250 ~ 400 mg/dl ++++ 1 >400 mg/d1l
2) - 0 mg/dl - 5 mg/dl + 1 10 - 20 mg/dl ++ : 30 - 45 mg/dl +++ 1 60 - 80 mg/dl ++++ : >80 mg/dl
3) - 0 - 10 mg/dl +- 30 - 50 mg/dl + 70 -~ 100 mg/dl ++ 1 150 - 200 mg/dl +++ 1 300 - 500 mg/dl ++++ : 21000 mg/d1

Significantly different from control group (+:p<0.05,

p<0.01)



B-4201

Table 4-2 Urinalysis of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
4) 3) 6) 7)
Occult blood Bilirubin Urobitinogen Color
Sex Dose No.
mg/kg - +- + 4+ +++ R I S e + - + 4+ +H++ 4+ LY Y DY
0 12 11 0 0 1 0 12 0 0 0 O 0 10 2 0 0 4 012 0
60 6 6 0 0 0 O 6 0 0 0 O 0 5 1 0 0 4] 0 6 @O
Male 160 12 1t t ¢ ¢ O 12 0 0 0 0O 0 11 1 0 © 0 012 0
400 12 10 1 0 1 O 12 0 0 0O O 0 12 0 0 0O 0 012 0
1000 2 i1 ¢ 0 0 2 0 0 0 O 0 2 0 0 0 0 0 2 0
0 12 0 ¢ 1 1 0 12 0 0 0 O 0 11 1 0 0 4} 012 0O
60 6 5 0 1 0 0 6 0 0 0 O 0 6 0 0 O 4] 0 6 0
Female 160 12 10 0 1 0O 1 12 0 0 0 O 0 12 0 0 O Q 012 0
400 12 11 0 1 0 0 12 0 0 0 O 0 12 0 0 ¢ 4] 012 O
1000 2 2 0 0 0 0 2 0 0 0 0 0 2 0 0 0 0 0O 2 0
4) - : 0 mg/dl +- : 0,03 mg/dl + 1 0.06 - 0.1 mg/dl  ++ : 0.2 - 0.5 mg/dl +++ 1 21.0 mg/dl
5) - 1 0 mg/dl +- 1 0.2 mg/dl + : 0.5 - 1.0 mg/dl ++ 2 2.0 - 4.0 mg/dl +++ ¢ 6.0 - 10.0 mg/dl ++++ : >10.0 mg/dl
8y +- : 0.2 - 1.0 mg/d1 + : 2.0 - 3.0 mg/dl ++ : 4.0 -~ 6.0 mg/dl +++ : 8.0 - 12.0 mg/dl ++++ : >12.0 mg/dl

7) LY : Light yellow Y : Yellow DY ; Dark yellow
No significant difference in any treated groups from control group.



B-4201

Table 4-3 Urinalysis of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS cO
Sex Dose No.
mg/Kg - - + e+ e+ - 4 + ++ +++ - +- + ++ +++ - - + +4+ 44+ - +=- - += + e+ - *= + 4+ A+t
0 12 11 0 1 0 O 12 0 0 0 0 012 0 o O 12 0 0 0 O 12 0O 10 2 0 O 12 0 0 0 0
80 8 6 0 0 0 O 6 0 0 0 0O 0 6 0 0 0 6 0 0 0 0 6 O 5 1 0 0 6 0 0 0 0O
Male 160 12 12 0 ¢ 0 O i2 0 0 0 O 012 0 0 0 12 0 0 0 ¢ 12 0O i0 2 0 © 12 ¢ 90 0 90
400 12 i2 0 0 0 O 12 ¢ 0 0 o 012 0 0 O 12 0 0 0 ¢ 12 ¢ 10 2 0 O 12 0 0 0 O
1000 2 2 0 ¢ ¢ 0 2 0 06 0 ¢ 0 2 0 0 o 2 0 0 0 0O 2 0 1 1 0 O 2 0 0 0 ¢
0 12 12 0 0 0 O 12 0 ¢ 0 0 012 0 0 ¢ 12 0 0 0 © 12 0 9 2 1 0 12 0 0 0 ¢
60 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 0O 6 0 0 0 0 6 0 6 0 0 O 6 0 0 0 0
Female 160 12 12 0 0 0 O 12 0 0 0 ¢ 012 0 0 O 12 ¢ 0 0 O 12 0 10 2 0 O 12 0 0 0 0O
400 i2 12 0 0 0 O i2 0 0 0 0 012 0 0 ¢ 12 0 0 0 ¢ 12 0 10 2 0 O 12 0 0 0 0
1000 2 2 0 0 0 O 2 0 0 0 o 0 2 0 0 ¢ 2 0 0 0 0O 2 0 1 1 0 0 2 0 0 0 0
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- : 8light
PS : Phosphate Salts + : Mild
Cco : Calcium Oxalate ++ : Moderate

+++ @ Severe
No significant difference in any treated groups from control group.



B-4201

Table 4-4 Urinalysis of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24hrs miL/24hrs mOsm/kg
0 12 Mean 44 15.8 1614
S.D. 10 4.9 392
60 6 Mecan 46 13.1 1462
S.D. 18 5.8 554
Male 160 12 Mean 40 12.5 1827
$.D. 9 5.8 490
400 12 Mean 42 i4.8 1720
S.D. 8 4.2 321
1000 2 Mean 54 18.6 1654
S.D. 25 5.5 240
0 12 Mean 37 10.1 1686
S.D. 8 3.9 428
60 6 Mean 36 10.8 1680
S.D, 10 7.8 365
Female 180 12 Mean 32 6.1 2037
S.D. 6 3.3 420
400 12 Mean 34 8.1 1864
S.D. 7 4.5 439
1000 2 Mean 38 8.6 1783
S.D. 1 2.2 253

No significant difference in any treated groups from control group.



