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R-870

Z2 B

273 /22 =FN-], 3R TUA— D0 (RFEEE) . 250, 500, KU 1000 mgkg %,
Sprague-Dawley % SPF 7 v h OREZIIZATELE] 14 BREA OREESMAE L THKRATE (42 B
RisE) ¥£C. MECIIZREAT 14 BRROREHME CICHIRPE 2@ L CFL 4 BET (42
~48 BF#E) #E5 L. RERSEMRUCEBEEBEEF R Lz, EiZ, 0 R0 1000 mgkg
I OWTiT 42 AR S L2, 14 BRIOEENMLZ®RIT. EEEEo#E2RE L,

1. REHESSH

—RREE, WRERE. BHRIE. BREBRORIE, hE, RHE RRE EKEZET) |
MEFRE, MBREFRE, SIRFTARUVBEERICIFERDERICL2FEIED LR
o,

SR —ARRBOBETIX, A—7 74— FREERIZEBVWT 1000 me/kg HEHOHT
5 3,4, 5 KU 6 BT S B Y EEOEMENRD b, BIEKR TREEICEEERLE,

FREMAKRERE T, BREKTHREICBWVT 1000 mgke #5REOHIZHTE R ORE HE
BT DHKRE, IRE OBEM. IRBIZEBIT S globule leukocyte FOHIN, IRHEEEDIREK
UBERBOIRENEE S, BEKRTEREICHLIREBIZEIT S globule leukocyte $DHE MK
UERABOIRERBZINTS, TROBEIXER L, AI¥EoE{kThoT,

2. HEmRERMH

HEH, REETIRELZEEK, REER, BRERUZRBRCIHBDERSOREIRD
bheipols, Eio, BEMOIIERGK. HER, R FRER. FRE, SBEUEE
T8, EER FEERR, HEARE, HAER, b, HEROHARBERUAR 4 BT
RETR., ERCAFHICIIEBRMERGEOZBIIRDOhho T,

INODFERNS  ARBREHTICBITS 271/ 222FN-1, 37 u v P — VO IEH

EEMICRT 2 BB EITHET 500 mg/kg/day. #T 1000 mg/kg/day. £FEFEAEFEICHT S
EXERITHERS R OEEY & HIZ 1000 mg/kg/day & HEr L7z,
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&

il

BEAFBEEEELDHEREEER tEWERSXNREOERICLY, 2273 /-2-2F)L-1,
37N CF D5y bEAVWERAKREIC L ARERESME - AR ESHEGFERRE
ELI-DT, TORBErBRET D,

2B, ARBRIIUTOEELHTFL, VA FTA UHICERLT, HBREHRSV—F%
Vﬁ“'@%ﬁﬁbfl’.o
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HBRHHRUAE

1. #EME
27 X 2= F 0L, 3T VAU M OIEA L= (GRAER D,
FERLHERYE O y FEFRUMEREZLUTIIRLE,
wHEBRWELE : 22T I/-2xFA13TurTg—
1,3-Propanediol,2-amino-2-ethyl
CAS &5 : 115-70-8
=S
o B o 994%
13 R HMEEER. EEOKE. BRXIFHRMBRMEZRD o7,
PRI A~ T kv
FERRINEEL ; 2880.5 cml, 1591.2 cm1, 1461.9 cm'l R TX 1043.4 cm'!
#Z E Ot SWRRETER. KSR VI —F B —THr LHER. 8
RBRHBPIIRE TH -7 FRfTESR 2) .
’mELE - OEFT (EAME : 2~80)
RIFHH - ARSI SRDERTFERCE 1 76 2 MR ERRME
ik B . EBWHE S5z 2 REFERS L L THREER SBRMERFEICHREL,
BB TR OKREIIETRERAS L,

2. HERBEOHH
1) #HBRRORME MREFIE
FRESLICLEROWRDEEEL, BHAK BRIXSHEXREHMETE, vy bE
% : 1E90. 1F87, 3C74) THR L CHRERE (25, 50 XU 100 mg/mL BE) & L7,
FABLT 7 BRIIC L ESA EOSEE TITV., AT TEXRER Bar ) KANTHE (E
HE : 3~5C) THRFLI.
2) HERROREME
0.5 mg/mL & O} 200 mg/mL #E OKEEFRIT, FAR%E 7 BMAERE LT, B 248
MEBERTFLENEZETHD (RAHEE 3. RBRES : A-1483, HEAESHA VI —F &
vE—=),
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3) HRIROBRERS
BEE 1 B L BERBORSICAVIERERICOVWTHRAESER Y Y —F &5 —T
GCHEIZL DT Lic, 2ORBR. FREBRE b ICFKFMEICH T 5FIE61E 98.4~105.0 % T
HY, WTHLHLHFEHEA EREES %) Thok (FRATEE 4. 5) .

3. SR

Sprague-Dawley % SPF 7 v b (Crj:CD(SD)IGS. HAF ¥ —/V R « U _"—X&t, EX
B & —]) MRS 70 L% 8 BE CREA (ARILE : Mtk 73 00) L. 14 RRDOKRE - B
LEREZITo, TOMO—REOBE, KEAMFRUMHEAMRE REMBKETED 9 AR
M) ZEIC. HEEIBRRBICEES 2L, KEBMS R 58 ILA#IR L, 10 A CTREIC
A L, £, T —RRER CHERBIZET N2, RERNSREAFA 58 IEARIRL, 10
S IR ST Uis, B 5B O EEIIIIHE T 345~403g. M 206~258g Th o7,

2B, BoIEESUEE (BERBO 2 BEN OFEERICLVEIHLL. EHEOFHEER
TELETHEL D IHEBICEVFT -, BEOET IRz Ya—F Ay
EEENR CEEAMEDOHEAGDYE (T oy JEBETLELRBLER L. REBBEROHEA
DEEESZ EBIESICHIN TE) TiTok, BOT»LERASNIEBHD S 6, HiTENES
W& LT 10 IEEREefRE Lic, R0 OMERE (BE: 15 0C, s : 5 0E) 1T~ b Y v 7 AER @
RES 1 A-1562, A-1564) (TR, o8, HEEH U BAEMEMD 10 ITIIsTERAR IR
BUMERGOEENROON RO REMBK TH, =7 VERREET TREE I,

4. MEFEH

B3, BE 18~25°C, FAXEAE 28~58 %, MREIEK 1 BER 10~15[E, FEEA 1 B 12 B¢
(07:00~19:00) OEMEEE FRBTEHEF : #iX 107, #iX 108 X)) TT7 77 v &R
RE S — (W250XD 350 XH 200mm : BA, —PHRaw) TR, ZSELHARM i
% 1O 2 LENE Lz, 2B, R 17 AhbBL 4 BE TR, K% (RUA F7L—2
AARFr—A R ) "—FREH) 2 AN ST AF v s oo r— (W340 X D400 X H185
mm : BAZ VT BRASH) TEINCRAE L, fEH: NMF BE GERE : 4V = 2 VEER:
TEMKStE, oy FES 030707, 0308080) % A7 v L AMGAHEER% AV THBICERS
B, BRERAIEAKEAR (EBETTEAGEK  FAARER) 2 E RIS,
FEHPORAMEEIZOVWTIFERA L2 v MZonWT, MEEABARRERSTE LV F—T
R LR REAFL, KEIZO2W X, MEEABRELAITE L ¥ —CEHW (&£ 6
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B WCRELestrifERE AF L, BBIKICOWTIL, ARBEEIZHENR L2 KE 0o & M E
BEAFEREERFREL L ZF—ICEHR (FE 4 E) ITEKRAL, HREAFLE, ZhoDT
—ZIZ KR BEKRUCREFORBAYDEFBRERICEEE 52 5FEEORW I L E
FERR L. atfrREEZzRTFLL

5. EYMDEA

B OEFERIAR R BMRAEEL ST TiT ok, ORI, S —VICHI L
BT LI r—Y 70zt RBRES, REERK, KRR, % BWES, FEES,
HmTER ()  XEB (M) RUSHA (M) #HARLLL

6. HEER. BEHMRUBREREHEECICEEREL Th - 0RIRER
B E5#IX. OECD Guideline for Testing of Chemicals 422 IZ# U, AR EZRIRL -,
BEWRE, BECIIZRELRT 14 AR URESBZE L THRETE (42 BHKRE) T, H#ic
IXAZECAT 14 AR R OB HIM R O RSIM 2@ L TRl 4 B (42~48 BRI ) £ TE L7,
EEBEIIREETHE 14 R & L,

1. #®55*E

BEFER, FTolBEORURFCELT—RARMHENRE L L, BEERIT 10
mL/kg KEEL L, §Y 072V CHREROES L (08:27~11: 48, =751, BiES
4105, 2110 RO 3102 IR0 R GBI FIZSRBET Lo i, BB TED 16
29~16 : 411TH 5 L7o) . STEREHCIEA EHAK) 2EKCKRS LE, BEZL0BSEK
BIRIEHOKEL EREICEN LT,

