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8L660

E K

246-bUZbO7x /—)b7& 0, 4, 20BX 100 mgkg DEETHHED SD TS5 v b
I2 28 HEIREROFE L, ToHEEEEEEZREL-.

—RHREBRICBNT, HEOHEE (EE) 2320 BLU 100 mgkg B OMEM, ZHER
(RE) M 100 me/kg B OMEM, RS5O BEORAD 100 my/ke B OUEHIZZRD
5Nz, INHSDOELOD BHEOECIIEESEPICEHEA S

FEIZBWTHE, KRMERSH TOERBICEE IS SR o720, EBEEOEKE
7Y 100 mg/kg B OM T 5 HRHICEHRENICRD 517k,

MRFHIREITHBNT, R E Hb OEE, #WERMmEREE A mREDOSED 100
mg/kg FEDOMEHE, MCV DE1E & MCHC DXAEAY 100 me/kg # OHEICERD 57~ E1EHA
I TIRAICIE, MCV OE{E & MCHC DRIEDY 100 mg/kg BEDEIZERD 5 7=,

MIRALFRIREITBWNT, y-GT OFEMEA 100 mgkg # DM, 7))L — X DEMEA 100
mg/kg B OUEICERD 517z, EEBM THICIZZ NS ORI 5 Nah - 72,

RBEIZBNT, HYU T LDEMELD 100 mg/kg B OMEME & 20 me/kg B DMEICRD 541
7z, EHEEIRER TRICIIAER IR D s nah - 7z

REBEIBWT, BEEN - ENEED L OFEHEMEZOSED 100 me/ke BED
M, FEE BN - FMEREOEMED 100 myke HICED 5z, BEEHIMRKR TEIC
VIR AR - A EE OISMEAY 100 my/ke BEWC S Bz

HICBNWT, BIBOEKR, ERBOUVLABESIUBKROERR (EE) » 100
mg/kg BOMME, BROER (BEB) 7 100 mykg ##, HEOERE (HE) 20 BLN
100 mg/kg Bt DMEMICERD SNz, EIEARE TRITIIRE B O/NEEDY 100 mg/kg BE, #
EDEAN 100 myke BEOMEIZERD 5Nz

FEABFNREICBNT, BROEFLOFRE, ANEDTU VILES I UBINE,
BEROEE, FRO/NERIMEDOHMIAEARD 100 mg/ke B OEE, BROUEAED
BREER BRLEDERNMRER QLRSS IUETFOREAD 100 mg/ke BICRD
Sz, EEHERTEICL, BREOANEDT) DUNE, EBOEREOHKE FEEE
73100 mykg BEDUEH, BROBMEER, BRELEOERNMREREOHRB IO
F DM 100 mg/ke B O, EBDORIFMHD 100 mykg BHEOM TERD 5Nz,

L, MEHWTINE 20 BET 100 mg/ke # THBHERGICER TS EEZ 5N2E

9




8L660

{EDERD BNz, —RIREBICB N T 20 mykg HOME THREDEE, RBREICBNT20
me/kg HOWETH ) O LADEMBENRB SN NS, RRABEGHTICBITS 246- MU=
FOT )V OEZER (NOEL)Z, ME#ENTIND 4 mykg SHIETL /=
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8L660
=1
246-FU =07/ =)V, KE, JoK,

Hg T

3

BRUOFREDRETH S .

B 98B
g

B \‘;k
4E, BFELFYWEOREEABRAETED-RELT, 5y FEAWT 28 HEOK
wERSEERREERL, EEANOEEFH

ICDOWTRH LD THET 5.
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8L660

MBS Z O FE
e
MEIREENZ 246- M) ZhO T ) —)V(BEFF PA, B E
27 1) > B, CAS No. 88-89-1, 0w &S R 814%)Z{EA L. 5

BRI TRt s, BEX, 2 TFEBLURMYWEZRE T 234 >300C, @S 1227,
hE 18, HMAREE 7.9 (BX= 1), KTOBME 1:100(1R7KH), 7:10005 57k,
SEEREK 2.03 DEGEGETHS. ik, HE, BEEILITRSGHENA S EBERNIC
DRI DIENDHD. MATHEERTLIENHD, :%JE FRIZER, #0, /KR, R
I X DEBICHEEBME MR IS BB T 2 S HEERREBIUVEZDEL
MzEERT D, B, BETHOWE LML <RETS.

WERYIETRE, BOE, BE, MREHETTRELL

HEME OREMT, KBEMEREELORIETIEBZAFL, ERLK.

{t%¥4% ©  2,4,6-trinitrophenol

HiEX
NO,
O,N OH
NO,
SNFE T 22905
A . K 18.5%
THH5 0.1%

BRENY)

BAF v = A-UN— (EEER BEX) 25 1994 4 B 7 BT Ch:CD(SD)
IGS 5w b (SPF) MR 37 Lx AFE LT,

BWATGIEE, 7 BERE - BEL, WINOEYMLERERENRF THEI &
ZHER L. H5HRmEAIC, ABEIMMLEFESRBIEICL > TEROKENZIT
B—ERBEDTHDTL, MR 6 ICEER L. R5EEROEET 5 B,
HFEEFIIHED 156~179 ¢, MDY 130~154 g TH o 7=.

BENFEICE > T E@EEEN L. T—23dRE S, 288, %%

12



8L660

WES, BES, H5, AR R5HE, BIYBRBIURKERR LSV E
Ttz

AR E
B - BRI Z S OLABHMEEL T, BE 2+2C (BEE), HHRESS
+15% (HEE), &8 2 E B =7y a7 —445), BB 12 B,
H (7:00~19:000\C BEERE L - BT ELMEHA L. YT TEDZEREDHE
I 19~25C, 35~75%TH VD, ERUBIIZTNTIN 21~24C, 48~73%TH o 7=
B EEERAOEBRBMAKRE (R—FF v 7, BEF v —I 2 - UN—M) %
R —Rx— T —2 (265W x 426D x 200H mm, b3 7 FISE28R00)
BOTENE T —2H720 SIRELT (R, BT LRI —2H72 D 28 (Fi) (X
AL, AF—INVEREE (FFURZERE) LICEEL THEELE. b —C0oEBS
A1 EO—F—2 a3 > U IR EFR AT > L A S E R RMAEZE (b
FOUREEW) &, BAGCIIEERRY I—3F R — MEYEAKIR (700 mL, hFT
FHEEMIN) 2R LE. 77— (ERE), HEEEB I UHRAGRIZE 1 B3z,
B, EREABERER ME, FUIYIIVERTER) &, 5um D7 4
Iy —igiEts, ROVRES LAGEKkE BiICBRE ¥, AR ESAKILE 1 3
THLU T
FRECE R P OB RBFESERBERED, MR TEDZEEICHEEL T

5T LR L. Eiz, BRAKIGAGEEICERL ZKERE 2 EHicERL
SIENEMEEEL TNS I E2HRBL TS,

% &
B ERBIIEENA RS54 itnwgnze s Uk, #5228 HE &L,
BYCTEEB LYY CPERWTIH 1E, FRiPiEEBOKRSES UL,
2UHEHHBROFHEAEE U THBEYE % 50,200 B LU 800 mg/kg DAE TEEH
MR 3IRICEEROES (EET) LR, 800 mgke B ODMEELFINFET L,
50 BEU 200 mykg TREERZELIESHSNZM 5. KRIT0, 20, 100 B LT 500
mgkg DRAETEEHMHE 3 TICRERDZES LR, 500mgkg HTIHE2HE
I, BE | PIAEE L. 16 BRIRERS L7 100 mgke BT, M
13




8L660

BAET, Hb BXU Ht OEME, MBFRMREOSMEAMEC, FBRMIRKDSEERD
Hicaon/-. BEEETE, HFROBHEROSENHERIC, HNERDOSEN
Hlo, EROEEESOBMEMNHEICHASNZ. INLOFHHRBROBREMN S, &
BOEBEIT 100mykg &L, BITAK 5 T20 BXY 4mgkg DEF 3 HEHEZRE
L7z, EHIITHERE (0.1%Tween80 #RM1 0.5% CMC-Na /KIBIR) DA &R 5T 53 HRE
T/, BREWEBIZ 10mlke &L, BERBICEIELZEEICEDWTEHL .

B E % 0.1%Tween80 ¥ M 0.5%CMC-Na 7K ¥ & (Tween80 DIFCO
LABORATORIES, 0w h&S 130420JA & 99867JA, CMC-Na m3HLFEERM), O
v FES 1RO RIBEZ LICEMAR L 2. 23, RERICIIHBRYE O E
HE GLE 814%) Z1Tok. HESEOHEEILA 1 BT, HSICHTLIETER
ReEL, 8% 8 HLANIC/HER L.

B EHRDOWBREN 0.1 15 200 mg/mL DEHFTH—-THB I &, EREFS
HTTO01H5 10 mg/mL OHFE T8 HE, 200 mgmL ETTId4 HELETH S
ZEEWMERLE (RMIER D). 2B, BE5KIE 10 mymL BT ORE TIHEBR, 20
mg/mL LA EORETIZRER THS. Tz, YERERBIISAEHORSEENT
L, #BRYEOBENZEREDLI0%LUANTH D I LR LTIE (RTER 2).

SHHEREB LU 100 mg/kg BEO—EROEMIC, G HIRKE T# 14 HEOEEHIR %

wmIT7z.
5. BEHERR
i BE x5 HARHE T REAES) D 115 HARETE T REAg Sl 2
(mg/mL) 1 i3 1 i3
i B8 0 6% 6 6 6
(10101-10106) ©  (50101-50106)  (10107-10112) (50107-50112)
4 mg/kg i 04 6 6 - -
(10201-10206)  (50201-50206)
20 mg/kg B 2.0 6 6 - -
(10301-10306) (50301-50306)
100 mgkg B 10 6 6 6 6

(10401-10406)  (50401-50406)  (10407-10412) (50407-50412)

1), %20 HICHER]; 2), B 43 QICHEE] ; 3), B 4), BE=

6. E% - PIEEH

TROARBEHE L. BB, BSEOXTIRSMAEEE 1 H, 51~7 0%

14



8L660

FT1EELE. E=, E20 HUBEZEEHRRE L.

