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E7AVEA L V16 DHBREROZRSSHAR (HEI4EH) 2HED
Sprague-Dawley 7 v b #HOVTER Lz, ML b 4 BEBRE L. 1 BICIZEKT
HBHa—ilE, MO IBICIEBEMEEZ. Thehn 100, 300 LT 1000 ng/kg DH
BTBHMIChI DIEHEORS Lz, ML LEERRICAV 8N E EONIEES &
UF 1000 mg/kg 5 BIIEZIOE, ZDMORERSLE L,

ZOFER, BBRMERSH TR, 85 2 BLE, B5HHEET R E TR L THERY
HiRBOA L v OBEO@ENFR S Nz, CoMIc3EBMERSICERTSEEXS
N3 —REOELIZ I, o7, £z, BE, BEE. RME. MRFRE. EFRE
BPLUBEBEEYSUREERE TR, I ERYERSICER L EZXONEE
i@ SNZH -1,

PDEo&diz, 72 b4 L P16 2 1000 ng/kg DHAERTRERSLTH,

EROBEDS LSUOEROBERED o s7, oT, FRBEHTICBT 572
VEAFLUUI6 OREZERIIMEEL b 1000 ng/kg THELEAONS,
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B ALY Y6 BAREHO DT, Iy MBI ABAEIRORSED
LDsy 1% 5000 mg/kg LAETH A EAEENTWEY, S0, 0BCD B t¥YWERE
MABERI2BUEHEO-REL T, E7A L MFL VY16 OREMEZOYER %
3572Hic, 7y bMeHTH28HMEREORSEMHHARS LU UHBEERB Y EH L
7z,

7785, ARBI., MEBEEEHRABE. 27V —=v 78R - 32 E BV 528H
MoRERSSHRBR—) (BA61EIZA 5 H. RERERBT0S. BRFI10395., 61EBH
10148) &0 TEEYWHEGLP) (AZRI504E 3 ASIH. BAEENS ., BFRFE29IS,
FOE/BEESHE . HIAIGIEI A ISHIKIE., BATEI3E. HAEFEBE. 63RFHELE) 12
HEILL T EME LT,
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. ®EBYWHE

BB LLT, E7A LA L D16 (LT POI6 EBREE) # AW, RIEEY
B3, lgazoxar7r/4 Lo Enwn, #2413 C 1.Pignent Orange 16 T3 b . CAS
No 6505-28-8. >F& 620.66. 3F C;3.H:.N:s0s OBEBRMEATEH S, POI6 OEER %
UTIERY,

R - K —
' HsC0
c-0
{ Hopggnmy -
i H O H ]2
AFRERIC I, S ohfEftx s POI6 (v MBS

M 99 wt%llE) R W, BEEINTHBYWHEII. AP L L TOKEE
4y (NaCl) 0. 18% & &R L T, ZMHEMWEIT. FRNE THEBPESZHEREZIIBV T,
ERTHRE L.

2. ERBYS LUEB RE

Bt A BTHEA LMD Sprague-Dawley £ 7 v b [Crj:CD(SD}IGS. SPF, HAF +
=R - UN—HA 2, AREF 5 GED) 2RELIHEERQTIAMICHT
D FHEB Lick,. —RRABICREDOED SN d - JHHESIT 2R BICH L (F
2) . B3, 2EEHMZELC T, BERE 24+ 1°C. A¥EEE 50~65%. KRR
Fy15mal /65, PREAIZEERE] (7 ~19BFAT) KRB A NIFAEEANT, eBEEHFK —D

GE1)
BB A H:1999E 4 A21H
A fm VT 8 HE34pT i 34pC
(‘\)2\)?? B (R B 0079 1~92.2g (P1985.7g)  M#72.4~84.28 (‘F1578.8g)
&
¥ 5 B 5 H : 19994 4 A30H
B 5 FGAKRE : KE160. 3~187. bg (FE1176.68)  ME135. b~164. 4g (F13149. Tg)
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(220wx 270d X 19Ch mm) {2 1 PLg™DUNAE L. EREEAK (CE-2. BAZ L7HA&H) &
DIREK (BETKEREK) 2RHBENS AT L, 46, AEHHD,. @520
REEOEREIZ. ZABOTHNEIREEICL 2 | BELAOERZBRVW TRV
BEEEERNICH -7z F3) . F/o, fELEANS Lokizid, BT E# 24 oastt
D&H BEADTIED - Tz,

FEYORMIZ, BN FEROCT—EDBNES #FRL. £/, BILIBOR
5 BEMA — FICHBEEES . WA, 3 (R58) . PYES2CALTABEY —-Y 2
NI, EEEM ORI & L,

3. EREOHER

BoWEI. AECLRHERYEZTEL, IERE LRI LI Ica—-vih (B .
Corn oil, W% : v EOaH,. oy MES : VBPT069. +H 74 F R I7#%RE
i) ZMATHEL TARL.

RE, APEBHEREFORVBEVIISVWTREETH S LRI, BEBRABDT
RSB IEE Lz, £/, AEBYEE. WTLOBRICLBEREZRERZL
Tesd. BEREDLEDWIIATRELHMTL . BEM. SRAIES KUY —HRBRIIERE
Loz,

4. BBLUHH

FRBOBRSER. BEERFEODOFHAR GRBETEES : (-98-023. H5E -
0. 500 XU 1000 mg/kg) DIERICEIEsHELK, T742b5, P0I6 #7THM
REBRETHZ Lick b, 500 H&LTT 1000 mg/kg SBEOMEMH & &, EH L UTHLEN
BEHOBAIEEBRME L RRIC o T LUMNC B LGRED o e o fe, BlEDz e,
1000 mg/kg 1. 28AMORIBHEIIHA > SHABTH L LML, ARBROBER.
SHEE% 1000 mg/kg & L. LTI THRLT 300 HLU 100 mg/kg Z2HFHED &
CIRRAE L Lz, &/, ML LHEAETHS - vz 5 HxBHEEZRIT .

1R & & B S AR TR 1AA M O EIER B %17 ) W BB S S U 1000 ng/kg REBEEE
100E, ZDfhDBHIAZ SPLE Lz,

(FE3)
BMFEEREPOGREEOEKE  EE2S.5~25.5C  EEL4~TI%



AT, BERTROATERELZ b LITHENBLEFAMEEICE DIT- 72, {iY
OREGEL L UEHMESESEZLITIIRL,

icd 58 B558 By ES
(mg/kg) (mL/kg) H i
X iR f 0 10 1~10 31~40
BHAER 100 10 11~15 4]1~45
B 300 10 16~20 46~50
aSHER 1000 10 21~30 51~60

ML HXEEE B LU 1000 mg/kg RGBT, BHES OB VAL S 5 L EIEAER
ICHW,

b. &EHE

RO, LBETA KT VITEOEDE Lz, REBRNT IS SI28DORM & L,
1H 1R, 288, 7v PABEZACTEMBRS Uiz, BEFEWE 10nl/ks &L, &
BERORERROKEE b & ICEEMICER L,

BB, BEHEP OIS LUBEORTEER . REMBES IURSHGEZ ZLTH
BREFIHBLIUREF 1BEL L, BEABRBRTOBES L BEORTEL 2 nICHED
TRES I HELUEES 1L L,

6. WREIHE

1) —fes

2flizont, BH (RE\EFREZERS LI URSR) RABOBRETo 72, &
fo. 2P OFESLCEHEBEZLUTOESVREL ., AER, REF I AICIKRIF ]
HOHRSER EREHE S H, #5585 2 BUREORSHM S L URIEHBRBE DI 181 2
Bl OSEE TRIE L7z, £OM, REHARMKETH. EEHABRHMS TS LUHREICOH]
ElLfz, HERG. BB IATIE BEFIALGS2HEATTIHE LY DRERE
FEL . DREIEARBHIMNS 7EE CEH | MOR|ETAEL <.