8. HEERUEERK

5 &1 250, 500 RN 1000 mg/kg & L. ZAUCHBREEZMZ 4 B E Uiz, 1BE%ZY
DEMEUITIEH OB FE TS 12 5, BEFOMRERVOENEN CHMES 5L L, BE
BEERI1ISTELE,



= 1. HEmE
HEREE BER | RRIERE o Eticd Bl
(mg/kg) {mg/mL) Bhih BirE s L] EhE L
% 12 1001~1012 5 1013~1017
il 0 0 1 12 1101~1112 5 1118~1117
B 12 2001~2012 — —
A& 250 25 " 12 2101~2112 _ _
H 12 3001~3012 — —
oh B 500 50 i 19 3101~3112 _ _
1 12 4001~4012 5 4013~4017
EREH | 1000 100 | 12 4101~4112 5 4113~4117

9. HEEOREMRM

R-870

FlIZERLE 2-72 /-222FN-1.3-FuXPh—-L1DT vy hEHW: 14 BRIRERD

BEEMRR (FHAR)

(58 : 125, 250, 500 R U* 1000 mg/kg, #EERV U

—F ¥ 7 —REBES : C-RO10, Hf+&EHH 6) Tix, OECD Guideline for Testing of Chemicals
422 THEERAEL STV 3H 1000 mgkg (BT HERYEHBRSOREBIIRD bhiaho
fro L7z3>T, 1000 mghkg #EARE L. LATFAK 2 THR LT 500 XU 250 mg/kg @ 3 F
BEEZRELL,

10. BBERUVREDAZE
RARIIRGAKBEREE LI RBRRIBAZHROARUSHMERTREEALOB L L,

1) KB

2EFIZOVT, BEHRTIIER 3 E (REH, REERRUKRES 2 B%) | bE
HEirER 1 8 (Falh) . ThELESAR, RERE, B2, THRCIBEHORE
IR ED—RIREZHE LT

2) FMELR-RREBOBR. BERE. BHIRUCEHZESHEORE

M — R OB R, BESHMBSINC 1 B, REHMTRCEEHRTIIER 1
B, £@EEIZOVTITok, BERE. BHRERVERESROREL, FHOBEILIR
E#THE (%537 H) (<. EHEHOHBEIEERKTE (BE 11 A) &, EHOHTRIL
4 B (5 42~43 B) O F1 RIREIC 1BEH20 5 LIV TITo 7, LEEDBHE, B
EROREIL. BEEICH L TREREREOFEREHIR (FZ714 2 ) L, 8% 7
FACEE LEREBTIT o7, B, Sl —RREBOBEROBEREIZR2TLE

FREERAW,
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(D Ml —AREROBE (R a7 0oRBIITHRMER 7~9)
R— A — RN
L s, RETH
FiF o TOBIE
FR—Lr—UnbOBRYHLEE, N RY T 2 RE, BE - KEOR
B (HEOHEN., fE, /ME. EEOGARY) | BE (BkEH, ReOMEE
&) . IR BO5Wwy, FIRMAE. BESREE (R, WE. 18, LR,
PEI% )
F—F T 4 —N FNEE
HERRRE, $1T. £%. R, B, 25 S0 E, Heity SR, SR |
BEATE (FEEV. EERZLY) | RETE (AR, #HFRERLY)
(2) WEERE (Ra7 OEMEIRMTEE 10 2H)
BRRE, IS, BEMRIG. RN, BILRS. EHERRS, FHBEEE
(3 EHHE
MeEmREIZSI & &, CPU 4 — MODEL-9502A (7 A a—x> =7 U IR
S FRVTRIERROBBEORBRAZRIE L,
1) BREGHEORE
BHAEIC S &fE, ERBWABRERS LV —NS-AS0L (AL tt=a—a¥ o
TR) ERAVWTBREHRZRE L7, EX 1RRE L, 10 5REXR U 0~60 4
DEFEITo T,

3) HERE
EHOBMIITRESE 1. 4. 8, 11, 15, 18, 22, 25, 29, 32, 36, 39, 42 RUHKBIZ,
EEFOMMEIIEHOBEORIE R IZMAEESE 1. 4. 8. 11, 4 RUFHRBIC, FHOM
BEREE 1, 4. 8. 11, 15 B CRRESMWIIRSE 18 BIC b HIE) | fHE 0. 4, 7. 11,
14, 17T RV 20 BYKITHEAL O RV 4 HICKEZRAE L7, B, FEROFHRBERIZS
BOBRT BPERSNI-EEOREI 0 HOBERELIRE 08: 28~11: 55 DREICIT7=,
HRBICIEMNBEEREHOLD, A0 16 BMER S BOKETAIE L,

4) BEEEANE
2EEIZONT, EFEOHEITIHRESE 1, 4, 8, 11, 15, 25, 29, 32, 36, 39 K42 H
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2. EHE#HOMBEIIEHOEORIER ITMAEESE 1. 4. 8, 11 KU 14 Bic. THEOM
BESEL 4, 8, LWERUIS A, HiR 1, 4, 7. 11, 14, 17 RV 20 ARG 2 &
U4 BICRTB OMRBEENDREEZEEL, 1IE%E00 | BRERZER L, KR
R UZRHBRORMEIL 08 : 31~12 : 11 OMIc{T- 72,

5) BAATRE
EHOMOLBEIZONWT, RERBAIPORERVSBDOONSIETHEARI AT ZHE
L. RE L7, TEAMZRSHETIIER A 7RERFMH, BISFH., BEERIAROREKR
BB, BREYRBEAERRCEBHIOROBFHRE TORK AR 2HFH~
7o WERHIMITIXBEARA A TNOBTFOFELFH -,

6) EHIE

REATR S HIER TH, TRORRSHOMRES 1: 1 TRERB ST, T8, BRER
HOENVIBAAT RICRETE2RR L bDOERERYL L AR L, REETIKELLZAEK
[IZECBISAE A O B LBE LT, RBEHORTERE, TRERUEHELRACI VET
L7z,

RRFEG)= (RREWE/ RESHE) X100

ZHREOG) = (R L7/ TR LHDE) X100

BREEG%)= (HE L0 TR LEHOE) X100

7 SR OEIEE
(D EBEEHOBER
RERHZFHEEMIILFIB RIS, DREBOREOFTELZBE L, IHK&TO
FESRIAHIR 21 A DMIR 22 ADF#ET1 B 2| (a1, %) 17V, EIRHM %
0.5 HEMTHEE L, SHAFE 5 BIIRT LTWEEE, TOREZEA 0B LL
7o FHREIE A UCHERIIKRNICIVEH L,
STIREAF (B) =RFL0 R &R0 A
HEER)= (E7FRHERE SRR X100

SRBRT Lo BE8mIS AR OB, BERVEROLBORFELBEL, ik
THZRLOBLL, B4 RETHARERALSYE, RED, ERRUCRIAFIEE
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ELTRILRELEELL,
BEMITEA 4 BALH—K (10 16~20 ) R SE/-ZH 5 BT, &85 LidMm
BERERVOLKEEREO - ORM%IZ, ZTOMOEWIT—F LRKELT CHEAX
BRI L D L BIE X8, BAEERUSKERZH A, FERL2ANCLVEY
L7,

ERE%)= (BAERREHER) X100

(2 WEROHE
A BICAEFREK, RERBEEA -, HERIAREREORELBEL., 24
FLUCHRERZRE L%, BEmICEILaw, £, RS X 0 EERR, HAES,
NEREFEERROCHEZREH U,
FERE%)= GEERZ HHERK X100
HAER%)= (EFREFHERK) X100
AREEE(%)= NREFRE EFRE X100
b = RS HERR 1 MESK
FEREE FEEELDE LWBEIEERL) XV EREE 10 vol% R/~ Y VIRICEE L,
BRAEL,
MAERIIAFEOBRZE2FA4 BETER 1LETY, £FEFRRICLVEHLE,
HAERAETFE(%)= (B4 REFRE BRI 0 BEFRE %100

B 4 BIHRBEZRAIE L&, 2612 —7 VBT TRMBEFE S THRETV.
SRES - MO - AR 2 S UERE - MRORFE ORELF, 2B, HAEROKEIIfEA
ANCAEZRIE L. SEBEM TN ERELREH L,

8) RKRE (BAEAMEZSL)