6.1 —AIKEE
REHEZ 1 B 2@ d&ERT, %), TOMOERIE 1 B 1 EFRTTICEE L.
62 K B
EHOEFEEZEF LR EB-5000, HHSREUER) ZAWTHE 1 EEE L.
6.3 1BfHE
T —VEIIBSRASEEETET LMXT (EB-5000, HRSEEVER) 2R WTE
1EEEL, 1IEH-00 1 BESEEREEZER L /-
6.4 MFFINRE
5529 HB XU 43 HOF EMEISICEN GBI ZIBELZGE T T, F4XS
—J)VF MU A (TART—)L, BOBER) #ERANES L TREEL, BAIRED
#imL, FEoEEZAELRZ. 9), Q0ODEFEICIZEERIESRIE L T32%7 T
=) MU DAKBREERL, BLUAEL TESNZONETAWE. FOMOHE
HoBIEIZH, #ER LR EDTA-2K TR L =Mk Az,
H H F ik
) FRILERE (RBC) —AT70-DCA > E—F A%
2 ANESDOE BE (Hb) SLS NEZ/ Y 4k
3) AT T Uw ME (HY) FRIER/ )L A3 B E AR ik
) SEERIMIRATE QMCV) 1), BLDEH
&) SRRk GEEE (MCH) ), QLLEH
(6) SEHRMER A ERE (MCHCO) ), QXDEH
(7 HBIR i BRE TV b4 & RV TZ 70 M) -1
(8) n/hREC (PLT) =2 70-DCA =¥ 2k
9) JohorE R (P Quick —E&i%
(10)  {EHECERS VR 7 IAFURERT (APTT) Bttt Tryo 7S 2AF %
(1)  AmEkE (WBC) RE/DC 1 > E—4F > 2k
(12) AmEKETE Wright R EERIFERIT DN THEIE
BIE S (H~@3), (8), (11) : NE-4500, T A A7 AW
(7) : R-2000, ¥ A Ay AWK
9), (10) : KC 10A, 7 A>T #
(12) : MICROX HEG-70A, # A1 %)
6.5 MiEiLFEaaE
ETEMREIRFICER L - MR O—H 5 ZBRB TR 0 2E#ERRELIBEL, HoNnk
MmEEZAVWTTREDEBEEZEIEL . if:, BAROmMEE, HBRTETHERE
L7z,
B OB F ik
(1) ASAT (GOT) UV-rate % (JSCC L BIE)
2) ALAT (GPT) UV-rate i (JSCC B EIE)

15



8L660

3)  yGT 7 Wy -p-2hoTII EE R (SSCC B RIE)
(4)  ALP p- o7V VEE B EIE(SCC BURIE)
(5) wmEUIES B 3iE (BOD %)

(6) JREER B£5E-UV % (Urease-GLDH i)

7 VT FZ Jaffé i%

8) 7N a—R f£3-UV % (GlcK-G6PDH %)

9) wayAro—Jb E¥3E (CES-CO-POD %)

100 MU ZUEI1 K BEs57k (LPL-GK-G3PO-POD %)
(1) HRER Biuret 1%

(12 TINTI» BCG %

(13) AGH ADB IV L DEH

(14  JILII A OCPC i%

(15)  EERY > EEs21E (PNP-XOD-POD i%)

(16) FhYTL (Na) A 7 2 EIR B

a7 HYUYTL K A F EREME

18y ro—Jb () A1 7 2 EIRERE

HIEHL HiL 736-10 &, WH LEUERT

6.6 RiEZE

ZEEHEME 6 ILICDN'T, % 27 BICHERZHRL TP ~(7)BLN15DIE
H7, %28 BT 21 BEERELCIRZHANWT FREO@)~(14HQHEBZEIE L.
REHRFTOBRE THBRYEDOEZENEDON D LR 6N/, BRI
IZHE 41 BITM~DNBIVA5DEB %2, 5 42 BIT®)~14)DIER &= #5 2R +

& ERRICHIE L7z,
B B RS
1) PH B (YT A AT AT A, N1 TV - Z3H)
@  EA B (RIVF 4 AT A v IR, N T)L - Z3H)
@  Za—x HBIE (VT A AT A VTR, ATV - ZHE)
CONS o N2 REBIRE (SNTFA AT v A, NAIIL - S5
&) EULED RBE (VT A AT A v TR, NIV - ZH)
6)  #im AMBMIE (RIVT A AT4 9 DA, NA IV - Z3)
M) vOEY/=rr BRI (SVTAATA v IR, ST - Z3E)

8) RE AT o —THIE
©) LLE BT iE

(100 &#H HiRiE

an BE BEIE

(12)  FHhUTL (Na) A7 B EE

13) AVTA K) A F EIRERIE

(14  zo—)b () BEEFEE S

(15) L& Sternheimer-Malbin & U 72X % &%

BlEHER

(M)~(7) D ZUZF w100, NA I - ZHE
©) coayars, Wryd

(12)~(14) : PVA—call, W1 7> K57 —

16



8L660

6.7 TREFHIRE

1)

2)

3)

REER

FHEEFIEYO TEROBREEEETET IR (AGE-120, HEEEUER) 28 W
THEELRE. £, FIHOREICE DLW THMER HMERE) 2EH LU=, 135,
THREBIOCFRBEERI RN CESRICHEL =

e, O, B, PR, , BIE, BORR, BRI, SR, PR, 7E, BRI,
TEE, FIRER
ERSIRE
sHEfEHIEI IR, BAEIREZUW - funl, REFLSEBHRL L.
R R A RO

LEWOTERE - HEEHEIRL, 1099 EY VEEHERLV<TY S TEEL,
REFELE. 2L, BEREN—F—RRIFERY KT, BRBLIUHER LEITT
HTCREIE L.
R, BHE, TEE, BERBION-F—B mADH, U /RE(TEE - BRE),

fikz, [E, MPIUKEX, B, +=fEk =B BB 85 &5 BB,

B, BURERB KON LE MR D, (DI, B, R, B ma), 8% (&
), BEhe, FEE A, MR LECUR), FFE, RCEEE, SR (),
FE, KREBLUEHE (FR), KREFHRIOCLEHRE, KE
5 IR TIRACEREL U 72 I BB B & 100 mg/kg B DM 2 HID TECRRE - FRRR
SN BE 2 E VLB ORIBMERIIIEIEINE>TAT M) > - T F
U2 (HE) RRERZEEL, BRUE. S5, BEHMAKTEENEO2E
DOIEHES 141 (10101, 10201, 10301, 10401, 50101, 50201, 50301, 50401) D FRlEIZ DV
T, NV CERBEAEEEL, FRL-. BEOHR #HBYWHEICERTZ L
EZ5NDEN 100 mykg BHOMBEOREE, BB TE BOBEBIUHERL
KICRD EN 720, FEHRK TRETEY D 4 33X 20 mykg B & EIEHIRHE
THREIBMOSHOUEZBEIC DOV TERKRIC HEREBELZREL, BRELZ.
Rafg, (OBE, ATIE, RRIE, BE, 3% BE BRELE BE R BBERX
URREEHE, RE
(BEBBIUEBIIERBFICRENASND, KBEEHIIMKRFNRET
BEMRHBOSNOBEL:Z.)
17



8L660

HoRTERIRRT

SETYIL, SZELRREERTHRAFMNEEEZRE L. 97205 Bartlett
ETESBOREEZTY, DHNELWEER—TEESBON, 2ENELLR
V5 S 13 Kruskal-Wallis DIRE 2175 7o BRENCTH B2 EAER D 51/25 513 Dunnett
HEFE 213 Dunnett BOLBIEBREZTo /. 8T —F1daxb @ 1 " REZTV,
BAREENMRD SNZHEIE Amitage D Y BRETHBHESAEHERELZ. 7~
ZL, ROBHRITDONWTIE, EHRERER T Fisher DEHEEREZIT LI IEE &
ERBRELEL.

AT ENBATOMKRIEEII TROBD THD. —HRE, RERIREICDONWT
W, BRI FERIT 2 L T2k 7.

LEILBRE L KE, BfEE, MRFHRE, DRFORE, REE
(RE, LB, FhUDA, AV TLA, Z0O—)), 2BE
BEE

x HEE . RBE pH, BAR, JIVId—A, FRh2E EYNLED,
i, ooy /=5, BE, RILE), FEABEN
B

Fisher DEBEMRE © REZE (BFH)

18



8L660

¥
i

—H%RAE (Table 1)

WEDEE EE) 2120 mgkg BOMELFITE 10 HM5S, 100 mykg BE DItf#
EHTHET BN oRBO SN, HER (REE) 135 2 B2 5 100 mg/kg BOM 7 4,
2 FNTHEERICA SN, FREEDY 100 my/ke B O/ 2 A, M 8 FLZERMIZERD
SNz, WRIEEGHRO—BEOETH /. BEHRERIEIEEOERDD
WAL,

fth E (Fgure 1, Table 2)
WTNOBBMBEHZREGHIIBW TS, WBREEFSICHES L.

{EfHE (Table 3)
BEEEOEEAY 100 mykg H#ORETE § HBELUE 22 HIZH LNz, ZOHMDHK
BYERSH TN RE S RARICHER L /-

MIEFERTE (Table 4)

R TROBRET, RMEEKE H OKE, HERLEKEEBnEEOEE
7% 100 mg/kg B DM, MCV DEfE & MCHC D{EAEZAY 100 me/kg #E DREITER D 541
7z, [EMEEIRE TRRICIE, MCV OE{E & MCHC OEEDY 100 mg/kg B DIEICERD

5Nz,

IRICFHMRE (Table 5)

FEESHBKR TROBET, y-GT OFEN 100 mg/kg O, 7))L 21— ADKEN
100 mg/kg B DOEEICFRD 517z, 25 OECIZEEIR®R TRICIZERD shizho
7z

ToH, EEHIEHE TR ALAT, #EH, TV T7IBIUTAYV T LOBED
100 mgkg DL, 71V LADKED 100 mgkg HEDOMTH SN, Winb#
SHRBIKTEICRASNRBNEMRBELTE -2 I &n5, BBHERE & 13EE
DIZWEAL R L7z,

19



8L660

FARE (Table 6)
REMWFORET, BRORY (REG)SHBRWERSHOME, D LA
DIEAEDY 100 mykg BEOBERE & 20 mg/kg FE O, EVILE > DEED 100 mekg &
O HHNZ. TS OZ{LIIEERMFICIEA S NAN o T,
Z O, EIEHEPICS N ARDORED 100 myke B OEICA SN, RE5E
MPICIE A SN WEHARZ{LTHo 2. FEMIIRBYERS SHEEDZWS
DML,

ZSEEE (Table 7, 8)

BHSHRE TIROBRE T, MG - ANEESIUFRENSEEDOSEN 100
mg/kg BEDOMERE, KR LAY - M EEDEED 100 mg/kg ##IZBD 57z, [EIE
PRI TRFICIINE B LA - A EE OIKEDY 100 mg/kg B ICHA 57,
 ZOOf, FEHRMNE TR LB E R O BB 20 B KT 100 mg/kg B OREICER
DHENEN, MEBEETIIEEREIIRLS, BMAREEHBENOE{LTH o2 K
&R 3). EEHRK TEICEIBENEEDEMD 100 mykg O, HHENEER
@%ﬁﬁﬂﬁm@gﬁ@ﬁ?&%hﬁ.bﬂb,mfﬂ%%ﬁﬁﬁﬁf@@,ﬁ%
R TRICIZA S IUVZWE L TH o7z, TS ITDW TR EIR G & 1 3E8E
DITVEAL &R L 7z

HWRPT R, (Table 9, 10)

REBEE TROBRET, BEOEKXRD 100 mgke B O 4 4], ME2F, EBO
OB A/ EIZDN 100 mg/kg BEDOKE 4, 3 4], BEROERAR ) 23100 mg/kg &
DHE 17, W24, BREDER (HBEA) 71 100 mghkg BO2H, HEDEER (FEEH) M
20 BEU 100 my/kg HEOMELFNTRD SNz, BEERRMK TRICIIE RO /NN
7% 100 mg/kg BD 3 4, #HEDEED 100 my/kg B OREHE 2FIERD 57z,

T, HEHEKRTIRIRBYTIE, BRYERSE TEROBENE, BE
DINBUERD 5N, INSREFORBERAN SHBYERSICERLEZEET
Wiz EHIBTL 72

20
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8L660

SRERBEMPT . (Table 11, 12)

WERMEIRGICERNT 5 EBONDEA 100 mykg OB, 55, K, i
B, BRERCEDLSNE.

# 5 MR TRRSEAIC BN T, B TR0 OFEEDN 100 mykg B O
F58, NEDTULEN 100 mykg BHORE 4 HlEMELF, FRiltERROBENED
100 mgkg HOMHLFIIRD SN NEDTU D ORERDED, {160
JEREIC DNWTILY) D EFEREZT 2R ER, BAEBER OB 100 mykg B DM
WD 6Nz, B TIESED 100 mykg RO 4 41, M3 FHCED SN T
TI/NEROEDOFHRZAE XA 100 me/ke # O# 4 Fil &It 3 FUTERD SNz, BE
TIOE A OB IEZEDN 100 mgkeg HOLHNIRD SN, AELIE, BLk
MBOZERLCE R M E L Tz, £72, BREETIIEERHMRERS O
7% 100 mg/kg BED 4 HiB L THEF DR 100 mg/kg B O EHITED 5z,

EE IR TEHREIBIC B VT, BETHEAT YT JhaEh! 100 meke B
O, ShE CWERNIFERZD 100 mykg B O 1 # & RS DREIE 57 #8408
100 mg/kg BEDMEMER 1| B TR 57z, FEE TIIHEMEZEREDY 100 mg/kg B D 5 F

FRDHIN, TDODH 3FI T EERMEOL NHEEL, EMENHERL TS,
2 5 HARRE TIRHESIE O 100 me/kg B THASNTZEITHBENEN o /2. &
7z, 03 GIORKEEETIIEFORDMNEE Tho/z. TOf, R ELEOER
PIHRIE S D HIR DY 100 mg/kg BED 1 BUCERD 5720, FHBEEILH L Tz,

LR EDE G /) 1320 BILU 100 mg/ke B O, BEHOBZER (&
@) 75 100 myke BEOUEH TR 5N, FEMEFORE TIIEES XU
BEZIZD Mo 7.