2) RB&E
ERLHEFELTVA2MoVT, BEF 4 ES JUEEABRABK TEICEY 2R
#Wr—TIAL, ABERS 5 VIR T, UTOHBIZDLWURAEL T,



1] E| M E ik B A B &

B - EEE "2 —
pH - &M - & - # - 7ivE HERIKIE M3y 200+ (M1p - =4t)
naby )=y - BYREY Eills Eifls

3) MiRFHEE

BGHHERE T R b & UEHRABREARNE TR ICRE 21T > 7808 (LIT. EHIRESIH & 52
9) 3 2fRmE] (BRERED IC18~2UIHERE S g, Tk, RV IMLEY —
Vb Y LRREET T, R REIRD SHIBEREH & LT EDTA-2K Z AV THRMmL .
UTOEBIZOWTREL, b, 7o bo v VES L OEESS o vR7 s 2
FUBEORTICHWAMBICOWTIR, 7L UBF b)Y LEGEBRR S LTHWTE

WL,
| =] "W O & # B #B %
FRIMEREL (RBC) BHE (BEXUEIUE) Coulter Counter Model
S-PLUS IV (a-M-1Lybnz92)
H M EREL (WBC) FEE( HE ) fE_E
1 & 3= & (Hb) EE (MRAEE) Ell
TR MR (MCV) B L (BEIEHUE) &k
M/ iRER Bt ( BEE ) E N
ATMYy ME (Ht) & (RBCXMCY X 0. 00D
EH R BRI & (MCH) &L (Hbx 1000/RBC)
PR Bk REE MCHC) B £ (Hbx 100/Ht)
ek 548 HE (BIRMBHRZER FFFEMEE
Wright-Giemsa ¥fn)
FIRIR MER LR Brecher i% [k
FotovEvEERT (PT) JCERELRR H CA-1000 GREEEHEF)
EHEER 4 byl 727 VB E (APTT) Ak Eills

4) HElbEeE
RIADERMICE| E4E & . FRROMEED L BRI OEE F T, 2055~/ % v &4
BEF E L CER LM >WT, ITOHEB#BE L.

Iq =| #OF & £ B # 5
REREE By bk BOAFREAZEHBHOWEE
COBAS-FARA (o¥21)
IV BCGiE [k
B aro-pEE COD-DAOS: Gl
TR 7haxt-¥ G6PDHi% Ell




" H #oE & = B % %

REZBZRBREGBUN)  17-¥ 62Dk EOHAEMFEPRITER
COBAS-FARA (2¥1)

IR Jafféik (Rate) & L
ALPE M GSCCik =] &
GOTv&E 14 IFCCik Eis
GPTVE I Eills Gills
7 ~GTPYE I 7 IV IN-3- BN y-4-2 boyz) PEEE R 6 £
L9754 Kl GPO - DAOS% B
AR B )77V B Gl
(Inorg. phos.)

IV LIE 0CPCi CINS
A/GHE HE

ARLIN 35 11/ ERmE EHBERESHEE EA0S (AT
DR [E.L Eils
BREE Ee [&]_k

5) JRIBERE

RN, LEIICU THREDIRZ I8 L TlUER L7, B[E S L UM WIRAIC
BEL. SHYOLUTICRIBENPERZRFE L/, £/, BREERZHRHDKET
BRLTENTNOENEEZH M L,

E E WM & # B
foi, GCBEL AFERL. BMEL. MR, ERR. BIE. BE. FBELE, IR

WARAIERERICS | & x, LITOREH S WVIHEB*HBH L CRE L, b, HEB &
UCRREEAREZ77 VBCEZEL (RBERER 0.1 M U U EBEBEHI0% L) VERE
HBALKL) . TOMOBE - HEIZ 0.1 M UV VEBEHEII% LY VIERICEEL
fro 51, BEHBKRTROLFEO X MEMLHE - @82/ 77+ v OEL, MR
BHBLUBHERIIOVTE., BRI > TAR MY Y v - 24 DU REFEATEH L,
Ok, HFEMBEZ AV THEBFRETER L, Toft, RIRER (100 ng/kg &
S8 | floR5EERICEI2EZR) PR ONIEE - HBOBEREZEML, #
BB EIT- 7,

ZOFER. ARB T, BSHMEETROSRN EEARNOEMFREICS VT, #
BYEREICEEA L EEX N AR RD Tl &5, RIERBRE 2 STHORD
R AR E I ERE L b 5 T,
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Mo, TR, B8, R, PR, ERAME. DB, SE. SER. I, TR
Bk, WM. BR*, BB, B+ da. S5, W, B .
OIS, RS HEE Eikk . mIuIR. BB BRE K. T ME. ALMR. BB
TR LSH, BRI o E, BaRS (TRERD) . AEE, AREEE. .
ST, &N &, Sl KBIR. =5 B, K8, A

7. F— 5L
RE., EEEL S CICEHRNFOMBEZRE. FEFREDES LUREER T, B
TEIPES S UEEREE RS, £ HBRBOBRANBREYEDTIRLLED
> 7B A&, Bartlett DHEIZ L D FHO—HMEICOWTHRE (BREKE: 5%) %
1Totze DED—HTHHBEIT—TEBREONESH 21TV, BREICEENE (BEK
59%) 2B oNzEEE. Dunnett Eick W BEHE #7772, F/o. KB
TRWEHEL., Kruskal-¥allis DMEAM&E £1T . BREICAEEYE (FEKE: 5%)
R oNEEIIE, Dunnett BOBERTEELE#1T>72, BL, WINHOHT
DEH 0 L7252 EITE. Bartlett KIC L ARERITHTIC Kruskal-Wallis DJE
RIME ZITV . ZORER. BEICHEEESRD SN Eicid, Dunnett BLOBREEIC &
DEELERIT-7, —FH. RBREAHBEEED 2H LS BEITE, XTIE8E & HER
MERSHOETEDEDREIT, SHOFHMES L UIREREMEEZ RO IR, F-RE
(BBEKE: 5%) 21TV, F/MDBE I Student @ t REE, FEFELBOHE
21t Aspin-Welch O t MEZEEHOWCHEEZREZIT>7., BL. E5000HTH
B0 LR -TeBEIE, tREIERLSO o, oI, WEBABRED L —-F5
(J U727 — % (4 Mann-Whitney @ U #&E (BMHE) HFick v, £z, BHEITL-F
DEEHE Fisher OEEHRNAIREEICL D, MR LFEBRYERSH LOHOEE
EMEEIT> 1z (HB/KE: 5%)
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1. SETH
25 HHE S & UEEABARBPISETHNE 2D - 12,