BREFWKE (5 38~39 B) RUOEBHETHE (BEE 9~10 B) ICHEOLEEIZ OV T,
EThENERSELZ Y PLEF—VIZREL, & - BREKTT4HERE. KRWVWTH
HER-BRBEKT TEDERD 20 BEREZHFM LI REEBIIUTOEY TH D, 2B,
BRI L BHD 4 BFFHRICOWT pH U TIEEE TORE L REEZ ., TO%IZHBELNE 20
FERZ AW TRZEERVCREDOREZITV, REIL A M ORER TV 20 BHlOREEZ &
FFLTHEHBLE, BAkER BRBEZEY PLES—VIELERECHANSLD 1 H



DEREE, HRREAWTRE L,

REHE B OE F &

pH A-73/2749)A-TEA R [7— 72 VA A EH]
cABHE A=YavA7 1y TEA BB [7— 7 VA ARt ]
o hAk H-va/a719IA-TEA BB [7— 2 LA Hrk&it]
o a—2R A3V 1y)2-TEA RBHE [7— 2 LA Batt]
Y5 A=vayA7 492 -TEA RBAE [7— 27 LA B&4t]
=l ) A=YavAT49)A-TEA R [T — 7 LA s &tt]
yavy /) —sr A=y 2712 TEA BBRAE [T — 7 Lo BSt]
7 PURRMEIEE

o Bk

RE (4FHEE) HEMACy VEZRAWERRRAE (BAL : mL)
ZEE KABETED (B4 : mOsm/kg)

RE (20 BrRE) ARAVY) v E—FAWEERME (AL : mL)
BAR (24 &) BEEAE

R E B 2R

a) : AUTION MINI™ AM-4290 (7—72 LA & \&4h)

a)

a)

a)

a)

a)

a)

R-870

b) : HEREERELEE A—F7FRZy b OM-6030 (7T—7 L1 HA&H)

9) MmKFHRE

BRESEARVEEHMATHIC, AE»L—] (3 16~20 ) #R S S5
R 5 ILICOWT, =—7 VBB TICBE L, BREARA 5 EDTA-2K Sk (SB-41 :
YRRy 7 AERSH) CHEEERL, UTOHEBIZDWTRELRE, 7EL, Pk
oy E VR, BB F e RSP TRAFURBBROT 4 7Y ) =S U BIZOWTIL,
3.8mgkg 7 =BT MY U ARKMBRE (MK 9 AL 1 FOEE) ICEIL - MK
i 05 BE (3,000 rpm, %9 1,600 X g, 1047M) LT/ LA MmEES AWTRIE L7z,
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BRAEE B E F ik B {r
R i BREX ERERELRHES 104/uL
~ESuE B VT A RNES U] g/dL
~<v k7 Dy ME FRMERE R ORI M ERE R b ' %
AR M BRAR AR BERIEFRELREE fL,
SE SR i BR i €25 B FMFRBERO~TS e EhOEH rg
SEY IR Bk i €6.58 I BT ~EZu BRI~ b2 Y v MENLEH %
AR M KR Brecher £ %
iR EXERAE bR EHE 104/pL
A M BREK ERIENALRtHES 102/pL,
B3R E 45 F May-Giemsa J 212 L 2 Sk %
=0 N = g | 7uay bk s
TEHELER S b o v R T T RTF U RER
Zuay hEd s
TA4T7V =T VE o v RT S RF kY mg/dL
£ AR E R AR
¢ a—NF—2HE) 8 HHMERT FF 4 — T8I0 (RyZ~<wr - a—AF—ik
K&t

d) . mMFEESBMELEE ACL 100 (Instrumentation Laboratory)

10) ME{EFHRE
mMEFRERRAS & FRFCERR L k2 EEREAAVBRE (X)) Y= FI-A—
Mew 7 FAEKRRSH) (CERY ., BOSE (3000 rpm. #9 1,600Xg, 10 45/) LT
B bNI M % AV CUTOER 22V THIE Lz, 7272 L AST, ALT, LDH % % y -GTP
IZOWTiE, ~23Y UHIRERE (LK 1 mL %4720 49 20 BALO~/RY ) (R LMk
%053 BE (3,000 rpm. # 1,600Xg, 10 47H) LTH LI MEEE AV THIE L,
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BEEHE W oE K & BH {7
AP Bessey-Lowry #°’ [U/L
BalLxA7e—)L CEH-COD-POD #:*’ mg/dL
FITUEFAFR LPL-GK-GPO-POD #:°’ mg/dL
VT =y PLD-ChOD-POD #:* mg/dL
mEYLEY YA ErAFF—E ) mg/dL
N a—2 Fna—z5ve Fath—Eike) mg/dL
REER Urease'LEDH #: ¢’ mg/dL
VT F=v Creatininase-creatinase-sarcosine-oxidase-POD ¢’ mg/dL
AR A F BN B mmol/L
AV YA A A BIRERE mmol/L
BHE A A BRINERE mmol/L
HN T D OCPC #:°) mg/dL
Y TV TT UBEES mg/dL
Wi-ABE Biuret #:°’ g/dL
FAT I BCG #:*) g/dL
A/G th FABEETAT IV LER
AST(GOT) UV-rate #° IU/L
ALT(GPT) UV-rate #°’ IU/L
LDH UV-rate £’ IU/L
v -GTP L v -0 Wy in-3-4E" X-4-c ko7l b 35 o) TU/L
fERRE#S

e) : BKLFREHAIER TBA-120FR B (MXSHIE)

11) REFRE
(1) FRECHETEREAE
E2TOEMIZONT, EREERARVCEEHIMET B, K - MR {bFERED-
DIERM L8 (BB 5 L) 1 3EmEi, € OomoEiIEREIREIEIC X
D IESE SR BIC, FNENESE - B - S - A SDeSORE - AR
DORIRIC X 2 FEM2REBARD 21TV, BRETHE L. 2B, HEY (BB 3%
5 BIZTEABROCEREREZH AL, KT, MEERER OCMiKR{LFEREOER M
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AT o e B REMEHES 5 IRIZHOW T, UTIORTHE (FRRUBERE LEEI260) OF
B (EdER) 2AET S L LB, BSERLHRFOEKENLKE 100g 479
DHEMEREZEM L, 2k *HE T EAAMEOHEE Z W TEERR £ ZHIE L,

Z DEFHETHHE L7z,
B, FRER* (EB/MEZSTe) |« HaRR. OBE. FPIR. PSS, B, BIE*. HE~
FE b

(2) WEMBRERE

EFMIZONT, ROFBE - ML ) BEE 10vol%FN~<Y SETEE, REL
o (ElEL, BERUBREEKIZ 7 VIBCEAELERY VEBER 10vol%hL~ Y
VIBRTHRTFELR) o IRWT, THREML722TF - lfRicoNWTAZ 7 0 3 L7,
GRELTATbEV Y v 24Py (H-E) #EE21T, 20 bBRERUCEA
B MUK - IR LRI U7 R 5 LI oW TR L (MRHED S E T2V
TIIFMZHBH L, AZEER) . 2OHEE. BIEBDEKSORESED O
72, EROHEBRY OCICEERIZ OV T bR 5 T2 R, EXRUCREER
ROREGIZTBE L,

REK. MM, TEE, FEEH). LEERE, FRER. LB/ME, B, IR, R
BT YU )6, BRI o3, L M (REREETe) . B, HTEE. EB.
B, BhE. 5. EG. BTER. B BERE. MR, BMELE PR, TE. RHHE.
WE (BiEeaiy)  KBE (BfEE) | BEEENE (B0

11, FEatEReT

1) &\, AR, FOKkE, BIEMERARK EEAH. REE TICE L A, EIREH,
HER. BRRE. £FRE. A—7 74—V FREE IH ER ) EE. PEEED |
BremE GFHBHME [ EHRVERESE, KREOCOEENER., OEFERE, ©L
BALFRER B EERIT Bartlett REICL WV ENBMEEZREL (HEAE 001, &
i) . EHBOEEIL Dunnett BE. HFEHBOEA L Dunnett BREZITo7 (B
B/K¥E 0.06 XU 0.01, W) . ¥, HAERGE MEMR) 2o, BEHIL
DIFHE %R DI, Bartlett REIZ L Y FHHMEZRE L, F58BDOBE1E Dunnett
RE. HESWDEHEIL Dunnett RELITo 72 (FEAE 0.05 R1r0.01, A .
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2) FHERE, FKERRE HAER ARBRETR HAEREGERIEWHZ L ICTERDEE,
Bartlett REIC L W E458MEEZRE L, EHBEOEBAIE Dunnett RE., EELBOLS
X Dunnett BREZIT>7= (FEKHE 0.05 LT00.01, W) ,

EROTHEPHEREE |

v
W

Bartlett R E

p=0.05, 48

FRE

p<0.05, FEZB

p=0.05, 4k

F R TE

p<0.05, F% 51

[_nawT | e, s>

Dunnett Dunnett & Student @ Aspin-Welch @
ean rank test t BE tRE
p<0.05,0.01 p<0.05,0.01 $<0.05,0.01 p<0.05,0.01
R E IR E IR E AR 7ZE
* . F=s12/ 522

s22)

