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Wy BT N=Riss 1

AT —R SR E RS = XIT: 23°C FRIT: 55%

(Lot No.: 8015056) (a) DIRE E FFAEA: 18.0-28.0°C  FFA & 40.0 — 70.0%

I 22.0—24.8°C E i 40.8 — 57.0%

HEFHA R LR E = R 23°C RAE: 55%

(Lot No.: 0G70N) (a) FREH: 18.0-28.0°C  FFS&EH: 40.0 - 70.0%

FEHIE: 22.0 - 24.8°C SEAME: 40.8 - 57.0%
(a) 20104710 A 19 A (GRERPAZAA)-2010 112 A 21 A (HHFARA)

17.2. E5&EK
1721, H5&AORE
17211, 84K (0.5 W% A FILEILO—RBER)

JEEIZETERE RO 30— 10%0EF A AE AN, AFLern— A0SR (B1R
FE: PB3002-S/FACT, A FT—+ h L RS %, JRMURICNZ, v~/ 32 F v 7 AL —5—T
PR L7 R, A ALY A —CB L, BS KT R & Lz, #@)7e  T ARG 0.5 wiv%

AF N0 —ARRERE LT, 0.5 wiv% A FLlo—ARRY, WEROFMETCREL, 78
% 8 HLIPITAE A L7-.

I

0.5 wiv% A TV )L i — AR OIREGETOIRFE 2 LU TR L.

R B R RE ST R

05 W% AT —  HIARIM WRYWEREEOKHE &% E:4°C

AUHE (a) J& (BMS-500F3, HA” ZFr&E#i:2.0-8.0°C
V) ——flE ) FIAME: 2.0 - 7.0°C

(@) 2010411 H 9 A (FIMFARIH) 2010 4212 H 22 H ef&fEHH)

17.2.1.2. BE&IX
1) 0.5 wh%AFtLm— sk

SRR B E L. NEITEBR SRR GHROPFARUEH L2 0.5 whv% X Fbtra— AR
(CLTF, 0.5 wiv%MC) #3&da7-.

2) BEREREH

EREOR SR RET 57201, A7 2 BT (W & D IERSER L 2o 7)
ZFPEL (FE T RFF:PB3002-SFACT, A b7 —« bl FERRaAD) &, A/ UHBRUA ) UHE
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2T, 05 wiv%MC T 200 mg/mL BRERZFHE L 72, 50 KO 12.5 mg/mL JRE DS RGHRRE
i, 200 mg/mL B E 0.5 wA%MC TEPFEAIR L CREs U7z,

172.2. BEBRAOREMERUH—EEICIRARSERE

AR & LT 0.5 wAv%MC % F W 7 SRR O 2 TEHE K OB — IV T, 1 08200 mg/mL D
BECHRELS, R GROEIREE: 4°C, 1D BMS-500F3, A&~ U —F—#kEt) « #O1 - 4 7
A& ZDt%, T GREIRE: 23°C) « #OE - TET 6 K] E TRIBEDZRNZ L &2FER ST
% (Attachment 1).

ZR G, 1 EEOBEITCHRL, BETT AREC 1 AN I SIDTHE, Hiek -k
I REBOFRMTTHRE L, R 7 HLNIEM Lz,

B GRS ORI & LU OR Lz,

FERRIE IR TRE ST 5

0, 12.5, 50 }¥ AT T AR HBRMEREZEDOME  RIT:4°C

200 mg/mL JREEHK (a) JE (BMS-500F3, HA” Fratatb: 2.0 -8.0°C
U —H ket ERMIT: 2.0 - 7.2°C

(@) 2010711 A 10 B (#EFARLA)-20104F 12 A 27 B R5HI& T H)
PR LIS B SRS, W DRESH L% 5 BERT 19 S5 LA L7z,

17.23. B5@RAGROERMEDORERERUY— O
TARBRTEAE K OSSR O S BE 1 (%5 1 H) (ZEH LS8R SR h O e & &
O —ME A7 v 8757 (GC2010, HRASHHEERYER) 2HWTRAE L. (BREEL S
LB, FRECTRED 3 %7 b)), ZOFER, BB EIREIIFRBED 100.7 -103.6% TH Y,
SREMOFHN (100.0+10.0%) ThHo7-. Fiz, ML, CV IR 13%LUNTH Y, HEIEEusH
N (5.0%) T -7~ (Attachment 2).

1724, BEFREESBRIFORIY R
Pt SRR, BH, RS TRICERELE.

17.3. SRR UVEHEATEMYE

17.31. SMERUHRHMR

BRI, BUABRIC—BRANIZHN O T DEMFET, FORBMERPEHA LA THD Crl:CD
(SD) EHfEZ > & (SPF, AARF v —A R - VA=At REE ¥ —) 2.
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Eiid, 2010 45 10 A 20 HIZERBREEE LT 7 HEROME 62 T L i 42 IT, Z0CREE LT 7 Bl ERO
ML 62 I AT L7z, AF#H% | HoOREGIIE, FRBREREDY 230-250g, F3ABRREMEDS
165193 g, ZCECHAMERS 155181 g Th -7,

17.3.2. BERUVENL

ATFL7-8MiciE, BerEiii 0104510 H 20 H -25 H) SBIMEHART (It 2010 45 10 A
26 A —2010 411 A 11 B, L3ABREHE: 2010 4710 A 26 B —2010 11 A 12 B, sCEEEMER: 2010
10 26 A —20104F 11 3 11 A) &%), ZORIC—ARIREDEZRE 1 A 18], KEHE (&
FKFF: PB3002-S/FACT, A W~ LB Z AT R LR, AF4S H (BT H),
Bt 7 B R OWIMERE T B, & HICACROREERL I A e 2 By 7‘51(@ 14 AR (1 B 1)
o7, W& - %Jllfl:ﬁ;ﬁr"ﬁtm—ﬁxbkﬁ% IREHERS R OWERHAIZ BATGED G W B 2 #F 50T
L7- (Attachments 3-1—3-3, 4-1,4-2, 5-1—-5-3, 6-1—6-3, 7-1,7-2, 8-1—8-3,and9-1—9-3).

17.3.3. Enlf

FLEIERT R 2 U E o — & 2V TRESR BRI T %I EA T HNAIZ X0 BH#EOEK
ERODBNEFE L D XIS L. 72720, Bx OEMWOEEN THMD £ 20%LL
NTHH &DZ/ATHST Utz BT BORESIE, FRBiEES 336-436 g, it
D3 210-264 g, ASECFFMERIDS 189-261 g Th o7z,

BEOTERARED O B, )% - BbE R OB VIEIZ 2 IBEMAmE=4 U - TIREHE E L
7.

AT =F Y o TREICH R o T2 TR, T R OB 3 el Y, B4
3 BIZIREE D AT TREIE S H Tz,

17.34. {EFER

W OEATRAL, BWAFRICEBEMEA 7 2RO TRA~E - BHEEWES (T 3 H) &
AL TUTo 7.

ORI - BHLIARI PO 7 — 235 8RE S, AFF] B ROWE - BtEmE S 25 L
o7~ VVE, By IHROEr —VITARES, KR, KRMEER GEEMER O, JikA
(CRBECEEER D), W% - WHEEWR S N OB A AL, I LB T Lie7 Vi %
VENIRY 13 7=, 378 (FOB) RIS ZAAE K OB /)T Blind THRE L2729, Zih
5 OMRTRA I IR E S L OWE - BB RS2 LA LT T~V BB i 7=
IREMOMRAEERINE, E1% 4 BICBAMNEA v 7 2O CHIC R EmE S (T 247 2 ALT
1To77.
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BB O =, RRE S, RE5E, 2R S (HEES, NEaWwEs) KOHER%
AL, BEZLIZBST LT~ VL ZIlE 4 HIZHRD 7.

17.35. BREFHRUHFEEE

B, EREIRE 23°C, BTIRE 55%, FHESS 12 B (R a6 BE— 7Tk 6 i), #ElEL
12 [Bl/Bs (FFMERE T 4 VA —% 18 LT T2 R) (CHERF S IU-BfR 5 2E (B 10 %) THHT L
7-.

EFT EDIR  BEEF TR LT,

Wi E=E =Ry i E

EfH 10 5% (a) FRIE: 23°C BRIE: 55%
SFAELH: 20.0 - 26.0°C SFARERHE: 40.0 — 70.0%
FEHIE: 22.3 —24.3°C EIE: 43.9 — 66.3%

(@) 2010410 H 20 H (@MW AT-H)-20104 12 A 28 A (B#&5IMRA)

i, B - BRI AT o L ARREL 2 (W2 240 x D: 380 x H: 200 mm) % H\W\ T
1 =470 2 PCOMBERIRIERT & U, B EITAT v L AR — O & AV Oy
HUTz, S, B —UNTCIT o7, ZERERIL, 4R 18 oA — R L— T L /- IR
W A= T 5 AF 7 8l —2 (W:310 x D: 360 x H: 175 mm) (ZAEBNCRE L, AR, HE
BXE. RERHERL, WE 4 BIZRAT L L ARBRER Y — & AV TS Ls.
AR, AT L AR — P OZ MM T T AF v 7 8l — 05X 1S 2 [
1TV, AT v L ARG — U R OFAERS O E 2 I 1 [BILL F T 7.

BT EDOER (KOWWER[IR) KO 0.02%KRIEREET h Y U LKER TORDOE » T E
WX AERIIER 1 RER L.

RECREMER OFIA T B2 = 2 —Eh ORI U - ik 2 O CiEmT =2 ) o ke
(Mycoplasma spp., Clostridium piliforme, HVJ, MHV, Corynebacterium kutscheri 2 T SDAV) % 5E5E L
7. bl T SRS CE L EST = ) U IREICBO TG, BRI A L O R
WA LR T.

17.36. A

L, B S & URNOERSEEL (CRF-1, AU = 2 VEERE TS 240EERICA
A, NHICEBERESE. 72720, TSI OFIRET B R OVCECEER OFIRETH (HE 4 H)
I 4 R Dt S 7. FBHR 15 Y E IR Burofins Scientific Analytics, MIE$%
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ORE R B3 A ) o VB R TR Toobr L7z, o d, a8l CatE L7z Kk
HHOFPHIN TH - 72,

17.3.7.  ERFIK

BWNIE, AKERZFAGRICAIL B RIS Bz, SRk OIS EIREE K ORI AT, W
P RS D WIS IR AT B 4 — TR 6 & A T Lot Le. aE,
HiABRiRR TROE LT AEEORITAN TH > 7=

17.38. FRE

KB (o7 b—2, ARF v—/L R - YA &) OMESER OV EIRET, Burofins
Scientific Analytics THYJ 6 8 H Z &0 L7z, HrfElY, MRk TRE L7 SRR O
ThHoT.

17.4. 5K BEAEZRUESHRM

1741, BEBRRVKRSRFE

A7 Z ERIE, L CRAOMICAIZEBR SIS AREMEREZE 2 6N A 720, ERKE L TRAO
iR L7,

BEL, ToAR—YTILT o NHEBRROT Y V7 (GRELT7 T 7 2288 280 172
T4 AR=FTNVRY 7o L BERTE (TS 2ROV CEEIBI T 7. SR
VERRZ I, SR E < T 31F v 7 A H — 5 TR LN L EREIRS | L.

BEREIT, BESHICRLIIWHTEHOKREZEMEE L, Smlkeg CTHEHE L.

BEM¥TI LA 1O L.

FRBARECIL, SHZE8I2R (FOB) M O'AFRGES) &HIE % FEht L7256 2R 7= % SR 301 8
B 30 70 — TR 10 BE 17 43, 3EAM72BIER (FOB) %% L7250 OFRERELIZ TR 8 5 30 20 — T
BT 11 FF 26 4y, FASSEETERIE A 0 L 72358 O ERFIIART9 00 4y — 5% 0 B 28 43 Th
7.

REORETIE, EEMZcEIZE (FOB) % 550 U750 2 BRU = B GREZ) LRI 8 F 30 47 — 7R 10 K
28 4, REMIZREIZE (FOB) % 380 L 7=356 OB FREZNIIAFAT 9 I 00 7 — -4 0 HE 54 73 Th - 7.
B 5-BRLG A OBEEN I, MEROWERLE & 10 BB TH Y, KEEFIT BRI 364 - 415, £
FRERFEMENS 215-259 g, AZHCAEMERLDY 200-252 g Th - 7.
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1742. HREHRRUCEHELRE

B 5HI#IE, OECD Guideline for Testing of Chemicals for Combined Repeated Dose Toxicity Study with
the Reproduction/Developmental Toxicity Screening Test (OECD TG422, March 22, 1996) [ZfE~>7-.

FABRTERECIE, ZQ0CRT 14 HREIE 201 14 BREIOGET 28 BREIE L. 28 HEOEE%IZ, 45
REEE OB T 14 ABOEESIRI 3% 7-.

FEERFEMECIL, 28 A& L7z, 28 Ao 5441, xHHREER (NS HEFED EROEWIZ oW T
14 BEDOEHEIF 282 7.

AEREMER I, ABCAT 14 BRI, ARCHIRTS (1-4 BRE), @RMRY Q2 X 23 HE) KO
H4H SHME) ETOEHEE Lz (42-46 HIE.

WEBER KRG 1 BEHT L, EREOEBARE 1 BE Uiz, £, REBHGH AR 0
Hé& L.
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FalERE

17.51.
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e IERR

BEMERRIY, TR LI L D ISR 5L LT3 AT L, TOMICHREAZ &I
BREOEMISIT, SRR 1000 mg/kg #EAHE 12 4 & 1 10 41, 250 KT 62.5 mg/kg BEZTE 12

Al i 5 El & LTz,
‘ rERE BE 5L W EWE )
B (meke/ (g
day) mL) Jii3 i
, St 6'1+67 5'+5%
P 0.5 wAmeMO) 0 0 B Mo1101-Mot112)  (FOL1SI—F01160)
. , . 6 l]+6 2] 5 1]
N 0 Pas
W ATICE 5125 KB a0 —Mo2212)  (F02251 — F02255)
. < - 6'1+6 51
e AVI LR 25050 FE  (\o3301-M03312)  (FO335L - F03355)
. ) 61]+62] 51]_+_52]
SR L
ARE Ao 10000 2000 SRE 04400 _MO4412)  (FO44ST — FO4460)
G AR TR TR

21 [ BARS & T ke

17.5.2.

AR

FEERRIE, DATIOR UL DI B R 535 L L C3 AT L, TOMICKIREEZ R ITT-.
EREOBMENY, MER 2618 Li-.

kE5E

R

B EE )

. AR
day) mL) i53)
‘ X7 12
T 05 o0 0 o At (FO1161 —FO1172)
‘ - - 12
2B AU LT 625 125 K (F02261 — F02272)
2 - . N A = 12
3 AU AW 250 50 KA (F03361 — F03372)
ATE /A 1000 200 4@ 12

(FO4461 — F04472)
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17.6. REEXREDER

0 B UBBORSEIL, TRRRD (SRR 0, 200, 500 %00 1000 mgke, {HMEMWIEG &8
HERER 5 5], P EEIR: 14 HE) OFENGIRE L. THEERIZINT, ML & 200 mgketk
DB EREIREA SR B, D 1000 me/kght TRUNREEDSES D Hhiz.

T, HRBETIE, OECD Guideline for Testing of Chemicals for Combined Repeated Dose Toxicity
Study with the Reproduction/Developmental Toxicity Screening Test (OECD TG422, March 22, 1996) T
LfREE LTS 1000 mgkg Zmflfd U, LUTAL 4 T 250 mgkg 2 FRIMAE, 62.5 mgkg %
EHEICRE L.

KR E U TR (0.5 wh%MC) DA 2 YR E & G4t L R R G- o #E 2T 7.

17.7. BBRUBREIEE

17.7.1.  EEAEREHMERE

17.7.1.1. —fi%ikee

KT OAEOHZER O—ALREOBIEIT, REHRFICRGATR O EE 5% 2-14547) O
1 A2\, BEREEAFFIC1 B 1EECSIAIZ 1 [EfTo7-.

BEWEFICRERI B2 (FOB) % 93 L7238, FHEM728% (FOB) #& TkIzEEHZ ORIk
RBEEIE LT, 70721, FEMZeEI%S (FOB) 21T 9 RNCIIEDSHGE S L2 aid, Fhva: —ieik
REL UCRiER LT (15.2. RBREHEEI Do T2 2 L 2 ).

BEESEREZ F L2551, B3ES ST TRICREHO—RELZ Bl L.

17712, (A&
(RE, 1ERIC 2 EAIE L [EH: 851, 4, 8, 11, 15, 18, 22, 25, 28 K(X29 H (&
"1 H), MiE4, 8 11, 14 XTV15 H (BT KFE PB3002 Xid PB3002-S/FACT, A hJ—- R
RS

17.71.3. £

AL, Rz 2B1 BEZRE L [HEORERIER: 5.2, 5, 9 XWM12 H, FIE?2, 5,
9 MON12 H, MEOFRENTER: %52, 5, 9, 12, 16, 19, 23 X026 H, [MHE 2, 5, 9 V12
H (&7 AR PB3002 (% PB3002-S/FACT, A hJ—« kL REERE11)]). FEBEHED Tables, Figs
2 OY Appendices DFR-RIIFEREORER & Le.
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17.7.14. {BKE

FOKEIL, EBC 2B HEA2RE L7z [HEOFRERER: #5.2, 5, 9 KOV 12 H, [FIF 2, 5,
9 KOV12 H, MOFRENER: #5-2, 5, 9, 12, 16, 19, 23 (26 H, [E{E 2, 5, 9 LN 12
H (87 AKfE: PB3002 Xid PB3002-S/FACT, A hZ—+ kL FEERE1L)]. EAKED Tables, Figs
} U Appendices DFRIIFREFORITER & L.

17.7.1.5. 7 €75 (FOB)

2HINONT, B R, 5.7, 14, 21 BRO27 BIZTFRLO 1)-3)DOIEH 285 L7-. By A

OBERY, TGRS 70— P20 11 0 COMICER L7, HSHMPoOBERDL, BEEN

1 W (BREIETHEA: Be510% 6265 43) 1ZEhE L7, BEHEITIRIEE L, Blind TEMEL .

1) &5, IRMEEASIREE, FFRUTE) GREOH S AW, AEERRES), mEAfF =178, MUk
SO N OVRIFTP R L — PN TR LT,

2) r—UNbDOHLEE, BB E, B0k, HEDKIE, MIEORE, WK, HiHE, 7F,
it FL A ORI BB T T R o THRIER LT

3) HER, BEE, STHERY ROESL AVEEITA—T Y 7 4 — L RNT2 SEEE L. F
7=, FERRIHPINEE, RERPASLINGE, REEE, EEIEENEmMALA—7 74—V K
N CHEIE L T-.

17.7.1.6. BEIGERE

B SRR TR GO\ T, 8527 H O BIES (FOB) & THICBETLEST, BRI,
RS, TR R SRRSO L0 L TRE L. REEIXIEEEE L, Blind THEML
7.

17.71.7. EHBE

B GHIRE TR GBI OWT, %5 27 AORRINEMAR TRIZ CPU 7" —% (San Diego
Instruments Inc.) & VT, AN OMEIROIE % 5 THIE L7z, Sosiff & Slimiz bR 7z ko
3 WIEEO L Z OB ORI E Uiz, BIEFIZIZIEE L, Blind THEL7-.