Table 4-5 Urinalysis of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
and followed by a recovery period for 14 days

B-4201

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
ng/kg 5.0 5.5 8686,06.57.07.58.08.59.0 - +- + b kbt Fhd - 4= + O+ e+ - 4= R A ey
0 6 0 0 0 0 0 0 5 1 0 1 2 3 ¢ ¢ 0 6 0 0O 0 o 6 0 0 0 0
Male 160 6 ¢} 0 0 0 0 3 1 2 0 0 3 2 1 ¢ 4] 4 2 0 0 0 6 0 O 0 0
400 6 0 o] 0 0 0 2 2 1 1 0 1 3 2 o0 0 5 1 ¢ 0 0 6 0 0 0 0
0 8 0 0 1 1 1 0 3 0 Q 1 3 2 0 0 0 6 0 0O 0 0 6 0 0 0 0
Female 160 6 0 0 0 2 1 0 2 1 Q 2 3 1 0 o 0 6 0 O 0 0 6 ¢ O 0 ]
400 6 0 0 0 1 0 1 3 1 0 1 5 0 ¢ 0 Y 6 0 0 0 0 6 0 O 0 0
1) - : 0 - 5 mg/dl +- : 10 - 20 mg/dl + @ 30 - 70 mg/dl ++ : 100 - 200 mg/dl s 250 - 400 mg/dl e >400 mg/dl
2) - : 0 mg/dl +- : 5 mg/dl + 1 10 - 20 mg/dl ++ 1 30 - 45 mg/dl s 60 - 80 mg/dl b+ >80 mg/dl
3) - : 0 - 10 mg/dl +- : 30 - 50 mg/dl + : 70 - 100 mg/dl ++ @ 150 - 200 mg/dl ++4 300 - 500 mg/dl +++4 1 21000 mg/dl

No significant difference in any treated groups from control group.



B-4201

Table 4-6 Urinalysis of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
and followed by a rccovery period for 14 days
Urinalysis (Recovery)
4) 5) 6} T}
Gcceult blood Bilirubin trobilinogen Color
Sex Dose No.
mg/kg - - + ++ 44 R N e S o Y + - e S e g LY Y DY
0 6 6 0 0 0 0O & 0 0 0 0 0 6 0 0 0 0 6 0
Male 160 6 5 1 0 0 0 6 0 0 0 O [¢] 4 2 0 0 0O 6 0
400 6 6 0 0 0 O 6 0 0 0 O 0 5 1 0 0 0 6 0
QO 6 5 0 0 1 0 6 0 0 O O 0 6 0 O 0 0 6 0
Female 160 6 5 0 0 1 ¢ 6 0 0 0 0 0 6 0 O 0 G 6 O
400 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 0 0o 6 0
4) - 0 mg/dl +- : 0.03 mg/dl + 0.06 - 0.1 mg/dl ++ 0.2 - 0.5 mgrsdl +++ 1 21.0 mg/dl
5) - 0 mg/dl +- 1 0.2 mg/dl + 0.5 - 1.0 mg/dl ++ 2.0 - 4.0 mg/dl +++ : 8.0 - 10.0 mg/dl  ++++ : >10.0 mg/dl
6) +- 0.2 ~ 1.0 mg/dl + : 2.0 - 3.0 mg/dl ++ : 4.0 - 6.0 mg/dl +++ 8.0 - 12.0 mg/dl ++++ : >12.0 mg/dl
7) LY I.ight yellow Y @ Yellow DY : Dark yellow

No SLgnlficanr difference in any treated groups from control group.



Table 4-7 Urinalysis of rats administered orally with Phenol,
and followed by a recovery period for 14 days

p

-nitro, sodium salt for 28 days

B-4201

URINE SEDIMENT

CRYSTALLIZATION

RBC WBC SEC SREC Cast PS CO
Sex Dose No.
mg/kg - +- + ot - +- 4+ o+ 4+t - += + ++ +++ - +- + 4+ A4 - +— 4+ v+ 4+ - +- “+ ++ ++F
] 6 6 0 0 0 O 6 0 0 O O o 6 0 0 0 6 0 0O 0 O 0 1 6 0 0 6 0 0 0 0
Male 160 6 6 0 0 0 O 6 0 0 0 O ¢ 6 0 0 O 6 0 0 0 0 0 0 0 0 O g 0 6 0 ¢
400 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 0O 0 0o 0 ¢ o 8 0 0 0 O
0 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 8 0 0 0 O 0 2 0 0 O 6§ 0 0 0 0O
Female 160 6 6 0 0 0 O 6 0 0 0 0 0 6 0 0 © 6 0 0 0 0 0 2 0 0 0 6 0 0 0 O
400 6 6 0 0 0 O 6 0 0 0 O o0 6 0 0 © 6 0 ¢ 0 © 0 2 0 0 o 6 0 0 0 0
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- 1 S8light
PS : Phosphate Salts + : Mild
Co : Calcium Oxalate ++ : Moderate

+++ : Severe
No significant difference in any treated groups from conirol group.



B-4201

Table 4-8 Urinalysis of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
and followed by a recovery period for 14 days
Water Urine Osmolality
Sex Dose No. intake volume
mg/Kg mL/24hrs mL/24hrs mOsm/kg
0 6 Mean 50 15.9 1829
S.D. 14 8.3 447
Male 160 6 Mean 39 13.1 1994
S.D. 11 6.4 561
400 <] Mean 39 10.6 2187
5.D. 6 5.2 169
0 6 Mean 39 10.2 1639
S.D. g 4.8 258
Female 160 6 Mean 35 7.9 1978
S.D. 7 4.8 536
400 8 Mean 40 7.6 1874
S.D. 9 3.4 429

No significant difference in any treated groups from control group.