I, FE5HEKTRS ZUEEMRK TRESEY T, BRYERSEHIC
FrigogstEm, PIREEE O DIEIH LS X URESMREHEE, BROF
HEMRME, BRIE, SR, SAMREE LROBETHBIUMEDHRENE
MIRBERENPRED SN, L, INSIZDWTIEEDORIRAN O HEMEI
EELULEEETIERWEHEL .

21



8L660

246-PU) =0Tz /) —)VEQ, 4, 208K 100 mgke DRETHHED SD R T
v M2 28 ARIRERORE L, TOEEEEEEERF L.

—RRIREEIZ BT, HEOEE (FER) 2520 BELU 100 myke B O TEED 5
N, AZCREESRFEKTIFETALN. REEBEIOREDOHER, KEDE
RICEERZRD NN, UL, Zv hOREEROFKSESHRBRTIE 100
me/kg DB TEEH 1 EREZ BT THEOSAIKBED 2D END, FRLKEE
PHEAZARENEZ 5NS. TOM, FEK (RER) 2 100 mgkg B ORI A
53, RRETIIBHADORE (BEG) V"EUBRMERSH OB TR 5N, &
FIEEHREDRIEICIDEER L. FEREFHNRE T, BRBIUBERICS
Wa<, BYEIERTHL I ENS, BERIIEBRMEOTMICES DD EE
AN, EHERTRRWEHE Uz, E/z, FRED 100 myke B OBEHREIZEFERN
IRDENTZD, FHEFBRO—BEOELTHS I ENS, KEROBEENFE O
AEEENEZ NS, 0k, AELOBEFNERIIENEEbNS.

FEOEBICREIIASNEN -2, BE5HFPICEEEDOEEN 100 myke
HOMTHENCED N, RIEMROBESICEREITIASNRMho /. e,
100 mg/kg B O TR SRR TRICIES 7))L 23— A DEMNERD 5N -

FRIMERE & Hb DEME, MWIRMIRE DEES 100 mgke BEOMERE, MCV DEEE
MCHC D{EABAY 100 mg/kg B DMEITERD 54172, 100 mg/kg B DM TIIBMZETRL
7o, MERMEREGISETH Y, FEEABFNRE TERICEE IR, BIEI
SEMAHSND T ENS, EMIMENIZNEDEEZ 515, 100 me/ke BE O M
TIREBICANEDS T Y ILENASNE NS, ENEERCERTSEDEE
bhs. EEHRBK TRICIFBEBEBZRETATD T COILED 100 mgkg
BEOMH, MCV OS{EE MCHC OE{EN 100 mykg BOMIZRD 5NN, &5
DRIEICE DEMITHE L. £, BSHEPIOIMREEST - HEXHEEROBEE,
PR DRERDS 100 me/kg BB TRD SNZH, INSIRIBEMIZHT ARG EE
AbNb.

BE T, 100 mgkeg BICHMTER (FG), REARINBRE TREATSEEN
HONTz. BIEHR TEIZIE, SBRT/AULRS LN, FEAESERBRE TN

2



8L660

BERIIL SR TRID BDEESRAONE, £k, AR THSSEES L
VEEHIMM THICE R HEOERNERER O HEB I UE TROBANRD 5
N, #H - HNEROEEZR L. BELETAS BB ROEICES
LOEEZSND.

E15 T, 100 mg/ke B OBEHE THRD L OB EAMF IR TRIENED 5.
FOFRBEFICOWTIIHATE RN o /. KERYWE IRV - Bakzs
LTHY, BBEMEO 7 o/ —)VERBEdLE LB BB mE s -
TENFSNTWD V. BB TH LN MEORTLORE, MREHREICSIT
LEMBEOBEL, BiEOWEICH TR ELEEXSND. BEOHKIE
X0, INSOEMIIEE L. EHEEREHE THICE IS0 WA OIR B ORI
RN SN, BEOBEREZELSND.

FRTId, M EROBED 100 me/ke B QMK TRED 512, FRTIE, R
LA HRE T/NE DL ORI A AR 517z, INEFRLE DR AE A,
EHRABRENFEINBAIC LB LERBRTAZEMM5NTVWS 9 2ol
EMD, INSOIFBOZEY, EMRBBEENHEIN: LIk 2 EREEL
THLARENEZSND. TNSOELRBSORIEICEDEEL -

MEA L FHREICBNWT, y-GT OEED 100 mgkg FHOBIZHA SN, Larl,
JEEDRE I, BEET S EBbNAEIEH SN0z, AELIIE R
TR S o 7.

RIREIZBNT, HU DT LDEMED 100 mg/kg B OB & 20 my/kg B OMEICH 5
Nz UL, miEFOH) Y LCESHIZR<, BETSEEDNERA LN
feholt. BAEIIEEHEE TEICRED SN o

oM, FRETIRYE UILE D OBEN 100 myke OB, REEY
IWEVRIMEROEZEVIVE > E2RBET 55, METORYE UIVE ICEHITH
SAEM 7 T EMNSERFHEEDRWEL &M L7, |

Pk, MEEVLTIND 20 BXUN 100 my/kg B THBMBRESICERT2LE4 50
BELHERD SN, —RRREBIZBINT 20 myke B OMBE THEOER, RiEEIC
BT 20 mykg HOMETH D) 7 LADEENASNZZ &M E, FRBEETICBY

‘52AGFU:FD7I/—N®%%%%(MEU@,Mﬁmfﬂ%4mygt%%

L7z,
23
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BekE KEHE, B U B, "12093 DLFERES” R, (LETEBH, p.271.
246- MU b0 /=@y hEAWEROKRSICL2EBERSEHER
RIS, W= tFRERZVERT (2000).

SH 1F (1991) - HLERR, FEEEERE, HLE. "BUHEEBREES. BMHE
BT EIEE,  HEEERSE, WAFEE, R ppl27-135.

Gopinath, C., Prentice, D. E. and Lewis, D. I. (1987) : The liver, “Atlas of experimental
toxicological pathology” edited by Gopinath, C., Prentice, D. E. and Lewis, D. J., p. 43-

60. MTP Press Limited, Lancaster.

24



Figure 1
Table 1
Table 2
Table 3
Table 4
Table 5
Table 6
Table 7
Table 8
Table 9
Table 10
Table 11

Table 12

8L660

BRUERIER
= 1
R - e e e et e e e 3
= 7
i S 9
HUIREEIRETZD o v v v s e s e e e et e 11
LR ZEBIRRTT + v oo eme e r e e e e 17
PRABZT v oreemee et e e et e 2]
DR TR (HESFEEER) cccr v 34
BT EE R (HHGFEEER) - rrorrrrar i i 38
HRETTE, (REHIFSIE THE) < v rrrrrrerraranae e, 42
ZPRFTE, (EHEHIETEE TIHEE) v v rrorrnenanaaean e, 43
STHAREEFTE (G HIRHRTIE) wcvvrveverrnraenanenanaenenan.. 44
TR B, (B HIETIE THE) v v ovrrcrremrmnnee i, 47



500

450

400

350

300

250

200

150

100

50

Study No.8L660

Twenty-eight-day Repeated Oral Dose Toxicity Study of PA in Rats

P

—— 0 mg/kg
% 4 mg/kg

—— 20 mg/kg
—>—100 mg/kg
1 ] 1 | 1 )
1 8 15 22 29 36 43 Day
Figure 1 Body Weight (Male)




300

250

200

150

100

50

Study No.8L660

Twenty-eight-day Repeated Oral Dose Toxicity Study of PA in Rats

e —

—— 0 mg/kg
—+=— 4 mg/kg

- —4— 20 mg/kg
—>-100 mg/kg
1 ] ] I | ]
1 8 15 22 29 36 43 Day
Figure 1 Body Weight (Female)



Twenlv-eight-day Repealed Oral Toxicily Study of PA in Rals

Study No. 8L660

Table 1 Clinical Sign - Summary Male
Test Substance Day I 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17
Dose {mg/ke) Findings Time 10 20 10 20 10 20 10 20 (0 20 (0 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 {0 20 10 20 1D 20 10 20
PA Number of Animals 12 t2 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12
PA Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
4 No Abuormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
PA Namber of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
20 No Abmormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 0 0 0 0 0O O O O O O O O O O O O
Coloring of fur t 006 0 ¢ 000 0o 0 0 0 0 O0O0CO0OTD0O0OTO0C 6 C6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
PA Number of Animals 12 12 12 12 12 12 {2 12 12 {2 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 {2 42 12 12 12 12
100 No Abnormalily 2 12 8 9 0 1010 9101010 9 0 0 0 0 0 0 O O0COCD0O OO0 OCO0OCO0O 0 OO0 0 O0 0 0
Coloring of fur + 0 0 0 0 0 0 0 0 0 0 0 O 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12
Salivation r1 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0o 0 0 0 6 0 0 O D O DO OO OGCO0O 0O 0O O O 0 0
Chromaturia + 00 4 3 2 2 2 3 2 2 2 3% 3 2 1t 0 1 O OGC OO OO OGCODO 3 O 2 0 0 01
Test Substance Day 18 19 20 2 22 23 24 25 26 2 28 29 30 31 32 33 34 35 36 37 38 39 40
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
PA Number of Animals 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 6 6 6 6 6 6 6§
0 No Abuwormality 12 12 12 12 12 12 (2 12 12 12 12 2 12 12 2 12 12 12 {2 12 12 {2 12 6 &6 6 6 6 6 6 6 6 6 6
PA Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
4 No Abnormalily 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
PA Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
20 No Abnormalily 60 ¢ 0 0 0 0 0 0 0 0 0 00 0 0 0 0 0 0 0 0 0
Coloring of fur t 6 6 6 6 6 6 6 6 6 6 6 & 6 6 6 6 6 6 6 6 6 6 &
PA Number of Animals 12 12 12 (2 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 6 6 6 6 6 6 6§
100 No Abnormality 600 6 0 0 0 0 0 0 6 0 0 0O O O O0OCOCOCTOCO0O OO TOCO0O O O OO OO0 0O 0 0
Coloring of fur 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 6 6 6 6 6 6 6
Salivation r ¢t 0 t o 0 0 0 06 1 0 1 0 0 0 O 0 OCO0 OO0 O OO0 OO0 O 0O 0 0 0 0 O
Chromaturia + 10 ¢ ¢t 0 0 0¢ 90 0 O06CO0O Tt O T 0 0 O O0DO0OC 0O O0COD0OCO0 O TD0D 0 0O 0O 0O 0 0 0 O
+, Present; 1, Slight; 2, Moderale; 3, Severe;

Time 10 . Before dose. ;

Coloring of fur, Yellowish:

Time 20 , Aller dose. ;
Chromafuria, Dark yellowish:




Twenly-eighi-day Repeated Oral Toxicity Study of PA in Rats

Study No. 8L660

Table 1 Clinical Sign - Summary Male
Test Subsfance Day 41 42 43
Dose (mg/kg) Findings
PA Number of Animals 6 6 6