17.7.1.8. BHEEFHEAITE
BRI TRERIRR GOV C, #5526 12 Activity Monitor (MED Associates Inc.) Z{FEH L, #x
ITERONES EAYY EEIZ OV TIR B 1 REfA G 2 e T 10 SR TllE L7z,
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17.7.19. [RiE&E

B GHARRTAT (FE G 22 A, MEI&RG 24 A, BGRBRIEE G (&SR TROSIBR A
g, [RIEIIRRETET (EHE 12 B) (ZEREEIRE T RO S B 2o T, BRR 7 — V& v
THOR - K T CHRER AR L7, D%, 51K CTHAER - FA7K T C 24 FER 2B L 7=
B LT RIZOWT, LT OREZ T L7, BIEHRORITBEE L.

IH H 0 H Ik fifi A % 2=
e . B R
FRE (UV)” fﬁg ; C{E‘ufgﬂ?ﬁ PB3002 i% PB3002-S/FACT
(A h 77—+ b FERAERD
ZR SR -
SRR R LR T
RHE (SG) JE TR 2~y K-IID (RS =
ot § ‘/)
pH”
BAE" 2 S
N a) A g =T A
Z; ;{ii/ 2 PRI AR (“/f)l VANIVATT o B A
AL a) TITI)AT A 71%3&{3‘\6:)
voey =4
by 4 /ﬂ, = K %, \, ) ] \
s R TRIR B T g W G ) > AR

a) FER
b) 24 BERER
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17.7.1.10. MR EIRE

RAAMERG-OFR (%529 A) KOBEIEMIFHE TE (EHE 15 F) 12X S 2 —F R oA
OIEFERNTL L. (40 mgkg) 12X DB T CIERENRS EDTA2K 2—F ¢ 7 Fa—7 (W)
= 7 FMIEZERMAE, VP-DKO052KO05, 7 /L ek th) (il 2 5RE L (FREMEEAL: 2FR1T 9 B 30
45— 10 HE 51 4%, ERMBEAL PR O HE 39 23 — 11 BEO1 43), AT OMIR PR 2 55 L7-. 8
i, BT OBENE, | B ERR L T BERM LS. e ha U, TEMEREE
B RaVRTTRAF U N 4 7Y ) — 7 R, iRE 32 wv%l = BET R U D AT
RLERFR, ELLEE [#94°C, 3000 mpm () 1972xg), 15 43, =048 CF8DL, H 37 Tkt
LT M2 O CRIE L=, ER OB MR IR L=

I H HE Sk it 0 # 2

AriiERE (RBC) —A 7 u—DC WMk

~NESOE VR SLS ~E/ Bk

~v h7 U ME TRILER L R Bk

1 /MR L—A 7 u—DC Wik

FFRMEREFE (MCV) RBC X ONHCT &0 B ZITH A B R
HRIMER I B E: (MCH) RBC XTHGB LV & giogo;v 7 ARAEAL)

SR BRI (SR (MCHC) | HCT X OYHGB LY & iH
FnEkEL (WBC)

HERSE Jua—t A F AR —Ik

HER AR sk =g

7'a ho e R (PT)

. . 2 BB ER T E
TR b o " ‘ 0 g
5 A R5H (APTT) SRR Z‘;f)m (VAR v 7 ARRA

TATN =R

177 .11 MR LFRRE

MR PRI O Mg &[RRI RS REIRD O 8 L 72 Ik 3307 B[R9 4°C, 3000 tpm (7
1972xg), 15 73f#, w04 CF8DL, Hy THERIUGH] U TB-midls, mikE b romailE
HIfLE (0.6mL) 1 A&, MeALE HITEHIME (0.3 mL)3 AR OREHIME (0.3 mL)4 AR50
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THHLL 72 (PIN3i)F =—77: Safe-Lock Tubes, 1.5mL, T w32 F/L 7S, M dR/LE
TN TE F I B OMR B & T XA RN RE LTz,
MR CZEAORERIE MBI W, LU OMaRE VRrmsE 2 Em L, HEROFEEMEL

BEEEL /7.
H A g F Ik % =
AST MDH-UV £
(ISCC HFEA LX)
ALT LDH-UV
(JSCC = bATICE)
ALP p= ko7 ==Y U
(JSCC FFEHEALHIISIE)
v-GT Ly-7 VB I V3T VAR X 4
= hue7=1) FEERE
(ISCC (L ATIE)
Mol 2AF@— COD-HDAOS 1£
NI ZUETA R GPO-HDAOS i N
(7' Uk U HEE A HE T E
AU 400
WEA Biuret /£ (RN Z=w e =L H—
LTIy 7 L7 F =+ —FF-DAOS &

me ey
7 R
LY o
HL 7 I (Ca)
J R U7 (Na)
A1V UL (K)

W (D)

BOD ik

~%F Y ¥ —£-G-6-PDH ik
PNP-XDH %

0-CPC %

A A BRERR S

A A BRERR S

A A AR E R
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H B T ik fE A
TIT I EHEIE (EXWKENE) ~
EREBAE LR
A/G EADEE (BXWKENE)) LD | BENEXVKENEE
HH AES 320
(NI e A=A — -
A AT 4 TR

17.71.12. I R)LE > DRIE
LA VE L HIE I HLE M OMF5E T LIS O BT OIRE 2 DL F IR Lz,
P T PRAEIGAT R
A RAE 2 MERI  Safe-Lock ERIE 7 ) — P —: E’“E -80°C
ENOMEEHME (@) Tubes, 1.5mL  ULT1786-9JD (Kendro FREH: -90 — -70°C
(=X R/ Laboratory Products) FHNE: -83 — -76°C
7 BRAE)
(@) 20105127108 (FIEERILH) 201042120178 GAIER T H)
B SR TERIREICOWT, B I— R A= (T3), Y1 oy (T4) KOFIRRA
BoR/VE (TSHY ZLLTFORETAE Lz, —EmllE s L, 2 MEEOEYEE 08 ofE &
L7=. HIE®BOELMEIEE L.
T3, TAR OTSHAEIZFEH L72RIES »~ M, AN EREME L, ZES 202 & 2Rt L.
{545 B 35 % ONEME BRI T HEE R o i R L E RIE S, BERIESD AW iHhork L+
HEDMBEMNINT & AR, BERE L.

H H H & 77k

RE R

i A B

IN= Rl A/ (=
(T3)

Mouse/Rat Triiodothyronine (T3)
ELISA Kit (Calbiotech, Inc.)

YA (T4

Mouse/Rat Thyroxine (T4)
ELISA Kit (Calbiotech, Inc.)

FRRRRINE AR L
(TSH)

Rodent TSH ELISA Test Kit
(Endocrine Technologies, Inc.)

At L— ) —H—
(POWERSCAN HT,

DS7 57—/ 3 F AT 4 BV
PRt

fENTY 7 b (KC4,V34,
DS7 57—/ NA F AT 4 BV
PRt

177113 8RR UVBREEENATE
EFED18.7.1.10. 4 8. 7.1.1 L. OTCHAL L 7= 8 2 X 6 (Jhuil U CZeRE X748, L7,
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M, SfRHAETe4 HRE (1B 1E), BEERECL OEEE8IE L, SR E OB ERE
L7,

HEO>EI A OMESE N LR BRI A Do DEZF L L, WHIROAIEL LTz,

fb, PEEGR, MEEER GEMRR BUNEY), FUIRER, BMoRR DR PR PR ER 20, RR
eI EAE, BINZIIEEE, K (RERIRE B0, SRR O I ERAIE L7 (R AB204,
A FT—- b MRS, 7k, TEEROFRIRER, 10 voloH R E R~V T 1
WeEER, WE L7z, XRE— LR L

o H ER AR RE TR L TR ERE bR L.

17.7 114 FRIBHARERORE

O, W, &, NThE, P, DT SR TR, BE H, T, ZERS, B (S Ak
2ate), Blin, s EiE BRI TEEY oNE BRIEY CoRE, BhR B RE,
FER LR, AIETE, 1538 (RERZ ), SR, 8, 1B K &I, B (LR
KEETe), KN, /M, 8, 86, LR IRER, ~—4—R, W5 (BlizET), KE (B
BizEte), REREFEEINT, 10 ol HREE L~ U CERT L. 7L, MEOSE
1% 10 vol% P AR R /L~ U A TEARL, 10 vol% TR R /L~ V) ANTREEE L, FBEEOR
BRI T HRT 23 WERIIEER, 10 vol% THRERE AL~ U ACHEE L, IRERKIZZ 15—
TIT R R b= T 1 BRETER, 10 vol% g E L~ U AZHEE L.

*FREER O 1000 mg/kg BEOE GRS TIRAZHRE U7c Bz o C, LELERE - MRk HE Geta
FAREEA A VERL L, JRBAAR FROMRE A 3 L. ZORE, MEdEE & 1000 me/kg B CRRBIHAAR
EEHIC B SRR S -6, A TEOPY SR T REO SR QN [T B THED
FHRBNZ O Tt B OB AR 2 020 L 7=, $£77, 1000 mgkg BED[EITE IR THEFOH|
BRCEFEOHED HIVTAFRIZOWT S HE JEABHEARIC LD, REREE A ORA 2 550 L7z,
8k, FERIZOWTIL, PASA~= b U CREHRHIEA BRI L 7223, PAS-~~< b ) i
CARREA CORAIILEIDN S HI L2723, FEERRFARAIL HE PefEAs TiTo
7-.

G109 H LB oSFE - BT, 10 vol%e T HEE L~ U o TIE L.

17.72.  ZECEHHERR
17721, —HKE

FECDOHEOHER M O ARIRREOBIZEND, BEHIR PRSI OBE% (5% 1-12057) ©
1 B 2ERUHEREC 1 ET> 7.

B S W37 (FOB) %50 L7-5a1, SE7eBI% (FOB) #&THRICREH%DO—MRIK
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BEHEL-.

17.7.22. (K&

(RERIY, ZRCPAAART, AR A & OVRBdHIRDH TRIZiZLERIz2m] [AER: &5, 4, 8, 11,
15 (ARECBRAE H) RON8H, MIREIMHIZIZANR0, 7, 1454 UR0H, MEHRHICITHEO, 4%
SHIWCHIE L7- (BT RFE: PB3002 XiZPB3002-S/FACT, £ kT — -+ kL FikEth).

17.7.2.3. B8

BRI, ACBROBHAERTIZIZ 1AM 2B 1 A& GRERITH: %52, 5, 9 KTV 12 A), ﬁ%ﬁ)ﬁﬂ;ﬁﬁﬁ
PNZITR2, 9, 16 KO20 RIC1 AR, WEMETIZITHE2 Bic1 BEZAELZ (EFX

FF: PB3002 X1 PB3002-S/FACT, A k7 —-+ b L F#>4h). A8 50D Tables, Figs & O) Appendices
DITRITFREDORIER & LT

17.7.24. {BXKE

BOKEN, Z2ABRAARTIZIZ 1 Wi 2B 1 B2 GRERIEH: é%uz 5, 9 KON12 H), ATHRIR
IR 2, 9, 16 L0820 HIZ 1 A&, MEHFPICIIHE Z1HEEMEL: (BFK

FE: PB3002 X 1% PB3002-S/FACT, A k7 —-+ b L RERAEAD). ?%kgm Tables, Figs X U Appendices
DFTRITERFOMER & LT~

17.7.2.5. 7 ERE (FOB)

2HNZONT, ST H, ®ETRON4 A, @R, 8 KNS H, HE TELD 1) =3)DIH
HEZBE L. BT BOBIENY, Tk 2BF18 4y — ik 3 BF 50 \if@ﬁﬂ Fehii L 7. %&Efﬁ;ﬁ
I OBIERE, FGHK | FER BT T & 5% 61-69 40) (2 L7z, BIEEIT

T L, Blind THhE L7z,

) &5, IRPABEREE, FIHTE) (BEOH S AV, RAEhEmiEs), WotE1TE)), M
o e DSR2 — DN TR L 7.

2) r—UhbOHLES, OGS, FORE, WEEORRE, RBORE, M, W, SIE,
B LR QPR BB IR R - TR L7z,

3) HER, HEE, 325 EAD KOS AVEEITA—T 07 4 —/V FNT2 SR E L. F
=, HH%E (DTG, IRRRBABLIRAE, REE, WEITEIROERKNEA—7 7 4 —LF
NTEER LT
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17.7.26. t4EHERE
AT, REGPHEANOZRMEESRIAETI A 1H, BHiziEL TTo7k

17.7.2.7. DIRKEOHE

MEMWILE RS, oitREBORE (555, ZE0Mm, WERORRL L) OfF LU
BAC L AT ORERZ TR 21 B SR 25 HEC1 H LE (a1 10 BFE) 1757, 07 10
RREIC ST L QW RS, ZOUEME0 U & L7

17.7.2.8. 1FiR 25 BE TIZH G LA > = IHRO B

1R 25 HOAA1 10 RfEE Tlogte Lo 7-MBRS, REHTE (B7-KF:PB3002, A h7— -
kL R EAD) %, S0 hoLE X = B U DL (40 mgkg) DOREFENT S L5 FREY R CRE
KENRA O B U TEREIE ST ICHRR L, RO FROMEREZIToT-.

EIROFD e~ e AT & M & U7,

T, T TR, BE AR, JEE, FE, BEEROYLANL, 10 vol% iR R/L< ) U CRECL, R
L7-.

MEBOREIZSEZ[ME L, BRORER L.

17.7.29. HEREDEHE
MHEIRHE (ALEaRE, WEVITHE), FHATE/RY) OREOLEL, WEOHMNOE4HETI
H 1 E#8ZELE.

17.7.210.75 5 BOBEYOERRUVREZEENAITE

BEMWE, TE 5 BIC_y b B4 —F R U 7 A (40 mg/kg) DRERERFSZ L 2 Rl T CHE
KERA SR L TESSESVT-RITHRB L, EREEREE SRR EZ1 17,

PHBL R ORI R AT L7- (B 1-RFE: AB204, # hT— -« b L FEREH). avEid—4
HELT-.

KRB HE L A ECTHRL Ty EELEH L.

17.7.211./85 5 BOBYORIEREZRE
N, & AR, BERAR, SRR, 7B, BROFURIFONCEIR TR A 57z 1000 mgkg BEOH
1, 10 vol% ke R /L~ U o CREIE L7~
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SRR K T 1000 mg/kg BEOL 6 ] @WAESOAVIE) (20T, IR, =, B, ARAKOE
(1000 mg/kg FEDA) O HE BetAfiEAR 2 ER L, piftamrnind o 2 L7

10 L% DIRE - MHREE, 10 vol%HHEfE#E R~ U L ORE LT,

17.7.3. HEBMOLETEHRARE

2 ARG X7 B ME & SNCEEER & R EREN TEMSE B OF ORI 1 x5 1 ofAAD
- ClREAN = .

RECIRIZI4 B A RS & L, RRMESE CEmlRERNL S L=, 72771, 204CBata184 H LAPIZ
PYINARR LT, RRMERIIARIRE—TRZNATY, BRSO T2 MR U - tEs %
ZEEMHE LT, FOAEIROR & LT

17.74. ‘REMY
17.741. HERERE

HHPERFICHRHBE R B L, SEREDSEL, F/ERBRUNEREOREZEZE LT

SEEEIRNY, REAREL (B KR PB3002 XL PB3002-S/FACT, A k77—« kL R¥kEtD),
BRTE, 10 vol% M EE R~ U U THEL, BE LT

U T OBIEHIAR B L, ERNBEMIC L DRI/ bD L L, EERICED
7z,

17.74.2. —i%IREE
W DOHMOMFE R O—RERBOBLYT, 1 H 1 EfT-7-.
BERRICAR] 722 R8I, 6 L2 IREMISEEMIC L VMR EIN-b 0L L, M IRICE O -,

17.743. ECREM)

L IREMWIE, (REAMNT L (EFRFE PB3002 31X PB3002-S/FACT, X hT—-+ FL FEEE
), TR L7z

REMDED U DEEITIZEEE L, EREROAER L.

17.74.4. (K&
(REI, W& 0 KU4 IZHIE L (BBFRFE PB3002 & PB3002-S/FACT, A h5—+ hL K
Heh).
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17.745. THE 4 BEI&

IREWIE, WE 4 BIC 20%A Y 70T A L BT CIERENRS B L L T 887215,
Bz,

17.75. EBT—H2OEHEK

IR (%) = RRALEWIEYIREEMWHL) x 100

AR (%) = CZIAMER Y 22 RSB * 100

HIFESE (%) = CHTAE T HPEMER B2 HHER ) > 100
YL (B)= 2t H (W& 0 B)- RHMGEH

FIRF (%)= (ERBUEIRERE) * 100

SYifeR (%) = (R HIE R BUAFRED * 100

WOREL=E (%)= (50 A OFEREYERE) x 100

AT (%) = (H 0 A OFETSRHHEERED) * 100

54 A DAEFER (%)= (B4 OAEFRBYHEER OFAEIRE) x 100
PELE = M

HREFOHIE (%)= GMREF AR BB RE) < 100

17.8. #EtPBO5 %

BIEME OIS, T X 2T 7z.

FokHELE, BartletthE? RUFREY 1T 5%, #OMOBEImIE 5%&E 0 1% & L=
—fRIREE, R TOR, pH, EAE, 7 RNUFE 7 AR U EY, B, vaevl s
— 7 R OV OV ZEIRRAT FAZ DU TG SRR A T 72 o T AL O A2 B2 D —fi%
KRB, AE, BEE, FKERUSEHNBE (FOB) I3EMOBA L. REoIER L i
DY E 1AL E U, REWOFRET—EOEE L EERELZEH L.

a) fAHE, BEHE, BKE, JHNBE (FOB) (BT AHR, HHE, SIH ERY KOESILAH
WEE, B, A%EDE, RE, JRHE, WRFEORE, R CERE, ke
VIRRE (T3, T4, TSH), sEEE (MHXEEEET), HIELE, REFTEHE, SR,
IERARRL, BHPREL, WHEEREL, WH 0 0 o R, FEERIMOWTE 4 A OATFR
[ZOWTHE, ST CEBME N O =L FHE L.

RIZ, BartlettfiiEIZ & 0 2O HRVEZRRE L7, ZORR, F0MOBNIIXITRTE & 45
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R 5RE L OB TDunnetthfE > & 50 L7z, AESMOBEAICIY, SHRRE L Sy
T 5 L ORI TSteeltiie ® % Ehi L7z

ARE, MR, WoEHR, AR, WE4 HOETE, MR OAREEOHBRICD
W, AR CTEIEA ORI R A R L7,
RIZ, XTHRHE & SPERMEIRGHE & O T Steel #R7E £ Eht L7z

IR OMEORE, HEE, KE, K& RIECE MKRFEIRE, MiRECErRe
FOSREEE (A EEE2 5T 1[22o0 T, FREICE O xHHREE L 1000 mg/keht & ORI T
BMO—BRIEOREEZFER L, SHBOBAIZIESudent DtRE Y, RESBOBEITIX
Aspin-Welch?t ##:E ¥ % F2hi L7~

TEMZLEEE (FOB) (72721, HER, $HE, 6 130 RUES AVEEEFR) ROWERIS
EREIZOWTIE, BHECTEEROHHEAFEL L. RIZ, Steel 1E % Fhin L7-.

R, TR OMERIZOWTIE, <IREE & BB E & 548F & OH] TFisherd EfER:
ED B FEM LT

TREGHRR AR ICHB VT, 1000 mg/kght TEM PRI B RE S 4L, 250 KU 62.5 mg/kg
B OWTHE 23 L2 B OFT RIS oW T, e iR & S % 55 L O TSteel
WRE % FEME L 72, 1000 mgkgFEIZ B W TxHHRRE & ORI A BEARRO bh B &g,
Cochran * ArmitageD{E[FIEE Y & HOCHEMISHEORTE 21T~ 72

M IR T B OMED B OIRBERARRZ AT IS0 TS, XHHRREL 1000 mg/keht & ORT
Wilcoxont# i 7 & 566 L 7-.