B-4201

Table 5-1 Hematological findings of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT
Sex Dose No. locyte let
mg/kg X10YpL g/dL % fL PE % % X10YaL s 5
Q 6 Mean 781 15.3 46 59.1 19.6 33.0 2.0 103.2 12.9 16,0
S.D. 27 0.4 1 1.2 0.5 0.4 0.4 T.2 0.9 2.7
60 6 Mean 801 15.7 48 59.5 19.6 32.9 2.2 103.2 14.0 18.7
S.D. 31 0.7 1 1.7 0.5 0.5 0.3 14.7 1.3 1.1
Male 160 6 Mean 818 15.7 48 57.9 19.1 33.1 2.0 95.8 14.8 17.3
S.D. 15 0.3 1 1.5 0.6 0.3 0.3 6.5 2.2 2.4
400 6 Mean 804 15.6 47 58.4 19.4 33.1 2.3 99.2 13.9 16.3
5.D. 52 0.6 2 1.0 0.6 0.7 0.4 4.0 1.7 1.4
1000 2 Mean 762 15.5 47 61.6 20.3 33.0 2.6 107.6 14.9 16.0
S.D. 18 0.0 0 1.8 0.4 0.1 0.3 20.6 3.1 1.3
0 6 Mean 786 15.4 46 58.4 19.5 33.5 1.9 101.3 11.3 14.4
S.D. 34 0.6 2 2.0 1.0 0.7 0.1 11.4 0.5 0.7
60 6 Mean 801 15.9 47 58.6 19.9 33.8 1.9 93.6 11.5 14.3
S.D. 36 0.6 2 2.5 1.0 0.4 0.3 5.4 0.4 1.1
Female 160 8 Mean 789 15.3 46 57.9 19.5 33.6 2.1 99.7 11.1 13.9
S.D. 40 0.7 2 1.6 0.8 0.8 0.2 7.7 0.5 0.9
400 [ Mean 788 15.9 47 59.8 20.2 33.7 2.1 100.9 11.2 14.5
S.D. 39 0.8 3 6.9 0.8 0.6 a.3 12.3 0.3 1.4
1000 2 Mean 728 14.9 44 59.9 20.5 34.2 2.9 102.9 12.0 15.2
S.D. 40 0.6 1 1.8 0.4 0.4 0.6 8.8 0.1 0.4

No significant difference in any treated groups from control group.



B-4201

Table 5-2 Hematological findings of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kg X109#L  Lymph. Stab Seg. Eosino. Baso. Mono. Others
0 6 Mean 81 84.3 0.4 14.2 ¢.6 0.0 0.5 0.0
S.D. 19 7.1 0.4 7.4 0.7 0.0 0.3 0.0
60 6 Mean 85 89.6 0.2 9.4 0.6 0.0 0.3 0.0
§$.D. 27 4.0 0.3 3.9 0.6 0.0 0.3 0.0
Male 160 33 Mean 82 84.4 0.2 14.4 0.7 0.0 0.3 0.0
S.D. 22 5.4 0.3 5.0 0.5 0.0 0.4 0.0
400 6 Mean 88 86.3 0.5 12.7 8.3 0.0 0.3 0.0
S.D. 27 5.6 0.8 5.2 0.6 0.0 0.3 0.0
1000 2 Mean 102 87.3 0.0 12.8 0.0 0.0 0.0 0.0
S.D. 4 3.2 0.0 3.2 ¢.0 0.0 0.0 0.0
0 6 Mean 75 83.3 6.7 14.5 1.1 Q.0 0.5 0.0
S.D. 14 13.2 0.8 12.0 0.6 .0 0 0.0
60 6 Mean 56 83.9 0.3 i4.6 0.8 0.0 0.5 0.0
S.D. 15 6.1 0.3 6.1 0.4 0.0 0.3 0.0
Female 160 8 Mean 54 80.5 0.2 17.3 1.5 0.0 0.5 0.0
5.D. 15 7.6 0.3 7.0 1.1 Q.0 0.4 0.0
400 6 Mean 88 89.0 0.3 9.4 0.8 0.0 0.4 0.0
S.D. 32 4.4 0.4 4.4 0.7 0.0 0.2 0.0
1000 2 Mean 67 87.0 0.3 11.8 0.3 0.0 0.8 0.0
S.D. 23 7.8 0.4 7.4 0.4 0.0 0.4 0.0

No significant difference in any treated groups from control group.



B-4201

Table 5-3 Hematological findings of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
and followed by a recovery period for 14 days
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT
Sex Dose No. locyte let
mg/kg K10¥AL g/dL % fL pg % % X10%mL s s
0 6 Mean 829 15.8 47 56.2 12.1 33.9 1.8 95.5 13.3 16.5
S.D. 54 0.6 2 1.9 0.8 0.6 0.2 13.7 1.3 1.1
Male 160 6 Mean 823 15.8 47 57.1 19.2 33.6 1.8 88.6 13.7 18.1
S.D. 37 0.5 1 1.4 0.5 0.3 0.2 7.6 1.5 1.9
400 6 Mean 823 15.5 46 55.9 18.9 33.8 2.0 91.4 13.4 15.4
S.D. 32 0.7 1 1.3 0.5 0.4 0.4 3.2 1.2 1.9
0 6 Mean 822 15.8 48 57.9 19.2 33.2 1.9 105.5 10.7 12.4
S.D. 25 0.4 1 2.0 0.5 0.6 0.3 4.9 0.5 1.5
Female 160 6 Mean 807 15.3 48 56.7 19.0 33.5 2.0 101.4 10.8 14.4
S.D. 44 0.5 2 1.8 0.5 0.3 0.2 11.2 0.3 1.2
400 6 Mean 831 15.8 47 56.6 19.0 33.5 1.9 106.5 10.6 13.1
S.D. 3ag 0.9 2 2.0 0.7 0.4 0.4 11.8 0.5 1.8
No significant difference in any treated groups from control group.