0 No Abnormalily 6 6 6
PA Number of Animals
4 No Abnormality
PA Number of Animals
20 No Abnormality
Coloring of fur +
PA Number of Animais 6 6 6
100 No Abnormalily 0 0 0
Coloring of fur + 6 6 6
Salivation 1 0 0 0
Chromaturia + 0 0 0
+ ., Present; 1. Slight; 2, Moderate; 3, Severe;

Coloring of fur, Yellowish:

Chromaluria, Dark vellowish:



Twenly-eighi-day Repeated Oral Toxicity Study of PA in Rats

Study No. 8L660

Table 1 Clinical Sign - Summary Female
Tesi Substance Day 1 2 3 4 5 6 1 8 g 10 1l 12 13 14 19 16 17
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 {0 20 (0 20 10 20 10 20 {0 20 10 20 10 20 10 20 10 20 10 20
PA Number of Animals 12 02 12 12 12 12 12 (2 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 No Abaormalily 12 12 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 +12
PA Number of Animals & 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
4 No Abnormalitly 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
PA Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
20 No Abmormality § 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 0 0 0 0 0 O O O 0 0 0 0 0 0 0 O
Coloring of fur t+ 00 0 0 00 O0O0O0OTO0CCO0CO O O0OTO0DTO0TCO0CTO0OTS6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
PA Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 No Abnormalily 122 6 6 11 9 7 9 8% 4 9 0 0 0 0 0 0 0 0 90 0 0 0 0 0 0 0 0 0 0 0 0 0
Coloring of fur + 0 0 0 0 0 0 0 0 0 0 0 0 12 42 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Salivation t 00 00 000O0CO0O0OTDODCO0CTDO0O0OTO0C OO O OTO0ODODODOO0OO0O O T 0O T 0 5 0 1 0 5
Chromaluria + 00 6 6 3 1 3 5 3 4 8 3 2 5 3 4 2 3 0 3 2 41 2 2 1 060t 2 1 3 25
Test Substance Day 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40
Dose (wg/ke) Findings Time 10 20 10 20 10 20 {0 20 10 20 10 20 10 20 10 20 {0 20 t0 20 10 20
PA Number of Animals 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 6 6 6 6 6 6 6
0 No Abnormaliiy f2 912 12 (2 12 12 12 12 {2 12 (2 12 12 2 12 12 12 12 2 12 12 12 12 6 6 6 6 6 & 6 6 6 6 6
PA Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
4 No Abunormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
PA Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 6 6 6 6 6
20 No Abnormalily 0 0 06 0 0 0 0 00 0 OC O OO OO TO0OC OO0 G 0 0 0
Coloring of Iur + 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
PA Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 6 6 6 6 6 6 6
100 No Abnormality o 006 0 90 90 0 0 0 O0O0OO0CO0OTO0CO0OO0OCTOC O OO O O O O0C OO0 OO0 O0C 0O 0 0 0 0
Coloring of fur 12 12 12 12 12 12 t2 12 12 12 42 12 12 12 12 12 t2 f2 12 12 12 12 12 6 6 6 6 6 6 6 6 6 65 6
Sativation 1 ¢ 2 ¢ 4 0 1t 0 ¢ 0 5 0 t 0 ¢t 1 1 0 1 0 2 0 2 0 0 0 06 0 0 0 0 0 0 0 0
Chromaturia t 4 2 2 3 4 1 1 2 2 2 011 1 1 2 ¢ 0 0 1 0 1 0 0 OO0 O O0C O O O0C 0 0 O
+, Present; 1, Slight; , Mederafe; 3, Severe;

Time 10 , Belore dose. ;

Coforing of fur, Yellowish:

Time 20 , After dose.;
Chromaturia, Dark yellowish:




Trenty-eight-day Repeated Oral Toxicily Sludy of PA in Rais

Study No. 8L§60

Table | Clinical Sign - Summary Female
Test Subsiance Day 41 42 43
Dose (mg/kg) Findings
PA Number of Animals 6 6 6

0 No Abnormalily 6 6 6
PA Number of Animals
4 No Abnormality
PA Number of Animals
20 No Abnormality
Coloring of fur +
PA Number of Animals 6 6 6
100 No Abnormalily 0 0 0
Coloring of fur t 6 6 6
Salivation I 0 0 0
Chromaturia + 0 0 0
t, Present; [, Slight; 2, Moderate; 3, Severe;

Coloring of fur, Yellowish:

Chromaiuria, Dark yellowish:



Twenty-eight-day Repeated Oral Texicily Study of PA in Rats

Study No. BLG6D

Table 2 Body Weight - Summary Male Unit : g
Tesi Substance  Day | b 15 22 29 36 43
Dose (mg/kg)
PA Mean 166. 3 229.0 289.1 342.0 380. 8 425. 2 448.7
0 S.D. 4.7 6.8 7.6 10.5 13.0 16,7 20.2
[ 12 12 12 12 12 6 [
PA Mean 167.7 231. 8 290.7 344. 3 380. 2
| S.D. 1.2 12.9 19.0 28. 1 3.4
n 6 6 6 6
PA Mean 166. 7 231.0 292.7 348.0 384.3
20 S.D. 7.8 16 22.3 30. 1 34.6
n 6 6 6 6
PA Mean 166. 8 222.5 279.9 329.3 362.3 399.3 428.5
100 S.D 58 9.1 14. 8 19. 7 26.3 39.6 43. 4
n 12 12 12 12 12 6 6

Significantly different {rom control

1%, P<0.05; %, PC0. 01




Twenty-eighi-day Repeated Oral Toxicily Study of PA in Rats

Study No. 8L660

Table 2 Body YWeight - Summary Femate Unit : g
Test Subsiance Day { b 15 22 29 36 43
Dose (ng/ke)
PA Mean 142. 4 175.3 2041 230. 0 U4 7 269.3 183.0
0 S.D. 4.9 8.5 4.5 151 15. 5 12.5 17. 8
n 12 12 12 12 12 6 ]
PA Mean 142.0 175.3 198 222.8 241, 2
4 S.D. 5.1 9.9 14. 6 1.6 16.8
] 6 6 6 6
PA Mean 143.0 170.0 197 217. 5 231.3
20 S.D. 59 15. 8 2.8 5.3 39.2
i 6 6 6 6 ]
PA Hean 142.0 168. 4 194.0 216. 3 132.3 256.7 270. 0
100 S.D 49 5.2 7.3 0.7 127 1.3 19.4
n 12 12 12 12 12 6 6

Significantly different {rom controi

%, P0.05; #%, P<O. 01



Twentv-eight-day Repeaied Oral Toxicily Study of PA in Rats

Study No. 8L660

Table 3 Food Consumplien - Summary Male Unif : g/animal/day
Test Substance Day 8 15 22 27 36 41
Dose (mg/kg)
PA Mean 21. 85 24. 85 26. 97 26. 80 27. 43 26. 93
0 S.D. .53 .18 1. 06 .21 0.92 1. 07
n 6 6 6 6 3 3
PA Mean 2. 11 25.53 27. 61 27.10
4 S.D. 1. 89 1. 86 2.58 2.4
n 3 3 3 3
PA Mean 22.40 25. 43 27.33 27. 40
20 S.D. 1. 50 1. 76 214 2.09
n 3 3 3 3
PA Mean 20. 10 24. 45 26. 45 26. 05 28. 07 27. 61
100 S.D. 0. 61 [. 00 1. 28 1. 39 1. 89 1. 21
n 6 6 6 6 3 3

Signilicantly different from control

. %, PC0. 05 %% P<0. 01,




Twenly-eight-day Repealed Oral Toxicity Study of PA in Rats

Study No. BL660

Table 3 Food Consumplion - Summary Female Unit : g/animal/day
Tes! Substance Day 8 15 22 21 36 41
Dose (mg/ke)
PA Nean 16. 75 18.08 18. 85 19.08 19. 50 20. 07
0 S.D. 0. 67 1. 08 0. 66 1. 47 1. 31 0. 81
n 6 6 6 6 3 3
PA Mean 16. 93 17. 70 18. 90 19. 47
4 S.D. 0. 176 0. 56 0. 62 .00
n 3 3 3 3
PA Mean 16. 87 17,77 18. 73 18. 83
20 S.D. 0. 64 0.31 0. 70 L 14
n 3 3 3 3
PA Mean 15. 08%%  17. 10 17. 674 18.05 21.73 2147
100 S.D. 0.38 0.70 0. 54 0.75 0.99 1. 40
n 6 6 6 6 3 3

Significantly different [rom conirol

: %, P<0.05; #%,P<0. 01,



Twenty-cight~day Repealed Oral Toxicily Study of PA in Rals Study No. 8L660

Table 4 Ifemalology - Summary Male
Test Substance RBC ib Ht MCV MCH MCHC Reticulocyte PLT PT
Dose (ug/ke) Ratio

x10* /ul g/dl % fl g % %o x10% /el sec

Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 TWeek 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7

PA Mean 720.3  800.2  14.30 1523  40.90 43.03  56.82 53.88  10.88  19.07 3498 3538 335 2490 8342 9L 1400 14. 52
0 S.D 32.3 45.0 0.30 0.54 1.00 .29 1.57 2. 63 0. 78 0.90 0.70 0. 317 1. 3% 292 424 8.18 0. 26 0. 34

n 6 6 6 6 6 6 6 ] 6 6
Mean 718.7 14. 58 29. 83 90. 88 14. 70
S.D. 13.3 0.53 4. 14 510 0. 36
It 6 b ] 6
Hean 738.5 14. 83 1.6 86. 07 14. 41
S.D. 33.9 0. 66 3.1 8.22 0.53
n 6 6 ] ] 6
Mean 660. 5%  797.2 13. 35% 3.57 54. 6T#% . 38 88. 28 96. 10 14. 45 14. 43
S.D. 52.2 45. 7 0.71 1. 38 7.55 1 4. 66 15. 89 0.75 0.20
i 6 6 6 6 6 6 ] b 6 6

Significantly diflerent from control




Twenfy-eighi—day Repealed Oral Toxicity Study ol PA in Rals

Study No. B8L660

Table 4 Hematology - Summary Male
Test Subslance APTT
Dose {mg/kg)

sec

Week 5§ Week 7

PA Mean 14.92 15.88
0 S.D 1. 09 .08
! 6 6
PA Mean 14. 67
4 S.D 1. 20
n
PA Mean 14. 50
20 S.D. 0. 65
n (i
PA Mean 14. 45 15. 47
106 S.D. 1. 85 1. 18
n 6 6

Significantly different from conirol 4, P<0.05; 4, P<0. 01.



Twenty-cight-day Repealed Oral Toxicily Study of PA in Rats Study No. 8L660

Table 4 Hematology - Summary Male
Test Subslance WBC Lymphocyle Neulrophilic Neutrophilic Eosinophil Basophil Monocyte
Dose (mg/kg) Segmenied Band

X102 /il % % % % % %

Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 VWeek & Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7

PA Mean 92.87  113.27 82.0 83.3 9.8 8.0 0.0 0.7 1.0 0.8 0.0 0.0 7.2 7.2
0 S.D 13.61  22.29 .8 6.7 2.1 3.9 0.0 0.8 0.9 0.8 0.0 0.0 2.7 2.5
n 6 6 6 6 ] 6 ] 6 ] 6 6 6 6 6
PA Mean 98. 07 83.2 10. 0 0.2 0.3 0.0 6.3
4 S.D 13. 82 34 4.0 0.4 0.5 0.0 2.1
n 6 6 6 6 6 6 6
PA Mean 111.55 85. 2 6.2 0.2 1.0 0.0 7.5
20 S.D. 2141 3.2 2.0 0.4 0.9 0.0 4.2
i 6 6 6 6 6 b ]
PA Mean 145. 70%% 104. 40 8.3 81.5 8.7 9.5 0.2 0.3 0.8 0.3 0.0 0.0 9.9 8.3
100 S.D 38.01 14. 84 9.3 4.1 5.0 4.2 0.4 0.5 0.8 0.5 0.0 0.0 53 2.1
n 6 6 6 6 6 6 6 6 6 6 6 [ 6 6
Significanily different [rom control o+, P<0.05; #%, P40, 01.