Dunnettifi & M OSteelff & 121%, #7H Sy & — U SASOPROBMCE ! 28 F L 7-.
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18. FERKER

18.1. REHGEME

18.1.1. —f&ikee

18.1.1.1. 5 HARhift (Table 1; Appendices 1-1—1-4)

FECHISGTBRSEANE, W T OBHI LR b7z,

1000 mg/kg BE TR BZIZ—@YEDFIED 10 FliCA BTz, 250 BTN 62.5 mghkg A ONI LT
%, —RIRBORFIA LR Tz

18.1.1.2. ZEHARE (Table 2; Appendices 2-1 — 2-4)
SET BRI, \PILOBHC B3R B AR - 72,

1000 mg/kg B CHRGAZIZ BIEDTHEN 4 FllZA 64177, 250 KT 62.5 mg/kg BEIF UM SFHEEET
i, —IRIRBORTIA LR D 0T

18.1.1.3. [EI{EHAREhi# (Table 1; Appendices 1-1—1-4)
SETHSGTHBSBNIE, W T IORIC LR LIV o Tz,
WTHOREE S, —ARIED BT IH LR T,

18.1.1.4. [E{EHIRItE (Table 2; Appendices 2-1 and 2-4)
FECEIUTHEFESNSE, W THLOBRZ L3 bR Tz,
1000 mg/kg #EM USHIRRETIY, —RINEOREIIA LR -T2

18.1.1.5. RECEFER (Tables 3, 4, and 5; Appendices 3-1 — 3-4, 4-1 —4-4, and 5-1 — 5-4)

FELCH, WRER, FREEGISGIREEGNY, WTHOBEZ LR L o7z,

1000 mg/kg Ff TR RO FRMED S ABLBRAGHT A OSBRI F i 6 49, aEAR AR I X3 il i 7.
250 JTF 62.5 mgkg FEIFONTRTIRIETIE, AQREBHAART, ASRCHIRIH, SRR 5 K& OV & IR
&b RIEDEF 1T BRI Tz,

18.12. A&
18.1.2.1. 5 HRhi# (Table 6; Fig. 2; Appendices 6-1 — 6-4)

BIGHEL b, I L LA THRBE A DIEREICATEE I DR T2,
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18.1.2.2. H®X5HAMIFIE (Table 7; Fig. 3; Appendices 7-1 — 7-4)
BRGHEE b, xHRHE L LA TEBTE A ORI EALA DR A o T2,

18.1.2.3. [EfE#fIthi# (Table 6; Fig. 2; Appendices 6-1 — 6-4)
BRGHEE b, xHHRHEE A TERE A OFREICH BRI Lo Te.

18.1.2.4. [EIfEHARItE (Table 7; Fig. 3; Appendices 7-1 and 7-4)
1000 mg/kghf TIE, <FHREE & B TEAIE B OIRERICA BAITA DIV o T,

18.1.25. XECEEMFE (Tables 8, 9, and 10; Fig. 4; Appendices 8-1-8-4, 9-1-94, and
10-1 — 10-4)
BGHEE b, FHEEE L A TEBRTE A OFEICAEARITA LN o T,

18.1.3. {EfiE
18.1.3.1. 5T (Table 11; Fig. 5; Appendices 11-1 — 11-4)

BREGHEE b, RIS LA TEHANE B ORIIRICAEZEI S DI T-.

18.1.3.2. % 5HARIFM (Table 12; Fig. 6; Appendices 12-1 — 12-4)

62.5 mgkg BETIE, KHBHEE WATHR G 5 B ORI E RS A b, B 5EIEF
LTEZAETIEZRNZ & D, FHEFHIRE LB X DRV, 1000 X TR 250 mgkg BETIE, *HR
T & He~ O IIE H OB SO B3 g o Tz,

18.1.3.3. [EEHARIFHE (Table 11; Fig. 5; Appendices 11-1 — 11-4)

62.5 mg/kg BECIL, AR & HAClaliE 2 U OBEERICHRLSEN A LD, BERICKTT
LIZZETIARNZ &2h, EEFRIEREL IIEZ b . 1000 KU 250 mgkg BT, XA
B L e THEANE B OBEICH B2 35 LR o7z,

18.1.3.4. [EIfEEARAF I (Table 12; Fig. 6; Appendices 12-1 and 12-4)
1000 mg/kght TiE, RHEREL ELTRHES A OEEREICABEREEN A O N2, —BEDE(T
fOBIE BIZEFIIA LN TG, B L 133 2 S,
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18.1.3.5. XECEHIER (Tables 13, 14, and 15; Fig. 7; Appendices 13-1— 134, 14-1 —14-4, and
15-1-154)
BEEREL S, SHREEL ILTHAE H OBEEEICA BT DR T

18.14. #HKE
18.1.4.1. 54tk (Table 16; Fig. 8; Appendices 16-1 — 16-4)

FBEREL &, L EATHINT B DEKBICHEZEIA Lo 7.

18.1.4.2. 54/t (Table 17; Fig. 9; Appendices 17-1 — 17-4)
BREFEE G, SHREEL LA THE H OBKEICA BT DN T

18.1.4.3. [E{EHARIti# (Table 16; Fig. 8; Appendices 16-1 — 16-4)
KEBEREE S, SRR LACENE H OROKEICE B3 A Lo Tz

18.1.4.4. [E{EHARIItE (Table 17; Fig. 9; Appendices 17-1 and 17-4)
1000 mg/kg #ETHE,  KHRRHEE L FEATHRBNE A OBAKBITAEZEIID DR T.

18.1.4.5. RECEFER (Tables 18, 19, and 20; Fig. 10; Appendices 18-1—18-4, 19-1 — 194, and
20-1 — 20-4)

1000 mg/kghE T, XHBREL Lb_THR 59 H DK B BR BN BN, TRkt IR

FIIRRO LN IND, BHEFREE L IIE 2 LIV, 25010625 mgkeghtTlE, XtHEREL

A TEHIE B DIEAKEIZAREEIIA DIV - Te.

18.1.5. FHl7cERE (FOB)

18.1.5.1. ff (Table 21; Appendices 21-1 —21-4)

KERRHE & FE~XT1000 mg/kghE THIHEEM O AR KE, 62.5 mghkg TIINLH EAY MDA E R
BRI ST, TN BB GERBRIOZ(LTH Y, BEANEE L IEBEL LNV, Fo
250 mg/kgf CIIHBRE L LTI 57, 21K ORT HICHERIEEOF E RS ERZ A DD, #E
BIEKFE LB TN e, BRI LITEZ L.

18.1.5.2. It (Table 22; Appendices 22-1 — 22-4)
1000 mg/kg BETHE, ARREL HEN TS 21 HICHERBIEO A B2 SERH LR, MoOBIE
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HIZEIEH SN L, BHEFHEVE L 3B Z SR,
250K 1625 mg/kght T, FHIE B OWTROIB OIZ B i Hnrzhs o7z,

18.1.5.3. XECEHME (Table 23; Appendices 23-1 —23-4)
FREREE Y, FHAEH OWTNOIEHICE BT A bR Tz

18.16. RELE
18.1.6.1. IRE5HIRMETHEE (Table 24; Appendices 24-1 — 24-4)
FERGEEE b, BEAIZETIIR DRI T2,

18.1.6.2. ISR THM (Table 25; Appendices 25-1 — 25-4)
EREEL Y, SHEAIZEFIIA LN 2T,

181.7. 1EH
18.1.7.1. IRE5HRE THEE (Table 26; Appendices 26-1 — 26-4)

BIRGEEE b, SHHERE L TR R ORI DB NIC A EAITA LR T

18.1.7.2. R5HARMR T (Table 27; Appendices 27-1 — 27-4)
FRGEEL G, SRR & TR R ORI ORI A BT A Lo T

18.1.8. BHFEFH=
18.1.8.1. IRE5HRIE THEE (Table 28; Appendices 28-1 — 28-4)

62.5 mg/kg HETIE, RfMHE L FoXT 10 20 IR THIE LIRS 6 123 0 MO A B AEAER A S
7oy, BGRIKFE LT TIARWT £205, FERHEEER L ITE 2 bR,

18.1.8.2. REHAMHE TR (Table 29; Appendices 29-1 — 29-4)
BARGHEE b, RREEL AN THREH B I EEITA LR T

18.1.9. FRIRE
18.1.9.1. 5 HIMH& TEFEE (Table 30; Appendices 30-1 — 30-4)

BERGRE S, AREEL AN TRERORIEEICH BRI DN T,
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GRGTEL G, G, pH, EOH, 7RO 7Rk D LEy, B,

BB & HIEFRRRE Th - 7.

18.1.9.2. BEHIRMMRTHM (Table 31; Appendices 31-1 — 31-4)

BHRGEE S, SHHREEE AN TREROREICHEEILA LR T
FREREL G, @A, pH, EAE, 7RO, 7 MK e UL, Eim
F OB R S HIERRRE CH - 7.

18.1.9.3. [EIEHARR TH# (Table 32; Appendices 32-1 — 32-4)
1000 mg/kg BE T, #TEREE L LN TRIEOHE 2SS HN A Bz,

SRGTFE L, G, pH EAE, 7RO 2Rk EUEy, En

BOVEEITHHRRE & HITRRRE Th - 7.

18.1.9.4. [E{EHARETHM (Table 33; Appendices 33-1 and 33-2)

Study No. 100330
SERR

vaely )=~

, vavel )=

vy ) —r

1000 mg/kg BETHE, SHHREE L LN TREM ORIEICH R ETA LR - T2,
1000 mghkghtTid, &3, pH, EHE, 7 UM, 7 MR vUAEy, B, very /—

7 R OV IR & R Th o 7.

18.1.10. MAEFHIRE
18.1.10.1. IR 5 HiRR T 5k (Table 34; Appendices 34-1 — 34-4)

BRGREE Y, MIREE L AN CENEM B IZA BRI A Lo T

18.1.10.2. IR S HIRE THs M (Table 35; Appendices 35-1 — 35-4)
BHEGEE S, REE L AN TEAET H IO EAIT A LR T

18.1.10.3. [E{SHARE T BS54 (Table 36; Appendices 36-1 — 36-4)
FTIRGREE S, RS AN THBER B I EEITA LR T

18.1.10.4. [E{SHARN4E T 5l (Table 37; Appendices 37-1 and 37-2)

mmmygﬁff,ﬂ%ﬁ&mNTMam@ﬁﬁ&ﬁmﬁA%Mkﬁ XTRERE & DEIEDTH
2L, RMEREKOANE V0 vy BT T BN 2 L ONCRBRER OB 7 — % DOl
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[MCHC: 36.1 0.5 (¢/dL); Attachment 11] INOZHETH B = Lk, $EIc L o8 L 135
oY (AN

18.1.11. MARELFEHVIRE
18.1.11.1. IR 5 HARE T H5# (Table 38; Appendices 38-1 — 38-4)

1000 mg/kgFE T, *HHREEL LR CIRFBEZOG BN, Y o of B2 MNR L.
2502 162.5 mg/kghF Tid, *TEREEL LN CTEAET B I BETA LN Tz,

18.1.11.2. I 5 HIMR T H5H (Table 39; Appendices 39-1 — 39-4)
1000 mg/kgfE T, *HBEEE AT H U U AOFEREEN DT
250 0%62.5 mgkght Clt, *B#E L X TEBAIEHE B IZAEAE I A LN - T,

18.1.11.3. EISHARL T i (Table 40; Appendices 40-1 — 40-4)
BRGEEE b, KRR & LA TEETR A B AT A bR o Tz,

18.1.11 4. IS HARSHR TREE (Table 41; Appendices 41-1 and 41-2)
1000 mg/kghE TIE, RFEREL LR CTKREEBICH BZETA DIV 7e.

18.1.12. MRILEVEE
18.1.12.1. I 5 HARE TH5E#E (Table 42; Appendices 42-1 — 42-4)
KBeGREE 4, RHEREL ERTT3, T4AROTSHIREIZ A B A Lo T,

18.1.12.2. 1 5 HARML T H5tE (Table 43; Appendices 43-1 —43-4)
FREREE b, SRREE LERTT3, T4ROTSHIREIZA B ZITA DN T,

18.1.13. L& R
18.1.13.1. 1R 5 HiR#R T H5i# (Table 44; Appendices 44-1 —44-4)

1000 U250 mg/kght TlE, AIBEASEIRE RSB A DTz, REEETIE, mfAtEO RO/
R UMK, FEE ERO/UER BN A ST, 62.5 mg/kghf TIEEF IR DI T,
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18.1.13.2. IR 5 IR TH5M (Table 45; Appendices 45-1 — 45-4)
10002 U250 mg/keghE Tid, BB ASIEARIE D ESEINZ A BTz, 62.5 mg/keht M OSHHREE CIZRE RIS
H ORI T

18.1.13.3. SRR T B5f (Table 46; Appendices 46-1 — 46-4)

1000 mg/kgfE T, FEHN ONER BIRO/IRHE AR MBI S0y, AEVEOFTR THA Z Lnb,
WRRIEC L DFBLI1TEZ L. 250 mg/keh¥, 62.5 m/kelE M OSHHBRECIE, BT AL
Niphoi-.

18.1.13.4. EI{EHARHE T Bt (Table 47; Appendices 47-1 and 47-2)
1000 mg/kghf & OSIRUEECrE, BEIA LR o7

18.1.13.5. 3T ECEEEE (Table 48; Appendices 48-1 — 48-4)
1000 mg/kgdtTIE, RIBRBALED 12611224 GA7-. 250 me/kght, 62.5 mgkghER USHIREE Tl
BixHonighotz.

18.1.14. H[EE=
18.1.14.1. % 5 HAML T ¥ (Table 49; Appendices 49-1 — 49-4)

FIKEA DIRELY, SHREGHEE SRR L LN THBERIIA DIV Tz,
HREGTHEL b, AL AN THARE O HE R O ERICA EAETA bR T

18.1.14.2. I 5 HIRE T H5ltE (Table 50; Appendices 50-1 — 50-4)
TR U OIREY, BRGHE bR E LN THEEITA DR -T2,

62.5 mg/kgl TlE, XREEL A TRHOKH EREORE R DIV, REBIKEFELE
AL TIFIRNZ £ h, BRI L ITE R DR,

10005 U250 mg/kght Tid, XHRRE L L TR E Ot EEN MM EEICH BZEITA LD

o7,

18.1.14.3. [A{EHARFE T B5 5 (Table 51; Appendices 51-1 — 51-4)

TR U OFERS, KBS bR E L THRELA LN -T2,

BEGHEE Y, IS A TR AE OREXTE BN UHRTE &S B BT A DIV -7z,
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18.1.14.4. BSHARHE TH5ME (Table 52; Appendices 52-1 and 52-2)
TR A OREIL, 1000 mg/kghf TIIxH#E & LS THEATA LIV T
1000 mg/kghf Tl, *HEREE X TERRE O ERER U ERICAEAT AR Dh Tz,

18.1.14.5. X ECEEMEE (Table 53; Appendices 53-1 — 53-4)
Tt A OWEY, BEGHEE bR L N THERIA DR o T,
BPEREE b, SR & S TIRR KON B Okt B R ORI R EICAEETA DN o T,

18.1.15. JREBMERFIFRR

18.1.15.1. X 5 HARRE TBEHE (Table 54; Appendices 54-1 — 54-4)

B /1 H LR OEFLRA3 1000 % U250 mg/kght Tofilefl, 62.5 mgkght C2Hlizih b, £ 0
FREEIE1000 mg/kghE THAFEE, 250 mg/kehf TRAEL, 62.5 mgkelf CIKBE TH 7. £/, Al
H DIBSF3250 mgkeff CIHNZH B, ZOREZIKBE TChH-7. ZABITADS 5, #iF
A EREDIBER 1000 K% U250 mg/kght TRt & SN THEEPRO b, 2 OHERISED
R STz,

FOMOEE LT, TIORLUITRAE .

fili: AW B A SR SRR Gl A BT,

Welige: /N ZEOZERE) SRR TN A D7,

FERL IO REE OZREDSHREE CUFIZ A DAV, FIRRFHIIEER O/ VL & Ok LI OV
K IR N LRI SNl Ch o 7.

FEE B MRIMEOZERNR K OVEIEN ORIBFRIE A S HRRE CLBNZ 2 DTS, W b EIRIFIC RS
oo/ UE S DAL DN RS BRSNS A B T2 Th > 72,

ATSZJRAEEE: AR X EREE T LA, 1000 mg/kght T2HNZA DAz, *TBREEO VENTARRRE RS
B/ N R DAL ONORE B AR N LR b T B Cn o 72

THE(A: FET531000 mg/kghE TLHNIA DT,
ARER: AN D R M OMEIRZE 631000 mg/kghE CLHINZ A~ BT,

7235, 1000 mgkghElZ o BN I BT CHLBHBIER SNWAFLTH D Z L, FOMBUHE
IXTHREE & LA STEENRRN T &0, REIE(L S Il SN 5.

FOMIZIE, 1000 mgkght X OSHERETHE, Og, <&, i ST ST, &E, + 48
B, 2505, TG (S DOURE ST, B R, ERE MR, MR, TEAY oo SHN, ABRNETY
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oS, RR BEE, HEsE EEME AT, BIE, FURE (BERUMEZET), KM, /I, 1,
TriE, FMRE, ~N—F I, 5 CBREZETs), AWME (BREZETe), RIRER RO R
[ EC Y (VA Ryl

18.1.15.2. 3% 5 HARIR T Ktk (Table 55; Appendices 55-1 — 55-4)

M A E R LR OBRA L1000, 250 K% UR62.5 mgkg#t TSHE2HIZ A B, F OFREX
1000 mg/kght THEERE, 250 mg/kghf TIRAE, 62.5 mgkghf T BE N IIRE TH 7. i,

ATE OEE)250 mgkghE TIHNZA DI, FORIEIRITITH-72. ZNHFTRD Y B, FiER
T B ORI, 1000, 2508 0N62.5 mg/kefE CRHBRE & LN CTHEZENRD B, M oHEN
ISPE bR ST,

ZOMICIE, 1000 mg/kghE X OSIERETIE, (O, B, &, ATHE, e, PR SETAR &’
H, 8, 22, Bl (A UREGT), B, e, B, B, R, TREY SN,

IBRARE Y oo NHl, B, BEDE, URSE, 72, 1E TEE G, HIRER (BR/MEEET), KN,

AN, G, R ASERS, RRER, —4 R, ME (BREAET), RIRE (BHAET), K
LA ORI BT D iVe o Tz

18.1.15.3. [EI{EHARE T BFi#E (Table 56; Appendices 56-1 — 56-4)

H: BTERE RO 1000 K U8 250 mgkg #T 6 FlI&HIIA B, FOFREEL 1000 mgkg
TEC O BB MTHE, 250 mgkg HFCIO<KRE Th o7z, ZOIRIE, 1000 2T 250 mgke T
THRIEFE S LR THEENED b, M ofERIGE LA SN, 62.5 mgke BT, Hick
FILA O o7z,

FOMDAEE LT, PUFIORUIEFTRAE LD, AMIVEDBRAA L & Hkr S 5.

FEEL RHIEO RS DZHEA 1000 mg/kghE TIHIZ A L2, SRR IIBE UFEHE HERD/)s
AULNBLNT=BITH - 77

FEEL LA JTBIMEDZEREDS 1000 mg/kg BEC 1 FISAHINTEAS, FURRIF R & OFEEL |- (R o/ MY
BB BT FThh -7z,

18.1.15.4. EIEHARHR Tt (Table 57; Appendices 57-1 and 57-2)

B BTE LK OEFRAS 1000 mgkg BET 5 FIFNZH B, FOREET D BREE NIRRT
otz ZOFTHIE, 1000 mgkg BECHHREE & LLANTHEZAED O bV, xIREECE, BicR
(CARCINSY (AR el
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18.1.15.5. 3ZERREEE (Table 58; Appendices 58-1 and 58-2)

B B8R LR OB 1000 mg/kghE TOFFNZA B, FOREIIBE X IIHSEETH -
7o, FEz, AIEOEEH1000 mgkehE TIFNZA DI, TORREIL T SEBE ITRE Ch-o 7z
1000 mg/kghE R OSefREETIE, IRE, 8, BERUHMBICEE LS ONRh-oT:.