2. —RARRE (Table 1. Appendix 1)
WEBEDERGEHEOMENTROMIcEWT S, B5F 2 HLRE, REHBKRTEE M
BLTRBMHE RGO L v VEoEM R iz, —h . BEEBHRPICE. <o
FEOERIIEIESE | HOAHIZBH o ich, BIES 2 HUBICRHEER Lz, oM,
100 mg/kg RESBEOME | 5] (BES : 44) T, BE5FE23HD CUBIIH T THER DR
DLHZBH onfzH, FF TR TRENICR SREIMERS W2 &6, TOBER
OFED IR GBAB IV I NIHEIBEROBDICLAEREEA OGNS, T/, BEH
ISR 3 B WV IARES, XREBEDME | Pl LT 1000 mg/kg SR DHE | flICBHE X
nitz,

3. 4% (Fig. 1. Table 2. Appendix 2)
HEHMD, #BRHERSE TR, BEOThICSWT LB EDOBICAEDFER
Z3I@EHonkidr -7,

4. {BfHE (Fig. 2. Table 3. Appendix 3)

100 mg/kg BEHOMETIE. BEH LENBEENWEE MR L CHEEREEL RL
Tzo 725, FBD I FITRALED K D2, AFHICRSGBBEYD - - DEEENED L
TebnEeEZONG, Zofzid, BREFHS SURERBRMZEL T, HBRYWARS
BB OMIIBEERBORERZIRED ond oIz,

5. FR#EAFRE (Table 4. Appendix 4)

REEAABLURIES 2BORBETIE., WThoRBEEBIZEWTH, NBEE#
BHERSBEORICELVWEIRES O,

vvvvvvv TT— 7 W W™ Y ™M O™ W s T W e -



6. MKFHEERR (Table 5. Appendix 5)
BEHEHRTROBREATIE. WINOREHREBICE T HIBE EWBRYMERSHOM
WHEBREIED N7z, — 7, PHERBRARK TROBETE. RBMERS5H
DU THRMERE DR 2BD SNz,

7. HLZRERR (Table 6. Appendix 6)

S rioRE Tid, 300 ng/kg BEHOHET A/ HABEREELLLY
1000 mg/kg REGBEOMTIE, H VI LREORBARKTIRD onfc, BREHABREM
BRTBOBRETE., HEBRYERSHOM TR L 2T 0-LEBEOREEMIED 5N
7o Bt MORBIHB IR L R ER S HOBICEBRREZZRBD NG D 5Tz,

8. ME¥MERR

1) 33EEE& (Table 7, 8. Appendix 7, 8)

5 HIRIMS T RS F D 100 ng/kg WS TIR, WHEOEMNBRICHEELEMN A
St o 3EERBRAEKR TRENMOSEEREZED. WINLARRER

BOoniEh oz,

2) WERAR (Table 9. Appendix 9)

HS MK TRBIHF O b BB | FICHESAS S0, 300 ng/kg 5B DM
| Bl RIEA RS SNfe, 758, 100 mg/kg REFEDME | HITIE, BRRICH VTR
BREMENED Nz DD, BH5BESDH - LD LRI LIz,  OMICIZETERE
MR THRBESF 2S5, WTHICLEFERRIBEE S b o7,

3) M FERRR (Table 10, Appendix 10)

P25 HARTE 7SRRI OXT RS L U8 1000 me/kg SBT3, HEHE & BT BR.
RIS F 72 TIDIRIT Table 10-1-1 Z7213 10-1-2 WRIFELSBEEI Nz, L
THORALHETTOREHES JUBERICEIRED oNAd Tz, 7b. WIRIIZ
BRENH NI FBEEOM | 1T, CRICHIET 2ELE LTHREY S50, £/, B
A s SNtz 300 mg/kg WEBEOM | FlOMKTIT. BHMAKIEN EBEERTE
PERESNIZLSMNCELRED S g o Tz,
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PO16 #. 100, 300 & & 1000 mg/kg DHARTHERED Sprague-Dawley 7w bIz28
HRlzbh iz - Tk S L, £ 0i%l4AB ORISR 2% 72,

ZORER. HRYERSHOECFRLINIE, HBRYHERGICER Lz EEZOND
—MRRREDE(IIEBD o sh o Tz, Ffe, RE. BERS JURBREICRHKBYHE S
CEAFERZGREDONT, MBFERE. ELFRESIUREEER T, WRELHR
MERSGHLOBILBERRENRDONIHEENH > b, MOBERRS LD - e
i, ABRBKREHMODAEATRD sTcz & o, WINLEBRYERS ICERL
ElbTRrweELON, 610, HEAREIIBVTH, HRF LSRR L ORI
ZRBOH LN T,

Plbok iz, PO16 # 1000 mg/kg PHEB CTRERELTH, OB IES LU
FHROE{LIBDONLD STz, LT, ARBERATICH TS POI6 OEFEER
IS & 1000 mg/kg THBEEZOHNS,



(X #iXl

. 1) NPIRI Raw Materials Data Handbook. Vol.4 -Pigments (1983) pp. 24
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1 5 8 12 15
Day of dosing period

Fig. 1-1
Twenty—eight-day repeat dose oral toxicity study with subsequent 14~day recovery test of PO16 in rats

Body weight changes in males



Body weight (g)
N
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150 A
-—0O— 0 mg/kg
100 A —A~ 100 mg/kg
—{T}+ 300 mg/kg
J —O— 1000 mg/kg

50
0 T 1 | 1 1 I 1 | L L} t T 1 ¥
1 5 8 12 15 19 22 26 28 1 4 8 11 14
Day of dosing period Day of recovery period
Fig. 1-2

Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of PO16 in rats

Body weight changes in females



Males

30' %
25 -

20 P__@___#a%

151 —0— O mg/kg
,;10 } —— 100 mg/kg
§ g J —0— 300 mg/ke
N , —O0— 1000 mg/ke

Females
=25 -

©10 -
©
gs-
0 1 1 { 1 I I
1 8 15 22 1 8
Day of dosing period Day of recovery period
Fig. 2

Twenty—eight—day repeat dose oral toxicity study with subsequent 14~day recovery test of PO16 in rats

Food consumption in males and females
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Table 1-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of PO16 in rats

Clinical signs in males

[nitial Number of animals with clinical signs Day of

Clinical signs Dose  number of Day of dosing period — recovery period” — ——
(mg/kg) animals 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 1 2~14 Total

Orange colored feces 0 10 e e e e e e S - - 0
100 5 - 55 5555 %5555 553 55 5 535555 5 35 555§ 5 5

300 5 - 5 5 5 5 5 5 5 5 5 55 5% 55 55 5 55 5 5 5 555755 ]

1000 10 - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 - 10

Loss of fur 0 W - - - - - = - - . e - . .=~ - . e e e - - e o - - - - )
100 e 0

300 e 0

1000 0 - - = = = = = = = = = - = . e - = = = === == - == - - 1 1

a), recovery test was performed in 5 animals of the vehicle control and 1000 mg/kg groups,
-, no animal showed the sign.
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Table 1-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of PO1§ in rats

Clinical signs in females

L . Injtial . Number of animals with clinical signs Day of
Clinical signs Dose  mumber of Day of dosing period — recovery period® — ——
rg/kg) animls [ 2 3 4 5 6 7 8 10 11 12 13 14 15 16 17 18 19 20 21 2 23 24 25 26 27 28 | - Total
(range colored feces 0 10 R e e e e S A S - - 0
100 5 - 55555555555 55555555 55555555 5
300 9 - 555 55558 55 555555 5 5 5555 5 5 55 5 5 5
1600 10 - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 - 10
Crust 0 10 - - - - =~ - =« - - - ------=-111111=-- - - - |
100 ] S S S S 0
300 5 e e R R S S S N S S A 0
1000 10 e e T T T T e S T T - - 0
Loss of fur 0 10 i e R A T S S T S S | - - 1
100 5 T T T S A S 0
300 5 e e S R R 0
1000 L - - 0
Decreased fecal volume 0 10 e R R R B R - - 0
100 5 R T R S S A T T S S R B 1
00 - T T T R I 0
1000 1a - - - - - - - - - - - - - = = - = - - = - = = = = = = = - - 0
a), recoyerj{ test was performed in 5 animals of the vehicle control and 1000 mg/kg groups.
- no animal showed the sign.