Tweniy-eight-day Repeaied Oral Toxicity St

udy of PA in Rals

Study No. 8L660

Table 4 Hematology - Summary Female
Test Subsiance RBC b Ht MCV MCH MCHC Reticulocyte PLT PT
Dose (mg/kg) Ralio
‘ x10% /el g/dl % g % x10% /ul sec
i Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
| PA Mean 705.7  750.0 1422 1473 39.32  40.88  55.75  54.83  20.17 - 19.65  36.17  36.05  25.47 2565 7638  75.95 14.38 1472
0 S.D 30. 1 3.6 0.54 0.67 .23 .90 0.94 1. 57 0.52 0. 64 0.88 0. 40 4.62 4.90 5.02 2.96 0.32 0.35
il 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
PA Mean 710.5 14.33 40. 30 56. 85 20. 22 35.58 25.18 82.42 14. 62
4 S.D. 46. 8 0.50 1.92 3.36 1. 10 0.58 0.9 8. 00 0.58
n 6 6 6 6 6 i ] 6 6
PA Mean 712.5 14. 32 40. 27 56. 57 20. 13 35. 59 24. 05 11.13 14. 78
20 S.D 40. 6 0. 64 1. 82 1. 74 0. 94 0. 66 3.25 3.76 0.29
n 6 6 6 6 b 6 6 6 6
PA Mean 607. 5%+ 737.2  1L.62%x 14.77 3725  41.78  61.38%+ 56.70% 20.78  20.05  33.87#+ 3537+ 65.48%+ 18.65  B5.60  74.12 15. 12 14. 98
100 S.D 18.7 20.8 0.126 0.38 0.92 1. 05 2. 43 1. 0t 0. 67 0.50 0. 31 0. 57 5. 88 6. 26 8. 32 9. 62 0. 61 0. 55
n 6 6 6 6 6 6 6 6 6 6 ) 6 6 6 6 6 b 6

Significantly differenl {rom control

 #,P<0.05; %+ P<0. 01,



Twenty-eighi-day Repeated Oral Toxicily Study of PA in Rals

Study No. 8L660

Table 4 Hematlology - Summary Female
Test Substance APTT
Dose (mg/kg)
sec
Week § Week 7
PA Mean 12. 82 14.07
0 S.D 1.07 1.93
! 6 6
rA Mean 12.20
4 S.D. 0. 85
1 6
PA Mean . 07
20 S.D. 1. 11
it 6
PA Mean 13.13 14. 22
100 S.D. 0.52 1.0l
il b 6

Siguificantly dilfereni from confrol

o %, P<0.05; #%, Q. 01.




Twenty-eighi-day Repeated Oral Toxicity Study of PA in Rats

Study No. 8L660

Table 4 Hematology - Summary Female
Test Substance ¥BC Lymphocyte Neulrophilic Neutrophilic Eosinophil Basophil Monocyte
Dose (mg/kg) Segmented
X102 /el % %
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week & Week 7 Week 5 Week 7 Week 5 Week 5  Week 7
PA Mean 67.40  88.13 8.2 86. 7 538 0.2 0.2 0.7 1.5 0.0 5.2 4.0
0 S.D 8.3  24.80 2.4 6.8 2.6 0.4 0.4 0.5 1.5 0.0 1.0 .1
n 6 6 6 6 ] ] 8 6 6 ] ]
PA Mean 8. 52 1.2 10. 3 0.2 1.5 0.0 6.8
4 S.D 26. 72 5.2 5.2 0.4 1.2 0.0 1.6
u 6 6 6 6 6 ]
A Mean 73.02 5.3 7.0 0.3 0.1 0.0 6.7
20 S.D. 14.79 57 3.6 0.5 0.5 0.0 31
n i 6 6 6 6 6
PA Mean 123. 1084 77.23 4.2 87.5 10. 0 6.0 0.2 0.0 0.7 1.3 0.0 0.0 5.0 5.2
100 S.D. 33. 42 18. 44 9.7 3.6 7.4 2.0 0.4 0.0 1.2 .5 0.0 0.0 2.4 2.1
n ] 6 6 6 6 6 6 ] 6 6 6

Significantly diflerent [rom control

T %, P<0.05; #%, p<0. 01



Twenty-cight-day Repeaied Oral Toxicity Study of PA in Rals

Study No. 8L660

Table § Blood Chemisiry - Summary Male
Test Substance ASAT(GOD) ALAT (GPT) 76T ALP Total Urea Creatinine Glucose Total
Dose (mg/kg) Bilirubin Nitrogen Cholesterol
U/l v/l U1 U/l ng/d! mg/dl mg/dl mg/dl ng/d]
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week § Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
PA Mean 72.8 83.3 34. 8 29.8 0.0 0.3 8437 609.0. 0.00 0.02 18.18  18.83 0. 42 0.45  145.8  150.5 56. 2 56.8
0 S.D. 0.3 10.6 3.1 2.6 0.0 0.5 1479 1845 0.00 0.04 231 3.93 0. 04 0.05 12.8 7.1 50 5.9
] 6 6 6 f 6 6 6 ] 6 6 § ] ] 6 b 6 6 6
PA Mean 76.7 33.5 0.2 819. 5 0. 00 1711 0.43 147.7 5. 2
4 S.D 10.3 6.3 0.4 140. 1 0.00 .19 0.05 8.3 6.0
n 6 6 6 6 6 ] 6 6 6
rA Mean 75.0 33.5 0.5 854.3 0. 00 15. 40 0. 45 150. 0 58.2
20 S.D. 5.2 2.8 0.5 88.5 0.00 1. 93 0.05 1.8 4.3
(] 6 6 ] 6 6 ] 6 6 6
PA Mean 8.5 83.8 32.2 33. 7% 0. 84% 0.2 831. 8 1L § 0. 00 0. 00 19. 85 18.1 0. 48 0. 45 137.5 149. 5 93.3 6.0
160 S.D. 0.9 12.1 6.6 2.6 0.4 0.4 184.1 152. 6 0.00 0. 00 2. 46 1.8 0. 04 0.05 6.0 1.3 1.8 12.7
1 6 ] 6 6 6 6 6 6 ] 6 ] 6 b b b ] ]

Stgnificantly different [rom control

: %, P<O.05; 4%, 2<0. 0L




Twenly-eight~day Repealed Oral Toxicity Study of PA in Rals

Study No. B8L660

Table 5 Bloed Chemislry - Summary
Tes! Substance Triglyceride Total Albumin
Dose (mg/kg) Protein

mg/dl g/dl g/dl

Week 5 Week 7 Week § Week 7 Week 5 Week 7

Inorganic Na K Cl
Phosphorus
ng/dl nmol/1 mmot/1 mmol/1

Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7

PA Mean 97.1 93.17 6. 37 6. 47
0 S.D 49.7 40. 6 0.27 0.123 0. 14

i 6 6 6 §
PA Hean 99.3 6. 42 3. 23
4 S.D. 5.2 0.19 0.08
n 6 6 6
PA Mean LS 6. 67 3.32
20 S.D 38.2 0.19 0. 08
n i 6 6
PA Mean 94.0 1.2 6. 43 6.87¢ 328
100 S.Db 35.6 24. 2 0. 2t 0.23 0. 08
i 6 6 6 6 6

9.15 807 1432 1435 443 4.28 99.2 99.5
0.38 0. 48 0.8 0.5 0. 30 0.18 L5 0.8
6 6 6 6 6 6 6 6

8.75 144.2 L 97 100. 2
0. 36 1.3 .14 1.6
b 6 ] ]
143.5 4. 48 97.5
0. 41 0.5 0. 16 0.8
b ] b
9. 40 1440 142.8 4.57 4.48¢ 985 98.2
0. 66 0.19 1.1 0.8 0.27 0.13 1.0 ]
6 6 6 6 ] 6 6

Significanlly dilfferent from conirol 1 %, P<0.05; %% P<0. 01



Twenly-eight-day Repealed Oral Toxicity Study of PA in Rals

Study No. 8L660

Table § Blood Chemisiry - Summary Female

Test Subslance ASAT (GOT) ALAT (GPT) 76T ALP Tolal Urea Creatinine Glucose Total

Dose (mg/kg) Bilirubin Nitrogen Cholesterol
/1 u/1 u/1 0/l mng/dl mg/dl ng/dl ng/dl mg/di

Week 5 Week 7 Week 5 Week 7 Week § Week 7 Week 5 Week 7

Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7

PA Mean 70.7 3.7 29.0 5.1 0.2 0.0 4747 430. 2
g S.D 1.9 15. 1 4.2 5.0 0.4 0.0 96. 6 42.5
n 6 6 ] 6 6 6 6 6
PA Mean 70. 5 21.1 0.5 446. 2
4 S.D 6.3 8.0 0.5 157.0
n 6 6 6 6
PA Mean 7.1 26.2 0.2 440.7
20 S.D 9.7 2.4 0.4 130. 4
n 6 6 6 6
PA Mean 76. 3 71.3 33.2 29. 8 0.5 0.5 497. 1 401. 2
100 S.D. 10.2 9.0 3.4 4.1 0.5 0.5 72.5 68. 4
n 6 6 6 6 ] 6 6 6

0.00 0.02 1862 19.63 0.52 0.53 1625  186.7 68.2 65. 2
0. 00 0. 04 2.1 2.16 0.04 0. 05 12.0 8.1 5.2 6.4
6 ] 6 6 ] 6 ] b b ]

0. 00 17.08 0.50 150.0 7.3

0. 00 2.31 0. 00 7.3 9.6
6 . ] b b 6

0. 00 17.07 0.52 154.2 0. 2

0. 00 0.91 0. 04 7.0 9.7
6 b 6 ] 6

0. 00 0.00 1793 18.42 0. 55 0.50  146. 3+ 157.0 8.2

0.00 0.00 4.28 315 0.05 0. 06 10.5 59 9.4 1.3
] 6 6 6 6 6 6 6 b b

Significantly different Irom conirol o % PCO.05; ##, P<O. 01.