18.2. HREHAESM
18.21. HEWMIDEIEFRE
18.2.1.1. FIERE%K (Table 59; Appendices 59-1 — 59-4)

EPEREE G, WRERE L FE A CARECBAGRTOFES- IR (14 HIH) OBIEEEIZAEBARA LI
ARyl

18.21.2. RKEFMEBH, REE, ZHMHMRUZHAE (Table 59; Appendices 59-1 — 59-4)
WTHIORE & S BN AHRRLEHR4 BUNIZARRE LTz, &BFRE, WINoRfs $100.0% TH -
7. RRFTE R, FERGHEE LR L ORICAEZEIIA LN T,

TZRAME Y, SHBAECLENSERD HNZTZT T, ZHRFRI, SRGEEL bxBREL O E=EI
SRSV (RAY IRy il

18.2.1.3. ITYREARS (Table 60; Appendices 60-1 — 60-4)
THRIARIY, ABRGHEE LRI L LR THEEEITA LIV o T

18.2.14. MEIRENE, BRBRUERKRE (Table 60; Appendices 60-1 — 60-4)
BHRGEE S, SR R TIHRERE, BRERUERBICHE BT A LN T2,

18.21.5. HERE, NHRERVEIRE (Tables 60 and 61; Appendices 60-1—60-4 and
61-1-614)

HEESRIL, W OREL $1000% TH 7=

SURREER VEBEIRIBICIW T, WThOREE LRFITA bnehoT.

182.2. 'REm
18221, #HERH, REERH WEOBDOILERY WE O BOML, HHhE ROEHE
RUHAEE (Table 60; Appendices 60-1 — 60-4)

FIRGHEL L, SR L L~ GRS, FEEVEE, WiToR OB AR, WHE0H DML, 2
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W, ROEHE L OHAERICHEBZELA LR -T2,

182.2.2. REMIO—RLIKEE, HE 4 BOEFRE, HE 4 BOML, WE 4 BOEFERUS
FEF (Tables 60 and 62; Appendices 60-1 — 60-4 and 62-1 — 62-4)

EEGEE S, R ETHE 4 HOAFRE, WE 4 BOMILEROVEE 4 HOAFRICA

BEIA LR

HERONRERL, WTROBIZ bR bl
IR O—RLRIEIZINT, WTOREE G RFEITH DR T

18.2.2.3. REMNDIAE (Table 63; Fig. 11; Appendices 63-1 — 63-4)
FHGREE G, SR L EAATHEOL UG H O AAE, WHE0L UM A O— 5 A,
HEOR T4 U O—REEFHAEICH BEITA LRI T2

18.2.24. FEERR UL REMIDFUERTR (Table 64; Appendices 64-1 — 64-4)
WTNOREL b, BEITH DN

18.2.2.5. REMINOHEE 4 BDOEIWRFTR (Table 65; Appendices 65-1 — 65-4)
WTHNOREE b, BEEIIL LN T,

19. EE

Iy B2 BEDT y N ERWAROREGIC XA KEERGENE - ERAEEEFEBR TV, Mk

IR 5 R B A R B & L biT, MEIMEGE, RRAITEN, 2R, ZHEW O3
RO & OMEEEN O AT TENC KAF T BN DUV TR L7z, #5-&(1E, 1000 mg/kg/day

AEAEE L, LT, 250 mgkg/days TR, 62.5 mgkg/day A {EAEIZEE LT,

FAEPe 5 K DDV T, SR TR T OREORE, MR OMERIZ L38O 5

by Y

—HARRED A L E LTI, B, MEROWER & 1 1000 mg/kg B CRUEA A HAL7-78, F5-H%IC—iE

ﬁ_mbbntwéfﬁb,Eﬁ&k@@@ﬁ%%éwi@&%@ﬁm&Ur@mﬁ P N (A

HOLNRNT 0D, BERWE ORI S B LT S, FBHER & 1370 &0

7.

ANE, HIFRLOROKEIZE, B MR OWER S B TER T 223 bhiai-oTe.
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bR
FEAZ@IEE (FOB)TIE, K, MEMUMER & LR EICERT 223 DI Aip o7z, SRR

&, BAONROBEREEEITE, GRS TN DRI E IR 5213 b

o7,

PR TS, [EHEHARTRE THRFCHED 1000 mg/kg ¥ CRICTD SR A B AV273, SBRMERR O &
=& D& [JRECE: 1.046 £0.011; Attachment 16] NOLALTH D Z Ehb, WRWEIZL 5%
BLIIEZ DR,

MIEAAIRAT ClE, B GHAMIRE TR ONBERAIAE TRA MR E & & iR BSR4 2 2 ki A
Y VA

MR SRR T, G-I TSI 1000 mg/kg #F TIRFERDEIEKR UK Y > D
fiE, 1D 1000 mgkg BETH U 0 LOEMENALINTZD, FOMORE TIEZ 5 & BhET 51,
TGSt 2B, HED 1000 mgkg FEDRBER N O Y o) D 1000 me/kg FED L
U7 L0, BB O 57— OFFH [MEOIRFRETR: 163 +£2.0 (mg/dL), HEOHREY ©:7.5+0.7
(mg/dL); Attachment 12, M7 U v7 h: 4.01 +0.24; Attachment 13] NT&H 2 Z & 56 bR AL
LEZLND.

MF AR BEIE (T3, T4 KOVTSH) (28T, B G HIRRE TIRACIMEGE & BB E IR 5
TR D e T,

FIEETIE, B G AR TIRR IR OMED 1000 KO8 250 mg/kg FEIFONZHER > 1000 mgkg FEHZES
WCHTERSBNRE N2 DAL, ERRERE SRR A TIE, B SN TRRCHERE & & 62.5 mg/ke BF
D OETE R B OB R DAL, OREICIHERISHEDZED b, HEH O 1000 mgkg
BICB W T HRTHICFERROFEMAMR TP RAA b, £70, BB TRICHER QD
250 mg/kg BRI ONIMER D 1000 mg/kg B2 RV CTRIB IIBBEN A LI

A0 5 U BIHIpHA T, FERAMEA T LTS Y. MEMEORAMWEICL Y 7 v METFICE
B, UOACIREARAEL, WS & & bICHAEMROBRLMEL S Z EBMONTHND 2
ERns, ARBRCRTE ICA BN NS DFTRL L A2 & LV BRORREME T4 5 A RS & HER
INnd. UL, 2 BEOESOHRIEC LY WIRAIZIEHERE S 12 1000 mgkghEl BV T HATH
IZRIEA DR o T SRERRR AT, HETIE 1000 & TR 250 mg/kehf CRIF R L O
FERIN IR BTN, ZOREEIFHL 72D, 62.5 mgkghblZBW Tt Z OFT A LR 2o T,
HEDRMEREE 1000 mg/kgfE DA T 7273, [OEHIFIRE TRIZZ S 7 BRI R oOTRE
i, BESHIERE TREOZIU AT 520259 < o Tz, B RoB R QYR B FRIPT A
DFERDG, 2 WEAOEEGOFILIZ LY ZOREM T D OSTRE L, BEEMCSH D &5
Sy (8

EEEICBWT, RGHIRME TERNCEE, HEROMERL DN R HEIIRIR TR 2R & & 3R
(R T D5 E AR bR Tz,
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TREHR RISV TS, o< IR b ZET RLSNT, Mk & S E I
T HEAGIEA DRI T,

BEWIOERFRAFRIEZ OV T, U BIGRTORGHIHE (14 ) ORIEREL, RER, ZE
FrEE A4, SHAMES, SRR, LTURMARE, MR, RS, BREL BRE, SifikER O
EIRREIZY, SRR EISER T DA iEA b e o7
IREMIZ DUV, RRHIEIRS SEEIREL, THE 0 H OB ERE, mihsl, RO, HAESR
Lk, WE 4 BOAEFERE, WE 4 BOAFE, —MIRE, WE 0 R4 BOKRE, SFRKUTHE
FRATHUCIY, HER BRI 2B T bR oTe,

PLED X5z, A7 7 BEORERY, WS b 62.5 mgkg &5 TR RY LR ORFLNGFE
DO LD 62.5 mgkg/day At & B 2 HAVD. ARERAEFMEFH LA RIL, 1000 mgkg
B CHEfEL L OTNOIRBICHEERRD bR -T2 2 &5 1000 mgkg/day & & X HiLA.
RE ~DOHZEET, 1000 mgkg G T TNOIEAIZH ZENRD NPT 2 LD

1000 mg/kg/day &5 % 6h%.

59



Study No. 100330
e IERR
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10)
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FIYEHIZE T 360N 4, MSDS.

Z 0 B R OERP COLEMEMERARR (ARG E, WRES:
092130), HERASHEAANA F ) F—F & /57% PR, 2010.

T B EDT y NERWHRORGIC X KERGEE - ARAE
HEHFAERBROTHRBR EBE B 100330P), MRS tAA A F Y —F & —
ESHT5CIT; 2011.

Snedecor GW. Cochran WG. Statistical Methods, 7th ed. Io: Iowa State University Press; 1980.

Dunnett CW. A multiple comparison procedure for comparing several treatments with a control. J
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Steel RGD. A multiple comparison rank sum test: Treatments versus control. Biometrics 1959; 15:
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Table 1. General clinical signs in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

19

Group mg/kg|Number of males Days of administration
and general 1 2 3 4 5 6 7 8 9 10 11 12 13 14
clinical signs [Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Numberofmales |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 12 12 12
Normal 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 12 12 12
octanoic acid 62.5 |Number of males |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 12 12 12
Normal 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 12 12 12
250 |Number of males |12 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 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 12 12 12
1000 |[Number of males |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 12 12 12
Normal 12 12 12 12 12 12 12 10 12 9 12 11 12 7 12 9 12 10 12 12 12 12 12 11 12 10 12 12
Salivation o 0 0000 02 03 010503 02000 0O01 0 2 0 0
Pre: Before administration, Post: after administration. (Continued)
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Table 1. (Continued) General clinical signs in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group mg/kg|Number of males Days of administration Total”
and general 15# 16 17 18 19 20 21 22 23 24 25 26 27 28 29°*
clinical signs IPre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 [Numberofmales |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 12 12 12 12 12

Normal 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 12 12 12 12 -

octanoic acid 62.5 |Number of males |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 12 12 12 12 12

Normal 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 12 12 12 12 -
250 |Number of males [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 12 12 12 12 12
Normal 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 12 12 12 12 -
1000 [Number of males (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 12 12 12 12 12
Normal 12 11 12 11 12 12 12 10 12 10 12 12 12 12 12 11 12 12 12 12 12 11 12 10 12 I1 12 12 12 -
Salivation o1 01000 2 02 0 00001 0O0O0O0CO0OT1 062 01 00 0 10
Pre: Before administration, Post: after administration. (Continued)

#: Start of pairing.
*: Day 1 of recovery.
a): Number of males showing abnormal signs at least once between Days 1 and 29 of administration.
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Table 1. (Continued) General clinical signs in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group mg/kg|Number of males Days of recovery

and general 2 3 4 5 6 7 8 9 10 11 12 13 14 15
clinical signs

Control 0 |Numberofmales |6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6
octanoic acid 62.5 [Numberofmales |6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6
250 |Numberofmales |6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6
1000 [Numberofmales [6 6 6 6 6 6 6 6 6 6 6 6 6 6
Normal 6 6 6 6 6 6 6 6 6 6 6 6 6 6
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Table 2. General clinical signs in female rats in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group mg/kg|Number of females

Days of administration

and general 1 2 3 4

5 6 7 8 9 10 11 12 13 14

clinical signs

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 |Number of females{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
Normal 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

octanoic acid 62.5 |[Numberoffemales|5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 55
Normal 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

250 |Numberoffemalesf5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Normal 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Normal 10 10 10 10 10 10 10 9
Salivation 0O 0 0 0 0 0 0 1

1000 |Number of females{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
10 10 10 8 10 10 10 10 10 10 10 10 10 9 10 10 10 10 10 10

o 0 020 0 0 0 OO O0OO0OO0O1 0 0 0 0 0 0

Pre: Before administration, Post: after administration.

(Continued)
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Table 2. (Continued) General clinical signs in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Study No. 100330

Group mg/kg|Number of females Days of administration Total”
and general 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29°*
clinical signs IPre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 [Number of females|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 10 10

Normal 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 10 -

octanoic acid 62.5 |Number of females| 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 55 5

Normal 55 5 5 55 5 55 5 55 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 55 -
250 |Number of females| 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 55 5
Normal 55 5 5 55 5 5 5 5 55 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 55 -
1000 [Number of females{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 10 10
Normal 10 10 10 10 10 9 10 10 10 10 10 10 10 10 10 9 10 10 10 10 10 10 10 9 10 10 10 10 10 -
Salivation o0 0 001 00 0O0O0O0O0OO0OO0OO0OT1 0O0OO0OO0CO0OO0OO0O 1 0 0 0 0 0 4
Pre: Before administration, Post: after administration. (Continued)

*: Day 1 of recovery.

a): Number of females showing abnormal signs at least once between Days 1 and 29 of administration.
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Table 2. (Continued) General clinical signs in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group

mg/kg

Number of females
and general
clinical signs

Days of recovery

)}

7

8

9

10

11

Control

Number of females
Normal

octanoic acid

1000

Number of females

Normal

L Ll

L Ll

L Ll

L Ll

W L i

W L i

W L i

W L i

W L i

W L i

W L i

W L i

W L i

W L i
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Table 3. General clinical signs in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Study No. 100330

Group mg/kg [Number of females Days of administration
and general 1 2 3 4 5 6 7 8 9 10 11 12 13 14
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 [Number of females|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 12 12 12
Normal 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 12 12 12
octanoic acid 62.5 [Number of females[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 12 12 12
Normal 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 12 12 12
250 |Number of females|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 12 12 12
Normal 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 12 12 12
1000 |Number of females|12 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
Normal 12 12 12 12 12 12 12 It 12 11 12 12 12 12 12 8 12 11 12 12 12 12 12 12 12 10 12 12
Salivation ¢ 0o 0 0 0 001 o1 06 60 0O 0O 4 01 0 O0OO0OO0O OO O0 2 0 O

Pre: Before administration, Post: after administration.

(Continued)
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Table 3. (Continued) General clinical signs in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group mg/kg [Number of females Days of administration Total"
and general 15# 16 17 18
clinical signs [Pre Post Pre Post Pre Post Pre Post
Control 0 [Number of females|12 12 10 10 8 8 3 3 12
Normal 12 12 10 10 8 8 3 3 -
octanoic acid 62.5 |Number of females|12 12 9 9 6 6 3 3 12
Normal 212 9 9 6 6 3 3 -
250 |Number of females|12 12 9 9 6 6 4 4 12
Normal 212 9 9 6 6 4 4 -
1000 [Number of females|12 12 9 9 6 6 4 4 12
Normal 211 9 9 6 6 4 4 -
Salivation 0 1 0 0 0 0 0 0 6

Pre: Before administration, Post: after administration.
#: Start of pairing.
a): Number of females showing abnormal signs at least once between Days 1 and 18 of administration.
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Table 4. General clinical signs in parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the

reproduction/developmental toxicity screening test of octanoic acid by oral administration

Study No. 100330

Group mg/kg [Number of females Days of pregnancy
and general 0 1 2 3 4 5 6 7 8 9 10 11 12
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 [Number of females |11 11 11 11 (r 1t 11 11 11 11 tr 1t 11 11 11 ¢ tr tr 11 11 1 e e 1 11 11
Normal SRR R S R R S S R O Y T R R R N Y N S T I T 8
octanoic acid 62.5 [Number of females [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
Normal 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 12
250 [Number of females |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 12
Normal 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 12
1000 |Number of females [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 12
Normal 12 11 12 12 12 12 12 12 12 11 12 12 12 12 12 12 12 12 12 11 12 11 12 12 12 12
Salivation o 1 0 0 06 00 001 06 0 06 00 0 0 0 0 1 0 1 0 0 0 0
Pre: Before administration, Post: after administration. (Continued)
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Table 4. (Continued) General clinical signs in parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Study No. 100330

Group mg/kg [Number of females Days of pregnancy Total”
and general 13 20 21 24 25
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Control 0 |Number of females |11 1L 11 11 L 11 1r 11 1t 1t 11 11 11 11 11 11 11 11 2 2 0 O O O O 11

Normal SR R R R L R L R R R N R VD Y Y A -

octanoic acid 62.5 |Number of females |12 12 12 12 (2 12 (2 12 12 12 12 12 12 12 12 12 12 12 3 3 0 O O O O 12

Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 3 - - - - - -
250 |Numberof females [12 12 12 12 (2 12 (2 12 12 12 12 12 12 12 12 12 12 12 2 2 O O O O O 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 2 - - - - - -
1000 [Number of females |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 2 O O O O O 12
Normal 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 2 -
Salivation o 6 0 0 0006 00 0 0 06 0 0 0 0 0 0 0 0 - - - - - 3

Pre: Before administration, Post: after administration.

a): Number of females showing abnormal signs at least once between Days 0 and 25 of pregnancy.
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Table 5. General clinical signs in parental female rats (mating groups) during lactation in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group mg/kg |Number of females Days of lactation
and general 0 1 2 4 5
clinical signs Pre Post Pre Post Pre Post Pre Post Pre Post
Control 0 |Number of females | 11 11 11 11 11 11 11 11 11 1m 11
Normal 11 11 11 11 11 11 11 11 11 111
octanoic acid 62.5 |Numberoffemales | 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12
250 |Numberof females [ 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12
1000 [Number of females [ 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12

Pre: Before administration, Post: after administration.
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Table 6. Body weights of male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

L

Group Control octanoic acid

mg/kg 0 62.5 250 1000

Number of males 12 12 12 12

Days of administration
1 390 + 14 390 = 11 390 + 11 380 + 15
4 404 + 12 403 + 14 404 + 15 398 + 21
8 417 £ 16 419 + 17 416 + 20 408 + 23
11 429 + 17 430 + 17 429 + 22 418 + 25
15 440 + 19 442 + 20 440 + 23 432 + 26
18 450 + 18 453 + 22 451 + 26 437 + 25
22 464 + 23 468 + 24 465 + 28 453 + 28
25 475 + 23 480 + 24 474 + 29 465 + 27
28 476 + 24 483 + 25 476 + 29 469 + 29

Number of males 6 6 6 6

Days of recovery
1 487 + 23 487 + 23 479 + 32 473 =+ 30
4 499 + 27 503 + 25 491 + 33 487 + 32
8 513 + 28 518 =+ 26 509 + 32 503 £+ 30
11 525 + 31 528 + 28 520 + 35 512 + 32
14 528 + 29 532 + 34 526 + 36 518 £ 30

Each value shows mean (g) + S.D.
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Table 7. Body weights of female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

€L

Group Control octanoic acid

mg/kg 0 62.5 250 1000

Number of females 10 S S 10

Days of administration
1 237 + 10 244 + 12 241 + 15 236 + 8
4 247 + 13 251 + 11 248 + 14 246 + 11
8 250 + 13 256 + 12 253 + 15 248 + 12
11 255 + 16 261 + 12 256 + 15 254 + 14
15 259 + 15 265 + 12 263 + 14 258 + 12
18 264 + 17 273 + 14 265 + 13 260 + 10
22 266 + 17 276 + 14 268 + 14 263 + 11
25 266 + 16 275 £ 12 269 + 11 263 + 14
28 274 + 17 283 + 9 275 + 12 268 = 14

Number of females 5 0 0 5

Days of recovery
1 271 + 13 - - 268 + 14
4 280 + 16 - - 280 + 14
8 283 + 17 - - 281 + 18
11 285 + 18 - - 287 + 15
14 289 + 16 - - 285 + 12

Each value shows mean (g) + S.D.
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Study No. 100330

Table 8. Body weights of parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Days of administration
1 227 + 14 227 + 13 227 + 15 229 + 11
4 233 + 13 235 + 14 234 + 15 235 =+ 11
8 238 + 14 242 + 14 239 + 17 241 + 12
11 244 + 15 246 + 13 243 + 17 246 + 14
15 246 + 14 250 + 15 246 + 17 251 + 15
18 258 + 18 3) 266 + 14 @) 257 + 12 ) 254 + 7 (4)

Each value shows mean (g) + S.D.