B-4201

Table 5-4 Hematological findings of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
and followed by a recovery period for 14 days

WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kg N10% KL, Lymph. Stab Seg. Eosino. Baso. Mono. Others
0 6 Mean 95 86.9 0.4 11.3 1.3 0.0 0.2 0.0
S.D. 18 4.3 0.4 4.2 0.7 G.0 0.3 0.0
Male 160 8 Mean 84 88.0 0.3 10.8 0.8 0.0 0.2 0.0
S.D. 19 5.1 0.3 5.3 0.7 0.0 0.3 0.0
400 [{] Mean 82 87.8 0.1 10.7 1.1 0.0 0.3 0.0
S.D. 18 2.2 0.2 2.8 0.6 0.0 0.3 0.0
] 6 Mean 64 83.7 0.6 14.5 0.9 0.0 0.3 0.0
S.D. 15 6.9 0.5 7.0 0.7 0.0 0.3 0.0
Female 160 6 Mean T4 88.5 0.2 10.9 0.3 0.0 0.2 0.0
S.D. 24 2.3 0.3 2.3 0.4 0.0 0.3 0.0
400 6 Mean 76 84.4 0.3 14.4 0.7 6.0 0.3 0.0
S.D. 32 5.6 0.3 5.4 0.8 0.0 0.3 0.0

No significant difference in any treatcd groups from control group.



B-4201

Table 6-1 Blood chemical findings of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
GOT GPT LDH AlP v —GTP TP Albumin A/G T.cho TG PL
Sex Dose No.
mg/kg 1U/L IU/L 1u/L 10/L IU/L g/dL g/dL mg/dL mg/dL mg/dL
Q 6 Mean 52 27 28 383 2.0 6.1 3.3 1.19 57 42 92
S.D. 6 3 8 70 0.2 0.3 0.1 0.09 9 16 12
60 6 Mean 44 28 35 423 1.9 6.2 3.4 1.22 55 57 98
§.D. 9 [ 6 129 0.3 0.2 0.1 0.06 5 5 5
Male 160 6 Mean 43 27 37 387 2.1 6.0 3.4 1.32+ 51 61 90
S.D. 10 4 T 55 0.4 0.3 0.1 0.09 9 29 12
400 8 Mean 51 30 32 435 2.1 6.3 3.4» 1.21 55 52 95
$.D, 7 2 3 96 0. 0.2 0.1 0.06 3 13 6
1000 2 Mean 37 33 42 355 2.1 6.3 3.5 1.26 83 79 134
S.D. 11 9 8 107 0.0 0.1 0.0 0.06 8 34 20
0 6 Mean 49 22 27 210 2.5 6.5 3.6 1.23 77 32 130
S.D. 9 3 3 45 0.4 0.4 g.1 0.11 10 7 10
60 6 Mean 55 30 26 243 2.4 6.4 3.6 1.29 72 29 120
S.D. 12 13 3 40 0.2 0.2 0.1 0.09 13 5 26
Female 160 6 Mean 60 29 30 227 2.2 6.6 3.6 1.19 G0 27 105
$.D. 22 12 11 45 0.2 0.2 0.1 0.08 7 2 11
400 6 Mean 54 25 30 241 2.4 6.4 3.6 1.25 G8 26 115
S.D. 11 3 4 51 0.3 0.1 0.1 0.04 14 9 19
1000 2 Mean 82 36 34 194 2.2 6.3 3.6 1.38 60 20 108
S.D. 28 3 4 59 0.3 0.1 0.0 0.04 28 T 36
Significantly different from control group (#:p<0.05)



B-4201

Table 6-2 Blood chemical findings of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
T.bili- Glucose BUN Crea- Na K Cl Ca P
Sex Dose rubin tinine
mg/kg mg/dL mg/dL mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL
0 Mean 0.11 128 14 0.54 141 4.6 110 9.3 9.0
S.D. 0.01 13 2 0.04 1 0.2 2 0.2 0.3
60 Mean 0.12 130 14 0.56 142 4.7 109 3.5 9.4
S.D. 0.01 14 2 0.05 1 0.4 1 0.3 0.7
Male 160 Mean 0.11 124 13 0.57 142 4.8 110 9.4 8.7
S.D. 0.01 11 1 0.05 1 0.2 1 0.4 0.5
400 Mean 0.12 137 14 0.58 142 4.6 110 9.5 8.9
S.D. 0.01 12 2 0.03 1 0.5 2 0.4 0.5
1000 Mean 0.14 143 15 0.62 143 4.6 110 9.6 10.1
S.D. 0.01 24 Q 0.10 2 0.9 ] 0.0 0.4
0 Mean 0.10 126 16 0.59 141 4.8 112 9.3 8.0
S.D. 0.02 13 3 0.05 1 0.2 2 0.2 1.4
80 Mean 0.12 115 14 0.58 142 5.3% 113 9.1 7.9
S.D. 0.01 10 1 0.02 1 0.3 1 0.2 0.9
Female 160 Mean 0.11 112 15 0.60 142 5.1 113 9.4 8.0
S5.D. 0.01 13 1 0.04 1 0.4 1 0.1 1.2
400 Mean 0.12 125 15 0.58 141 5.2 112 9.2 7.6
S.D. 0.01 18 3 0.04 1 0.3 2 0.2 1.0
1000 Mean 0.15 116 16 0.60 142 5.3 112 8.8 B.6
S.D. 0.02 4 1 0.01 1 0.1 3 0.3 1.1

Significantly different from control group (=:p<0.05)



B-4201

Table 6-3 Blood chemical findings of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
and followed by a recovery periocd for 14 days