Tweniy-eighi-day Repeated Oral Toxicity Siudy of PA in Rals

Study No. 8L660

Table § Blood Chemistry - Summary
Test Subsiance Total Albumin [norganic Na K Cl
Dose (mg/kg) Profein Phosphorus
g/dl g/dl ng/dl mno!/1 mmol/1 mmol/1
Yeek 5 Week 7 Week 5  Week 7 Feek 7 Week 7 Week 6 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
PA Mean 6. 62 6. 77 3. 45 1. 073 9,53 7.78 720 142.2  14L7 4.17 400  100.0  100.3
0 S.D 0.39 0.33 .21 0. 052 0. 25 0.53 0.34 0.8 0.8 0.23 0.13 1.5 0.8
n ] 6 6 § 6 ] 6 6 ] 6 6 6 6
PA Mean 6. 63 3.417 1.53 143.0 3. 92 100. 2
4 S.D 0.29 0.13 0. 56 0.9 0. 26 1.5
n ] 6 6 ] ] 6
PA Mean 6.73 3. 48 7.68 143.0 4.10 101.0
20 S.D 0. 42 0.17 0.42 0.6 0. 21 1.3
n 6 6 6 ] 6 6
PA Mean 6. 72 6. 90 3. 45 1. 052 9. 20% 8. 23 1.07 142. 5 141. 3 4. 13 3.5 98. 8 99.3
160 S.D. 0.26 0.33 0.18 0. 044 0. 18 0.48 0. 33 1.2 1.5 0. 05 0. 26 I.h I.5
I b 6 6 B b 6 ) ] 6 6 ] 6 6

Signilicantly different from counlrol

PO, 05; #% P0. 01
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Twenly-eighi-day Repeated Oral Toxicity Study of PA in Rats Siudy No. 8L660

Table 6 Urinalysis ~ Summary Male
Tes! Substance pHl Protein Glucose
Dose (mg/kg)
5055606570758085>9 5.0556065707.58085>9 - +/~1+ 2+ 3 - -1+ 2 3 - +/-14+ 4 ¥ - -1+ 24 34
Veek 4 Week 6 Veek 4 Yeek 6 Yeek 4 Yeek 6
PA
0
n 0 0 0 0 0 0 3 2 1 0 0 0 0 0 1 2 21 e 0 3 3 0 0 0 1 5 0 6 0 0 0 0 6 0 0 0 0
PA
4
1t 00 0 0 0 0 3 3 0 0 0 5 1 0 6 0 0 0 0
PA
20
n 0 0 0 0 0 0 1 5 0 0 0 1 5 ¢ 6 0 0 0 0
PA
100
n o6 0 0 9 o 3 3 0 0 6 0 0 0 0 2 4 0 001 5 0 0 0t 5 0 5 1 0 06 0 6 0 0 0 0
Significanily differenl from conirol : %, PL0. 05 #%, P<0. 01
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Twenly-eighi-day Repealed Oral Toxicily Study of PA in Rats

Study No. 8L660
Table 6 Urinalysis - Summary Male
Test Substance Ketones Bilirubin Occult Blood
Dose (mg/ke)
R Y S L 2 N T VA € T T € S 2 N ST £ S L VAN £ RS ST S VS EA S 2
Feek 4 Week 6 Week 4 Week 6 Week 4 Heek 6
PA
0
n 0 5 1t ¢ 06 ¢ 3 3 0 0 6 0 0 0 6 0 0 0 5 0 1L 0 0 6 0 0 0 0
PA
4
0 1 5 0 0 0 6 0 0 0 5 0 0 0
PA
20
n 0 4 2 0 0 5 1 0 0 6 0 0 0 0
PA ¥
100
n 0 6 0 0 0 0 0 6 0 O 3 3 00 6 0 0 0 6§ 0 0 0 0 6 0 0 0 0
Significantly different from coniro! T %, P<0. 05; #% P<0. 01.

22



Twenty-eighi-day Repeated Oral Toxiciiy Study of PA in Rais

Study No. 8L660

Table 6§ Urinalysis - Summary Male
Test Substance Urobilinogen
Dose (mg/kg)
cu/dl
0.1 .02040>8 0.11.02040>8
Yeek 4 Yeek 6
PA
0
n 3 3 0 0 0 4 2 0 0 0
PA
4
n 6 0 0 0 0
PA
20
n 2 4 0 0 0
PA
100

n

24 0 0 0 5 1 0 00

Signilicantly different from conirol

T %, P<0. 05; 4, P<0. 0L
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Twenty-eight-day Repeated Oral Toxicity Study of PA in Rats Study No. 8L660

Table 6 Urinalysis - Summary Male
Tesi Substance Color Turbidity Specific Urine Na K Cl
Dose (ng/kg) Gravily Yolume Volume Volume Yolume
ml mmol mmo | mmo |
N C H 0 N C H O S L% S S £ %
feck 4 Week 6 Yeek 4 Yeek 6 Week 4 Week 6 Week 4 Week 6 Week 4 Week 6 Week 4 Week 6 Week 4 Week 6
PA Mean 1.0470 1.0523 17.53 1817  1.708  1.615 4175  4.447 2158  2.153
0 S.D 0.0086 0.0172 4. 63 762 0.219  0.485  0.39%0  0.409  0.204  ©0.29)
ht 6 0 0 0 6 0 0 0 6 0 0 0 6 0 0 0 6 6 6 ] ] 6 ] 8 6 6
PA Mean % 1. 0550 14. 90 1. 700 3. 997 2. 178
4 S.D 0.0093 4.59 0.423 0. 805 0.475
n 0 0 0 6 6 0 0 0 . 6 : ] 6 6 6
PA Mean 23 1. 0527 15. 30 1. 733 3.783 2. 230
20 S.D 0. 0095 2. 86 0. 480 0. 517 0.373
i 0 0 0 6 6 0 0 0 6 6 ] 6 6
PA Mean 7t 10377  1.0570  20.83  15.50  1.408  1.567  2.628%% 4.210 1.990 2113
100 S.D. 0.0149 0.0161 6. 65 570 0.359 0.175  0.579  0.585  0.437  0.245
n 0O 0 0 6 6 0 0 0 6 0 0 0 6 0 0 0 6 6 6 6 6 6 6 6 ] 6
Signilicantly different from conirol %, PC0.05; %%, PO, 0L,

N, Normal: C, Colorless: H, Reddish: 0, Dark vellowish
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Twenty-eight-day Repeated Oral Toxicity Study of PA in Rais Study No. B8L660

Table 6 Urinalysis ~ Summary Male
Test Subslance AMP Calcium Oxalafe Red Blood ¥hite Blood
Dose (mg/kg) Crystal Crystal Cell Cell
- W - M - N - % - WM N - ¥ - MM - 1t 24 3t
Veek 4 Keek 6 Keek 4 Week 6 feek 4 Week 6 Week 4 Yeek 6
PA
0
n Lt 0 4 0 1 0 5 6 0 0 0 6 0 0 ¢ 6 0 0 0 6 0 0 O 33 0 0 4 2 0 0
PA
4
n (N T | 6 0 0 0 4 1 0 1 4 2 0 0
PA
20
i 0 1 2 3 § 0 0 0 6 0 0 90 23 1 0
PA
100
n P02 3 0 0 1 3 6 ¢ 0 0 6 0 0 D 6 0 0 0 6 0 0 0 5 10 0 4 2 0 90

AMP Crystal , ammonium magnesium phosphale crysial
Siguificantly different from control 1 %, P<0.05; =, <0. 01,

4]



Twenly-eight-day Repealed Oral Toxicity Study of PA in Rats

Study No. 8L660

Table 6 Urinalysis - Summary Male
Test Substance Squamous Small Round Hyaline Epithelial
Dose (ng/ke) Epithelial Cell Epithelial Cell Cast Cast
S T T T R £ 2 T £ S € SN2 ST SRS & SN2 S SN €S S S A/ S S S & A2 S * SRS & B2 £
Feek 4 Veek 6 Week 4 Week 6 Yeek 4 Week 6 Week 4 Yeek 6
PA
0
i 0 6 0 0 0 6 0 0 4 2 0 0 4 2 0 O 5 10 0 3 % 0 0 6 0 0 0 6 0 0 0
PA
4
n 0 5 1 0 2 4 00 5 1 0 0 6 0 0 0
PA
20
n 1 3 2 0 2 4 00 5 1 0 0 6 0 0 0
PA
100
n I 5 0 0 0 6 0 0 5 1 0 0 4 2 0 0 6 0 0 0 5 1 0 0 6§ 0 0 0 6 0 0 0

Significantly differenl from conirol %, P<0.05; #%, B<0. 01.
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Tweniv-eight~day Repeated Oral Toxicily Study of PA in Rats

Study No. 8LG60

Table 6 Urinalysis - Summary Male
Tesl Subslance Sperm
Dose (mg/kg)
- M O - I 3
Yeek 4 Week 6
A
0
n 2 2 2 0 0 1 4 1
PA
4
n 0 1 5 0
PA
20
n 0 2 2 2
PA
100
n 21 2 1 2t 1 2

Signilicanily dilferent [rom conirol

1 % P<0.05; #£ P<0. 01
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Tweniy-eight-day Repealed Oral Toxicily Study of PA in Rals

Study No. 8L660

Table 6 Urinalysis - Summary Female
Test Substance pll Protein Glucose
Dose (mg/kg)
5.05.560657.0758085>9 50556065707.58085>) - +/-1+ 2+ 3 - +/-14 24 M - -1 24 3+ - +/-1+ 1+ 3+
Week 4 - Week 6 Yeek 4 Yeek 6 Week 4 Week 6
PA
0
n 0 0 0 0 0 0 2 4 0 0 0 0 0 } L 3 1 0 2 3 1L 0 0 0 2 4 0 O 6 0 0 0 0 6 0 0 0 O
PA
4
1 0 0 0 0 0 0 t 5 0 1 0 4 1 0 6 0 0 0 0
PA
20
n 0 ¢ 0 0 0 0 1 5 0 1 0 4 1 0 6 0 0 0 0
PA
100
n ¢ 0 0 0 ¢ 0 0 & 0 0 0 ¢ 0 0 2 1 3 0 I 0 5 0 0 1 3 2 0 ¢ 6 0 0 0 0 6 ¢ 0 0 90
Sigrilicanlly different [rom control 1 % P<0.05; #%, P<0. 0L
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Twenty-eighi-day Repeated Oral Toxicily Study of PA in Rais Study No. B8L660
Table 6 Urinalysis - Summary Female
Tesl Subslance Ketones Bilirubin (ccult Blood
Dose (mg/kg)
SR 750 L A T E R YR E /2 T S £ 2 Nt S £ 2 S T S 720 SN2 ) SR VA £ 2 S
Yeek 4 Week 6 Yeek 4 Yeek 6 Yeek 4 Week 6
PA
0
n 3 3 0 0 0 I 5 0 0 0 6 0 0 0 4 2 0 0 6 0 0 0 0 6 0 0 0 O
PA
4
n 0 6 0 0 O 5 1 0 0 6 0 0 0 0
PA
20
n I 5 0 0 0 5 1 0 0 6 0 0 0 0
PA 33
100
n ¢ 6 0 0 0 1t 5 0 0 0 i 5 0 0 6 0 0 0 6 0 0 0 0o 6 0 0 0O O

Significantly dilferent [rom control - %, P<0. 05; #% P<0. 01.
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Twenly-eight-day Repealed Oral Toxicity Study of PA in Rals
Table 6 Urinalysis ~ Summary

Study No. B8L&60

Female
Test Substance Urobilinogen
Dose mg/kg)
Eu/dl
0.1 .02040>8 0.11.02040>8
Week 4 Week 6
PA
0
n 4 2 0 0 0 2 4 0 0 0
" PA
4
1t 2 4 0 0 0
PA
20
it 2 4 0 0 0
PA
100
n I 5 0 0 0 4 2 0 0 0
Significantly different Trom conirol o % P<0.05; %% P<0. 0L
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Twenly-eight-day Repeated Oral Toxicity Study of PA in Rats

Study No. 8L660

Table 6 Urinalysis - Summary Female
Test Substance Color Turbidity Specific Urine Na K Ci
Dose (mg/kg) Gravity Volume Volume Volume Volume
ml ool mimo |l mmol
N ¢C 0 N H o - W o - 1 i 3
Week 4 Week 6 Week 4 Week 6 . Week 4 Week 6 Week 4 Week 6 Week 4 Week 6 Week 4 Week 6 Week 4 VWeek 6
PA Mean 1.0443  1.0547  13.67  12.47 1.238 1120  3.140  3.295 1. 650 1. 6317
0 S.D 0.0092 0.0134 3. 66 .76 0.114  0.146  0.278  0.144  0.166  0.142
n 6 0 06 0 6 0 0 0 6 0 0 0 6 0 0 O ] 6 6 6 ] 6 6 8 8 ]
PA Mean L1 1. 0563 11. 50 1. 032 2. 875 1. 467
4 §.D. 0. 0208 5. 317 0. 234 0. 282 0.174
n 0 0 0 6 § 0 0 0 ] 6 6 6 8
PA Mean 3 1. 0507 1.1 1. 163 2. 500% 1. 595
20 S.D 0. 0056 1 0.210 0.413 0. 268
n 0 0 0 6 6 0 0 0 6 6 6
PA Mean 133 1.0383 1.0587 15. 07 12. 50 1. 137 1. 343 2.103%%  3.555 1. 610 1. 678
100 S.D. 0.0102  0.0141 3. 26 4.50 143 0.209  0.394  {.491 0. 151 0.189
n 0 0 0 6 6 0 0 0 6 0 0 0 6 0 0 0 6 6 6 6 6 [} 6 6 6 ]