Table 2-1
Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of POi16 in rats

Body weight changes in males

Day of dosing period Day of recovery period
Dose
{mg/kg?} 1 5 8 12 15 19 22 25 28 1 s 8 12
(13) (10> (10) {10} (10) {10} (10) (10) (10) (5) {8) {5) {(5)
0 177.0 210.5 233.5 269.8 296.6 329.7 353.2 380.9 392.1 384.4 407.4 424.1 445.9
+7.7 £12.3 *17.3 x22.0 *27.9 234.1 £39.5 247.2 250.2 *53.6 *58.2 *62.4 $64.2 %
(5) (5 (5) {5 % (5) (5) (5) (S5)
100 176.9 209.3 230.5 264.0 287.6 318.9 341.3 365.9 376.4
7.5 £11.7 +13.4 +13.8 +16.4 *17.0 +17.9 +20.0 £20.7
(52 (5 (5) {5) (5) (5> (5 (5 (5}
300 177.7 213.8 237.0 272.6 297.8 332.0 351.3 382.0 391.9
*B.4 £11.3 £15.0 £20.7 *25.4 +33.6 *38.4 *44.9 $46.1
(1Q) {10} (10) (10) (10) (10} (10) (10) {10} (5) (5) (5) 5
1000 175.6 208.4 230.1 263.6 288.7 318.6 338.3 362-8 373.4 367.3 387.1 401.9 419.9
7.4 *8.4 *9.4 x13.1 +*14.7 x16.8 £19.4 £21.7 +£23.3 *31.1 +33.5 *33.8 +33.9

Parameter. mean{g)+5.D.
., number of animals
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Table 2-2

Twenty-eight-day repeat dose oral toxicity studyY with subsequent l4—-day recovery

Body weight changes in females

test of POl6 in rats

Day of dosing Period

Day of recovery period

Dose
(mg/ka) 1 5 8 12 15 19 22 26 28 1 =3 8 12 14
(10) (10) (10) (1.0) (10} (10} (1) (10) {10} -3 5) (5) (5) (5)
o] 150.3 168.5 178.9 192.8 203.8 218.2 224.3 235.8 241.3 246.1 257.0 260.9 271.2 274.0
*8. 210.2 +10.5 +12.2 *15.0 £17.1 $19.1 +20.7 +20.5 *290.4 +31.2 £30.3 £29.3 *35.7
(5) (5 (5) (5) %) 5 (8 5) (5)
100 148.8 164.9 171.0 183.7 198.0 209.3 218.4 223.3 225.8
£4.9 29.0 *12.3 £16.1 +24.5 *+30. £39. +38. *41.6
(5} (3) (3) 5) (5) (5) (5 5 (5
300 150.2 165.3 172.8 184.1 196.4 208.7 214.9 224.5 227.6
5.7 *7.8 x7.5 *8.4 %12.0 +14.9 *15.4 *16.8 *14.9
(10) (10) (10) (10) (10) (10) (10) (10) (10) {5} (5 (5) {5) (S5
1000 149.2 166.8 177.9 193.2 203.7 218.8 227.2 238.0 244.1 250.0 260.1 267.4 276.2 277.4
+6.6 7.7 9.9 £12.3 214.2 $16.0 *18.1 £18.9 +20.6 +19.4 +22.6 +22.8 £25.6 £24.9

Parameter, mean{g)+5.D.

). number of animals
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Table 3-1

Twenty—-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of PO16 in rats

Food consumption in males

Day of dosing period Day of recovery period
Dose
(mg/kg)
1 8 15 22 1 8
(10} (10} (10) (10} (5) (5)
c 20.5 21.2 23.0 23.4 27.8 30.9
+2.5 3.3 +3.6 x4.7 *3.1 4.8
(5) 5 {5) (5
100 21.0 21.1 22.2 20.4
*0.8 1.0 1.3 1.
{5) (S} (5) (5)
300 20.1 21.3 22.7 22.5
22.1 *2.7 *3.1 *3.4
(10) (10} (10} (10) (5) (5)
1000 21.7 20.8 22.3 21.5 24.8 29.0
1.5 +2.5 *2.6 +*3.8 4.2 £3.3

Parameter., mean{g)xS.D.
). number of animals
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Table 3-2

Twenty~eight-day repeat dose oral toxicity study with subsequent 1l4-day recovery test of POl6 in rats

Food consumption in females

b Day of dosing period Day of recovery Pperiod
ose
(mg/kg)
1 8 15 22 1 8
{10) (10) (102 1 (5) (5)
[o] 16.5 15.8 15.7 16.5 20.1 23.0
*1.8 £3.0 %3.8 2.6 2,9 6.7
(5) (5) (5) (5)
160 16.5 15.8 12.8 11.5%
2.0 x3.6 2.3 5.4
5) (5) %) 3
300 16.3 14.5 13.2 14.9
$1.6 1.5 2.8 2.2
(10) (10) (10 (10) (8) {5)
1000 17.7 15.7 16.6 16.8 19.4 24.2
2.2 *1.9 +£3.5 +*3.0 *3.8 5.5

Parameter, mean(g)xS.D. *, gsignificantly different from contrel, p<0.05
}. number of animals



Table 4-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of POI6 in rats

Urinalysis in males and females on day 27 of dosing period

(4

Nember Color®  Turbidity? pH Protein® Glucose?  Ketone®  Bilirubin®  Occult blood®  Urobilinogen®
Sex Dose of
(g/kg) animals 1y vy - 6.065707.58085200 — = + H++ - -+ + - 4+ -+ + H o+ +
0 10 10 0 10 0071 2 00 0 0 8 2 0 10 1 45 10 0 9 0 0 1 9 1
100 5 50 5 01 0 1 1 11 00 3 2 0 5 0 0 5 5 0 5 0 0 0 3 2
Male

30 5 50 5 0111 0 11 0 0 2 2 1 5 0 1 4 4 1 4 0 1 0 4 1
1000 10 100 10 023 11 21 0 0 10 0 0 10 0 4 6 10 0 9 0 1 0 7 3
0 10 9 1 10 1 11 4 1 1 1 5 1 3 1 0 10 7 2 1 9 1 0 0 0 0 T 3
100 5 5 0 5 2 11 0 010 1 0 4 0 0 5 1 4 9 | 1 5 0 0 0 2 3

Female
300 5} 5 0 5 1 ¢ 2 0 0 0 2 1 2 2 00 5 3 2 0 5 0 5 0 0 0 3 2
1000 10 10 0 10 1 21 21 21 33 310 10 5 5 0 9 1 00 0 0 5 5

a) ly, light yellow; v. yellow

b) — negative; & trace; + slight; ++ moderate

¢} — negative; % trace; + 30 me/dl; ++ 100 mg/dl; +++ 2300 mg/dL
d) — negative

e) + 01EU/L; + LOEU /L
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Tahle 4-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of POI6 in rats