3) REE. ZHE, BFE. HER HAEROME, BERS, 8IS, BMRG. %
RIS, BARH, ZhERRMT. SHORREYE. MR IS Esni. &
IR, EFRLESSDE. BAETFRE, #HAEFER EERFOLLNIEY
BOGHERD . A =— Y DELBIEIZ LD 2 2REERIT -7 (FEKE0.06 RT0.01,
RRI) o 727 L. HIEERS 5 LT ORANE LN DEAITIE Fisher OEERRE
BILLOVRERIT>7. (FEK#¥0.05 R 0.01, ) ,



R-870

HERER

1. —h3REE (Table 1-1~1-8. Appendix 1~24)
FRHEVEEEOWTROBMICLEFIRAONR 2T,

2. HMLG—RREBOFE. BERE. BHAUERUVERENEORNE (Fig 1~4, Table 2-1
~2-102. Appendix 25~315)

F—Lr—UNBIE, FIIF>TOBEBRUTA—T V7 4 —V FRERIZOWVWTH, &5
FtARNC 1 [E. B#EHFPROEEHABMTIIEE 1 HEE L (X2 7 0EETRGES 7
~9 BH) ,

1) H—b—REBIE (Table 2-1~2-30. Appendix 25~109)

FEERVCRIEHOWTNOBMIIC b ZEIEALONR 5T,

2) FIZFF-TOELE (Table 2-31~2-60, Appendix 110~194)

FHRVEEEOWThOEBMICLEEIXL NPT,

3) AT 74— FNEE (Table 2-61~2-90, Appendix 195~279)

EBEOE T 1000 mg/kg R EFE TR S 3, 4. 5 KU 6 BT BN EfOAERIE
ERFED LN, EEHOH TIX 1000 mgkg B#5HTERE SBICIZLERVEIHKOFE
REEMPED b, —FRTHY . BRAEMLEEZ bR, TOMOKREEE T
FREVEEHEOWTNOBMIC L REIIL N2 hoT, i, EOMBICIIXER &
KIFBDER SR L ORICEEERRD b do T,

4) HHEERRZE (Table 2-91~2-94, Appendix 280~291)

EHOBIREHATA (&5 618) . MXEI 4 HiC, EEBOHEEIIEER TEIZE
L7z (Ra 7 oEEIRMEER 1028) |

FHEVEEHOWTHROBMIC b EEIIA DN o7, £ BRERIG BERR,
EAAUS, BRERS. BLRS, ZEPEMRSE. BRI R L SERDERS
HLOMIZFEZEITRD o7,

5) BARE (Table 2-95~2-98, Appendix 292~303)

BEREIIS & & BRUERKICDVNTERELE,

EREOHR OCEEHOMBE CIIRE L S ERYERSH L OMICEERZIED LN
o fe, EEEOM T 500 mg/ke WEHTHEIL 4 BICAERSENEBOONER, AR
& OBEERE RN T,
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6) ARETHEOHUE (Fig. 1~4. Table 2-99~2-102, Appendix 304~315)
BARWEICS & &, RERB 105 L OfEE 60 HMESFOBETES L,
EROER CEER O MM TITRHE L SERYEREH L OMIIEREIR DO

Rhofe, EFEOH T 1000 mgkg 58 THIERMSE 20~30 FICHFERSERRD O
AieH, —FRITHD Z &b, EETGEHENOELLE X bhi,

3. {KE (Fig. 5~8, Table 3-1~3-8, Appendix 316~339)
ERRVEEFEOME L LICEERTCEERMEI TR L SRR ERESH L OM
WHEBZIRD IR NPT,

4. {ESEE (Fig. 9~12, Table 4-1~4-8. Appendix 340~363)
FHRVCEIEHOME L & ICBEEICIIHERYERSICL 2B O o Tk,
2B, EEICBVTE 250 mg/kg B EHOKETRE 42 BICHE/2KE. 1000 mg/kg $t5
BOMCHIR 4 BICAELRFEME. EEHRICEVTIE 1000 mgkg B 5FOH TR 25 R
29 RICHEREM. RFEOH TIXEIE 11 BICAERLREEIRD bR, Wb —iFh
THHZ L LEBREHAANDE L HWT LT,

5. RigE (BXAZREZSL) (Table 5-1~5-8, Appendix 364~381)
ERERICSVWTH, WTFhORBEEECBVLTHARE L SERYERER L OMICE
EEIIRDbnieinoTe,
FEMEBIZOWTIE, EHEVEHEEOWThOSMIZL REITA BN,

6. MEPRE (Table 6-1~6~8, Appendix 382~405)
1) BEMRTHRE
1000 mg/kg BEHORETIE, FEROFFRMRENRD oo, #@MTRVn &h
LEEFPICERITRY, 7o, 500 mgkg HE5HOMTIE, ) o REROFEREHE
RUOGEGFPEREROFERKMBEIRBD b=, AELOBEERZWI b, £H
REEEANOELLEZ N,
2) [EERTRHRE
1000 mg/kg B EBEDOHETIX, KKK, ~E/ o BRI~ 7 v MEICEE
RIBESRD LN, BREHMBKTRICALONRWELTHY, »oREHRKR TR
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RFETHDZLh b, ERNEHHENOEL & HMT L, RBEOHETIT, MRRMEK
RIZHBRMEMENRBD S, BRAEETHY, OREEBCHFEEZERA LN
Tino, ARMTBHEBERNOELLEX O,

&L IRE (Table 7-1~7-8, Appendix 406~429)
) BERTHRE
250 mg'kg UL L O EBEOBETIT A/G LOFE L BME. 1000 mg/kg HS5FHOHET Y
TVETA FORELREE, REZEROFEREE, HROFEREME, REOH TILy
-GTP DHEEREESED LN,
2) [EIEKETRRE
1000 mg/kg B GREDHREL HICWTHORBERRIZOFEZEIRD bhed o7,

BEEE (Table 8-1~8-8, Appendix 430~459)
Mot R O EBOXFICF—FMICHEBZENRD by - Blid o,
D REKRTHRE
fg B EXNEROFERGMES 500 mgkg BEHOMICHR bR,
g B EREROERREMELS 500 U 1000 mgkg HEBOMIZ R LR,
2) EHEMTRRE
Bk R O ESEROFERSENMCS LN,

HRPr R (Table 9. Appendix 460~575)
UTORE -BREICFTRRA LAY, HEAERVCHEEZMNER D CBREOE(LEE L

b,
1) BEETERE
H . IRE ORFREAERN 500 melkg &5 FEOME 2 BlicAH L,

¥ OB . /DEED 250 mg/kg IEREOHE 1 HlicA BT,
2) EIEETHRE
W OBEMMIZ S BE XS DRI,

10. FEMABSERE (Table 10-1~10-3. Appendix 460~575)

WERE R 5 DEEMN 1000 mg/kg B EHOHEOFIZA LT,
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1) BERTERE

;]

D BRPOUTEE AR R OMR E IR T A HIRRIEE A 1000 meg/ke 58

D 3 B, BEHOUIBRERIRE OBEMD 250 me/kg & 5RO 2 5], 500
mg/kg & 5FHEOME 2 % U 1000 mg/kg 5 HEOME 3 5l & 151, BEIC
BT DB UIERE L globule leukocyte? EOBMAHMBEEDHE 1 4,
500 mg/kg F 5-BEDOHE 2 I U8 1000 me/kg 5 REDOHE 4 i & # 1 41, 8%
PO VAR BE 72 IR B AR D IR 28 1000 mg/kg - 5-REDHE 3 ], B ITER
BE 7R & O EE 3ot BREE O B 1 1, 500 mg/kg 5 REOHE 2 #1% U 1000
mgkg WEHOM 5 FIA BN, ZhOELD S B, RESEICEITS
MREEE, IREOBEM. REICEBIT S globule leukocyte # OB MNE UE
FGDIRED HBSRE D 1000 mg/kg 5 HOBETHM L, BrROBEHN
s L7,

ZTOM, UTOFTRAR LN, HERERCREFHER? O ARRECIIbDL

Zzbhl,

WREEE  BENICEIT BB IR 1000 mg/kg HEFHOMB 1 Flick b,
KEE (BHEzate)

HA ﬂa
" B
g

. BB R LA BB R T} 1000 mgkg EHOMSE 1 FlicAR b

7;-
o

D EHURIRBED LRV BBEOHE 2 Flich b,
D OERRUR IR B FRAE A3 R O HE 3 61 ) 101000 mg/kg B 5 BEDHE 1 51,

RAE BT DRBOUIRE 2 i e /MER M BREOR 1 #ik U 1000
mg/kg 5RO 2 BlizH L=,

: PRARE EEATHIRR IZ 351 2 BEMOUITIREE 7R 22 R b S BRBE DR 3 ] & it 2 41

KU 1000 mg/kg & S-EEOHE 5 #] L M 3 5, BERBNAEROTTES R
BEOME 1 1Kk O 1000 mg/kg F-5FEDORE 3 &, BIRARBUNRENTRIED
MERES 4 F1KR OF 1000 melkg B EREDMEMES 3 FllcAH L,

fii (REXEET)