Figures in parentheses indicate number of females.



SL

Study No. 100330

Table 9. Body weights of parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 11 12 12 12
Days of pregnancy
0 258 + 16 256 + 16 253 + 18 257 + 13
7 292 + 19 286 + 16 284 + 20 293 + 12
14 326 + 20 318 + 18 312 + 22 328 £ 15
20 398 + 23 381 + 17 377 + 24 397 + 21

Each value shows mean (g) + S.D.
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Table 10. Body weights of parental female rats (mating groups) during lactation in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Study No. 100330

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 11 12 12 12
Days of lactation
0 304 £+ 19 208 + 24 288 + 21 307 £ 23
4 327 + 16 318 + 20 312 + 22 319 = 17

Each value shows mean (g) + S.D.
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Table 11. Food consumption in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Study No. 100330

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Days of administration
2 24 £ 3 24 + 4 23 + S 2 + 4
5 26 £ 3 27 + 2 27 + 3 24 + 4
9 26 £ 3 27 + 2 27 + 3 26 + 3
12 25 + 2 26 + 3 24 + 4 24 £ 2
Number of males 6 6 6 6
Days of recovery
2 23 + 1 27 + 2 25 + 2 25 + 2
5 26 £ 2 26 + 3 25 + 3 26 + 2
9 29 £+ 4 31 £+ 3 28 £ 1 29 =+ 2
12 26 £+ 2 29 + 4 27 £ 2 29 =+ 2

Each value shows mean (g/day) + S.D.

Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 12. Food consumption in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Study No. 100330

Group Control octanoic acid

mg/kg 0 62.5 250 1000

Number of females 10 5 5 10

Days of administration
2 18 £+ 3 18 + 2 16 £+ 2 16 £+ 3
5 15 + 3 19 + 2% 15 £ 2 14 + 2
9 15 £ 2 18 + 3 17 £+ 3 15 £ 2
12 18 £ 2 19 £+ 2 19 £+ 2 17 £ 3
16 18 = 3 19 £+ 2 18 £+ 2 17 £ 2
19 19 £ 3 18 £+ 3 17 £ 2 19 £+ 2
23 19 £ 3 18 £ 2 18 £+ 2 18 £+ 2
26 19 £ 3 22 + 4 17 £+ 3 18 £+ 2

Number of females 5 0 0 5

Days of recovery
2 18 = 2 - - 17 £+ 2
5 18 £ 1 - - 15 + 25S$
9 16 £ 2 - - 14 £+ 2
12 16 + 1 - - 18 =+ 4

Each value shows mean (g/day) + S.D.

Significantly different from the control group (*: p<0.05 by Dunnett's test).
Significantly different from the control group ($3$: p<0.01 by Student's t-test).
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Table 13. Food consumption in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Days of administration
2 15 + 2 17 + 2 15 + 3 15 =+ 3
5 17 =+ 3 17 + 2 16 + 4 16 =+ 1
9 18 =+ 3 19 + 3 18 + 4 18 =+ 2
12 17 =+ 3 18 + 3 16 + 3 17 =+ 2

Each value shows mean (g/day) + S.D.
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Table 14. Food consumption in parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 11 12 12 12
Days of pregnancy
2 18 =+ 3 18 + 3 18 + 2 20 =+ 3
9 22 + 4 21 + 3 19 + 3 21 + 3
16 22 + 2 22 + 3 22 + 2 23 =+ 3
20 22 + 4 20 + 3 21 + 3 20 =+ 3

Each value shows mean (g/day) + S.D.
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Table 15. Food consumption in parental female rats (mating groups) during lactation in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Study No. 100330

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 11 12 12 12
Days of lactation

2 30 + 25 + 28+ 4 30 £ 6

Each value shows mean (g/day) + S.D.
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Table 16. Water consumption in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Study No. 100330

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Days of administration
2 34 £ 3 32 + 7 34 + 9 33 £+ 6
5 38 £ 7 38 £ 6 37 £ 5 36 + 8
9 38 £ 7 38 £ 6 36 £ 6 38 £+ 5
12 36 £ 9 37 £+ 6 35 £ 5 36 £+ 6
Number of males 6 6 6 6
Days of recovery
2 35 £ 7 38 £ 7 34 + 5 38 + 8
5 41 + 9 40 + 7 36 £+ 8§ 38 + 8
9 45 + 6 41 = 7 40 = 7 41 + 11
12 43 + 7 44 + 12 42 + 6 42 + 8

Each value shows mean (g/day) + S.D.
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Table 17. Water consumption in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

€8

Group Control octanoic acid

mg/kg 0 62.5 250 1000

Number of females 10 5 5 10

Days of administration
2 26 + 3 28 + 8 23 + 3 23 + 7
5 24 + 5 29 + 4 23 + 4 22 + 6
9 24 + 3 27 £+ 5 21 £ 3 22 + 6
12 25 + 4 28 + 4 25 + 6 22 + 6
16 25 + 4 28 + 7 24 + 6 23 + 3
19 28 + 4 26 £+ 9 24 + 5 24 + 4
23 30 £ 5 30 £ 5 29 £ 5 27 + 2
26 30 £ 7 34 + 7 23 + 6 27 + 8

Number of females 5 0 0 5

Days of recovery
2 23 £+ 4 - - 22 £ 5
5 24 £ 5 - - 21 £+ 4
9 24 £+ 4 - - 18 £ 5
12 28 £ 8 - - 24 £ 5

Each value shows mean (g/day) + S.D.
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Table 18. Water consumption in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Days of administration
2 21 £+ 4 24 + 4 23 + 5 22 + 6
5 24 + 4 24 + 3 24 + 5 27 + 5
9 21 £+ 4 24 + 5 23 + 5 27 + 4 *
12 21 + 5 23 £+ 4 22 + 5 25 + 4

Each value shows mean (g/day) + S.D.

Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 19. Water consumption in parental female rats (mating groups) during pregnancy in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 11 12 12 12
Days of pregnancy
2 27 + 6 26 + 4 27 + 5 30 + 7
9 31 + 7 28 + 4 31 + 6 32 + 7
16 38 =+ 7 33 £+ 4 34 + 4 35 =+ 6
20 35 + 4 34 + 8 36 =+ 8 38 =+ 8

¢8

Each value shows mean (g/day) + S.D.
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Table 20. Water consumption in parental female rats (mating groups) during lactation in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Study No. 100330

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 11 12 12 12
Days of lactation

2 4 + 10 40 + 44 + 6 46 =+ 9

Each value shows mean (g/day) + S.D.
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Table 21. Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Observation of animals in cages
Posture Pre 2.0 (2) 20 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Excessive grooming Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Repetitive circling Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Excessive grooming 1: Not observed, 2: observed.

Repetitive circling 1: Not observed, 2: observed.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

88

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Observation of animals in cages
Biting behavior Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Clonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Tonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Biting behavior 1: Not observed, 2: observed.
Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.

Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Observation of animals on observer's palm
Ease of removal from cage Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Day 21 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Day 27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Ease of handling Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Muscle tone Pre 2.0 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Fur conditions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing,
3: struggling and trying to bite observer's hand.
Muscle tone 1: Decreased, 2: normal, 3: increased.

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

06

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Observation of animals on observer's palm
Mucous membranes Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Salivation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Piloerection Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Mucous membranes 1: Normal, 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.

Piloerection 1: None, 2: mild, 3: marked.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Observation of animals on observer's palm
Pupil size Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Respiration Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Pupil size 1: Mydriasis, 2: normal, 3: miosis.

Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

6

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Open-field test
Frequency of urination Pre 02 + 04 04 + 07 04 + 08 01 £ 03
Mean + S.D. Day 7 03 £+ 05 03 + 06 1.1 £ 09# 1.0 £ 1.1
Day 14 02 + 04 03 £ 05 04 £ 05 0.1 £ 03
Day 21 04 + 05 10 £ 1.7 13 £ 08# 02 £ 04
Day 27 03 £+ 05 04 + 038 12 £ 08%* 08 £ 09
Frequency of defecation  Pre 23 £ 1.7 1.0 £ 13 24 £+ 19 07 =+ 08#
Mean + S.D. Day 7 1.8 £ 20 13 £ 20 34 + 20 1.8 £+ 25
Day 14 13 £ 1.7 09 + 14 18 £+ 19 03 £ 09
Day 21 20 £ 1.8 08 + 12 1.7 £ 1.2 13 £ 1.4
Day 27 1.8 £ 1.6 09 £+ 13 1.7 £ 2.0 09 £ 13
Frequency of rearing Pre 1.0 £+ 1.1 28 + 1.8* 1.1+ 1.2 21 + 22
Mean + S.D. Day 7 37 £+ 29 35 + 37 38 £+ 36 34 £ 24
Day 14 34 £ 27 56 £+ 34 34 + 3.1 48 £ 3.9
Day 21 21 £ 14 1.5 £ 14 09 + 1.8 26 £ 23
Day 27 36 £+ 3.1 31 £+ 1.9 24 £+ 25 28 £ 2.6
Frequency of grooming Pre 0.0 £ 00 0.0 £+ 0.0 00 £+ 0.0 00 = 0.0
Mean + S.D. Day 7 00 £ 00 00 + 0.0 00 + 0.0 00 £ 00
Day 14 00 £ 00 00 £ 00 00 £ 00 00 £ 00
Day 21 00 £ 00 00 £ 00 00 £ 00 00 £ 00
Day 27 00 £ 00 00 £ 00 00 £ 00 00 £ 0.0
Pre: Day of grouping. (Continued)

Significantly different from the control group (*: p<0.05 by Dunnett's test).
Significantly different from the control group (#: p<0.05 by Steel's test).
Frequency of urination (during a 2-minute period).

Frequency of defecation (during a 2-minute period).

Frequency of rearing (during a 2-minute period).

Frequency of grooming (during a 2-minute period).
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

€6

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Open-field test
Gait Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1 1.0 (1 1.0 (1
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Consciousness Pre 2.0 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Behavioral abnormalities  Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.

Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing, 5: self-biting.
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Table 21. (Continued) Detailed clinical signs (FOB) in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 12 12 12 12
Open-field test
Righting reflex Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
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Pre: Day of grouping.
Findings were graded as follows
Righting rcflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 22. Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Observation of animals in cages
Posture Pre 2.0 (2) 20 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Excessive grooming Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Repetitive circling Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Excessive grooming 1: Not observed, 2: observed.

Repetitive circling 1: Not observed, 2: observed.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration
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Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Observation of animals in cages
Biting behavior Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Clonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Tonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Biting behavior 1: Not observed, 2: observed.
Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.

Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Observation of animals on observer's palm
Ease of removal from cage Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Day 21 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Day 27 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Ease of handling Pre 2.0 (2) 2.0 (2) 2.0 (2) 2.0 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 2.0 (2) 2.0 (2) 2.0 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Muscle tone Pre 2.0 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Fur conditions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing,
3: struggling and trying to bite observer's hand.
Muscle tone 1: Decreased, 2: normal, 3: increased.

Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration
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Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Observation of animals on observer's palm
Mucous membranes Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Salivation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Piloerection Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Mucous membranes 1: Normal, 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation 1: None, 2: mild, 3: marked.
Salivation 1: None, 2: mild, 3: marked.

Piloerection 1: None, 2: mild, 3: marked.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Observation of animals on observer's palm
Pupil size Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Respiration Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Pupil size 1: Mydriasis, 2: normal, 3: miosis.

Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration
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Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Open-field test
Frequency of urination Pre 04 + 07 04 + 09 00 £+ 0.0 07 £ 13
Mean + S.D. Day 7 00 £ 00 04 £ 05 00 £ 00 04 £ 07
Day 14 02 + 06 00 £ 0.0 02 + 04 06 £ 07
Day 21 0.0 + 00 02 + 04 00 £+ 0.0 0.6 = 0.5 **
Day 27 02 + 04 00 £ 0.0 02 + 04 06 £ 05
Frequency of defecation  Pre 02 + 06 00 £ 0.0 02 + 04 04 £ 05
Mean + S.D. Day 7 0.0 + 00 10 £ 22 00 £ 0.0 1.0 £ 13
Day 14 00 £ 00 00 £ 0.0 00 £ 00 03 £ 07
Day 21 00 £ 00 00 £ 00 00 £ 00 09 £ 14
Day 27 04 £ 13 00 £ 00 06 £+ 13 21 £ 2.8
Frequency of rearing Pre 34 £+ 32 28 + 1.9 40 + 2.0 34 £ 25
Mean + S.D. Day 7 86 + 3.7 9.0 + 4.0 50 £+ 0.7 64 + 33
Day 14 44 £ 25 52 £+ 28 24 + 2.1 27 £ 2.7
Day 21 71 £ 29 60 £ 32 42 £ 43 49 £ 33
Day 27 41 £ 3.0 70 £+ 14 54 £ 3.6 30 £ 23
Frequency of grooming Pre 0.0 £ 00 0.0 £+ 0.0 00 £+ 0.0 00 = 0.0
Mean + S.D. Day 7 00 £ 00 00 + 0.0 00 + 0.0 01 £ 03
Day 14 00 £ 00 00 £ 00 00 £ 00 00 £ 00
Day 21 00 £ 00 00 £ 00 00 £ 00 00 £ 00
Day 27 00 £ 00 00 £ 00 00 £ 00 00 £ 0.0
Pre: Day of grouping. (Continued)

Signiticantly different from the control group (**: p<0.01 by Dunnett's test).
Frequency of urination {(during a 2-minute period).

Frequency of defecation (during a 2-minute period).

Frequency of rearing (during a 2-minute period).

Frequency of grooming (during a 2-minute period).
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration
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Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Open-field test
Gait Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1 1.0 (1 1.0 (1
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Consciousness Pre 2.0 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Day 21 20 (2) 20 (2) 20 (2) 20 (2)
Day 27 20 (2) 20 (2) 20 (2) 20 (2)
Behavioral abnormalities  Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Pre: Day of grouping. (Continued)
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.

Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing, 5: self-biting.
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Table 22. (Continued) Detailed clinical signs (FOB) in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 10 5 5 10
Open-field test
Righting reflex Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 21 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 27 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)

201

Pre: Day of grouping.
Findings were graded as follows
Righting rcflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 23. Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals in cages
Posture Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Pregnancy 1 20 (2) [ 20 (2) 20 (2) 20 (2)
Pregnancy 8 20 (2) [11] 20 (2) 20 (2) 20 (2)
Pregnancy 15 20 (2) [11] 20 (2) 20 (2) 20 (2)
Lactation 4 20 (2) [11] 20 (2) 20 (2) 20 (2)
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 8 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 15 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Lactation 4 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Posture 1: Prone or recumbent position, 2: resting normally, 3: moving or running about, 4: jumping.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals in cages
Excessive grooming Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 8 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 15 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Lactation 4 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Repetitive circling Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 8 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 15 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Lactation 4 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Excessive grooming 1: Not observed, 2: observed.
Repetitive circling 1: Not observed, 2: observed.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals in cages
Biting behavior Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 8 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 15 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Lactation 4 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Clonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 8 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 15 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Lactation 4 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Findings were graded as follows
Biting behavior 1: Not observed, 2: observed.
Clonic convulsions 1: Not observed, 2: jaw convulsions, 3: tremor.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration
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Group Control octanoic acid

mg/kg 0 62.5 250 1000

Number of females 12 12 12 12

Observation of animals in cages

Tonic convulsions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0

Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 8 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 15 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Lactation 4 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0

Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Findings were graded as follows
Tonic convulsions 1: Not observed, 2: tonic extension, 3: opisthotonus convulsions, 4: saltatory convulsions, 5: asphyxial convulsions.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals on observer's palm
Ease of removal from cage Pre 20 (2) 2.0 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 2.0 (2) 20 (2) 2.0 (2)
Pregnancy 1 20 (2) [11] 2.0 (2) 20 (2) 20 (2)
Pregnancy 8 20 (2) [11] 2.0 (2) 20 (2) 20 (2)
Pregnancy 15 20 (2) [11] 2.0 (2) 20 (2) 20 (2)
Lactation 4 20 (2) [11] 2.0 (2) 20 (2) 20 (2)
Ease of handling Pre 20 (2) 2.0 (2) 20 (2) 20 (2)
Mean (range) Day 7 2.0 (2) 20 (2) 2.0 (2) 2.0 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Pregnancy 1 20 (2) [11] 20 (2) 20 (2) 2.0 (2)
Pregnancy 8 20 (2) [11] 20 (2) 20 (2) 2.0 (2)
Pregnancy 15 20 (2) [11] 20 (2) 20 (2) 2.0 (2)
Lactation 4 20 (2) [11] 20 (2) 20 (2) 2.0 (2)
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Findings were graded as follows
Ease of removal from cage 1: Docile and allowing itself to be handled, 2: rearing or cowering, 3: running about; hard to catch.
Ease of handling 1: Docile and allowing itself to be handled, 2: struggling slightly or vocalizing,
3: struggling and trying to bite observer's hand.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals on observer's palm
Muscle tone Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 2.0 (2) 20 (2) 2.0 (2)
Pregnancy 1 20 (2) [11] 2.0 (2) 20 (2) 20 (2)
Pregnancy 8 20 (2) [11] 2.0 (2) 20 (2) 20 (2)
Pregnancy 15 20 (2) [11] 2.0 (2) 20 (2) 20 (2)
Lactation 4 20 (2) [11] 2.0 (2) 20 (2) 20 (2)
Fur conditions Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 8 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 15 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Lactation 4 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Findings were graded as follows
Muscle tone 1: Decreased, 2: normal, 3: increased.
Fur conditions 1: Normal, 2: slightly soiled, 3: markedly soiled.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals on observer's palm
Mucous membranes Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 8 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 15 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Lactation 4 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Lacrimation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 8 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 15 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Lactation 4 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Mucous membranes 1: Normal, 2: brown, 3: hemorrhage, 4: swelling.
Lacrimation 1: None, 2: mild, 3: marked.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals on observer's palm
Salivation Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1 1.0 (1) 1.0 (1) 1.0 (1
Day 14 1.0 ( 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 ( [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 8 1.0 ( [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 15 1.0 ( [11] 1.0 (1) 1.0 (1) 1.0
Lactation 4 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Piloerection Pre 1.0 ( 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 ( 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 ( 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 ( [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 8 1.0 ( [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 15 1.0 ( [11] 1.0 (1) 1.0 (1) 1.0
Lactation 4 1.0 ( [11] 1.0 (1) 1.0 (1) 1.0
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Salivation 1: None, 2: mild, 3: marked.
Piloerection 1: None, 2: mild, 3: marked.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Observation of animals on observer's palm
Pupil size Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 2.0 (2) 20 (2) 2.0 (2)
Pregnancy 1 20 (2) [11] 2.0 (2) 20 (2) 20 (2)
Pregnancy 8 20 (2) [11] 2.0 (2) 20 (2) 20 (2)
Pregnancy 15 20 (2) [11] 2.0 (2) 20 (2) 20 (2)
Lactation 4 20 (2) [11] 2.0 (2) 20 (2) 20 (2)
Respiration Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 8 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 15 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Lactation 4 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Pupil size 1: Mydriasis, 2: normal, 3: miosis.
Respiration 1: Normal, 2: bradypnea, 3: dyspnea.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Open-field test
Frequency of urination Pre 00 + 00 0.1 + 03 0.1 + 03 04 + 09
Mean + S.D. Day 7 07 £ 12 00 + 00 0.1 + 03 03 + 05
Day 14 03 £ 0.5 0.0 £ 0.0 0.1 £ 03 0.0 £ 00
Pregnancy 1 04 + 05 [11] 0.1 £+ 03 03 + 0.7 02 + 04
Pregnancy 8 05 + 09 [11] 03 £ 05 02 + 04 02 + 04
Pregnancy 15 05 £ 038 [11] 04 + 1.0 05 + 07 03 + 06
Lactation 4 02 £ 04 [11] 03 + 07 0.1 + 03 03 + 05
Frequency of defecation ~ Pre 07 + 12 08 + 13 1.0+ 1.5 08 + 15
Mean + S.D. Day 7 03 + 09 08 + 2.6 04 + 1.2 09 + 22
Day 14 03 £ 08 00 = 0.0 0.6 £ 1.5 0.0 £ 00
Pregnancy 1 0.7 + 17  [l1] 1.0 + 24 0.8 + 1.4 05 + 0.8
Pregnancy 8 0.7 + 14 [l1] 08 + 1.9 07 + 1.6 02 + 04
Pregnancy 15 03 + 06 [l1] 02 + 0.6 05 + 1.4 02 + 0.6
Lactation 4 0.0 + 0.0 [11] 03 + 05 04 + 10 06 + 1.1
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Frequency of urination (during a 2-minute period).
Frequency of defecation (during a 2-minute period).
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