Urinalysis in males and females on day 13 of recovery period

Number  Color®  Turbidity® pH Protein® Glucose?  HKetone®  Bilirubin® Occult blood®  Urobilinogen®
Sex Dose of
(mg/kg)  animals ly - 6.0657.07.58085 + + - —- + + - — + + + +
0 5) 5 5 00 2 3 0 0 0 4 5 1 4 5 4 0 1 2 3
Male
1000 5 ) 5 0 0 03 2 0 0 5 5 1 3 5 5 ¢ 0 4 1
0 5 5 5] 0 21011 0 2 5 2 0 5 5 90 0 3 2
Female
1000 5 5 5 1 0 2 0 2 0 0 0 5 0 0 5 5 0 0 5 0

a) lyv, light vellow

b) — negative;

trace; + slight
¢) — negative; & trace; + 0 mg/dl; ++ 100 mg/dL
d — negative
e & QG1EU/L; + LOBU /L
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Table 5-1-1
Twenty—-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of PO1l6 in rats

Hematological findings in males at the end of dosing period

D R B8 C Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte Platelet P T APTT
ose
(mg/kq) {(x104 /mm3) (g/dL) (%) (tam3) (pg) (%) (%) {X10¢/mm3) (sec) (sec)
(8) (5} (5) (5) 5 (5) 5 (5) (53 (5)
[o] 737 15.0 45.0 61.2 20.3 33.2 3.2 99.5 14.0 18.8
£37 *0.6 £1.4 +1.7 *0.6 0.7 0.7 6.6 2.2 *2.0
(5) (§-3] (5) 5) 5) (5) (5} () (3) (52
100 714 14.4 44.1 61.9 20.1 32.6 2.9 97.9 13.9 18.0
£22 +0.4 £1.0 +2.1 0.9 *0.9 *0.5 *5.9 1.7 *2.8
{5) {53 (5} {5) (5) (5) (5> 5) 5} (5)
300 736 15.0 44.5 60.6 20.4 33.7 2.9 101.3 15.4 19.4
+37 0.7 *2.2 0.4 +0.3 *0.4 *0.8 *11.0 £2.3 *1.6
(53 (5) (53 (5) (5) (5) (5) [§-)) (5} (5)
1000 731 15.2 45.1 61.7 20.7 33.6 2.5 100.8 13.5 19.0°
£42 *0.5 £1.9 2.0 0.9 0.4 1.0 6.1 +1.2 1.2
Band Segmented
WBC nentrophil neutrophil Eosinophil Basorhil MonocYte Lymphocyte
Dose
(mg/kd) (x100/mm3} (%) (%) (%) (%) (%) %)
(5) (5 (5) {5} (5) (5) {5)
o] 117 ] 8 0 . 0 1 990
*40 E1¢] x4 0 0 *1 *4
(5) {5} (5) {(5) (5) (5) {5)
100 97 ) 7 o] 0 2 91
+24 *Q 4 t1 xQ *1 22
[ (5) (5) (3 (S) (5) {5)
300 88 ] 5 9 0 3 93
£25 +0 6 E4] £Q +2 t5
(5) (52 (5 (5) (5) () {5)
1000 83 [+} 9 (o} o} 3 87
+13 0 %3 21 *] x1 EY

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



Table 5-1-2

Twenty—-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of PO16 in rats

Hematological findings in females at the end of dosing period

D RBEC Hemoglobin Hematocrit MCV M CH M CHC Reticulocyte Platelet PT APTT
ose
(mg/kg)> {x10* /mm3) {(gs4aL) (%) (£m3) (rg) % ¥ (%104 /mm3) (sec) (sec)
{5} (5 (5) (5) (5) (4-3) (5 [)) (5) (5
o] 706 14.4 41.6 59.0 20.4 34.5 1.7 97.9 11.3 16.6
£30 0.6 +1.8 +1.1 20.2 0.6 £0.2 +3.0 0.6 *0.8
{5) (5) (5} (5) {5) {5 {5) {(S) (53 5
100 691 14.3 41.2 59.7 20.7 34.7 1.0 97.9 11.0 16.5
48 *0.8 2.5 *3.7 £0.6° 20.3 *0.6 *11.0 £0.6 *+1.8
(5) (5) (5 [§=3) (5) {(5) {5) {5) (5) (5}
300 6951 i4.1 41.2 59.7 20.4 34.1 1.4 94.6 11.5 16.6
*12 £0.1 *0.5 +1.3 +0.3 0.4 $0.5 9.7 0.6 £31.9
(5) (5) 453 {5) (5) (5) (5 {5} (5) (5}
1000 691 14.1 40.3 58.3 20.4 35.0 2.3 93.7 10.6 16.9
x32 *1.0 2.6 £2.3 $0.9 0.4 *0.5 3.7 0.5 *1.7
Band Segmented
b W BC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
(mg/skg) (%1900 /mm3) (%) (%} (%} (& 3] (% (%)
(5} (5} (5) 5) (4= (5) (5)
Q 45 Q 10 o] [o] 2 a7
£13 +0 2 %0 +1 1 x2
{53 {S) () () (53 {3) {8)
100 45 ] g9 1 Q 3 a7
15 0 %4 x1 20 %1 x4
(5) (5) (5) (5) (5) (5 {5)
300 48 Q 10 0 Q 3 87
*9 *0 Y- =1 =0 £3 =7
(5) (5) {5} (5) (5) (5) (5)
1000 41 o 12 4] Q 3 84
11 p14] *5 t1 0 +3 *7

Parameter, meaniS.D. .
{ }. number of animals
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Table 5-2-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of POl6 in rats

Hematological findings in males at the end of recovery period

b RBC Hemoglobin Hematocrit MCV Reticulocyte Platelet P T APTT
ose
(x104/mm3)} (grdi) (%) (4am3) (%) (X104 /mm3) (sec) (sec)
(mg/kg)
(5) (35) {5) (5) (5) (5) (5) (5)
o 824 15.6 46.5 56.5 2.7 106.4 16.4 21.6
£27 0.5 +1.3 2.2 *0.5 £13.2 2.7 *1.8
(5) (53 (5) (S) (5) (5) (5} (5)
1600 812 15.3 45.3 55.8 2.5 99.2 15.3 21.1
+*14 *0.5 *1.3 +1.0 0.8 4.1 *1.3 *1.8
Band Segmented
b WBC neutrorhil neutrophil Eosinophil Lymphocyte
ose
{x100/mm3} (% (%) (%) (%)
(mg/kg)
(5) (5) (5) (5) (5) (5) (5)
a 97 Q 8 0 0 4 87
+28 0 x5 *] 0 3 *6
{5) 5 (5) (§-3] (5) (5) (S)
1000 97 o} 8 4] 0 2 89
*18 +Q 5 £1 [s] +2 +6

Parameter. mean+S.D.
). number of animals
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Table 5-2-2

Twenty-eight~day repeat dose oral toxicity study with subsequent 14-day recovery test of PO16 in rats