T E &
o

D ERULIAIRMRE DR X BB OHRER 1 H1K O 1000 me/kg & 5O

LFZH BT,

D PHIEIICRBITABO SRS BEEORE 1 Flici bk,
D BRRCUIRRE 2B E M O TLE N R EE & U 1000 merkg & SREDOMEHES
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b FlizH b,

BE (i3l

: BREOBEARRMELA M BEOHE 1 FlicA b,
¥ OB BT OERELRENREN 1000 mgkg #E5HE 1 HIicA LN,
B OBt MERICERIT ZEMREMADS 1000 me/kg B 5B OME 1 Flich bz,
2) [EEKTRRE

= D BMRRE OB BHOM 1 5], BRE KT 58H globule
leukocyte DA 1000 mgkg B 5REDHE 3 Fl Lt 1 f], BMER
BOIEEA 1000 mglkg REFEDOHE 5 FlicH b, HEFE HL~RFICE
i7 % globule leukocyte O ME FERZOIEEDHEIEES 1000
mg/kg X EHOMETHEML I,

1. %EA# (Table 11, Appendix 576~579)
HEMEREOEIIL O, FHEEEE A IR L SERMER S L ORICA
BEEIIFRD o Tz,

12. ZXECHi#R (Table 12, Appendix 580~583)
XEREED 1 M EEHLE 7 BiZ, fMOMABEORIIEMAE 4 RETICZRMAMRILL,
MEEBIPER LT, Lehi> T, KRETRELLBR KBR, BRERRUZH/HRICER
BE LSRR HERER L OMICAREIRD kol

13. DIRAEER U S -1R2LKEE (Table 13, Appendix 584~587)

SRIRRETIL, TR 21.5~22.5 BICEBINERICHE L. HEE, SR, &Rk, &
RES, FRE, BERE, HELERERUCHAERICITHBRE L SERDERSH L ORI
AFEEIRDbNeh o7,

HERE T, WThoBECLEEY | REDRURIATBICREIIZ bR o T,

14. HERDOERE (Table 14, Appendix 588~591)
PR DF B REMED 500 mgke BEHRFIZ, HAEROBEAROABE2HED 250 mgkg &
ERIEEO AR, WThLARLOBEEL R o7, ARBREEFITOHERELT,
JEBFZ 7 1000 mg/kg 5B 1 flHbi-p. HBESERUCAKREEOREENLBRELE
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EdbnEEZLNT,

15, HERDEHFE (Table 15, Appendix 592~595)
HE 4 BAFRRICIIHRE - SERDERER L OBICEREIRD NN T2,

16. HERDIEKE (Table 16, Appendix 596~599)
HAEROBERICABREEN 250 mghkg REBICRDO LN, AR EOBEEIIZ -
oo WE 4 HOEEICIIMNRBE L SEBRYHEEER L ORICEEERRD bRk o Tk,

17. HERDOERE 4 BHRARE (Table 17, Appendix 600~603)
WIhOHARIZOLRERA 22T,
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E =K

2732 =F N1, 3T an VA= A0 0 (RFREE) . 250, 500, KR UF 1000 mgkg % .
Sprague-Dawley % SPF 7 v F OBEIZITATECAT 14 B IR UZCEHIF %8 L THIRATA (42 B
f#E) T, MICIIZERT 14 BRRUZESHBY CICERYM 2@ L TR 4 BET (42
~48 A& E) 85 L. REREHEERCEMBAREL BRI Lz, FiZ, 0 R 1000 mg/kg
[COWTIE 42 BRER S Lo, 14 AMOERHME R, BHEELOmHEEZRET L,

1. REEESEHE

—RIREE, BEERE, BARIE. BREBEOHIE, AH, B, RRE (BEAEEZET) |
MFFERE. FIRFTAROCBEEEOHERTHBRYE RS C L 2BEBIRO LR o7,

HHR—REBOBETIE, —7 > 74—/ FREIEIZB\WT 1000 mgkg #5HOET
#5 3. 4. 5 RV 6 B LX) EIBROEEIFED bz, LL, oREERE. FiCA
HKEBREICETIT 2, BERTRRECBD DRV L b EOE(TH -7,

MFALERE TIL, BEHRIR TEHREIZBVWT 250 mg/kg Ll EOREFHOHT A/G HOE
ff. 1000 mg/kg W EHDOET ) Z'V T A FOEBE., REZROEME, HROEM. RFED
HETILy -GTP OREDED bt BEARELCHEEREERB ICEEN 2, RFNIZY
RERZVWI L LERFN TSRO &L,

FREEBTRE T, RERTRBREICRBVT 1000 mgkg HEHOBIZRBEEBICRITS
HAREE, RE OBEMR. IRE 28T 5 globule leukocyte Z DA, BRE KGR D IBE K OB R &
DOIRENRBEIN. ERYEOF~DRIEES IR IR, ZTheBOELRD I, REIZE
tT % globule leukocyte FHDOEME UERBOIERELEER TRREIZBWTHEBE D,
MROBERIER L, sEEOoEkThoT,

2. ARERESM

TR, REETIELEZIK, REE, BRERUZBRIIIESRMEREOREITR
biviedol, 7=, BEWOMER, MIRHM. RER FHRER. BKRE, EKEREE, &
ERE, HEAREK HAEERUHLIIEBYERSOREEIIRD N T, BRALHHPORIL
REBIZEFERD bV 25, 1000 mgkg B EBICBVC b HEEM DR RRE, FEFEHE
RUOZMREE. BB OITRMERE, SR OB ITE 2 EOEBBE~OEBIIRWEEXbh
7o
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HAER T, HEROBERUIRA 4 BHRFTR., RERUEFRICIIERMER SR
HELITBH N2V &N D, 1000 mglkg IREFITIB VT HEE IBIRDRE L BRBR¥FRIZE L,

E%DORE -RE~DEBI 2WEEZEZ BN,

INHORRNS, ARBREHFTICRBITS2- 73 /-2-25F1-1, 37 u X P —LOREER
EEMICsHT 5 SR I T 500 mg/kg/day., T 1000 mg/kg/day. ERMRBEFEICKT S
EEEEIIHEEREIM R GRS & 12 1000 mgkg/day & Hi¥r L7,
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x

1) Isao Narama, Kiyokazu Ozaki, Syuuichi Matsushima and Tetsuro Matsuura:
Eosinophilic Gastroenterocolitis in Iron Lactate-Overloaded Rats, Toxicologic

Pathology, vol, 27, no. 3, pp. 318-324, 1999
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Activity (Count)

600
500+
400}
300
200
~~
100 o—=o 0 mg/kg .
A- — A 250 mg/kg | o
— —m 500 mg/kg
&—-—< 1000 mg/kg
O ] | | ] I 1]
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 3-Propanediol, Z2-amino-2-ethyl
Motor activity of male rats (Main group, Week 6 of administration)
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o—0 0 mg/kg
A~ — A 250 mg/kg
M— —m 500 mg/kg
o——o 1000 mg/kg

4001
300
200
1001
O ] v ]
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 3-Propanediol, 2-amino-2-ethyl
Motor activity of female rats (Main group, Day 4 of lactation)
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Activity (Count)

600~
500
400+
300}
200}
100F
c—=o 0 mg/Kg
&—-—¢ 1000 mg/kg
O | | { | | ]
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 3-Propanediol, 2-amino-2-ethyl
Motor activity of male rats (Recovery group, Week 2 of recovery)
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Activity {Count)

600+
500+ o
400+
300}
2001
100
o—0 0 mg/kg
&——<¢ 1000 mg/kg
O 1 ] ] | [ J
0-10 10-20 20-30 30-40 40~-50 50-60
Interval {(minute)
Fig.4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 3-Propanediol, 2-amino-2-ethyl
Motor activity of female rats (Recovery group, Week 2 of recovery)
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600+
550F
500t
4
< 450k
=
-
-
B 400+
" o—0 0 mg/Kg
350 A— — A 250 mg/kg
& —m 500 mg/kg
&——<o 1000 mg/kg
300 —— Pre-mating period — Mating period | Post-mating period |
(ji“ | | | | | [ ] | | ! | ! !
1 4 B " 15 18 22 25 29 32 36 39 42
Day of administration
Fig.5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 3-Propanediol, 2-amino-2-ethyl