ell

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Open-field test
Frequency of rearing Pre 55+ 28 44 + 3.1 40 £ 34 43 £ 28
Mean + S.D. Day 7 68 + 34 74 £ 43 54 £+ 34 6.0 + 3.1
Day 14 6.8 £ 4.5 7.8 + 3.0 70 £ 4.1 6.6 £ 3.6
Pregnancy 1 55 + 44 [11] 59 + 45 57 £ 5.6 38+ 29
Pregnancy 8 6.6 + 456 [11] 6.1 £ 43 51+ 3.1 46 + 2.0
Pregnancy 15 27 + 22 [11] 54 £ 45 37 + 24 43 + 2.0
Lactation 4 58 + 5.1 [11] 78 + 6.4 3.6 + 3.1 52+ 40
Frequency of grooming Pre 00 + 00 00 + 00 00 = 00 00 = 0.0
Mean + S.D. Day 7 0.0 =+ 00 00 + 0.0 0.0 £+ 0.0 0.0 £+ 00
Day 14 0.0 £ 00 00 = 0.0 0.0 £ 00 0.0 £ 00
Pregnancy 1 0.0 + 00 [l1] 0.1 + 03 0.0 + 0.0 0.0 + 0.0
Pregnancy 8 0.0 + 00 [l1] 0.1 + 03 0.0 + 0.0 01 + 03
Pregnancy 15 0.0 + 00 [l1] 0.1 + 03 0.0 + 0.0 0.0 + 0.0
Lactation 4 00 + 00 [11] 0.0 £+ 0.0 0.0 £+ 0.0 0.0 £+ 00
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Frequency of rearing (during a 2-minute period).
Frequency of grooming (during a 2-minute period).
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Open-field test
Gait Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 8 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 15 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Lactation 4 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Palpebral closure Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 8 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 15 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Lactation 4 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.
Findings were graded as follows
Gait 1: Normal, 2: unmoving, 3: staggering, 4: hind-limbs extended and dragged, 5: all fours extended,
6: forelimbs extended and dragged; unable to support body, 7: standing on tiptoe.
Palpebral closure 1: Eyelids open normally, 2: eyelids half-closed, 3: eyelids closed.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Open-field test
Consciousness Pre 20 (2) 20 (2) 20 (2) 20 (2)
Mean (range) Day 7 20 (2) 20 (2) 20 (2) 20 (2)
Day 14 20 (2) 20 (2) 20 (2) 20 (2)
Pregnancy 1 20 (2) [ 20 (2) 20 (2) 20 (2)
Pregnancy 8 20 (2) [11] 20 (2) 20 (2) 20 (2)
Pregnancy 15 20 (2) [11] 2.0 (2) 20 (2) 20 (2)
Lactation 4 20 (2) [11] 20 (2) 20 (2) 20 (2)
Behavioral abnormalities  Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 8 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 15 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Lactation 4 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pre: Day of grouping. (Continued)

Figures in brackets indicate number of females.

Findings were graded as follows
Consciousness 1: Comatose; no response, 2: exploring behavior, 3: excited and moving spasmodically.
Behavioral abnormalities 1: Not observed, 2: straub's reaction, 3: moving backward, 4: writhing, 5: self-biting.
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Table 23. (Continued) Detailed clinical signs (FOB) in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid

mg/kg 0 62.5 250 1000

Number of females 12 12 12 12

Open-field test

Righting reflex Pre 1.0 (1) 1.0 (1) 1.0 (1) 1.0 (1)
Mean (range) Day 7 1.0 (1) 1.0 (1) 1.0 (1) 1.0

Day 14 1.0 (1) 1.0 (1) 1.0 (1) 1.0
Pregnancy 1 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 8 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Pregnancy 15 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0
Lactation 4 1.0 (1) [11] 1.0 (1) 1.0 (1) 1.0

911

Pre: Day of grouping.
Figures in brackets indicate number of females.
Findings were graded as follows
Righting reflex 1: Righting itself immediately, 2: requiring 3 seconds or longer to right itself, 3: unable to right itself.
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Table 24. Sensory reactivity of male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Pupillary reflex

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Approaching behavior

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Response to touch

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Auditory reflex

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Pain reflex

Mean (range) 30 (3) 30 (3) 30 (3) 30 (3)
Findings were graded as follows:

Pupillary retlex 1: Pupils completely dilated, 2: normal pupillary contraction observed, 3: pupils completely contracted.

Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,
3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,

Response to touch

4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.



811

Study No. 100330

Table 25. Sensory reactivity of female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Pupillary reflex

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Approaching behavior

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Response to touch

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Auditory reflex

Mean (range) 20 (2) 20 (2) 20 (2) 20 (2)
Pain reflex

Mean (range) 30 (3) 30 (3) 30 (3) 30 (3)
Findings were graded as follows:

Pupillary retlex 1: Pupils completely dilated, 2: normal pupillary contraction observed, 3: pupils completely contracted.

Approaching behavior 1: Not observed, 2: approaching and sniffing stimulus, 3: reacting to stimulus, including vocalizing,

4: jumping at or biting at stimulus.
1: No response, 2: looking back and leaving stimulus, 3: reacting to stimulus, including vocalizing,
4: jumping at or biting at stimulus.
Auditory reflex 1: Not observed, 2: hesitating at stimulus or moving ears, 3: jumping at and trying to bite at the source of sound.
Pain reflex 1: Not observed, 2: slowly looking back or slowly moving forward to escape from stimulus,
3: quickly moving forward to escape from stimulus or biting at it immediately after looking back,

Response to touch

4: jumping forward to escape from stimulus, 5: loudly vocalizing and biting at stimulus after suddenly looking back.
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Table 26. Grip strength of male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Forelimb
1555 + 273 1522 + 182 1579 + 230 1430 + 158
Hindlimb
319 + 127 248 + 94 320 £+ 65 248 + 8l

Each value shows mean (g) + S.D.
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Table 27. Grip strength of female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Forelimb

947 + 79 892 + 69 984 + 139 1066 + 248
Hindlimb

310 £ 23 316 £ 73 330 + 81 334 £ 108

Each value shows mean (g) + S.D.
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Table 28. Spontaneous motor activity of male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

14!

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Ambulatory counts
Minutes after administration
70 530 + 154 536 + 129 342 + 140 455 + 167
80 237 + 165 311 £+ 199 180 + 131 292 + 143
90 158 + 111 115 + 69 116 + 58 160 + 122
100 164 + 142 103 + 86 103 + 25 122 + 82
110 75 £ 103 16 + 33 42 + 38 117 + 83
120 94 + 98 21 + 43 74 £ 132 89 + 78
Total 1259 + 511 1102 + 278 856 + 399 1234 + 550
Vertical counts
Minutes after administration
70 85 + 27 66 =+ 13 65 + 18 65 =+ 17
80 51 + 30 31 + 18 28 + 18 40 + 20
90 28 + 18 18 + 17 19 + 9 25 + 18
100 33 + 19 11 + 11 25 + 10 23 + 18
110 21 + 18 1 + 1 6 + 5 17 + 11
120 14 + 13 3 + 6 9 + 14 16 + 14
Total 231 + 91 130 + 39 * 152 + 52 186 =+ 79

Each value shows mean + S.D.
Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 29. Spontaneous motor activity of female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Ambulatory counts
Minutes after administration
70 561 + 134 755 + 302 535 + 201 681 + 502
80 198 + 182 330 + 143 180 + 169 276 + S11
90 138 + 133 154 + 154 34 + 47 80 + 128
100 7 + 15 67 = 151 30 + 68 144 + 200
110 44 + 75 14 + 32 58 + 83 0 + 0
120 6 + 13 115 + 216 14 + 32 7 + 17
Total 954 + 367 1436 + 714 851 + 339 1188 + 1082
Vertical counts
Minutes after administration
70 52 + 23 65 =+ 28 49 + 24 41 + 25
80 16 + 15 33 + 20 18 + 15 17 + 28
90 13 + 12 15 + 15 3 + 4 4 + 6
100 0 + 0 4 + 10 3 + 6 9 + 12
110 3 + 6 2+ 4 5 + 7 0 + 0
120 0 + 0 7 + 12 1 + 2 1 + 1
Total 83 + 42 125 + 73 78 + 39 72 + 55

Each value shows mean + S.D.
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Table 30. Urinary findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Study No. 100330

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Volume (mL): Mean = S.D. 145 =+ 5.7 166 =+ 5.2 159 =+ 6.3 167 =+ 44
Specific gravity: Mean + S.D. 1.044 + 0.020 1.044 + 0.011 1.042 + 0.013 1.037 + 0.010
Color
Light yellow 6 6 6 6
pH
8.0 3 0 1 0
8.5 2 4 5 4
>9.0 1 2 0 2
Protein
Negative 0 0 1 0
Trace 2 0 1 1
30 mg/dL 2 3 3 5
100 mg/dL 2 3 1 0
Glucose
Negative 6 6 6 6
Ketone body
Negative 0 0 1 0
Trace 2 2 2 2
Slight 4 4 3 4
Bilirubin
Negative 6 6 6 6
Occult blood
Negative 6 5 5 5
Trace 0 1 1 1
Urobilinogen
0.1 EU./dL 6 6 6 6

(Continued)
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Table 30. (Continued) Urinary findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Urinary sediments

Epithelial cells

0-20 cells/100 fields 6 6 6 6
Erythrocytes

0-20 cells/100 fields 6 6 6 6
Leukocytes

0-20 cells/100 fields 6 6 6 6
Casts

Not observed 6 6 6 6
Crystals

Not observed 3 6 5 5

Observed 3 0 1 1
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Table 31. Urinary findings in female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Volume (mL): Mean = S.D. 132 =+ 6.4 134 =+ 5.0 13.0 =+ 5.9 100 =+ 5.6
Specific gravity: Mean + S.D. 1.033 + 0.014 1.034 + 0.010 1.035 = 0.012 1.045 + 0.009
Color
Light yellow 5 5 5 5
pH
7.5 0 1 0 0
8.0 0 0 1 1
8.5 4 4 3 3
>9.0 1 0 1 1
Protein
Negative 3 2 3 2
Trace 2 3 1 3
30 mg/dL 0 0 1 0
Glucose
Negative 5 5 5 5
Ketone body
Negative 4 4 5 5
Trace 1 1 0 0
Bilirubin
Negative 5 5 5 5
Occult blood
Negative 5 5 5 3
Trace 0 0 0 2
Urobilinogen
0.1 EU./dL 5 5 5 5

(Continued)
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Table 31. (Continued) Urinary findings in female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Urinary sediments

Epithelial cells

0-20 cells/100 fields 5 5 5 5
Erythrocytes

0-20 cells/100 fields 5 5 5 5
Leukocytes

0-20 cells/100 fields 5 5 5 5
Casts

Not observed 5 5 5 5
Crystals

Not observed 3 4 3 3

Observed 2 1 2 2
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Table 32. Urinary findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Study No. 100330

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Volume (mL): Mean = S.D. 186 =+ 5.4 159 =+ 2.5 146 =+ 3.3 143 =+ 3.8
Specific gravity: Mean + S.D. 1.041 + 0.009 1.050 + 0.008 1.050 + 0.011 1.056 + 0.010 *
Color
Light yellow 6 6 6 6
pH
7.0 0 1 0 0
7.5 0 0 0 1
8.0 0 0 1 1
8.5 6 5 4 3
>9.0 0 0 1 1
Protein
Trace 3 1 0 0
30 mg/dL 0 4 4 4
100 mg/dL 3 1 2 2
Glucose
Negative 6 6 6 6
Ketone body
Negative 2 0 0 0
Trace 2 1 4 0
Slight 2 5 2 6
Bilirubin
Negative 6 6 6 6
Occult blood
Negative 2 2 4 4
Trace 4 4 1 2
Slight 0 0 1 0
Urobilinogen
0.1 EU./dL 4 6 6 6
1.0 EU./dL 2 0 0 0
Significantly ditferent from the control group (*: p<0.05 by Dunnet('s test). (Continued)
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Table 32. (Continued) Urinary findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Urinary sediments

Epithelial cells

0-20 cells/100 fields 6 6 6 6
Erythrocytes

0-20 cells/100 fields 6 6 6 6
Leukocytes

0-20 cells/100 fields 6 6 6 6
Casts

Not observed 6 6 6 6
Crystals

Not observed 5 4 3 2

Observed 1 2 3 4
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Table 33. Urinary findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 1000
Number of females 5 5
Volume (mL): Mean + S.D. 11.0 =+ 2.1 9.8 =+ 1.8
Specific gravity: Mean = S.D. 1.045 = 0.005 1.042 + 0.004
Color

Light yellow 5 5
pH

8.0 1 0
8.5 4 5

Protein

Negative 5 5
Glucose

Negative 5 5
Ketone body

Negative 5 5
Bilirubin

Negative 5 5
Occult blood

Negative 2 5

Trace 1 0

Slight 2 0
Urobilinogen

0.1 EU./dL 5 5

(Continued)

Study No. 100330
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Table 33. (Continued) Urinary findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 1000
Number of females 5 5
Urinary sediments

Epithelial cells

0-20 cells/100 fields 5 5
Erythrocytes

0-20 cells/100 fields 5 5
Leukocytes

0-20 cells/100 fields 5 5
Casts

Not observed 5 5
Crystals

Not observed 2 4
Observed 3 1
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Table 34. Hematological findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid

mg/kg 0 2.5 250 000
Number of males 6 6 6 6

RBC (10%uL) 827 + 35 844 + 27 853 + 21 852 + 43
Hemoglobin (g/dL) 152 + 04 157 £ 03 156 £+ 04 155 = 0.8
Hematocrit (%) 421 + 13 433 + 1.2 434 + 1.1 429 + 2.1
MCV (fL) 510 £+ 24 514 £ 23 509 + 1.3 504 = 0.7
MCH (pg) 184 + 0.6 186 £ 0.6 183 £+ 04 182 = 0.2
MCHC (g/dL) 36.1 £ 05 362 £+ 0.6 359 + 03 362 £ 0.2
Platelet (10*%uL) 1179 £ 6.0 117.8 + 144 1184 + 10.0 1202 £ 9.0
Reticulocyte (%) 300 £ 049 321 £ 050 352 + 0.6l 3.12 £ 034
PT (sec) 214 = 3.0 206 + 6.7 221 + 6.0 216 + 3.8
APTT (sec.) 230 £ 1.8 215 £ 29 26 £ 19 232 £ 24
Fibrinogen (mg/dL) 1966 + 164 2069 + 20.0 2019 + 13.0 1977 + 128
WBC (10*/uL) 558 + 155 595 + 189 614 + 7.7 573 + 11.9
Differential leukocyte (%)

Lymphocyte 749 + 5.0 739 £ 65 723 £ 4.1 684 = 95
Neutrophil 204 + 49 213 + 5.7 232 + 3.6 273 + 95
Eosinophil 1.7 £ 0.6 1.5 £+ 04 1.7 £+ 07 1.6 £ 1.1
Basophil 00 £ 00 00 = 00 00 =+ 00 00 = 00
Monocyte 31 + 03 33 + 16 28 + 0.6 28 £ 0.7

Each value shows mean + S.D.
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Table 35. Hematological findings in female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid

mg/kg 0 2. 250 1000
Number of females 5 5 5 5

RBC (104/],LL) 774 + 25 762 =+ 42 738 =+ 36 766 =+ 27
Hemoglobin (g/dL) 147 =+ 0.6 144 £ 0.6 143 £ 06 148 = 0.6
Hematocrit (%) 409 £ 14 395 £+ 14 398 £+ 13 412 £ 1.7
MCV (fL) 529 = 1.1 520 £ 1.1 540 £ 25 537 £ 1.0
MCH (rg) 190 + 04 189 £+ 04 194 + 1.0 193 £ 03
MCHC (g/dL) 359 + 02 363 £ 04 358 + 03 359 £ 02
Platelet (10*%uL) 1050 £ 124 107.8 + 83 1186 + 105 1163 + 17.1
Reticulocyte (%) 329 £ 0.39 258 £ 043 362 £ 0.63 2.89 £ 0.78
PT (sec.) 147 + 03 153 = 0.9 151 + 0.8 152 + 0.5
APTT (sec.) 170 = 1.1 165 £ 0.9 173 £ 1.2 166 + 038
Fibrinogen (mg/dL) 1713 = 73 1644 + 152 1640 + 8.6 1598 =+ 7.0
WBC (10*/uL) 328 + 63 465 + 17.0 422 + 154 433 + 56
Differential leukocyte (%)

Lymphocyte 755 £ 5.8 80.6 £+ 73 76.6 + 74 799 = 57
Neutrophil 196 = 6.0 147 + 6.5 201 + 7.0 162 + 54
Eosinophil 1.7 £ 03 22 + 15 1.3 £ 02 1.6 £ 06
Basophil 00 £ 00 00 = 00 00 =+ 00 00 = 00
Monocyte 32 + 13 24 + 05 20 + 0.5 22 £+ 14

Each value shows mean + S.D.
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Table 36. Hematological findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid

mg/kg 0 2.5 250 000
Number of males 6 6 6 6

RBC (10%uL) 841 + 37 843 + 41 835 + 42 838 =+ 14
Hemoglobin (g/dL) 154 =+ 0.5 152 £ 03 15,1 £+ 0.5 152 = 03
Hematocrit (%) 427 £ 15 418 £ 06 423 + 14 421 £ 1.0
MCV (fL) 507 + 1.6 497 £+ 24 507 £+ 1.8 502 = 1.0
MCH (rg) 183 =+ 0.5 180 £ 0.6 182 + 0.6 181 £ 03
MCHC (g/dL) 36.1 = 04 363 £ 0.6 358 + 04 36.1 £ 03
Platelet (10*%uL) 1181 £ 7.6 1105 + 125 111.6 + 10.6 108.8 = 143
Reticulocyte (%) 326 £ 0.62 3.15 + 059 339 £+ 0.73 3.00 £ 031
PT (sec.) 170 + 1.8 194 + 34 19.0 £ 2.0 205 £ 2.9
APTT (sec.) 196 = 12 201 £ 15 208 + 1.1 215 £ 2.0
Fibrinogen (mg/dL) 196.0 = 938 1934 + 113 1909 + 169 188.8 + 123
WBC (10*/uL) 579 + 102 503 + 6.1 557 + 7.7 599 + 145
Differential leukocyte (%)

Lymphocyte 72.3 £ 100 749 + 56 704 + 104 71.0 £ 52
Neutrophil 232 £ 95 19.6 + 49 249 + 92 236 £ 45
Eosinophil 1.5 £+ 04 1.9 £+ 06 1.9 + 09 1.6 £+ 05
Basophil 00 £ 00 00 = 00 00 =+ 00 00 = 00
Monocyte 30 + 08 36 + 09 28 + 1.2 38 £+ 1.0

Each value shows mean + S.D.
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Table 37. Hematological findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 1000
Number of females 5 5

RBC (10%/uL) 776 £ 36 805 £ 16
Hemoglobin (g/dL) 147 £ 0.5 151 =+ 05
Hematocrit (%) 409 + 1.2 414 + 1.2
MCV (fL) 528 + 1.3 514 + 14
MCH (pg) 190 £ 04 187 £ 0.6
MCHC (g/dL) 36.0 £ 0.2 364 £+ 03
Platelet (10*/uL) 117.8 + 154 110.0 + 19.1
Reticulocyte (%) 271 £ 0.58 239 £ 039
PT (sec.) 150 £ 04 152 £+ 04
APTT (sec.) 16,6 £ 1.1 172 £ 09
Fibrinogen (mg/dL) 1640 £ 152 1652 + 144
WBC (10%/uL) 408 + 117 309 + 5.0
Differential leukocyte (%)

Lymphocyte 77.1 £ 48 744 £ 56
Neutrophil 184 + 5.1 195 + 52
Eosinophil 1.6 £ 05 22 £ 05
Basophil 00 £+ 0.0 00 £ 00
Monocyte 29 + 06 39 + 09

Each value shows mean + S.D.