GoT GPT LbH AlP v —GTP TP Albumin A/G T.cho TG PL
Sex bose No.
mg/kg TU/L 1U/L IU/L IU/L 1U/L g/dL g/dL mg/dL mg/dL mg/dL
0 [ Mean 47 27 41 379 2.3 6.5 3.5 1.16 57 63 100
S.D. 15 [ 8 99 0.9 0.3 0.1 0.07 10 20 14
Male 160 6 Mean 41 29 41 312 1.9 6.4 3.4 1.14 56 81 101
5.D. 11 5 4 67 0.3 0.1 0.1 0.07 6 30 10
400 1 Mean 44 31 43 314 1.9 6.3 3.4 1.17 60 70 99
5.D. 6 2 7 91 0.2 0.2 0.2 0.04 9 17 14
0 [ Mean 53 23 25 180 2.0 6.8 3.7 1.19 T4 29 124
5.D. 7 3 6 32 0.3 0.3 0.1 0.08 14 7 17
Female 160 6 Mean 60 26 23 152 2.0 6.8 3.6 1.16 83 30 140
S.D. 19 8 4 27 0.4 0.2 0.1 0.10 14 6 11
400 6 Mean 69 40 28 167 2.2 6.9 3.6 1.12 83 34 137
§.D. 35 29 13 49 0.3 0.3 0.1 0.07 17 11 28

No significant difference in any treated groups from control group.



sodium salt for 28 days

B-4201

Table 6-4 Blood chemical findings of rats administered orally with Phenol, p-nitro,
and followed by a recovery period for 14 days
T.bili- Glucose BUN Crea- Na K Cc1 Ca P
Sex Dose No. rubin tinine

mg/kg mg/dL mg/dL mg/dL mg/dL mmol /L mmol/L mmol /L mg/dL mg/dL
4] 6 Mean 0.13 142 14 0.57 142 4.7 109 9.4 T.7
S.D. 0.02 13 2 0.05 1 0.2 2 0.4 0.7
Male 160 6 Mean 0.12 140 14 0.61 142 4.7 110 9.3 7.8
S.D. 0.02 11 1 0.06 1 0.3 2 0.3 0.4
400 6 Mean 0.11 139 15 0.59 142 4.7 110 9.5 8.2
S.D. 0.01 15 2 0.02 2 0.4 2 0.3 0.6
¢ 6 Mean 0.10 116 18 0.61 141 4.8 113 9.3 8.1
S.D. 0.02 15 3 0.03 1 0.2 1 0.3 0.8
Female 160 6 Mean 0.09 118 18 0.62 141 4.8 113 9.5 7.9
S.D. .01 10 1 0.086 1 0.2 1 0.3 0.9
400 6 Mean 0.09 116 18 0.62 140 4.7 113 9.3 7.6
S.D. .01 15 3 0.10 1 0.1 1 0.2 0.9

No significant difference in any

treated groups from control group.



B-4201

Table 7-1 Absolute and relative organ weights of male rats administered orally with Phenol, p-nitro, sodium salt for 28 days

Body weight Brain Thyroid Thymiis Heart Lung Liver Spleen
Dose {R+L)

ng/kg g g{g/100g BY) mg(mg/100g BW) wmg{mg/100g BW) g{g/100g BW) g(g/100g BW) g(g/100g BY) g£(g/100g BW)
0 No. 8 6 8 6 6 6 6 ]
Mean 348 2.06 21.1 500 1.23 1.28 10.32 0.70
S.D. 20 0.13 1.6 79 0.12 0.10 0.97 0.13
60 No. 8 6 [ 6 [ ] 6 6
Mean 349 2.03 18.6 615 1.15 1.35 10.50 ¢.70
S.D. 24 0.08 2.0 141 0.08 0.13 1.15 0.11
Absolute 160 No. 6 [ 6 6 [ 6 6 6
Mean 338 2.00 19.0 435 1.17 1.25 9.75 Q.65
5.D. 27 0.11 3.8 81 0.08 0.10 1.00 0.12
400 No. § 6 (] [} 6 6 6 6
Mean 351 2.03 19.0 522 1.15 1.29 10.82 0.65
S.D. 22 0.04 2.7 122 0.09 0.12 1.04 0.10
1000 No. 2 2 2 2 2 2 2 2
Mean 367 1.95 22.3 539 1.20 1.33 13.20 0.75
5.D. 37 0.08 1.8 19 0.11 0.12 0.11 0.09
0 No. 6 6 6 6 [ 6 6
Mean 0.59 6.1 144 0.35 .37 2.91 0.20
S.D. 0.04 0.7 23 0.02 0.02 0.12 0.04
60 No. 6 6 6 [ 6 6 6
Mean 0.58 5.3 176 0.33 0.38 3.00 0.20
S.b. 0.04 0.7 38 0.01 0.02 0.16 0.03
Relative 160 No. 6 6 6 [ 6 6 6
Mean 0.59 5.6 129 0.35 0.37 2.88 G.19
S.D. 0.05 0.9 17 0.02 0.02 0.12 0.03
400 No. 6 8 [ 6 6 6 6
Mean 0.58 5.5 148 0.33+ 0.37 3.08 0.18
§.D. 0.03 1.1 25 0.03 0.02 0.17 0.03
1000 No. 2 2 2 2 2 2 2
Mean 0.53 6.1 147 0.33 8.37 3.62 0.21
S.D. 0.03 1.1 10 6.00 0.06 0.39 0.05