Body weight changes of male rats (Main group)
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450
400+
350+ EFi‘4;gﬁg
=
=
= 300k
‘©
=
=)
& 250F
o-— 0 mg/kg
200k A — A 250 mg/kg
O0— —m 500 mg/kg
&——<¢ 1000 mg/kg
190 —— Pre-mating period 1} Gestation period | Lactation period
GF ] i | I ! /# i | 1 | | L/ |
1 4 8 11 157 0 4 7 11 14 17 207 0 4 (day)
Fig.b A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 3-Propanediol, 2-amino-2-ethyl

Body weight changes of female rats (Main group)
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4 8 M 19 18 22 25 29 32

36

39

271 4 8 11 14 (day)

A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 3-Propanediol, 2-amino-2-ethyl

Body weight changes of male rats (Recovery group)
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6[_ 1 | 1 1 | | [ | 1 | 1 | | 7/[L | | i ] |
1 4 g8 M 15 18 22 25 289 32 36 38 42 1 4 8 11 14 (day)
Fig.B

A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Body weight changes of female rats (Recovery group)
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R-870

251
o—o0 0 mg/kg
A~ — A 250 mg/kg
O— —m 500 mg/kg
o—— 1000 mg/kg
20F p——— Pre-mating period | } Post-mating period |
GEJ I | I f////l ! ] | ! i
1 4 8 11 157 25 29 32 36 39 42
Day of administration
Fig.9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 3-Propanedicl, 2-amino-2-ethyl

Food consumption of male rats (Main group)
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o—a 0 mg/kg
A~ — A 250 ma/kg
M— —m 500 mg/kg

10 &—-—<4 1000 mg/kg
Lactation
p——— Pre-mating period — F Gestation period { period
O L ] 1 ] | ]//L L | | ] 1 ] L /J/L | |
1 4 8 11 157 1 4 7 11 14 17 207 2 4 (day)
F1g.10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 3-Propanediol, 2-amino-2-ethyl

Food consumption of female rats (Main group)
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40
351 s
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=2
S
e 25-
=
7p]
| -
=
-
[om)
e 20F
o—o 0 mg/kg
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Fig. 11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 3-Propanediol, 2-amino-2-ethyl

Food consumption of male rats (Recovery group)



R-870

30
—  2hF
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c 20+
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=
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Fig.12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 3-Propanediol, 2-amino-2-ethyl

Food consumption of female rats (Recovery graoup)
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Table 1-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Clinical signs in male rats (Main group)

Day of administration

Dose Signs

mg/kg 1-7 8-14 15-21 22-28 29-35 36-42
0 No. of animals 12 12 12 12 12 12
No. of animals with abnormal findings 0 o 0 0 0 0
250 No. of animals 12 12 12 12 12 12
No. of animals with abnormal findings 0 ] 0 0 0 0
500 No. of animals 12 12 12 12 12 12
No. of animals with abnormal findings 0 o 0 1) 0 0
1000 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0
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Table 1-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Clinical signs in female rats during the pre-mating period (Main group)

Administration
Dose Signs

meg/kg 1 2 3 4 5 6 T 8 9 10 11 12 13 14 15a)

0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 [} 0

250 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings ] (¢} 0 0 [v] 0 0 0 0 0 0 ] 0 0 [}

500 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a): Day of administration
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Table 1-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, Z2-amino-2-ethyl

Clinical signs in dams during the gestation period (Main group)

Administration
Dose Signs
ng/kg 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22a)
0 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 0

No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [} 0 0 0 0 0 0

250 No. of dams 12 12 12 12 12 312 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 0
No. of dams with abnormal findings 0 0 0 0 0 o} 0 0 (4] 0 0 0 ] 0 0 0 0 0 0 0 [1] )

500 No. of dams 1z 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 0
No. of dams with abnormal findings 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [

1000 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 0
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a): Day of gestation
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Table 1-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Clinical signs in dams during the lactation period (Main group)

Administration
Dose Signs

mg/kg 0 1 2 3 4a)

0 No. of dams 12 12 12 12 12

No. of dams with abnormal findings 0 ] 0 [0} [V}

250 No. of dams 12 12 12 12 12

No. of dams with abnormal findings 0 0 0 0 0

500 No. of dams 12 12 12 12 12

No. of dams with abnormal findings 0 0 0 0 0

1000 No. of dams 12 12 12 12 12

No. of dams with abnormal findings 0 0 0 0 0

a): Day of lactation
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Table 1-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, Z2-amino-2-ethyl
Clinical signs in male rats (Recovery group, administration period)
Day of administration
Dose Signs
mg/kg 1-7 8-14 15-21 22-28 29-35 36-42
0 No. of animals 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0
1000 No. of animals 5 5 5 5 5 5
No. of animals with abnormal findings 0 1] 0 0 0 0
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Table 1-6 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Clinical signs in female rats (Recovery group. administration period)
Day of administration
Dose Signs
ng/kg 1-7 8-14 15-21 22-28 29-35 36-42
0 No. of animals 5 5 5 5 S 5
No. of animals with abnormal findings 0 ] 0 0 0 0
1000 No. of animals 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0
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Table 1-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Clinical signs in male rats (Recovery group, recovery perlod)

Day of recovery

Dose Signs

mng/kg 1-7 8-14
0 No. of animals 5 5
No. of animals with abnormal findings 0 0

1000 No. of animals 5 5
No. of animals with abnormal findings 0 0
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Table 1-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Clinical signs in female rats {Recovery group, recovery period)
Day of recovery
Dose Signs
mg/kg 1-7 8-14
0 No. of animals 5 5
No. of animals with abnormal findings 1) 4]
1000 No. of animals 5 5
No. of animals with abnormal findings 0 0
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Table 2-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: home cage cobservations (Main group, Week 1 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: home cage observations (Main group. Week 2 of administration}

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: home cage observations (Main group, Week 3 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, Z2-amino-2-ethyl
Detailed clinical signs in male rats: home cage observations (Main group, Week 4 of administration)
Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12




Table 2-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed cliniecal signs in male rats: home cage observations (Main group, Week 5 of administration)

R-870

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
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Table 2-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: home cage observations (Main group, Week 6 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 iz 12
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Table 2-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: home cage observations (Main group, Week 1 of administration}

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, Z2-amino-2-ethyl
Detailed clinical signs in female rats: home cage observations (Main group. Week 2 of administration)
Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: home cage observations (Main group., Week 3 of administration)

Dose (mg/kg) 0
Parameter No. of animals 1
Posture
Normal 1
Convulsion
None 1

Abnormal behavior
None 1
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Table 2-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Detailed clinical signs in female rats: home cage observations (Main group, Day 1 of gestation)
Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12




R-870

Table 2-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amlno-2-ethyl
Detailed clinical signs in female rats: home cage observations (Main group, Day 7 of gestation)
Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanedicl, 2-amino-2-ethyl

Detailed clinical signs in female rats: home cage cbservations (Main group, Day 14 of gestation)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12




Table 2-13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1,

Detailed clinical signs in female rats: home cage observations (Main group, Day 20 of gestation)

3-Propanediol, 2-amino-2-ethyl

R-870

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
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Table 2-14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: home cage observations (Main group, Day 4 of lactation)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-15 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 S
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Table 2-16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 3 5
Convulsion
None 51 5

Abnormal behavior
None 5 5
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Table 2-17 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanedlol., 2-amino-2-ethyl

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5] 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-18 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 4 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 151
Convulsion
None 5 S

Abnormal behavior
None S S
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Table 2-19 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 5 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals S 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-20 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals ) 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 S
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Table 2-21 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5] 5
Posture
Normal 5 5
Convulsion
None S 5

Abnormal behavior
None 5 5
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Table 2-22 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-23 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-24 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 51 5
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Table 2-25 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5] 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-26 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 4 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None S 5




R-870

Table 2-27 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with 1, 3-Propanediol, 2-aming-2-ethyl

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 5 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 13
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Table 2-28 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2Z-amino-2-ethyl

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal b 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-29 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-30 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 S
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-31 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 1 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

Removal from cage

Easy 11 10 11 12

Some resistance/avoldance 1 2 1 0
Vocallzation -

None 10 8 8 12

Soft 2 4 3 0

Moderate 0 0 1 0
Reactivity to handling

Easy 9 10 10 12

Slightly awkward 3 2 2 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Pupll size

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Salivation

None 12 12 12 12

Abnormal respiration
Absent 12 12 12 12
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Table 2-32 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 2 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

Removal from cage

Easy 12 12 12 11

Some resistance/avoidance 0 0 0 1
Vocalization

None 10 11 11 9

Soft 2 1 0 3

Moderate 0 0 1 0
Reactivity to handling

Easy 11 12 12 12

Slightly awkward 1 0 0 4]
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Salivation