Significantly different from the control group ($: p<0.05 by Student's t-test).
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Table 38. Clinical biochemistry findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid

mg/kg 0 62.5 250 1000
Number of males 6 6 6 6

AST (IU/L) 826 = 63 8.1 =+ 89 84.0 £ 143 83.1 £+ 92
ALT au/L) 272 £ 53 297 £ 59 272 + 37 234 + 4.0
ALP (1U/L) 3160 = 424 3558 + 70.0 336.1 + 578 3274 + 653
y-GT (IU/L) 0.46 + 0.09 049 + 0.13 051 £ 0.09 038 + 0.08
Total protein (g/dL) 559 + 032 573 £ 022 579 £ 024 562 £ 020
Albumin (g/dL) 299 £ 0.19 3.00 £ 0.20 3.0 +  0.17 297 £ 0.16
A/G 1.16 + 0.13 1.10 £ 0.14 1.09 £ 0.11 1.12 £ 0.09
Total bilirubin (mg/dL) 0.11 = 0.01 0.10 = 0.01 0.11 £ 0.0l 0.11 £ 0.01
Urea nitrogen (mg/dL) 166 + 05 15.6 + 1.0 155 + 2.6 155 + 06 #
Creatinine (mg/dL) 025 £ 0.02 025 £ 0.03 025 £ 0.04 024 £ 0.01
Glucose (mg/dL) 1058 = 8.1 1062 =+ 8.4 979 £ 11.0 97.1 £ 9.7
Total cholesterol (mg/dL) 535 + 6.8 574 + 100 61.9 + 17.1 590 =+ 164
Triglyceride (mg/dL) 438 + 18.7 563 £ 243 339 = 144 42,1 £ 165
Na (mEq/L) 1436 + 0.9 1438 = 1.9 1439 =+ 1.0 1444 £ 08
K (mEg/L) 411 £ 0.14 430 + 0.21 432 + 0.25 433 + 0.8
Cl (mEg/L) 106.7 + 1.9 105.8 =+ 1.2 106.1 =+ 1.5 1070 £ 0.7
Ca (mg/dL) 97 £ 03 99 = 03 98 £ 02 98 £+ 0.2
Inorganic phosphorus (mg/dL) 70 + 0.7 73 + 0.3 72 + 0.4 78 + 0.6 *

Each value shows mean + S.D.

Significantly different from the control group (#: p<0.05 by Steel's test).
Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 39. Clinical biochemistry findings in female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

9¢1

Group Control octanoic acid

mg/kg 0 62.5 250 1000
Number of females 5 5 5 5

AST (IU/L) 82.0 £ 242 862 + 17.8 753 £ 122 855 + 15.1
ALT au/L) 293 + 10.1 302 £ 5.8 260 £ 65 199 £ 49
ALP (1U/L) 233.0 + 474 2277 + 770 2705 + 119.7 1828 + 392
y-GT (IU/L) 042 + 0.19 071 + 0.26 057 £ 023 062 £ 0.22
Total protein (g/dL) 6.16 £ 0.24 6.14 £ 0.12 622 = 044 594 £ 045
Albumin (g7dL) 358 + 0.17 346 + 0.16 359 £ 0.22 344 + 0.25
A/G 1.40 + 0.08 1.29 £ 0.11 138 + 0.14 139 £ 0.14
Total bilirubin (mg/dL) 0.13 £ 0.02 0.12 £ 0.02 0.11 £ 0.0l 0.11 = 0.02
Urea nitrogen (mg/dL) 17.1 + 3.6 184 =+ 1.9 153 + 1.9 162 + 1.2
Creatinine (mg/dL) 035 £ 0.06 032 £ 0.05 033 £ 0.02 032 £ 0.02
Glucose (mg/dL) 1179 + 139 113.1 £ 103 130.1 + 21.0 1152 + 146
Total cholesterol (mg/dL) 58.1 + 9.4 56.9 + 8.6 63.8 £+ 133 59.5 + 44
Triglyceride (mg/dL) 175 + 7.3 15.7 + 34 18.6 + 6.7 113 + 2.0
Na (mEq/L) 1448 + 09 143.1 =+ 1.7 143.8 + 1.8 1440 =+ 1.7
K (mEg/L) 3.87 + 0.15 398 £ 0.24 389 £ 0.11 416 + 0.16
Cl (mEg/L) 108.5 + 1.5 106.8 =+ 1.3 108.2 =+ 1.6 107.6 =+ 1.2
Ca (mg/dL) 99 £ 02 99 + 0.2 99 + 03 98 £+ 0.2
Inorganic phosphorus (mg/dL) 6.1 + 0.8 6.5 + 0.9 63 + 1.0 6.8 + 1.1

Each value shows mean + S.D.

Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 40. Clinical biochemistry findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

LEL

Group Control octanoic acid

mg/kg 0 62.5 250 1000
Number of males 6 6 6 6

AST (IU/L) 888 = 8.6 859 + 131 86.6 £+ 8.1 820 £ 9.1
ALT (IU/L) 30,0 = 4.1 302 £ 35 326 = 7.7 31.0 = 438
ALP (Tu/L)y 3141 = 575 3263 + 464 3276 + 75.0 3370 + 4938
v-GT (IU/L) 038 = 0.15 038 + 0.13 041 £ 0.15 055 £ 033
Total protein (g/dL) 578 £ 0.23 575 £ 023 567 £ 0.18 561 = 025
Albumin (g/dL) 2.88 + 0.09 290 + 0.13 290 £ 0.15 285 + 0.15
A/G 1.00 = 0.05 1.03 + 0.08 1.05 + 0.07 1.03 = 0.09
Total bilirubin (mg/dL) 0.12 = 0.02 0.12 + 0.01 0.11 £ 001 0.12 = 0.00
Urea nitrogen (mg/dL) 144 + 1.6 153 + 23 148 + 27 157 + 1.0
Creatinine (mg/dL) 028 £ 0.02 027 + 0.01 029 = 0.03 027 = 0.01
Glucose (mg/dL) 1075 = 13.0 1063 + 85 1054 £ 55 1082 + 7.1
Total cholesterol (mg/dL) 580 = 92 537 + 38 493 £ 62 494 £ 112
Triglyceride (mg/dL) 45.1 = 24.1 41.6 + 145 31.2 £ 151 313 =+ 75
Na (mEq/L) 1450 + 1.6 1459 + 0.9 1459 + 1.1 1459 + 1.0
K (mEq/L) 443 + 032 424 + 0.23 434 + 0.13 416 + 025
Cl (mEq/L) 1069 = 1.8 1072 £+ 1.7 1079 + 2.0 107.7 £ 09
Ca (mg/dL) 9.7 £ 02 98 £+ 03 98 £ 02 98 + 03
Inorganic phosphorus {(mg/dL) 68 + 0.8 72 £+ 03 69 + 0.6 72 £ 05

Each value shows mean + S.D.
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Table 41. Clinical biochemistry findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 1000

Number of females 5 5

AST Iu/L) 86.8 = 26.0 1132 = 403
ALT au/Ly 30.7 £ 16.8 43.0 £ 209
ALP (U/L) 1720 + 34.1 158.1 £ 209
v-GT IuU/L) 050 = 0.13 053 = 0.17
Total protein (g/dL) 642 = 022 648 = 0.14
Albumin (g/dL) 368 + 0.11 372 + 030
A/G 1.34 £ 0.06 1.36 = 0.19
Total bilirubin (mg/dL) 0.12 = 0.00 0.12 £ 0.0l
Urea nitrogen (mg/dL) 172 £ 29 169 + 27
Creatinine (mg/dL) 033 = 0.02 0.33 £ 0.05
Glucose (mg/dL) 1228 = 14.7 1199 + 138
Total cholesterol (mg/dL) 61.6 + 127 644 + 86
Triglyceride (mg/dL) 20.6 = 11.0 202 £ 83
Na (mEg/L) 1441 = 0.7 143.8 £ 1.5
K (mEg/L) 3.83 = 023 376 + 0.27
Cl (mEqg/L) 1083 = 0.9 1075 = 14
Ca (mg/dL) 100 = 02 100 = 03
Inorganic phosphorus (mg/dL) 5L £ 03 48 + 1.1

Each value shows mean + S.D.
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Table 42. Hormone concentrations in the serum of male rats on termination of administration period in combined repeated dose toxicity study with
the reproduction/developmental toxicity screening test of octanoic acid by oral administration

Study No. 100330

Group Control octanoic acid

mg/kg 0 250 1000
Number of males 6 6

T3 (ng/mL) 1.245 + 0.158 1.399 + 0.132 0.157
T4 (ng/mL) 459 + 59 437 £ 76 6.3
TSH (ng/mL) 0.909 + 0.537 0.931 = 0.527 0.322

Each value shows mean = S.D.
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Table 43. Hormone concentrations in the serum of female rats on termination of administration period in combined repeated dose toxicity study with

the reproduction/developmental toxicity screening test of octanoic acid by oral administration

Study No. 100330

Group Control octanoic acid

mg/kg 0 2.5 250 1000
Number of females 5 5 5 5

T3 (ng/mL) 1.188 + 0.194 1.242 + 0.159 1.225 + 0.125 1.145 + 0.125
T4 (ng/mL) 320 + 27 286 + 5.0 316 = 46 295 + 6.0
TSH (ng/mL) 0.502 + 0.325 0.620 + 0.432 0.428 = 0.139 0.523 + 0.283

Each value shows mean = S.D.
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Table 44. Gross nccropsy findings in malc rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Findings
Normal 5 6 0 0
Testis
Small in size, bilateral 1 0 0 0
Softness, bilateral 1 0 0 0
Epididymis
Small in sizc, bilatcral 1 0 0 0
Stomach
Thickening, forestomach 0 0 6 6
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Table 45. Gross nccropsy findings in female rats on termination of administration period in combined repeated dosce toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 5 5 5 5
Findings
Normal 5 5 0 0
Stomach
Thickening, forestomach 0 0 5 5
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Table 46. Gross nccropsy findings in malc rats on termination of recovery period in combined repeated dosc toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Findings
Normal 6 6 6 5
Testis
Small in size, lateral 0 0 0 1
Epididymis
Small in size, lateral 0 0 0 1
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Tablc 47. Gross nccropsy findings in femalc rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 1000
Number of females 5 5
Findings

Normal 5 5
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Table 48. Gross necropsy findings in parental female rats (mating groups) in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females on Day 5 of lactation 11 12 12 12
Findings
Normal 1 12 12 0
Stomach
Thickening, forestomach 0 0 0 12
Number of non-pregnant females 1 0 0 0
Findings
Normal
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Table 49. Organ weights of male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of males 6 6 6 6
Body weight (&) 445 + 23 453 £+ 26 450 + 25 441 £+ 26
Brain () 209 + 0.08 2.15 + 0.10 212 = 0.03 206 £ 0.05
(g%) 047 + 0.03 048 + 0.05 047 = 0.03 047 + 0.03
Pituitary (mg) 145 £ 1.2 147 £+ 1.0 155 £ 2.1 149 + 038
(mg%) 33 £ 03 33 £ 02 35 £ 04 34 £+ 03
Salivary glands (mg) 677 £ 65 695 + 84 694 + 29 675 + 82
(mg%) 152 + 8 154 + 20 155 = 11 153 + 14
Thyroids (mg) 226 £+ 69 215 £ 52 213 £ 42 218 £ 43
(mg%) 51 + 1.6 48 + 1.2 47 £+ 1.0 50 £ 1.1
Thymus (mg) 321 + 65 366 + 84 327 + 77 354 + 51
(mg%) 72+ 12 81 + 19 73+ 16 80 + 12
Heart ) 1.37 £ 0.08 1.39 £ 0.09 145 £ 0.15 134 + 0.13
(g%) 031 + 0.03 031 + 0.02 032 = 0.03 031 + 0.02
Liver ) 11.30 £ 1.07 1222 + 1.85 1157 + 122 1138 + 0.86
(g%) 254 + 0.22 269 + 027 257 £ 017 2.58 £ 0.17
Spleen (mg) 773 + 138 779 + 123 814 + 105 746 + 77
(mg%) 174 + 28 172 + 26 182 + 28 170 + 22
Kidneys (2) 297 + 022 2.86 + 0.25 297 + 026 3.08 + 0.16
(g%) 0.67 + 0.03 063 + 0.04 0.66 + 0.05 070 £ 0.05
Adrenals (mg) 552 + 57 639 + 11.1 649 = 112 69.1 + 20.4
(mg%) 124 + 1.2 141 £+ 24 144 + 25 157 £ 4.6
Testes (2) 3.04 + 0.89 320 £ 0.22 330 =+ 0.20 317 £ 027
(g%) 0.68 + 0.18 0.71 + 0.06 074 + 0.07 072 + 0.08
Epididymides (mg) 1092 + 214 1123 + 84 1146 + 21 1091 £+ 79
(mg%) 244 + 41 249 + 22 255 + 14 249 + 24
Ventral prostate (mg) 774 + 16l 656 + 106 706 + 156 637 + 124
(mg%) 173 + 31 145 + 26 158 + 39 145 + 30
Seminal vesicles (€3] 200 = 0.19 .75 + 0.13 201 + 0.33 1.94 + 0.20
(g%) 045 £+ 0.05 0.39 =+ 0.03 045 = 0.09 044 £+ 0.05

Each value shows mean + S.D.
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Table 50. Organ weights of female rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 2.5 250 1000
Number of females 5 S 5 5
Body weight (@ 257 + 20 264 + 11 261 £ O 247 £+ 12
Brain () 1.88 + 0.06 1.97 + 0.04 * 1.90 = 0.08 194 £ 0.03
(g%) 074 + 0.05 0.75 + 0.03 073 £ 0.05 079 + 0.04
Pituitary (mg) 194 £+ 22 215 + 35 192 = 14 175 + 14
(Mmg%) 76 £ 07 81 + 1.2 74 = 06 71 £ 04
Salivary glands (mg) 448 + s1 466 + 37 427 + 41 410 + 39
(mg%) 174 + 14 177 + 14 164 =+ 11 166 + 17
Thyroids (mg) 202 =+ 2.2 210 =+ 22 184 = 3.1 182 + 29
(mg%) 79 £ 05 80 + 1.1 71 + 13 74 £ 12
Thymus (mg) 291 + 33 331 + 79 346 + 61 268 + 43
(mg%) 13 + 7 125 + 28 132 + 19 108 + 13
Heart (g) 0.88 = 0.08 0.88 + 0.03 090 = 0.08 0.84 + 0.03
(2%) 034 + 0.03 033 + 0.02 035 + 0.02 034 + 0.02
Liver (g) 6.60 = 0.69 6.88 + 0.59 721 + 047 6.16 =+ 0.28
(2%) 257 + 0.14 260 + 020 277 + 0.11 250 + 0.07
Spleen (mg) 490 + 39 549 + 53 534 + 43 530 + 62
(mg%) 192 + 20 208 + 23 205 + 20 215 + 22
Kidneys (2) 1.83 =+ 025 1.77 + 0.09 1.79 + 0.08 1.79 + 021
(g%) 0.71 = 0.08 0.67 + 0.03 0.69 =+ 0.05 0.72 £ 0.06
Adrenals (mg) 746 + 103 799 + 169 668 + 63 68.1 + 8.2
(mg%) 292 + 45 302 + 64 257 + 3.1 276 + 38
Ovaries (mg) 895 + 196 924 + 179 799 + 124 832 =+ 49
(mg%) 348 + 69 350 + 64 306 + 3.9 338 + 29
Uterus (mg) 586 + 137 487 + 121 611 = 102 562 + 188
(mg%) 231 + 56 185 + 51 234 + 39 226 + 71

Each value shows mean + S.D.
Significantly different from the control group (*: p<0.05 by Dunnett's test).
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Table 51. Organ weights of male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 2.5 250 000
Number of males 6 6 6 6
Body weight (&) 501 + 25 503 + 31 496 + 35 490 + 26
Brain () 214 + 0.10 2,17 + 0.05 219 = 0.10 216 + 0.07
(g%) 043 + 0.01 043 + 0.03 044 = 0.02 044 + 0.03
Pituitary (mg) 145 £ 1.6 159 + 2.1 158 = 22 153 + 2.0
(mg%) 29 £+ 03 32 £+ 04 32 £ 05 31 £+ 05
Salivary glands (mg) 724 + 56 780 £ 99 725 £ 130 780 + 115
(mg%) 144 + 5 155 + 19 146 + 23 160 + 24
Thyroids (mg) 21.1 = 5.7 224 + 48 205 = 2.6 26 + 35
(mg%) 42 + 1.0 45 + 1.0 41 = 05 46 + 0.6
Thymus (mg) 364 + 66 297 £+ 79 384 + 109 304 £+ 70
(mg%) 73+ 13 59 + 14 77 + 18 62 + 15
Heart ) 141 = 0.12 1.45 + 0.08 1.50 = 0.15 1.44 + 0.07
(g%) 028 + 0.01 029 + 0.02 031 = 0.03 030 + 0.02
Liver ) 1224 + 0.74 1274 + 1.14 1191 + 031 1222 + 0.82
(g%) 245 + 0.14 253 + 0.10 241 £ 0.18 250 £ 0.17
Spleen (mg) 786 + 119 772 + 9 826 + 104 817 + 111
(mg%) 157 + 19 154 + 19 167 + 16 167 + 21
Kidneys (2) 3.11 = 0.18 342 + 0.18 313 + 022 320 + 026
(g%) 062 + 0.04 068 + 0.04 0.63 = 0.05 0.65 £ 0.05
Adrenals (mg) 600 + 33 57.1 + 45 548 + 11.6 60.7 + 133
(mg%) 120 + 1.0 114 £ 09 110 = 15 124 £ 2.4
Testes (2) 344 + 0.51 342 + 023 344 + 0.38 321 £ 0.26
(g%) 0.69 + 0.12 0.68 + 0.07 070 + 0.08 0.66 + 0.05
Epididymides (mg) 1236 £+ 42 1304 + 118 1295 + 86 1231 + 130
(mg%) 247 + 12 260 + 26 262 + 15 252 + 24
Ventral prostate (mg) 666 + 169 673 + 180 720 + 252 767 + 169
(mg%) 133 + 32 133 + 28 147 + 52 156 + 29
Seminal vesicles (2) 211 + 0.29 231 + 046 221 £ 031 225 £ 027
(g%) 042 = 0.06 046 + 0.10 045 = 0.07 046 + 0.06