Significantly different from control group (#*:p<0.05)
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Table 7-2 Absolute and relative organ weights of male rats administered orally with Phenol, p-nitro, sodium salt for 28 days
Kidney Adrenal Testis
Dose (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) mg(mg/100g BW) g(g/100g BW)
4 No. 6 6 6
Mean 2.77 57 3.00
S.D. 0.19 5 Q.27
60 No. 6 6 6
Mean 2.82 61 3.14
S.D. 0.24 2 0.23
Absolute 160 No. 8 6 [
Mean 2.66 58 3.15
S.D. 0.31 g 0.24
400 No. 8 6 [
Mean 2.71 57 3.19
$.D. 0.17 7 0.32
1000 No. 2 2 2
Mean 3.02 35 3.22
S.D. 0.18 8 0.20
4] No 6 [ [
Mean 0.80 16 0.87
S.D. 0.05 1 0.08
60 No. 6 6 6
Mean 0.81 18 .90
S.D. 0.06 2 0.07
Relative 160 No. 4] 6 4
Mean 0.79 18 0.94
S.D. 0.05 3 0.09
400 No. 6 6 [
Mean 0.77 16 0.91
S.D. 0.05 2 0.06
1000 No. 2 2 2
Mean 0.83 15 0.88
S.D. 0.04 1 0.04

No significant difference in any treated groups from control group.
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Table 7-3 Absolute and relative organ welights of female rats administered orally with Phenol, p-nitro, sodium salt for 28 days

Body weight Brain Thyroid Thynus Heart Lung Liver Spleen
Dose (R+L})

ng/kg g g{g/100g BY) mg(mg/100g BW)} mg{mg/100g BW) glg/100g BW) g(g/100g BW) g{g/100g BW) g(g/100g BY)
4] No. 6 6 6 [ [ 6 [ 6
Mean 216 1.90 16.6 444 0.78 1.03 6.29 (.45
$.D. 15 0.04 2.8 63 0.05 0.08 (.49 0.11
60 No. 6 6 6 6 6 6 6 6
Mean 203 1.84 16.1 383 0.75 1.02 5.94 0.41
S.D. 13 0.10 2.8 75 0.05 0.09 0.48 0.05
Absolute 160 No. 8 6 6 6 6 6 6 6
Mean 208 1.89 16.2 427 0.73 1.03 5.93 0.43
S.D. 18 0.09 1.9 110 0.06 0.12 0.80 0.03
400 No. 6 6 6 6 6 6 6 6
Mean 208 1.85 i5.9 496 0.76 1.04 6.37 0.52
5.D. 17 0.07 2.0 99 0.06 0.11 0.68 0.09
1000 No. 2 2 2 2 2 2 2 2
Mean 213 1.92 17.2 368 .79 1.02 6.82 0.53
S.D. [ 0.09 0.4 67 0.07 0.03 0.37 0.03
¢ No. 6 6 6 6 6 6 6
Mean 0.89 7.8 207 0.36 0.48 2.92 0.21
S.D. 0.07 1.6 31 0.01 0.02 0.06 0.04
60 No. 6 6 6 6 6 6 6
Mean 0.91 7.9 189 0.37 0.50 2.92 0.20
S.B. 0.08 1.2 38 0.01 0.02 0.07 .02
Relative 160 No. 8 6 6 6 6 § 6
Mean 0.92 7.9 206 0.36 0.50 2.88 ¢.21
5.D. 0.05 1.2 42 0.04 0.02 0.11 (.08
400 No. < [ 8 6 6 6 3]
Mean 0.89 7.7 243 0.37 0.50 3.06» ¢.25
8.D. 0.06 0.8 69 0.02 0.02 0.12 .03
1800 No. 2 2 2 2 2 2 2
Mean 0.90 8.1 172 0.37 0.48 3.20 0.25
S.D. 0.01 0.0 27 .03 0.03 0.09 0.01

Significantly different from control group (#:p<(0.05)
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Table 7-4 Absolute and relative organ weights of female rats administered orally with Phenol, p-nitro, sodium salt for 28 days
Kidney Adrenal Ovary
Dose (R+L} (R+L) (R+L)
mg/kg g(g/100g B¥) mg{mg/100g B¥) mg(mg/100g BW)
0 No. 6 6 6
Mean 1.71 64 6.1
S.D. 0.15 [ 14.2
60 No. 6 6 6
Mean 1.69 59 79.2
S.D 0.08 8 15.0
Absolute 180 No. 6 [ 6
Mean 1.66 68 75.7
$.D. 0.20 3 17.0
400 No. 6 6 6
Mean 1.73 89 92.4
5.D. 0.12 T 11.3
1000 No. 2 2 2
Mean 1.77 77 82.7
S.D. 0.08 11 12.1
0 No. 6 6 6
Mean 0.79 30 35.2
S.D. 0.08 3 5.6
60 No. [ 6 6
Mean .84 2% 38.8
S.b. 0.04 3 5.3
Relative 160 No. 6 6 3}
¥Mean 0.80 33 36.5
S.D. 0.05 2 5.7
400 No. 6 (<] [
Mean 0.84 33+ 44 .4+
S.D. .07 2 4.0
1000 No. 2 2 2
Mean 0.83 36 38.8
S.b. 0.01 4 4.6

Significantly different from control group (#:p<0.05)
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Table 7-5 Absolute and relative organ weights of male rats administered orally with Phenol, p-nitro, sodium salt for 28 days
and followed by a recovery period for 14 days