Significantly different from conirol
N, Normal: C, Colorless: H, Reddish:

%, 7<0. 05; #% P<0.01.
0, Dark yellowish:
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Twenly-eighi-day Repeated Oral Toxicity Study of PA in Rals

Study No. 8L660

Table 6 Urinalysis - Summary Female
Test Substlance AP Calcium Oxalale Red Blood White Blood
Dose (mg/kg) Crystal Crystal Cell Cell
- B H M - N - WM - 3 - WM - 23 -~ It M - 3
Week 4 Yeek 6 Week 4 Week 6 Yeek 4 Yeek 6 Week 4 Week 6
PA
0
n | T TS N A S B2 6 0 0 0 6 0 0 0 8 0 0 0 6 0 0 O 6 0 0 0 6 0 0 0
PA
4
| 0 2 3 1 6 0 0 0 6 0 0 0 6 0 0 0
PA
20
n 0 2 3 1 6 0 0 0 6 0 0 0 6 0 0 0
PA
100
n 1 3 2 0 | T 6 0 0 0 6 0 0 0 6 0 0 0 6 0 0 0 5 1 0 0 5 1 0 0

AMP Crystal . ammomium magnesium phosphale crystal
Significantly differeni from conirol o4, PO 05; ¥4 P<0. 0L
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Twenly-eighi-day Repeated Oral Toxicily Study of PA in Rats

Study No. 8L660

Table 6 Urinalysis - Summary Female
Test Subslance Squamous Small Round fivaline Epithelial
Dose ng/kg) Epithelial Cell Epithelial Cell Cast Cast
- - ot - W M - 3 - 1+ M 3 - 243 - WM - 1l 3
Yeek 4 Feek 6 ¥eek 4 Yeek 6 Week 4 Yeek 6 Yeek 4 Feek 6
PA
0
n 3 3 00 0 6 0 0 4 2 0 0 5 1 0 0 6 0 0 0 & 1 0 0 6 0 0 0 6 0 0 0
PA
q
1 15 0 0 3 3 0 0 6 0 0 0 6 0 0 0
PA
20
il 6 6 0 0 4 2 0 0 6 0 0 0 6 0 0 0
PA
100
1 4 2 0 9 0 6 0 0 5 1 0 0 5 1 0 0 6 0 0 0 5 1 0 0 6 0 6 0 6 0 0 0

Sienificantly different from conirol

+ %, P<0.05; %%, P<0. 01,
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Twenly-eight-day Repeated Oral Toxicily Study of PA in Rats

Study No. B8L660

Table 7 Organ Weight - Summary ' Male
Tesl Substance Final Body Brain Pituitary Thyroids Thymus Lungs Heart Liver Spleen
Dose (ng/ke) Yeight
g g ng mg mg g g g€ g
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
PA Mean 374. 2 448.7 2. 057 2.083 13. 27 14.35 21.23 25. 93 590. 2 585. 3 1. 402 1. 432 1. 253 1.400 14.195  15.523 0. 822 0. 857
0 S.D 12.4 2002 0.076  0.099 122 1,95 5.34 2.34 92.4 1581 0.031 0.139 0.065 0.093 1.273 1.139 (.08 0. 093
i 6 6 6 6 6 6 6 ) 6 6 ] 6 6 ] b ] 6
PA Mean 380. 2 2. 065 12.73 25. 38 571. 8 1. 345 1. 257 13. 983 0.762
4 S.D 3.4 0.039 0.99 4. 63 76. 4 0. 109 0.098 0. 886 0. 075
n b 6 6 b 6 6 6 6 ]
PA Mean 384.3 2.045 14. 22 26. 08 555. 5 1.472 1. 363 14. 353 0. 887
20 S.D. 34.6 0.098 1.90 4,33 87.1 . 097 0.182 1. 825 0. 186
n 6 6 6 6 6 ] 6 b 6
PA Mean 367. 3 428. 9 I. 993 2. 102 13.52 13. 57 26. 43 24. 13 531.2 434. 5 1. 417 1. 535 1. 268 1. 445  15.557 14. 820 1. 175%% 0. 837
100 S.D. 27.0 43.4 0. 051 0. 082 .19 2.08 4.64 2.30 25. 4 82.9 0.111 0. 065 . 092 0.122 1. 062 2. 226 0. 162 0.071
n 6 6 ] 6 6 b 6 6 6 6 ] 6 6 ] b 6 6

Signilicantly different [rom conirol %, P<0. 05; #4, P<0. 0L,
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Twenly-eighi-day Repealed Oral Toxicity Study of PA in Rals Study No. 8L660

Table 7 Organ Weight - Summary Male
Test Substance Kidneys Adrenals Tesles Epididymides
Dose (mg/kg)

g L1:4 g g
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7

PA Mean 2.620 2852  54.85  59.47 3075  3.303  0.823 1. 098
0 S.D 0.127  0.227 1.51 3.6 0.324 0.092 0.062 0.068
n 6 6 6 6 6 6 6 6
PA Mean 2. 565 55. 13 3. 088 0.7
¢ S.D 0.134 7.00 0. 188 0. 061
Hl 6 6 6
PA Mean 2. 812 56. 92 3. 132 0. 780
20 S.D. 0. 332 11.00 0. 249 0.070
n 6 6 6 6
PA Mean 718 2,923 5297 5570 3,293  2.642  0.630%¢ Q.822%¢
100 S.D. 0. 134 0. 310 6. 00 7.22 0. 350 1. 074 0.098 0. 109
n 6 6 6 6 6 6 6 6
Significantly different from control o4, P<0.05; *%, P<O. 01,
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Twenly-eighl-day Repealed Oral Toxicity Study of PA in Rals Study No. 8L660
Table 7 Organ Weight - Summary Female
Test Substance Final Body Brain Pituitary Thyroids Thymus Lungs Heart Liver Spleen
Dose (mg/kg) Yeight
g g ng ng ng g g g g
Week 5 Week 7 Week 5 Week 7 VWeek 5 VWeek 7 Week 5 Week 7 Week b Week 7 Week & VWeek 7 Week 6 Week 7 Week 5 Week 7 Week 5 Week 7
PA Mean 241.8 2830  1.848  1.933 1603 1607 21.08  19.08 4535 4755 L 110 1243  0.803 0.933 8162 9.250  0.510  0.600
0 S.D 8.9 17.8  0.02%  0.097 2.19 1.24 1.92 1.90  108.2 66.1  0.072 0.089  0.040 0.090 0.879 0.743 0.084  0.099
n 6 6 6 8 8 8 ] 6 6 6 6 ] 6 6 6 6 6
PA Mean 241.2 1.872 16. 95 20. 10 532.2 1. 175 0. 845 8. 008 0. 582
4 S.D. 16. 8 0.074 2. 96 1.78 189. 4 0.092 0. 081 0. 810 0. 054
il ) 6 6 6 6 6 6 6 ]
PA Mean 237.3 1. 860 15. 97 20. 75 519.2 1. 120 0. 867 8. 225 0.537
20 S.D. 29.2 0. 076 2. 43 0. 69 153.6 0.129 0. 053 1. 467 0. 079
n 6 ] 6 6 6 6 ] b 6
PA Mean 233.3 270. 0 1. 885 1. 900 15. 53 16. 35 22.35 21. 35 458.0 418.5 1. 145 1. 150 0. 880 0. 911 9. 142 9.263 0.975¢% 0.632
100 S.D. 14.3 19.4 0. 052 0.068 2.28 2.53 1. 66 3.58 91.% 94. 6 0.108 0.028 0. 062 0. 066 1. 180 1. 135 0.116 0. 09t
n 6 6 6 6 b 6 6 6 6 6 6 ] 6 ] b 6 6 6
Signilicantly dillerent from control o %, <0, 05; #% P<0. 01,
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Tweniy-eight-day Repealed Oral Toxicity Study of PA in Rats Study No. 8L660
Table 7 Organ Weigh! - Summary Female

Test Subsiance Kidneys Adrenals Ovaries Ulerus
Dose (mg/ke)

g ng mg g
Week 5 Week 7 Week 5 Week 7 VWeek 5 Week 7 Week § Week 7

PA Mean 1,770 1.822 6733 7227 9107 10405  0.585  {.617
0 S.D 0. 156 0.120 10. 76 1. 44 [l 21. 87 0.325 0.236
1 6 6 ] ] 6 6 6 6
PA Mean 1. 725 65. 78 89. 67 0.595
4§ S.D. 0.203 8.93 23. 81 0.225
n ] 6 6 6
PA Mean 1. 673 64. 05 88.18 0. 596
20 S.D. 0. 204 5. 04 15. 32 0.236
n 6 6 6 6
PA Mean f. 857 1. 857 65. 18 65. 98+ 80.72 91. 60 0.513 0. 495
100 S.D. 0.170 0. 097 979 4. 7% 16. 48 13. 24 0. 230 0. 099
I 6 ] 6 6 6 6 6 6

Significantly differen! [rom conirol o # P<0.05; #% PCO. 01,
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Tweniy-eight-day Repealed Oral Toxicity Study of PA in Rals Study No. 8L660

Table 8 Relative Organ Weigh! - Summary Male
Test Substance Final Body Brain Pituitlary Thyroids Thymus Lungs Heart Liver Spleen
Dose (mg/kg) Weight
g % x1073% x107%% x107%% % % % %
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week § Week 7 Week 5 Week 7 Week 5 Week 7 Week & Week 7 Week 5 Week 7  Week 3 Veek 7
PA Nean 3412 448.7 0. 550 0. 467 3.55 3. 18 1.30 5.80 157.48 120.70 0. 315 0. 318 0. 335 0.312 3. 792 3. 460 0.220 0.193
0. SD 12. 4 20.2 0. 032 0.029 0. 34 0. 41 1. 51 0. 60 21. 24 29. 97 0.014 0. 017 0. 026 0.019 0.311 0.222 0. 017 0.023
n 6 6 6 6 6 6 6 6 6 ] ] 6 b 6 6 6 6 6
PA Mean 380.2 0. 547 337 6. 78 153. 45 0. 355 0. 332 6883 202
4§ S.D 3.4 0. 045 0.29 1.55 27.34 0.022 0.02 0.185 0.019
n 6 6 6 6 6 ] 6
PA Mean 384.3 0.535 3. 68 6.53 144. 50 0. 383 0. 355 3. 721 0.228
20 S.D. .6 0. 054 0.29 1. 05 18.13 0.023 0. 039 0.233 0.032
n 6 6 ] 6 6 6 b 6 6
PA Mean 367.3 428.9 0. 543 0. 495 3. 67 319 1. 20 9.83 145,43  103.20 0. 387 0. 360% 0. 347 0. 340 4. 242% 3448 0.320%% 0.197
100 S.D. 270 43. 4 0.028 0. 031 0.18 0. 30 1. 18 0. 17 15. 39 27. 30 0.023 0. 030 0. 033 0.035 0. 242 0.195 0.029 0.010
n 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 b 6
Signiflicanity dilferent from control o %, P<0. 05 #%, P<0. 01,
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Twenly-eight-day Repeated Oral Toxicity Study of PA in Rats

Study No. 8L660

Table 8 Retalive Organ Weight - Summary Male
Test Substance Kidneys Adrenals Testes Epididymides
Dose (mg/kg)
% x1073% % %
Yeek 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
PA Mean 0.700 0.638  14.68  13.23  0.823  0.737  0.220  0.243
0 S.D 0.032  0.053 214 0.52  0.080 0,033 0.018 0.012
n 6 6 6 6 6 6 6 6
PA Mean 0.678 14. 48 0. 815 0. 205
4 S.D 0. 046 1. 34 0. 057 0. 021
1 6 6 "6 6
PA Mean 0.733 14. 80 0.817 0,203
20 S.D 0. 063 2.37 0. 051 0.014
n 6 6 6 6
PA Mean 0. 742 0. 683 . 42 13.00 0. 895 0.610 0_173*¥ 0. 195%%
106 S.D. 0. 031 0. 038 1. 17 1. 26 0. 050 0. 217 0. 031 0. 025
n 6 6 6 6 b 6 6 6