Each value shows mean + S.D.
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Table 52. Organ weights of female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 1000
Number of females 5 5
Body weight ) 271 + 19 270 =+ 12
Brain (2) 1.94 + 0.10 1.96 £+ 0.13
(g%) 0.72 £ 0.05 073 + 0.07
Pituitary (mg) 210 £ 3.1 176 + 23
(mg%) 78 £+ 1.6 65 + 07
Salivary glands (mg) 425 + 31 403 + 32
(mg%) 157 + 10 149 = 12
Thyroids (mg) 202 + 37 221 = 3.1
(mg%) 75 + 1.7 83 £+ 15
Thymus (mg) 299 + 79 261 + 49
(mg%) 110 + 21 96 =+ 15
Heart (8) 091 + 0.03 0.87 = 0.07
(g%) 034 + 001 032 = 0.01
Liver (8) 682 + 033 6.87 = 0.39
(g%) 252 + 0.09 254 = 0.10
Spleen (mg) 537 + 69 523 + 59
(mg%) 198 + 16 194 + 19
Kidneys (8) 1.79 + 0.10 1.82 = 0.14
(g%) 0.66 + 0.08 067 = 0.04
Adrenals (mg) 687 + 6.1 63.0 + 1.0
(mg%) 255 + 33 234 £ 1.1
Ovaries (mg) 757 + 119 745 + 155
(mg%) 279 + 3.1 274 £ 48
Uterus (ng) 533 + 129 483 + 136
(mg%) 199 + 56 181 + 59

Each value shows mean + S.D.
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Table 53. Organ weights of parental female rats (mating groups) on Day 5 of lactation in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid

mg/kg 0 62.5 250 1000

Number of females 11 12 12 12

Body weight ©@ 293 + 15 |8 = 21 280 + 24 291 + 17

Ovaries (mg) 107.8 + 125 1026 £ 135 103.1 £ 17.1 110.0 + 147
(mg%) 368 + 3.2 357 = 48 368 + 5.1 380 = 55

Uterus (mg) 623 + 41 626 + 80 601 + 77 665 + 91
(mg%) 213 + 16 218 + 34 214 + 18 229 + 34

Each value shows mean + S.D.
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Table 54. Histopathological findings in male rats on termination of administration period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Grade N7 A” + + 2+ 3+|NY AY &+ + 2+ 3+|NY AV + + 2+ 3+ N AY &+ 2+ 3+
Findings
Heart [61” [0] [0] [6]
Lung (6] (0] [0] (6]
Foreign body granuloma, lateral 5 1 1 0 0 0 6 0 0 0 0 O
Trachca [6] (0] (0] (6]
Liver (6] (0] [0] (6]
Pancreas [6] (0] [0] (6]
Atrophy, lobular 51 1 0 0 0 6 0 0 0 0 O
Sublingual gland (6] (0] [0] (6]
Submandibular gland [6] [0] [0] [6]
Esophagus (6] (0] (0] (6]
Stomach [6] [6] [6] [6]
Hyperplasia, squamous epithelium, forestomach [ 6 0 0 0 0 04 2 2 0 0 0]J]0 6 0 6 0 0 ** 10 6 0 0 6 0 ** ##
Ulcer, forestomach 6 0 0 0 0 0]J]6 O O O O O3 3 3 0 0 O 6 0 0 0 0 O
Duodenum (6] (0] [0] [6]
Jejunum [6] [0] [0] [6]
Ileum (6] (0] [0] [6]
Peyer's patch [6] (0] [0] (6]
Cecum (6] (0] [0] [6]
Colon [6] (0] (0] (6]
Rectum (6] (0] (0] [6]
Thymus (6] (0] [0] [6]
Spleen [6] (0] [0] [6]
Mandibular lymph node [6] [0] [0] (6]
Mesenteric lymph node (6] (0] [0] (6]
Kidney [6] (0] (0] [6]
Urinary bladder [6] [0] [0] [6]
a): No abnormality detected. Significantly different from the control group (**: p<0.01 by Steel's test). (Continued)

b): Abnormality detected.

¢): Number in brackets is number of males examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

Significantly different by dose response test (##: p<0.01 by Cochran-Armitage exact test).
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Table 54. (Continued) Histopathological findings in male rats on termination of administration period in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Grade N7 A” + + 2+ 3+|NY AY &+ + 2+ 3+|NY AV + + 2+ 3+ N AY &+ 2+ 3+
Findings
Testis [61° [0] [0] [6]
Atrophy, seminiferous tubule, bilateral 51 0 0 0 1 6 0 0 0 0 O
Epididymis [6] [0] [0] [6]
Atrophy, bilateral 5 1.1 0 0 0 6 0 0 0 0 O
Cell debris, lumen, bilateral S 1 0 0 0 1 6 0 0 0 0 O
Ventral prostate [6] [0] [0] [6]
Cellular infiltration 51 1L 0 0 0 4 2 2 0 0 0
Seminal vesicle (6] [0] [0] [6]
Coagulating gland [6] [0] [0] [6]
Pituitary [6] [0] [0] [6]
Cyst 6 0 0 0 0 O 5 L 1L 0 0 O
Adrenal [6] [0] [0] [6]
Thyroid [6] [0] [0] [6]
Parathyroid [6] [0] [0] [6]
Cerebrum [6] [0] [0] [6]
Cerebellum [6] [0] [0] [6]
Pons [6] (0] [0] [6]
Spinal cord [6] [0] [0] [6]
Sciatic nerve [6] [0] [0] [6]
Eyeball [6] [0] [0] [6]
Retinal atrophy, focal, lateral 6 0 0 0 0 O S 1. 1 0 0 O
Harderian gland [6] [0] [0] [6]
Sternal bone [6] [0] [0] [6]
Femoral bone [6] [0] [0] [6]
Sternal bone marrow [6] [0] [0] [6]
Femoral bone marrow [6] [0] [0] [6]
Muscle (rectus femoris) [6] [0] [0] [6]
Mammary gland [6] [0] [0] [6]
a): No abnormality detected. Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

b): Abnormality detected.
¢): Number in brackets is number of males examined.
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Table 55. Histopathological findings in female rats on termination of administration period in combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test of octanoic acid by oral administration

€51

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Grade NY A & o+ 2+ 34N A & o+ 24 3+ N AY & o 2+ 3+ NYAY & 2+ 3+
Findings
Heart (51° [0] [0] 5]
Lung (5] [0] [0] [3]
Trachea [5] [0] [0] [5]
Liver [5] [0] [0] [5]
Pancrcas [5] [0] [0] [5]
Sublingual gland [5] [0] [0] [5]
Submandibular gland [5] [0] [0] [5]
Esophagus [5] [0] [0] [5]
Stomach [5] [5] [5] [5]
Hyperplasia, squamous epithelium, forestomach | 5 0 0 0 0 0|0 5 4 I 0 O *0 5 0 5 0 0 *|0 5 0 0 5 0 * #
Ulcer, forestomach 5 0 0 0 0 0lS5 O O 0 0 0 4 1 0 1 0 O 5 0 0 0 0 O
Duodenum [5] [0] [0] [5]
Jejunum [5] [0] [0] [5]
Ileum [5] [0] [0] [5]
Peyer's patch [5] [0] [0] [5]
Cccum [5] [0] [0] [5]
Colon [5] [0] [0] [5]
Rectum [5] [0] [0] [5]
Thymus [5] [0] [0] (3]
Spleen [5] [0] [0] (5]
Mandibular lymph node [5] [0] [0] [5]
Mcscnteric lymph nodc [5] [0] [0] [5]
Kidney (5] [0] [0] (3]
Urinary bladder [5] [0] [0] [5]
a): No abnormality detected. (Continued)

b): Abnormality detected.

¢): Number in brackets is number of females examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
Significantly different from the control group (*: p<0.05, **: p<0.01 by Steel's test).
Significantly different by dose response test (##: p<0.01 by Cochran-Armitage exact test).
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Table 55. (Continued) Histopathological findings in female rats on termination of administration period in combined repeated dose toxicity study

with the reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid

mg/kg 0 625 350 T000

Grade N AY + o+ 2+ 3¢ NP AY £ o+ 2+ 3+ [NT AP & o+ 2+ 3+ NT AY £ 4+ 24 3+

Findings
Ovary [51° [0] [0] [5]
Uterus [5] [0] [0] [5]
Vagina [5] [0] [0] [5]
Pituitary (5] [0] [0] [5]
Adrenal [5] [0] [0] [5]
Thyroid (5] [0] [0] [5]
Parathyroid [5] [0] [0] [5]
Cerebrum [5] [0] [0] [5]
Cerebellum (5] [0] [0] [5]
Pons (5] [0] [0] [5]
Spinal cord [5] [0] [0] [5]
Sciatic nerve [5] [0] [0] [5]
Eyeball (51 [0] [0] (5]
Harderian gland [5] [0] [0] (5]
Sternal bone [5] [0] [0] [5]
Femoral bone [5] [0] [0] [5]
Sternal bone marrow [5] [0] [0] [5]
Femoral bone marrow [5] [0] [0] [5]
Muscle (rectus femoris) [5] [0] [0] (5]
Mammary gland [5] [0] [0] [5]

a): No abnormality detected.
b): Abnormality detected.

¢): Number in brackets is number of females examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
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Table 56. Histopathological findings in male rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Grade N A” &+ 2+ 3+ N A &+ 2+ 34NV AY & o+ 2+ 3+ [N AV & 4 24 3¢
Findings
Stomach [61°

Hyperplasia, squamous epithelium, forestomach
Testis

Atrophy, seminiferous tubule, right
Epididymis

Atrophy, right

[6]
6 0 0 0 0 0

(0]

(0]

(6]
0 6

(0]

6 0 0 0

(0]

sk

(6]

0 6 2 4 0 0 * ##
(1]

01 00 0 1

(1]

0O 1 1.0 0 O

a): No abnormality detected.
b): Abnormality detected.
¢): Number in brackets is number of males examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
Significantly different from the control group (**: p<0.01 by Steel's test).
Significantly different by dose response test (##: p<0.01 by Cochran-Armitage exact test).



961

Study No. 100330

Table 57. Histopathological findings in female rats on termination of recovery period in combined repeated dose toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 1000
Grade N AY o 26 3+ [ NYAY x4+ 2+ 3+
Findings
Stomach (519 [5]
Hyperplasia, squamous epithelium, forestomach 5 0 0 0 0 0 5 3 2 0 0 xx

a): No abnormality detected.
b): Abnormality detected.
c¢): Number in brackets is number of females examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.
Significantly different from the control group (**: p<0.01 by Wilcoxon's test).
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Table 58. Histopathological findings in parental female rats (mating groups) on Day 5 of lactation in combined repeated dose toxicity study
with the reproduction/developmental toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 1000
Grade N A & o+ 2+ 3 [ NYOAY o+ o+ 26 3¢
Findings
Ovary [61° [6]
Uterus [6] [6]
Vagina (6] [6]
Mammary gland 6] [6]
Stomach [0] [6]
Hyperplasia, squamous epithelium, forestomach 0 6 0 1 5 0
Ulcer, forestomach 3 3 1 2 0 0

a): No abnormality detected.
b): Abnormality detected.
c¢): Number in brackets is number of females examined.

Grade of histopathological findings: +: slight, +: mild, 2+: moderate, 3+: marked.

Study No. 100330
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Table 59. Reproductive performance of parental male and female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of females 12 12 12 12
Number of estrous cases before pairing (14 days)
(Mean + S.D.) 3.5 £ 05 36 + 05 34 + 05 34 + 05
Number of pairs 12 12 12 12
Number of pairs with successful copulation 12 12 12 12
Copulation index (%) ¥ 100.0 100.0 100.0 100.0
Number of conceiving days
Mean + S.D. 28 = 1.1 25 £ 1.2 26 £ 1.2 26 £ 1.2
Conceiving days 1-5 12 12 12 12
Conceiving days >6 0 0 0 0
Number of pregnant females 1L 12 12 12
Fertility index (%) * 91.7 100.0 100.0 100.0

a): (Number of pairs with successful copulation/number of pairs)>100.

b): (Number of pregnant females/number of pairs with successful copulation)* 100.
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Table 60. Observation of pups in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Study No. 100330

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of dams 11 12 12 12
Length of gestation (days) 222 + 04 223 + 05 222 £ 04 222 + 04
Pregnancy days = 21 0 0 0 0
Pregnancy days = 22 9 9 10 10
Prcgnancy days > 23 2 3 2 2
Corpora lutea 15.1 + 1.4 147 + 23 15.0 + 1.9 159 + 2.1
Implantation scars 13.8 + 1.2 13.0 + 23 13.9 + 1.7 144 + 1.6
Implantation index (%) * 92.0 = 7.9 886 £ 9.8 929 £ 41 91.1 + 8.5
Gestation index (%) 100.0 100.0 100.0 100.0
Pups born 129 = 1.6 123 £+ 24 129 £+ 24 137 = 1.9
Stillbirths 00 £ 0.0 03 £ 05 0.1 £ 03 02 £ 06
Live pups born 129 = 1.6 120 £+ 24 128 + 22 135 =+ 1.8
Sex ratio at birth © 224 £ 298 093 + 0.63 121 + 0.60 1.32 £ 0.56
(Total male/total female) 82/60 65/79 81/73 88/74
Delivery index (%) @ 934 £ 76 941 + 69 928 + 122 947 = 72
Birth index (%) © 934 = 7.6 923 £ 87 923 = 12,0 936 = 73
Live birth index (%) " 100.0 = 0.0 98.0 + 3.7 995 + 1.8 989 + 38
Live pups on Day 4 of lactation 127 + 1.7 11.8 + 2.7 12.8 + 2.2 135 + 1.8
Sex ratio on Day 4 of lactation © 228 + 297 092 + 0.60 121 + 0.60 132 + 0.56
(Total male/total female) 82/58 64/77 81/73 88/74
Viability index (%) & 98.5 = 33 97.1 = 56 1000 = 0.0 1000 = 0.0
External abnormalities (%) & 0.0 = 0.0 0.0 + 0.0 0.0 + 0.0 0.0 =+ 0.0

Each value shows mean + S.D. per dam.
a): (Number of implantation scars/number of corpora lutea)x100.

¢): Number of male pups/number of female pups.

e): (Number of live pups born/number of implantation scars)x100.
g): (Number of live pups on Day 4 of lactation/number of live pups born)x 100.

b): (Number of dams having live pups/number of pregnant dams)x100.
d): (Number of pups born/number of implantation scars)>100.

): (Number of live pups born/number of pups born)x100.
h): (Number of pups with external abnormalities/number of live pups)x100.
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Table 61. Delivery conditions and nursing conditions of dams in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Study No. 100330

Group mg/kg |Number of dams and Delivery Nursing conditions
delivery conditions/nursing conditions conditions Days of lactation
0 1 2 3 4
Control 0 Number of dams 11 11 11 11 11 11
Normal 11 11 11 11 11 11
octanoic acid 62.5 |Number of dams 12 12 12 12 12 12
Normal 12 12 12 12 12 12
250  |Number of dams 12 12 12 12 12 12
Normal 12 12 12 12 12 12
1000  |Number of dams 12 12 12 12 12 12
Normal 12 12 12 12 12 12
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Table 62. General clinical signs in pups in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

191

Group mg/kg [Number of punps Days of lactation
and general clinical signs 0 1 2 3 4
Control 0  |Numbecr of pups 142 142 140 140 140
Normal 142 140 140 140 140
Death 0 2 0 0 0
octanoic acid 62.5 |Numbecr of pups 147 144 143 142 141
Normal 144 143 142 141 141
Death 3 1 1 1 0
250 |Number of pups 155 154 154 154 154
Normal 154 154 154 154 154
Death 1 0 0 0 0
1000 |Number of pups 164 162 162 162 162
Normal 162 162 162 162 162
Death 2 0 0 0 0
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Table 63. Body weights of pups in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of dams 11 12 12 12
Male weight
Days of lactation
0 68 + 0.5 6.8 = 05 6.5 £ 07 6.7 £+ 05
4 109 £+ 038 11.0 + 2.1 105 = 13 109 + 14
Female weight
Days of lactation
0 63 = 0.7 6.5 = 0.7 62 + 0.7 63 + 05
4 102 £+ 1.0 106 £ 23 10.1 = 1.5 100 £+ 14
Mean pup weight
Days of lactation
0 66 £+ 0.5 6.7 £ 006 64 £ 0.6 65 £ 05
4 10.7 £+ 0.7 10.8 = 22 103 £ 13 105 + 14
Litter weight
Days of lactation
0 852 + 11.6 793 + 138 81.1 + 12.7 87.9 + 11.7
4 1359 + 188 123.1 + 222 130.1 + 15.1 139.7 + 148

Each value shows mean (g) + S.D. per dam.
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Tablc 64. Gross nccropsy findings in stillbirths and dead pups in combincd repeated dosc toxicity study with the reproduction/developmental

toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of stillbirths 0 3 0 0
Findings
Normal - 3 - -
Number of dead pups 0 3 0 0
Findings
Normal - 3 - -
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Table 65. Gross necropsy findings in pups in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration

Group Control octanoic acid
mg/kg 0 62.5 250 1000
Number of dams 11 12 12 12
Number of male pups 82 64 81 88
Findings
Normal 82 64 81 38
Number of dams 11 12 12 12
Number of female pups 58 77 73 74
Findings
Normal 58 77 73 74
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Fig. 1. Chemical structure of octanoic acid.
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-O- Control group
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Fig. 2. Body weights of male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration.
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Fig. 3. Body weights of female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration.



891

500

400
C
=
[

B 300
5
=Y
[}
aa]

200

0

A\

-O- Control group

Study No. 100330

I octanoic acid group at 62.5 mg/kg

-/ octanoic acid group at 250 mg/kg

=/ octanoic acid group at 1000 mg/kg

ﬂ/%@

-~
- Administration period .
] l l l I 1 | l | 1 I
| 4 8 11 15 0 7 14 20 0 4
Days of administration Days of pregnancy Days of lactation

Fig. 4. Body weights of parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration.
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Fig. 5. Food consumption in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration.
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Fig. 6. Food consumption in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration.
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Fig. 7. Food consumption in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration.
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Fig. 8. Water consumption in male rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration.
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Fig. 9. Water consumption in female rats in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration.
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Fig. 10. Water consumption in parental female rats (mating groups) in combined repeated dose toxicity study with the
reproduction/developmental toxicity screening test of octanoic acid by oral administration.
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Fig. 11. Body weights of pups in combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of octanoic acid by oral administration.



	表紙
	目次
	要約
	緒言
	試験材料及び方法
	試験結果
	考察及び結論
	参考文献
	表
	図

		2024-08-29T11:53:48+0900
	National Institute of Health Sciences