Hematological findings in females at the end of recovery reriod

D RBC Hemoglobin Hematocrit MCV M CH MCHC Reticulocyte Platelet PT APTT
ose
(x104 /mm3) {g/4L) [¢ 3] (4m3) (r9) (%) (%) (X104 /mm3) {(sec) (sec)
(mg/kg?}
{5} (5) (5) (5 (5) (5) (5) (5) (5} {5}
] 739 14.7 43.2 58.5 19.9 34.0 1.7 99.6 12.0 16.7
11 0.6 1.9 2.3 *0.8 20.6 0.8 2.4 *0.6 *0.3
{5} 5) {(5) [§52) 5) (5) (5) (5} (5) (5)
1000 705 %% 14.2 41.7 59.1 20.2 34.1 2.3 296.5 11.9 16.9
+19 0.4 *1.1 *0.9 +0.1 *0.5 0.4 +10.2 +0.5 +1.2
Band Segmented
b WBC nextrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose .
{(x100/mm3) (x) (&) (%) (%) (%) %)
(mg/kg)
(5) (5 (S) [§-3) (5) (5) {5)
o] 45 1} 7 1 1 3 87
%18 EH) x3 +2 +1 5 *9
(5) (5) (5) (5) [453) (35) {5)
1000 45 0 12 1 0 2 84
16 +0 =7 *1 0 2 *9

Parameter. mean+S.D.

{ ), number of animals *=*, gignificantly different from control.

P<0.01
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Table 6-1-1

Twenty-eight-day repeat dose oral toxicityY studY with subsequent 14-day recovery test of PO16 in rats

Biochemical findings in males at the end of dosing period

Total Albumin A/G Glucose Total Tri- BUN Creatinine Inorg. Ca
D Protein cholesterol glyceride Phos.
ose
{mg/kgI) (ga/dL} (graly (mg/4L) (mg/dL) (mg/4dL) {(mg9/d4dL) (mgsdL) (mg/dL) {mg/4L)
(5) (5] (5) (5) (5) {5} (5) (5 (%) (5)
4] 5.5 3.3 1.57 174 42 59 11 0.7 7.8 9.4
0.1 $0.1 +0.12 *15 15 *30 +2 0.1 0.3 *0.2
(5) (5) (5} (S) (5 (5) (5) {5) (5) (5)
100 5.7 3.3 1.42 197 43 59 11 0.7 8.0 9.3
0.2 0.2 +0.10 +29 x7 *30 2 0.1 0.8 0.4
(5 (5) (5) (5) (5 (5) (5) (5) (35) (3)
300 5.6 3.1 1.31%* 175 45 64 10 0.7 7.7 9.2
0.3 $0.2 £0.16 21 £13 +27 1 0.1 0.8 +0.3
(5) (5) (5 (5) (5) (5) (5) 5) {5) 5)
1000 5.4 3.3 1.49 151 44 49 11 0.7 7.8 8.9
0.3 £0.2 *0.05 +10 E3-] * 2 0.1 *0.4 *0.2
Na K Cl ALP GPT GOT 7-GTP
Dose
(mg/kg) {mEa/L) (mEq/L} (mEq /L) (U/L (o/n) (U/L) (U/L)
5) (5) (5) (5) (5) (5) (S)
0 144-3 3.98 103.9 399 32 65 Q
0.6 20.30 *1.1 77 4 * +Q
(5} (5) (5) {5) (5) (5) (5)
100 143-6 4.31 103.9 384 30 62 o]
0.9 %0.38 *1.2 +116 4 *7 £0
(5) (5) (5) (5) {5) (5) (5)
300 144.2 4.03 104.7 396 31 61 fe]
£1.0 +0.19 *1.9 *73 *5 6 *0
(5) 5 (5} (5 (5 (5) (5
1000 144.6 3.76 104.8 401 35 63 0
+0.4 20.21 +1.4 +68 t11 x5 0
Parameter. meantS.D.
( ). number of animals **, gignificantly different from control. pP<0.01
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Table 6-1-2

Twenty-eight-day repeat dose oral toxicity study with subsequent l4-day recovery test of PO1l6 in rats

Biochemical findings in females at the end

of dosing period

Total Albumin A/G Glucose Total Tri- BUN Creatinine Inor¢. Ca
Protein cholesterol glyceride phos.
Dose
(mg/kg) (gs4aLy (g/4aL) (mg/dL) (mg/sdL) (mgr/4aL) (mg/dL) (mg/dL) (mg/4aL) (mg/dL)
(5) (5) () (5) (8 (5) (5) {8) (5) (5)
Q 5.2 3.2 1.64 141 44 26 14 0.6 5.9 8.9
0.3 +0.2 *0.13 *17 £6 *4 2 +0.1 20.6 0.2
(S5) (5) {(5) (s) (5 (5) (5) (5) (5) 5
100 5.2 3.2 1.59 127 43 26 11 0.6 7.0 9.3
£0.1 $0.3 *0.30 *20 *7 +3 *2 0.1 *1.0 $0.4
5) (5) (S) {5) {5) (5) (5 (5) 5) (5)
300 5.2 3.2 1.61 128 38 27 16 0.6 6.5 9.0
20.3 £0.2 £0.13 %19 t5 26 *4 +0.0 1.1 +0.3
(5) (5) (5] {5} (5) (S) (5} (5) (5) (5)
1000 5.3 3.2 1.58 137 51 33 12 0.6 6.5 9.3
£0.3 10.2 £0.08 t19 11 £13 +3 0.1 20.4 tG.4
Na K Cc1 ALP GPT GOT T-GTP
Dose
{mg/ky) {mEq/L) (mEq/L) (mEq/L) (U/L) (U/L) wsL) (U/L)
(5 (5) (5) (5) (5) (5) (s)
a 143.6 3.98 108.1 240 25 58 - 0
*0.7 0,18 *1.5 67 *4 +7 0
3) (5} (5) (5) (5) (5) (53
100 1 .8 3.98 109.0 191 20 56 "]
.8 £0.37 +£1.2 *43 2 *7 *0
(5 (5 3 (S) (5) (5) (5)
300 143.9 3.96 108.3 249 24 62 1
*1.0 £0.14 0.7 281 3 26 1
5 (5) 5) {52 (5) (5) (5)
1000 144.0 3.48* 108.2 229 20 53 0
*1.1 +0.37 20.9 £50 *2 +3 20
Parameter. meant+S.D, *, gsignificantly different from control, p<0.05
). number of animals -
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Table 6-2-1 _
Twenty—-eight-day repeat dose oral toxicity study with subsequent l14-day recovery test of PO16 in rats

Bicchemical findings in males at the end of recovery period

Total Albumin A/G Glucose Total Tri- BUN Creatinine Inorg. ca
D Protein cholestearcl glyceride Phos.
ose
(mg/RI) {g/dLl) (gs4aL) (mg/dL) (mg/dL) (mg/dL) (mg/4L) (mg/dL) (mg/dL) {mg/dL)
mg/kg
(57 (5} (5} (5) (5) (5) (5) (5) (5) 5)
0 5.7 3.3 1.40 167 52 60 17 0.6 7.0 9.1
0.3 t0.2 $0.14 +18 %10 +22 x] 0.1 +0.6 +0.3
[4-3) s5) (5) (5) (5) (5) (5) (3) [4=3) (5
1000 5.7 3.2 1.31 166 43 44 18 0.7 7. 9.0
+0.3 *0.1 +0.03 %16 +4 £11 *1 *0.1 *0.4 £0.2
Na K [s2 1 ALP GPT GOT v-GTP
Dose
(mEq/L) (mEgq/L) (mE4/L) U/ {U/L> (U/Ly (U/L)
(mg/kg)
(5) (5) (5) (S} (5) (5) (5}
o] 143.7 3.96 104.7. 281 28 64 o
0.8 £0.28 1.4 *17 £2 6 *0
{5) (s) (S) (5) (5) {S) 5)
1000 143.9 4.22 105.0 271 33 63 0
*0.6 *D.16 0.8 +56 x5 7 x0