Body weight Brain Thyroid Thymus Heart Lung Liver Spleen

Dose (R+L}
ng/kg g  £(g/100g B¥) ng(mg/100g BY¥} mg{mg/100g BW) g{g/100g BW) g{g/100g BW) g(g/100g BW) g(g/100g BW)
0 No. 6 6 6 6 ] 8 6 6
Mean 423 2.10 21.6 530 1.32 1.45 12.12 0.73
S.D. 32 0.07 3.1 152 0.16 0.09 1.00 0.09
Absolute 160 No. 6 6 6 6 6 6 8 8
Mean 400 2.05 21.0 419 1.25 1.34 10.91 0.66
5.0. 28 0.08 2.4 72 0.09 0.11 1.15 0.06
409 No. 6 6 6 6 6 6 6 [
Mean 408 2.07 22.9 401 1.27 1.39 11.79 0.73
S.D. 18 0.05 4.2 86 0.05 0.06 0.59 0.11
4] No. 6 6 [ 6 6 6 6
Mean 0.50 5.1 125 0.31 0.34 2.87 0.17
S.D. 0.05 ¢.8 32 0.03 0.01 0.15 0.01
Relative 160 No. [+ 8 [ 6 [§ 6 [
Mean 0.51 5.2 105 0.31 0.34 2.72 0.17
S.D. .08 0.3 16 0.03 0.01 0.17 0.02
400 No. 6 6 8 6 [ 6 6
Mecan 0.51 5.6 99 0.31 0.34 2.89 0.18
S.D. 0.03 1.2 23 0.02 .01 0.13 0.03

No significant difference in any treated groups from control group.
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Table 7-86 Absolute and relative organ welghts of male rats administered orally with Phenol, p-nitro, sodium salt for 28 days
and followed by a recovery period for 14 days
Kidney Adrenal Testis
Dose {R+L) (R+L) {R+L)
ng/kg g(g/100g B¥) mg(mg/100g BW) g(g/100g BW)
0 No. 6 6 6
Mean 3.09 55 3.12
S.D. 0.23 9 0.19
Absolute 160 No. 6 8 6
Mean 2.87 60 3.12
S.D. 0.30 8 0.26
400 No. 6 8 6
Mean 3.02 59 2.84
S.D. 0.20 5 0.57
0 No. 6 6 6
Mean 0.73 13 0.74
$.D. 0.03 3 0.03
Relative 180 No. 6 6 6
Mean 0.72 15 0.78
S.D. 0.05 2 0.08
400 No. 6 6 6
Mean 0.74 15 0.70
S.D. 0.04 2 0.15

No significant difference in any treated groups from control group.
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Table 7-7 Absolute and relative organ weights of female rats administered orally with Phenol, p-nitro, sodium salt for 28 days
and foilowed by a recovery period for 14 days
Body weight Brain Thyroid Thymus Heart Lung Liver Spleen
Dose {R+L)

ng/ke g g(g/100g BY) mg(ng/100g BW) mg{mg/100g BW) g{g/100g BW) g{g/100g BY) g(g/100g BW) g(g/100g BW)
0 No. 6 6 6 6 6 6 6 [
Mean 235 1.91 14.8 393 0.83 1.07 6.40 0.50
S.D. 9 0.02 3.0 74 0.08 0.04 0.54 2.07
Absolute 160 No. 6 6 6 6 8 6 6 6
Mean 226 1.89 17.7 348 0.76 1.01 6.22 (.44
S.b. 18 0.06 5.0 70 0.06 0.05 0.25 0.05
400 No. 6 6 6 6 6 6 [ 6
Mean 235 1.92 16.1 415 0.83 1.07 6.60 0.48
S.D. 16 0.04 2.9 111 0.08 0.10 0.64 0.09
0 No. 6 [ [ 6 6 [ 6
Mean 0.82 6.3 167 0.35 0.46 2.72 0.22
§.D. 0.04 1.2 27 0.03 ¢.02 0.17 0.03
Relative 160 No. 8 8 6 [ [ 6 [
Mean 0.84 7.9 153 0.34 0.45 2.76 .20
S.D. 0.05 2.6 23 0.02 0.01 0.19 0.02
400 No. 6 8 6 6 6 8 §
Mean 0.82 7.0 176 0.35 0.45 2.81 0.20
S.D. 0.05 1.6 40 0.02 0.02 0.09 0.03

No significant difference in any treated groups from control group.
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Table 7-8 Absolute and relative organ weights of female rats administered orally with Phenol, p-nitro, sodium salt for 28 days
and followed by a recovery period for 14 days
Kidney Adrenal Ovary
Dose (R+L) (R+L) (R+L)
ng/kg g(g/100¢g BN) mg(mg/100g BW) mg(mg/100g BW)
0 No. 6 6 6
Mean 1.81 60 82.4
§5.D. 0.12 5 8.1
Absolute 160 No. [} 8 6
Mean 1.77 62 75.0
S.D. 0.17 3 13.0
400 No. 6 8 6
Mean 1.78 G6Be 35.1
5.D. 0.11 7 16.7
0 No. 6 6 6
Mean 0.77 26 35.1
S.D. 0.05 3 3.5
Relative 160 No. 6 8 6
Mean 0.78 28 33.3
S.D. 0.06 2 5.9
400 No. 6 [ 6
Mean 0.78 29 36.2
5.D. 0.05 3 5.9

Significantly different from control group (w»:p<0.05)
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Table 8-1 Gross pathological findings of rats administered oraily with Phencl, p-nitro, sodium salt for 28 days
Male
Dose (mg/kg) 0 60 160 400 1000

Organs Alive Alive Alive Alive Alive Dead

Findings No. of animals 6 6 6 6 2 10
Stomach

Spot, dark red, glandular stomach o} 1 0 0 0 0
Epididymis

Area, discolored, white (unilateral) 0 0 0 1 0 Q




B-4201

Table 8-2 Gross pathological findings of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
Female
Dose {(mg/kg) ¢] 60 160 400 1000
Organs Alive Alive Alive Alive Alive Dead
Findings No. of animals 6 6 6 6 - 2 10
Stomach
Spot, dark red, glandular stomach 0 4] 0 1 0 0




sodium salt for 28 days

B-4201

Table 8-3 Gross pathological findings of rats administered orally with Phenol, p-nitro,
and followed by a recovery pericd for 14 days
Sex Organs Dose (ag/kg} 160 400
Findings No. of animals 6 6
Male Kidney
Concave, focal (unilateral) 0 1
Female Stomach
Spot, dark red, glandular stomach 1 1
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Table 9-1 Histopathological findings of male rats administered orally with Phencl, p-nitro, sodium salt for 28 days
Organs Dose (mg/kg) 0 60 160 400 1000
Alive Alive Alive Alive Dead