None 12 12 12 12

Abnormal respiration
Absent 12 12 12 12
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Table 2-33 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detalled clinical signs in male rats: in-the-hand observations (Main group, Week 3 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

Removal from cage

Easy 10 12 12 11

Scme resistance/avoidance 2 0 [} 1
Vacalization

None 11 11 11 11

Soft 0 1 1 0

Moderate 1 0 0 1
Reactivity to handling

Easy 11 12 12 10

Slightly awkward 1 0 0 2
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Salivation

None 12 12 12 12

Abnormal respiration
Absent 12 12 12 12
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Table 2-34 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 4 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

Removal from cage

Easy 12 12 12 12
Vocalization

None 10 11 11 11

Soft 1 1 1 1

Moderate 1 1) 0 0
Reactivity to handling

Easy 11 10 11 10

Slightly awkward 1 2 1 2
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Pupll size

Normel 12 12 12 12
Lacrimation

Normal 12 12 12 12
Salivation

None 12 12 12 12

Abnormal respiration
Absent 12 12 12 12
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Table 2-35 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detalled clinical signs in male rats: in-the-hand observations (Main group, Week 5 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

Removal from cage

Easy 9 10 9 7

Some resistance/avoidance 3 2 3 5
Vocalization

None 10 11 11 7

Soft 2 0 1 5

Moderate 0 1 0 0
Reactivity to handling

Easy 9 10 10 6

Slightly awkward 3 2 2 6
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Plloerection

Absent 12 12 12 12
Mucosal membranes .

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Pupll size

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Salivation

None 12 12 12 12

Abnormal respiration
Absent 12 12 12 12
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Table 2-36 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 6 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

Removal from cage

Easy 11 11 9 9

Some resistance/avoidance 0 1 3 2

Difficult 1 0 0 1
Vocallzation

None 9 9 10 9

Soft 2 3 1 2

Moderate 1 0 1 1
Reactivity to handling

Easy 11 11 11 10

Slightly awkward 1 1 ] 2

Difficult 0 0 1 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Salivation

None 12 12 12 12

Abnormal respiration
Absent 12 12 12 12
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Table 2-37 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: in-the-hand observations (Main group, Week 1 of administration)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

Removal from cage

Atypically docile 0 1 [4] 0

Easy 12 11 12 12
Vocalization

None 12 12 10 12

Soft 0 0 2 0
Reactivity to handling

Atypically docile o 2 0 0

Easy 12 10 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Salivation

None 12 12 12 12

Abnormal respiration
Absent 12 12 12 12
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Table 2-38 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: in-the-hand observations (Main group, Week 2 of administration}

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Removal from cage

Easy 12 12 12 12
Vocalization

None 12 12 12 11

Soft 0 0 0 1
Reactivity to handling

Easy 11 12 12 11

Slightly awkward 1 0 0 1
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Salivation

None 12 12 12 12

Abnormal respiration
Absent 12 12 12 12
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Table 2-39 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-~amino-2-ethyl

Detailed clinical signs in female rats: in-the-hand observations (Main group, Week 3 of administratiom)

Dose (mg/kg) 0
Parameter No. of animals

Removal from cage

Easy 1
Vocalization

None 1
Reactivity to handling

Easy 1
Fur condition

Normal 1
Skin

Normal 1
Piloerection

Absent 1
Mucosal membranes

Normal i
Secretions-Eye, Nose

Absent 1
Palpebral closure

Normal 1
Exophthalmos

Absent 1
Pupil size

Normal 1
Lacrimation

Normal 1
Salivation

None 1

Abnormal respiration
Absent 1
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Table 2-40 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detalled clinical signs in female rats: in-the-hand observations (Main group, Day 1 of gestation)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

Removal from cage

Easy 12 12 12 12
Vocalization

None 12 12 12 10

Soft 0 0 [} 2
Reactivity to handling

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Salivation

None 12 12 12 ,12

Abnormal respiration
Absent 12 12 12 12
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Table 2-41 A combined repeated-dose/reproductive-developmental toxlicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 7 of gestation)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

Removal from cage

Easy 11 10 10 11

Some reslistance/avoidance 1 2 2 1
Vocalization

None 12 12 12 11

Soft 0 0 0 1
Reactivity to handling

Easy 8 11 6 12

Slightly awkward 4 1 6 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Sallvation

None 12 12 12 12

Abnormal respiration
Absent 12 12 12 12
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Table 2-42 A comhined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 14 of gestation)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

Removal from cage

Easy 12 12 11 12

Some reslstance/avoidance 0 0 1 0
Vocalization

None 12 12 12 12
Reactivity to handling

Easy 10 10 10 10

Slightly awkward 2 2 2 2
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Salivation

None 12 12 12 12

Abnormal respiration
Absent 12 12 12 12




R-870

Table 2-43 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-Z-ethyl

Detailed clinical signs in femele rats: in-the-hand observations (Main group, Day 20 of gestation)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Removal from cage

Easy 12 12 12 12
Vocalization

None 12 12 12 12
Reactivity to handling

Easy 12 11 12 12

Slightly awkward 0 1 0 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Salivation

None 12 12 12 12

Abnormal respiration
Absent 12 12 12 12




R-87T0

Table 2-44 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: in-the-hand observations (Main group., Day 4 of lactation)

Dose (mg/kg) 0 250 500 1000
Parameter No. of animals 12 12 12 12

Removal from cage

Easy 12 12 12 11

Some resistance/avoidance 0 0 0 1
Vocallzation

None 12 12 12 11

Soft 0 0 0 1
Reactivity to handling

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Salivation

Naone 12 12 12 12

Abnormal respiration
Absent 12 12 12 12




R-870

Table 2-45 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-aminc-2-ethyl

Detailed clinical signs in male rats: in-the-hand observations (Recovery group. Week 1 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Removal from cage

Easy 4 5

Some resistance/avoidance 1 0
Vocallzation

None 1 4

Soft 3 1

Moderate 1 0
Reactivity to handling

Easy 5 5
Fur condition

Normal 5 S
Skin

Normal 5] 5
Plloerection

Absent 5 5
Mucosal membranes

Normal 5 5
Secretions-Eye, Nose

Absent 53 5
Palpebral closure

Normal 5] S
Exophthalmos

Absent 5 S
Pupil size

Normal 5 5
Lacrimation

Normal 5 5
Salivation

None 5 5

Abnormal respiration
Absent 5 5




R-870

Table 2-46 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Removal from cage

Atypically docile 1 ¢

Easy 4 5
Vocalization

None 3 5

Soft 2 0
Reactivity to handling

Atypically docile 1 0

Easy 4 5
Fur condition

Normal 5} 5
Skin

Normal 5 5
Piloerection

Absent 5 5
Mucosal membranes

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Palpebral closure

Normal 5 5
Exophthalmos

Absent 5 5
Pupil size

Normal S 153
Lacrimation

Normal 5 5
Salivation

None 5 5

Abnormal respiration
Absent 5 5




R-870

Table 2-47 A combined repeated-dose/reprcductive-developmental toxlcity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2Z-ethyl

Detailed clinical signs in mele rats: in-the-hand observations (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Removal from cage

Easy 5 5
Vecalizaticn

None 5 4

Soft 0 1
Reactivity to handling

Easy 5] 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Pilloerection

Absent 5 5
Mucosal memhranes

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Palpebral closure

Normal 5 S
Exophthalmos

Absent S 5
Pupil size

Normal 5 5
Lacrimation

Normal 5 5
Salivation

None 5 5

Abnormal respiration
Absent 5 5




R-870

Table 2-48 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 4 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Removal from cage

Easy 5 5
Vocalization

None 4 2

Soft 1 3
Reactivity to handling

Easy 5 4

Slightly awkward o] 1
Fur condition

Normal b5 5
Skin

Normal 5 5
Piloerection

Absent 5 5
Mucosal membranes

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Palpebral closure

Normal 5 5
Exophthalmos

Absent 5 5
Pupil size

Normal 5 5
Lacrimation

Normal 53 5
Salivation

None 5 5

Abnormal respiration
Absent 5 5




R-870

Table 2-49 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 5 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Removal from cage

Easy 4 3

Some resistance/avoidance 1 2
Vocalization

None 3 2

Soft 2 3
Reactivity to handling

Easy 3 3

Slightly awkward 2 2
Fur condition

Normal 5 5
Skin

Normal 5 5
Piloerection

Absent 5 5
Mucosal membranes

Normal 5 S
Secretions-Eye, Nose

Absent 5 51
Palpebral closure

Normal 5 5
Exophthalmos

Absent 5 5
Pupil size

Normal 5 5
Lacrimation

Normal 5 S
Salivation

None 5 5

Abnormal respiration
Absent 5 5




R-870

Table 2-50 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Removal from cage