Signilicantly differen! from conirol 1 % PC0.05; #% P<O. 0L,
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Twenly-eighi-day Repeated Oral Toxicity Study of PA in Rals

Study No. 8L660
Tabie 8 Relative Organ Weight ~ Summary Female
Tes! Subslance Final Body Brain Pituitary Thyroids Thymus Lungs Heart Liver Spleen
Dose (mg/kg) Weight
g % x103% x107%% x1072% % % % %
Week 5 Week 7 Week § Week 7 Week 5 Week 7 Week 5 Week 7 Week & VWeek 7 Week 5§ VWeek 7 Week 5 Week 7 Week 5 Week 7 Week 5  Veek 7
i PA Mean 2418  283.0  0.770  0.683 6. 68 5. 68 8.77 6.75 188.82 167.75  0.460 0.438 0.332  0.332 3375  3.267 0.212  0.213
1 0 S.D. 18.9 1.8 0.077  0.046 1.20 0. 61 1.28 0.85 47.84 18.66  0.028 0.016 0.015 0.024 0.105 0.149  0.040 0. 024
n 6 6 6 6 6 6 ] 6 6 6 ] 6 6 6 6 6 6 ]
PA Mean 112 0.778 7.00 8. 35 222.40 0. 488 0. 353 . 320 0. 242
4 S.D. 16. 8 0.035 0. 85 0. 60 86. 69 0.037 0.023 0. 150 0. 023
? n 6 6 6 6 ] 6 6 ] 6
PA Mean 231.3 0. 793 6. 75 8. 85 215. 65 0.473 0. 367% 3. 447 0. 225
20 S.D. 29.2 0. 078 0. 87 0. 90 43. 22 0. 044 0. 029 0. 192 0. 020
n 6 6 ] ) 6 6 b 6 6
PA Mean 233.3 270. 0 0.810 0. 705 6. 63 6. 12 9, 65 7.92  197.22 156.62 0. 490 0.428 0. 377%% 0. 365 4.163%% 3. 425 0.418%%+ 0.233
100 S.D. 143 19.4 0. 058 0. 041 0.76 1,29 1. 08 1. 13 43. 67 43. 62 0. 047 0. 027 0. 008 0. 044 0. 266 0. 265 0. 053 0. 021
it 6 6 6 6 6 6 6 6 ] 6 6 6 6 6 6 6 6 6

Signilicantly different from conirol T %, P<0.05; %% P<0. 0L
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Twenly-eighi-day Repeated Oral Toxicily Study of PA in Rais Study No. 8L660
Table 8 Relative Organ Weight - Summary Female
Test Substance Kidneys Adrenals Ovaries Uterus
Dose (mg/kg)
% x1073% x1073% %
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
PA Mean 0.735  0.647 27.83  25.65 3770  36.75 0.252  0.220
0 S.D 0.071 0. 064 399 2.38 404 6.93  0.167  0.001
n ] 6 6 6 i 6 6 b
PA Mean 0.7(3 21.20 37. 27 0.248
4 S.D. 0.040 2.20 9.60 0.094
n 6 6 6 6
PA Mean 0. 707 mn 31.18 0.258
20 S.D. 0,047 2.1 4. 47 0.129
i 6 b 6
PA Mean 0.797 0.692 27.88 4.5 39.00 3380 0.223 0.182
100 S.D. 0.055  0.063 3.06 2.15 1.42 3.00  0.100 0.029
n 6 6 6 b b 6 6

Significantly different [rom control

o %, PC0.05; %% PO, 01,
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Tweniy-eighi~day Repeated Oral Toxicity Study of PA in Rats

Study No. 8L660

Table 9 Necropsy Findings - Summary Scheduled Sacrifice (Week 5)
Sex : Male Female
Tesi Substance : PA PA PA PA PA PA PA PA
Orgar Dose (mg/kg) : 0 4 20 100 0 4 20 100
Fitdings Number of Animals : 6 6 b 6 6 6 ] 6
Number of Animals Examined : <6 <6 <6> <6 <6 6> <6y <6y
Spleen
Entargement 0 0 0 4 0 0 0 8
Cecum.
Erosion/ulcer 0 0 0 4 0 0 0 3
Kidney
Dilatation, pelvis 0 0 0 1 0 0 0 0
Urinary bladder
Chromaturia 0 0 0 i 0 0 0 2
Testis .
Tinction, test subsiance 0 0 0 6
Seminal vesicle
Small 0 0 1 0
Ovary
Cyst 1 0 0 0
Uterus
Distention | 0 0 0
Skin
Tinction of [ur, tes! substance 0 0 6 6 0 0 6 ]
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Tweniy-eight-day Repeated Oral Toxicity Study of PA in Rats

Study No. 8L660
Table 10 Necropsy Findings - Summary Scheduled Sacrifice (Week 7)
Sex Male Female
Test Substance PA PA PA PA
Organ Dose (mg/kg) 0 100 0 100
Findings Number of Animals : ] 6 6 6
Number of Animals Examined : <6y & <6 <6>
Lung
Brown patch 1 0 0 0
Testis
Smedl 0 3
Skin
Tinction of fur, tesl subsiance 0 6 0 6
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Twenty-eighi-day Repeated Oral Toxicily Study of PA in Rats Study No. 8L660
Table It Nistological Findings - Summary Scheduled Sacrifice (Week 5)

Sex : Male Female
Test Substance : PA PA PA PA PA PA PA PA
Organ Dose (mg/ke) : 0 4 20 100 -0 4 20 100
Findings Number of Animals : 6 6 ] 6 6 6 6 6
fear: A < <0 ) ()] < <o ()
Thymus B <0 ) {6 <6 G o B
Spleen < 6 <6 ) )] {6 B B
Development, germinal cenler 1 0 0 0 Sk 0 0 0 5k
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Exiramedullary hematopoiesis, erythrocylic i 0 0. 0 b%% 0 ([ 0 Gk
2 0 0 0 0 0 0 0 0
3 0 1] 0 0 0 0 0 0
Hemosiderin deposition v i 0 0 0 3% 0 0 0 3%
2 0 0 0 ! 0 0 0 3
3 0 0 0 0 0 0 0 0
Boue marrow (femur) {6 ) <0 B <6 . ) <
Cecum B .y ) {6 {6 {6 {6 {6
Ulcer | 0 0 0 1 0 0 0 0%
A 0 0 0 2 0 0 0 3
3 0 0 0 i 0 0 0 0
Liver <6 {6 {6 B <6 <6 <6 )
Extramedullary hematopoiesis 1 0 0 1 i 0 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Fatly change, hepatocyte, focal i 0 0 0 0 i 0 0 0
2 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Fatiy change, hepalocyle, periportal I 0 0 0 1 2 0
2 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0

<>, Number of animals examined
1, Slight; 2 . Moderate; 3, Severe
Significantly differenl [rom control : % PLO. 05; #% PC0. 01
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Tweniy-eighl-day Repeated Oral Toxicity Study of PA in Rats

Study No. 8L660

Table 11 Histological Findings - Summary Scheduled Sacrifice (Week 5)
Sex Male Female
Test Substance PA PA PA PA PA PA PA PA
Organ Dose (mg/kg) 0 4 20 100 0 4 20 100
Findings Number of Animals 6 6 6 6 6 6 6 6
Liver CH B ) > < ) ) B
liyperirophy, hepatocyte, cenfrilobular 0 0 0 4% 0 0 0 3%
0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0
inflammatory cell infiltration, [ocal 0 0 0 0 1 0 t 0
0 0 0 0 0 0 0 0
0 0 0 0 0 0 0 0
Kidney <6 ) <o () <6 ) < <6
Basophilic tubule, proximal 2 3 2 3
0 0 0 0
0 0 0 0
Dilalalion, pelvis 0 1 0 1
0 0 0 0
0 0 0 0
Fibrosis, focal 0 1 0 0
0 0 0 0
0 0 0 0
Hyaline droplet, tubular epithelivm, proximal 5 6 0 0
0 0 0 0
0 0 0 0
[nflammatory cell inliltralion, imlerstifium [ocal 0 0 1 1
0 0 0 0
0 0 0 0
Urinary bladder C» <0 <O <D 1§ <0 ) (D
Testis ) <6 {6 6
Atrophy, seminiferons {ubule, diffuse 0 0 0 (L
0 0 0 0
0 0 0 0

>, Number of animals examined
1, Slight; 2, Moderate; 3. Severe
Signiflicantly different Irom control

1 %, P<0.05; #4, P<0. 01
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Tweniy-eighi-day Repeated Oral Toxicity Study of PA in Rals

Study No. 8LG60

Table 11 llistological Findings - Summary Scheduled Sacrifice (Week 5)
Sex Male
Tesi Subsiance PA PA PA PA PA PA PA PA
Organ Dose (mg/kg) 0 4 20 100 0 4 20 100
Findings Number of Animals 6 6 ] ] ] 6 6 8
Epididymis B {6 {6y 6
Cell debris, lumen 0 0 0 3%
0 0 0 1
0 0 0 0
Decrease in sperm 0 0 0 5%%
0 0 0 1
0 0 0 0
Seminal vesicle ) ¢ @) 6
Ovary € w e <6
Uterus <w < <w m
Ditatation, lumen 1
0
0
Adreral B ) ) B B ) < <6
Skin B C» ) B W <0 < <6

¢, Number of amimals examined
1, Slight; 2, Moderaie; 3, Severe
Significantly diflereni [rom conirol

0% P<0.05; #+, P<0. 01,
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Twenly-eighi-day Repeated Oral Toxicily Study of PA in Rats

Study No.

8L660

Table 12 Histological Findings - Summary Scheduled Sacrifice (Week 7)
Sex Female
Tes! Substance PA PA PA PA
Organ Dose (mg/kg) 0 100 0 100
Findings Number of Animals 6 6 6 6
Spleen ) <6 B (B
Hemosiderin deposition 1 0 LE 0 (£33
2 0 0 0 0
3 0 0 0 0
Lung @) <0 <0 )
fnflammatory cell infiltration, . focal | )
2 0
3 0
Cecum B ) ) 6
Granulation tissue | 0 0 0 |
2 0 0 0 0
3 0 0 0 0
Hyperpltasia, mucosal epithelium, focal 1 0 1 0 i
2 0 0 0 0
3 0 0 0
Liver <6 <6 ) 6
Fally change, hepalocyle, periporial 1 0 0 0 |
2 0 0 0 0
3 0 0 0 0
Testis ) 6
Atrophy, scminiferous tubule, difluse { 0 2%
2 0 3
3 0 0
Epididymis ) )
Cell debris, lumen 1 0 1
2 0 0
3 0 0

>, Number of animals examined
1, Slight; 2, Moderate; 3. Severe
Significantly diflerent [rom control

T £, PC0.05; #%, P<0. 0L
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Twenty-eighi-day Repealed Ocal Toxicily Study of PA in Rats

Study No. B8L66O

Table 12 Histological Findings - Summary Scheduled Sacrilice (Reek 7)
Sex Male Female
Tesl Substance PA PA PA PA
Organ Dose (mg/ks) 0 100 0 100
Findings Number of Animals 6 ] 6 6
Epididymis ) {6
Decrease in sperm 1 0 0
2 0 1
3 0 2
Skin (@ g ) {6

<>, Number of animals examined
1, Stight; 2, Moderale; 3, Severe
Significantly different from conirol

. %, P<0. 05; #4%, P<0. 0L,
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