Parameter. mean+S.D.
) . number of animails
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Table 6-2-2

Twenty~-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of PO16é in rats

Biochemical £indings in females at the end

of recovery beriod

Total Albumin A/G Glucose Total Tri- BUN Creatinine Inorg. Ca
> protein cholesterol glyceride phos.
ose
(g/4aL) (g/dL) (mg/dL) (mg/4dL) (mg/dL) (mg/dL) - (mg/dL) (mg/4L) (mg/aL)
(g /kg?
{58) 5) (5) (5) (5) (5) (5) (5) (5) 5
o] 5.7 3.5 1.57 133 47 30 21 0.7 5.7 9.2
*0.4 0.3 +0.20 *13 x5 26 2 0.0 *0.6 0.2
(5} (5) (5) (S) {(5) (5 (5) (5) (5) (s
1000 6.0 3.7 1.62 142 [3: 1 36 22 0.7 5.6 9.2
+0.4 +0.3 +0.15 *7 6 *9 x1 0.1 +0.7 0.2
Na K (o4 § ALP GPT GOT r—-GTP
Dose
(mEq/L) (mEq/L) (mEQ/L) (U/L) (U/L) (U/L) (/L)
(mg/kg)
(5) (3) (5) (5) (S5} (5 (5)
.0 143.3 4.34 107.0 152 27 64 Q
0.4 +0D.42 1.4 *33 *7 *14 0
{5) (5) (5) (5) {5) (5) (5)
1000 143.1 4.00 107.2 160 23 57 0
+0.8 +0.29 0.9 +38 +2 E8 *1
Parameter., mean:S.D. *, significantly different from control, p<0.05
). number of animals



¢ 8-

Table 7-1-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of PO16 in rats

Absolute organ weights in males at the end of dosing period

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Erididymides
ose
(mg/kg) {a) {mg} (mg) {(mg) (mg) (mg) {mg)} (mg) {mg) {mg?
5 (5) (5) (S (5) 5) {5) {5) 15} (5)
o 377.8 1898.7 s87.0 1220.6 13048.4 2687.2 T705.1 50.4 2976.6 T747.4
*47.2 2107.4 +150.3 *54.6 +2226.0 +99.3 *+164.3 +10.7 +x286.4 *48.58
5) (5) (5) (5) (5) (5) (5) (5) (5) (5
100 352.7 1802.4 590.5 1154.8 12634.0 2525.7 569.2 52.2 3104.5 737.2
£20.6 +79.6 *91.6 +*105.2 $1109.6 +183.1 *135.0 5.0 £356.9 +75.5
5) (5> 5) (5) (5) 5 (5) (5} . (5) 5)
300 367.8 1889.0 518.2 1171.4 12685.0 2745. 703.9 57.4 2910.6 T74.4
x47.9 +58.3 t115.4 +146.2 +1378.2 :301.3 +155.8 *6.7 *218.5 +44.5
(8) (5} (5) [4-3] (5) (5) (5} (5) (5) (5}
1000 355.3 1930.6 520.1 1167.6 11884.2 2686.4 632.6 54.3 3105.3 775.4
- x14.0 +78.1 *96.0 *82.0 +914.0 $140.1 $96.7 +5.2 +281.9 +60.3

Parameter. meaniS.D.
( ). number of animals



Table 7-1-2

Twenty-eight-day repeat dose ogral toxicity study with subsequent 14-day recovery test of POl6 in rats

Absolute ord9an weights in females at the end of ‘dosinq beriod

Adrenal
Do Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
se

(mg/kg) (9} (mg) (mg) (mg) {mg) (mg} {mg) (mg) (mg)
[§-3] [4-3] {5} (5) (5 (5) (5) (5) (5)
0o 225.0 1782.7 404.1 736.2 6951.6 1673.6 528.8 61.1 79.3
£12.9 £81.9 *46.2 $58.0 t466.5 $126.7 255.2 *4.3 £12.3
(5) (5) (5) (S) (5 (S) 5 (5 (5)
100 214.6 1739.4 386.5 695.7 6838.7 1609.8 509.5 67.8 101.9
+38.1 +95.5 *51.6 +107.0 $)865.0 *267.8 £113.5 *17.4 +31.8
5) (5) (5) (5) (5) (5) 5 {52 (5}
300 214.5 1749.7 382.3 700.7 6304.4 1581.8 427.9 59.6 87.2
+14.9 +79.9 *59.9 t65.1 £613.4 $196.4 £63.7 6.4 *x14.2
(5) (5 (5) {5} (5) (5) (5) {5) (5)
1000 226.3 1781.8 476.9 754.0 7235.3 652.8 475.9 65.0 73.1
£20.8 £70.5 £169.9 £47. *967.1 +262.8 +68.0 £10.5 7.1

Parameter. mean+S.D.
{ ), number of animals
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Table 7-2-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of P016 in rats

Absolute organ weights in males at the end

of recovery period

Adrenal
D Boedy weight Brain Thymus Heart Spleen glands Erididymides
ose

(mg/kag) (g) (mg) (mg) (mg) (mg) (mg) (my)
(4} 4 (%) (5) (5 (5) (

0 412.8 1943. 485.8 1296.0 T746.7 57.4 1014.2
*58.0 *80. +111.1 +228.5 $163.1 +11.1 59

(5) (5) (5) (s) (5) {5

1000 390.3 1945 431.2 1201.7 640.0 54.5 980.6

+33.3 *131. £37.4 £124.3 $39.2 9.6 *66.1

" Parameter. meantS.D.
), number of

animals
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Takle 7-2-2
Twenty-eight-day repeat dose oral toxicity study with subsequent l4-day recovery test of PO16 in rats

Absolute organ weights in females at the end of recovery period

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

{(mg/kg) {(9) (mg) {mg) (mg) (mg) (mg) (mg) (mg) {mg)
{(5) (5) (S) (5) (5) (5) {5 (5) 5}
0 252.2 1906.1 389.6 828.2 7373.5 1877.0 571.6 61.7 86.8
*31.7 +63.0 *159.1 +142.0 +719.4 +201.8 $143.8 5.3 +17.3
(S) {(5) (5) {5) (5) (5) (5 5 (5)
1000 256.5 1852.6 441.7 851.0 7284.2 1796.7 469.2 T71.6 83.9
*24.% 246.2 +*79.8 - +*86.2 +31188.9 +252.5 *59.0 $£10.1 *9.2

Parameter., meantS.D.
}. number of animals
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Table 8-1-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of POl6 in rats