¥o. of animais 6 [i [ [ 10
~findings Grade 0123 4P0s T 0123 4P0hs T 0123 4P0Ws T™ 0123 4P0s T 01234 P0s ™ 01234 P0s T
Stomach
~erosion, glandular stomach 6 6 51 1 6 8 6§ 6 6 2 210 19
Kidney
-eosinophilic body, tubular epithelium 33 3 6 411 2 6 51 1 6 33 [ 2 10 10
-basophitic tubule 6 6 6 6 51 1 6 5§51 1 6 2 2 18 10
¢ : No remarkable changes 1 Slight 2 Mild 3 : Moderate 4 Severe
P : Present {(used when grading of severlty was not done, such as case in the neoplastic lesion)

Obs : Observed number
TE : Total Examined

Significantly different from control group (#:p<0.05)



B-4201

Table 9-2 Histopathological findings of male rats administered orally with Phenol, p-nitro, sodium salt for 28 days
Organs Dose (mg/kg) 0 400 100¢
Aljve Alive Alive Dead

No. of animals § [ 2 10
-findings Grade 0123 4P0s T 0123 4PO0Ghs ™ 01234 F0hs T 0123 4P0s TE
Liver
-hematopoiesis, extramedullary [ 6 6 6 2 zZ 271 8 10
Spleen
hematopoicsts, extramedul lary [ 6 & 51 6 8 2 2 2 118 10se 10
Prostate
~cell infiltratios, Intersiitimm 121 3 6 32 i 3 6 1 1 1 210 10
Femur {Bone marrow)
-fibrosis, bone marrow, focal [ [ 6 2 2 91 1 10
0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate 4 : Severe

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)
Obs : Observed number

TE : Total Examined

Significantly different from control group («:p<0D.05, #=:p<0.01)
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Table 9-3 Histopathologlical findings of female rats administered orally with Phenol, p-nitro, sodium salt for 28 days
Organs Dose (mg/kg} [} 60 160 400 1000
Alive Alive Alive Alive Alive Dead

Ko. of anizmals [3 6 6 6 2 10
-findings Grade 0123 4P0s TE 0123 4P0s T 0123 4P0bs T 01234 PCs TE 0123 4P0s T 0123 4 Pdhs T8
Stomach
-erosion, glandular stomach 8 8 6 6 6 6 51 1 6 2 2 16 10
0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate 4 : Severe

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)
Obs : Observed number

TE : Total Examined

No significant difference in any treated groups from control group.
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Table 9-4 Histopathological findings of female rats administered orally with Phenol, p-nitro, sodium salt for 28 days
{rgans Dose (mg/kg) 0 400 1000
Alive Alive Alive Dead

No. of animais 6 § 2 10
-findings Grade D123 &PCs T 01 23 4POsT 0123 4PO0s T 01234 Po0s TE
Liver
-hematopoiesis, extramedullary 6 6 6 § 2 2 64 4 10
Spleen
-hegatopoiesis, extramedullary [ 6 6 6 [ 2 2 2 4 8 10 10
Kidney
-basaphilic tubule [ 6 5 1 1 6 2 2 1t 10
-cell infiltration, interstitium 6 6 5 1 1 6 2 21t 10
-tibrosis, focal 6 6 51 1 6 2 2 1 10
-cyst 6 6 5 11 6 12 AR {] 10
0 : No remarkable changes 1 : Slight 2 : Miid 3 : Moderate 4 Severe

P : Present {(used when grading of severity was not done, such as case in the neoplastic lesion)

Obs : Observed number
TE : Total Examined
No significant difference In any treated groups from control group.
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Table 9-5 Histopathological findings of rats administered orally with Phenol, p-nitro, sodium salt for 28 days
Dose Animal

Sex mg/kg number Organs Gross pathological findings Histopathological findings

Male 400 4004 Epididymis -Area, discolored, white (unilateral) -Granuloma, spermatic (+}

+ 1 Mild
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Table 9-6 Histopathological findings of male rats administered orally with Phenol, p-nitro, sodium salt for 28 days
and followed by a recovery period for 14 days

Organs Dose (mg/kg) 0 160 00
No. of animals 6 ] i
-findings Grade 0123 4P0sT™ 0123 4P0s T 0123 4 PoOs TE
Kidney
-eosinophilic body, tubular epitheliwm 24 4 6 42 2 6 321 3 6
-basophilic tubule 6 6 6 § 5 1 1 6
-cell infiltration, interstitium 6 6 6 § 5 i 1 6
-fibrosis, focal 6 6 6 § 51 1 6
0 : No remarkable changes 1 : Slight 2 : Mild 3 : Moderate 4 : Severe

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion)
Obs : Observed number

TE : Total Examined

No significant difference in any treated groups from control group.



B-4201

Table 9-7 Histopatholegical findings of female rats administered orally with Phenol, p-nitro, sodium salt for 28 days

and followed by a recovery period for 14 days

Organs Dose {mg/kg} 0 160 400
No. of animals 6 6 6
-findings Grade 0123 4PO0s T G123 4P0Mms T™ 01234 P0bs TE
Stomach
-erosion, glandular stomach [ 8 51 1 6 51 1 6
0 : No remarkable changes 1 : Slight 2 @ Miid 3 : Moderate 4 : Severe

P : Present (used when grading of severity was not done, such as case in the neoplastic lesion}
Obs : Observed number

TE : Total Examined

No significant difference in any treated groups from control group.
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