Relative organ weights in males at the end of dosing period

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Srleen glands Testes Epididymides
ose
{(mg/kg) g) (mg/g9) (mg/g) (mg/9) (mg/g) (mg/g) {mg/9) (mg/g) (ma/g) (mg/g)
(5} (S} (5) (5) (5) (5) (5) (5) (8) (3)
Q 377.8 5.078 1.543 3.259 34.432 7.176 1.850 0.134 7.999 2.001
*47.2 £3.611 +0.285 $0.307 +2.452 +0.655 +0.229 *0.023 *1.449 +0.260
(453 (5} 5) (5) (5) (5) (5) (s) (5) (3)
100 352.7 5.118 1.677 3.278 35.815 7.159 1.600 0.148 8.822 2.090
£20.6 +0.246 *0.258 t0.283 +2.385 +0.257 +0.295 +0.017 £1.102 =0.166
(5) (5) (5) (5) (5) (5) (5) 5) (5) (5)
300 367.8 5.195 1.407 3.191 34.570 7.492 1.901 0.157 8.024 2.135
*47.9 +3.582 *0.239 +£0.198 +0.814 +0.511 20.232 *0.015 +1.209 *0.300
(853 5) (5) (5) (5) (5) (5) (5) (5) ($-3]
1000 355.3 5.444 1.464 3.285 33.421 7.562 1.778 0.153 8.744 2.186
+14.0 +0.368 +0.262 +0.151 *+1.644 +0.268 *0.233 *0.014 +0.773 *0.19%9
Parameter. mean+S.D.
). number of animals
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Table 8-1-2

Twenty-—-eight—-day repeat dose oral toxiclty study with subsequent 14-day recovery test of POl16 in rats

Relative organ weights in females at the end of dosing period

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
ose
{(mg/kg) (g) {mg/9) {mg/9) (mg/9) (mg/9) (mg/g) (mg/g} (mg/9) {mg/g)
5> (S) (5) (5) (5) {5) (5) (5) (5)
[o] 25.0 7.936 1.791 3.279 30.940 7.440 2.352 0.272 0.352
*12.9 +0.420 20.125 0.293 +2.11 +0.413 *0.226 *0.016 +0.049
(5) {5) (5) 5) (5) (5) (S) (S) 53
100 214.6 8.284 1.825 3.255 31.480 7.528 2.365 0.314 0.467%*
£38.1 +1.323 20.245 *0.173 +2.968 $0.445 +0.181 +0.033 +0.063
(5) (5) (5) (5) (5) (5) (5) (5) (5)
300 214.5 8.192 1.780 3.266 29.345 7.369 1.999 0.278 0.406
£14.9 +0.741 20.245 +0.198 +0.894 +0.691 +0.306 +0.034 +0.056
(5) (5) (5) (5) (5) (5) (5) (5) 5)
1000 226.3 7.933 2.089 3.346 31.947 7.28 2.112 0.290 0.325
*20.8 +0.852 t0.653 20.258 .642 +0.657 $0.314 +0.058 +0.039

Parameter., meaniS.D.

} . number of animals

*%, gignificantly different from control. p<0.01
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Table 8-2-1

TwentyY-eidght~-day repeat dose oral toxicity study with subsequent l4-day recovery test of P0O16 in rats

Relative organ weights in males at the end of recoverY period

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

(mg/kg) (9) (mg/g) (mg/g)} (mY/9) (mg/9) {mg/g) (ng/g) (mg/9g) (mg/9) (mg/g)

(5) (5) (5) (5) 3 (5) (5) (5) [4-3) (5}
0 412.8 4.781 1.177 3.128 31.200 7.032 1.796 0.139 7.321 2.498
+58.0 *3.671 +0.210 +0.195 *2.753 +0.516 *3.215 +0.012 +0.847 *5.392

{5) 5) (5) (5) (5) (5) (5) [$-3] (5) (5)
1000 390.3 5.013 1.111 3.082 29.971 7.164 1.644 0.141 7.701 2.533
*33.3 $0.531 +0.130 +0.241 *2.004 +0.253 +0.088 +0.032 *1.020 +0.336

Parameter. mean:S.D.

} . number of animals



Table 8-2-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 1l4-day recovery test of PO16 in rats

Relative organ weights in females at the end of recovery pPeriod

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

(mg/kg) (g) (mg/g) (mg/g) {mg/g) (mg/9) (mg/g) (ma/9) {mg/9} {(mg/9)

5 (5 5) © {5} (5) {5) (5} (3) {5)
0 252.2 7.629 1.503 3.272 29.340 7.456 2.260 0.247 0.342
*31.7 +0.728 *0.463 $0.220 £1.569 $0.184 +0.488 x0.032 *0.030

(5) (5) (5) (5) (5) (5) (5} (5) (5}
1000 256.5 7.278 1.717 3.322 28.344 6.998 1.825 0.279 0.328
*24.1 +x0.788 +0.227 +0.217 +3.038 *0.597 £0.092 $0.033 +0.038

i
| Parameter, meanzS.D.
( )., number of animals
|
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Table 9 .
Twenty-¢ight-day repeat dose oral toxicity study with subsequent 14-day recovery test of PO16 in rats

Macroscopical findings in females at the end of dosing period

Dose 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + - + - + - +
(Skin) (51 (51 (51 (51

Alopecia ' 4 1 5 0 3 5 0
(Spieen) £51 : [5] 5] [5]

Accessory spleen 5 0 5 0 4 5 0

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



Table 10-1-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of PO16 in rats

Histological findings in males at the end of dosing period

Dose
Grade

0 mg/kg

1000 mg/kg

*

+ ++ +++ Pos.

+

+ ++ 4+

Pos.

(Liver)
Fatty change, periportal
(Kidney)
Basophilic tubule
Cellular infiltratjon, lymphocyte
Mineralization, medulla
Eosinophilic body, proximal tubule
Cyst
(Spleen)
Hematopoiesis, extramedullary
Deposit, pigment, brown
(Heart)
Myocardial degeneration / fibrosis
(Adrenal gland)
No abnormalities
(Testis)
No abnormalities
(Epididymis)  _
No abnormalities

[5]
{51

(5]

(51
(5]
(5]

[51

Wb hO -

(=]

O = e A B

(5]

oo oCco

w

0
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o0 O C O

oo 0o oOoC

=]

S = = Lh B

(¥

[51]

(51

(51

(5]
(51
[51
(51

& b oOwN

o

OO»—-U{M

—

-0 O O O

g8

[= I =R~ = I ]

(=]

DO o OO

(=]

-0 = W

(v

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

[ 1, number of animals examined.
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Table 10-1-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of PO16 in rats

Histological findings in females at the end of dosing period

Dose
Grade

0 mg/kg

300 mg/kg

1000 mg/kg

+

+ 4+ +++ Pos.

+

+ +++++ Pos.

+

Pos.

(Liver)
Fatty change, periportal
(Kidney)
Cellular infiltration, lymphocyte
Basophilic tubule
Fibrosis, focal
(Spleen)
Hematopoiesis, extramedullary
Deposit, pigment, brown
Accessory spleen
(Heart)
No abnormalities
(Adrenal gland)
No abnormalities
(Ovary)
No abnormalities
(Skin)
Crust

(5]

(51

[5]

[51
[5]
(5]

(1]

wn o

0

[~V ]

0

(=]

OO O

1

(=R =]

[y

0

(= =]

OO O

0

S

1

[ =]

QO - -

o o

—

oo o

(=N o o]

[5]

[5]

[51]

[51

[5]

[51

s o— o

bho o

b

Q ta

o

[= = ]

[=]

[ R o ]

o

DO O

[=IR¥, ]

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

[ 1. number of animals examined.
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