Easy 3 4

Some resistance/avoidance 2 1
Vocalization

None 4 3

Soft 1 2
Reactivity to handling

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal S5 )
Piloerection

Absent 5 5
Mucosal membranes

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Palpebral closure

Normal S5 5
Exophthalmos

Absent S 5
Pupll size

Normal 5 5
Laerimation

Normal 5 5
Salivation

None 5 5

Abnormal respiration
Absent 5 5




R-870

Table 2-51 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals S 5

Removal from cage

Easy 4 4

Some resistance/avoidance 1 1
Vocalization

None 4 5

Soft 1 0
Reactivity to handling

Easy 4 4

Slightly awkward 1 1
Fur condition

Normal 5 5
Skin

Normal 5 5
Pilocerection

Absent 5 5
Mucosal membranes

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Palpebral closure

Normal 5 5
Exophthalmos

Absent 5 5
Pupil size

Normal 5 5
Lacrimation

Normal 5 5
Salivation

None S5 5

Abnormal respiration
Absent 5 5




R-870

Table 2-52 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 2 of recovery)}

Dose (mg/keg) 0 1000

Parameter No. of animals 5 5

Removal from cage

Easy 5 5
Vocalization

None 51 5
Reactivity to handling

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal ] 5
Piloerection

Absent 5 5
Mucosal membranes

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Palpebral closure

Normal 5 5
Exophthalmos

Absent 5 5
Pupil size

Normal 5 5
Lacrimation

Normal 3} 5
Salivation

None 5 5

Abnormal respiration
Absent 5 5




R-870

Table 2-53 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 [

Removal from cage

Easy 5 5
Vocalization

None 15 5
Reactivity to handling

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 3
Piloerection

Absent 5 5
Mucosal membranes

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Palpebral closure

Normal 5 5
Exophthalmos

Absent 5 5
Pupill size

Normal 5 5
Lacrimation

Normal 5 5
Salivation

None 5 5

Abnormal respiration
Absent 5 5




R-870C

Table 2-54 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: In-the-hand observations (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5

Removal from cage

Easy 5 S
Vocallzation

None 5 5
Reactivity to handling

Easy 5 5
Fur condition

Normal S S
Skin

Normal 5 5
Piloerection

Absent 5 5
Mucosal membranes

Normal 5 5
Secretions-Eye, Nose

Absent 5} 5
Palpebral closure

Normal 5 5
Exophthalmos

Absent 5 S5
Pupil size

Normal 5 5
Lacrimation

Normal 5 5
Salivation

None 5 S

Abnormal respiration
Absent 5 5




R-870

Table 2-55 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-aminc-2-ethyl

Detailed clinical signs In female rats: in-the-hand observations (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Removal from cage

Easy 5 5
Vocalization

None 5 5
Reactivity to handling

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal S S
Piloerection

Absent 5 5
Mucosal membranes

Normal 5 5
Secretions-Eye, Nose

Absent 5 1
Palpebral closure

Normal 5 S
Exophthalmos

Absent 5 5
Pupil size

Normal 5 5
Lacrimation

Normal 5 5
Salivation

None 5 5

Abnormal respiration
Absent 5 5




Tahle 2-586 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 4 of administration)

Dose (mg/ke) 0 1000

Parameter No. of animals 5] 5

Removal from cage

Easy 4 5

Some resistance/avoidance 1 [}
Vocalization

None 3 ]

Soft 2 0
Reactivity to handling

Easy 3 5]

Slightly awkward 2 0
Fur condition

Normal 5 S
Skin

Normal 5 5
Pilloerection

Absent 5 5
Mucosal membranes

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Palpehral closure

Normal 5 5
Exophthalmos

Absent 5 5
Pupil size

Normal 5 5
Lacrimation

Normal 5 5
Salivation

None 5 5

Abnormal respiration
Absent 5 5




R-870

Table 2-57 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 5 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Removal from cage

Easy 5 5}
Vocalization

None S 5
Reactivity to handling

Easy 5 5
Fur condition

Normal b 1)
Skin

Normal 5 5
Plloerection

Absent 5] . 5
Mucosal membranes

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Palpebral closure

Normal 5 5
Exophthalmos

Absent 5 5
Pupil size

Normal 5 5
Lacrimation

Normal 5 5
Salivation

None 5 5

Abnormal respiration
Absent 5 5




R-870

Table 2-58 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-aminc-2-ethyl

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Removal from cage

Easy 5 5
Vocalization

None 5 5
Reactivity to handling

Easy 5 5
Fur condition

Normal 5 3
Skin

Normal 5 5
Piloerection

Absent 5 5
Mucosal membranes

Normal 5 S
Secretions-Eye, Nose

Absent 5 5
Palpebral closure

Normal 5 5
Exophthalmos

Absent 5 5
Pupil size

Normal 5 5
Lacrimation

Normal 5 5
Salivation

None 5 5

Abnormal respiration
Absent 5 5




R-870

Table 2-59 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Removal from cage

Easy S 5
Vocalization

None 5 5
Reactivity to handling

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Piloerection

Absent 5 5
Mucosal membranes

Normal 5 53
Secretions-Eye, Nose

Absent 5 5
Palpebral closure

Normal 5 5
Exophthalmos

Absent 5 5
Pupil size

Nermal 5 3
Lacrimation

Normal 5 5
Salivation

None 5 5

Abnormal respiration
Absent 5 5




R-870

Table 2-60 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Removal from cage

Easy 5 5
Vocallzation

None 5 5
Reactivity to handling

Easy 5 5
Fur condition

Normal S 5
Skin

Normal 5 5
Piloerection

Absent 5 5

Mucosal membranes
Normal 5 5

Secretions-Eye, Nose
Absent 5 5

Palpebral closure

Normal 5 5
Exophthalmos

Absent 5 5
Pupil size

Normal 5 5
Lacrimation

Normal 5 5
Salivation

None 5 5

Abnormal respiration
Absent 5 5




R-870

Table 2-61 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: copen field observation (Main group, Week 1 of administration)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Posture

Normagl 12 12 12 12
Gait

No/minimal location 0 0 1 0

Normal 12 12 11 12
Arousal

Normal 12 12 12 12
Tremor

None 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Grooming

None 12 12 12 12
Rearing 2+ 1 2+ 1 3+ 1 3+ 1
Urination

None 11 10 10 12

Small amount 1 2 2 0
Defecation count 0+ 0 G+ 0 0+ 0 0+ 1

No significant difference in any treated groups from control group.



R-8T70

Table 2-62 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, Z2-amino-2-ethyl

Detailed clinical signs in male rats: open field observation (Main group, Week 2 of administration)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Gait

Normal 12 12 iz 12
Arousal

Normal 12 12 12 12
Tremor

None 12 12 12 12
Convulsion

None 12 12 iz 12
Abnormal behavior

None 12 12 12 12
Grooming

None 12 12 12 12
Rearing 4+ 2 4+ 2 3+ 2 3+ 2
Urination

None 12 8 11 12

Small amount 0 4 1 0
Defecation count 0+ 0 0+ 1 1+ 2 0+ 0

No significant difference in any treated groups from control group.



R-870

Table 2-63 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, Z-amino-2Z-ethyl
Detailed clinical signs in male rats: open field observation (Main group, Week 3 of administration)
Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Gait

No/minimal location 0 0 1 0

Normal 12 12 11 12
Arousal

Normal 12 12 12 12
Tremor

None 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Grooming

None 12 12 12 12
Rearing 5+ 2 3+ 2 4+ 3 3+ 2«D
Urination

None 11 10 10 10

Small amount 1 2 2 2
Defecation count 0+ 0 0+ 1 0o+ 1 0+ 1

#: p<0.05 (Significant difference from contrel group)

D: Dunnett's test



R-870

Table 2-64 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Detailed clinical signs in male rats: open field observation (Main group, Week 4 of administration)
Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Gait

Normal 12 12 12 12
Arousal

Normal 12 12 12 12
Tremor

None 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Grooming

None 12 12 12 12
Rearing 5% 3+ 3 5+ 2 3+ 1sD
Urination

None 11 10 11 12

Small amount 1 2 1 0
Defecation count O+ 0+ 1 0+ 0 0+ 0

#: p<0.05 (Significant difference from control group)

D: Dunnett's test



R-870

Table 2-65 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: open field observation (Main group, Week 5 of administration)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Gait

Normal 12 12 12 12
Arousal

Normal 12 12 12 12
Tremor

None 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Grooming

None 12 12 12 12
Rearing 6+ 3 5+ 2 5+ 2 4+ laeD
Urination

None 8 9 12 9

Small amount 4 2 1] 2

Moderate amount ¢} 1 0 1

Defecation count 0+ ¢ 0+ 0 0+ 1 0+ 0

##: p<0.01 (Significant difference from control group)
D: Dunnett's test



R-870

Table 2-66 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with 1, 3-Propanediol, Z-amino-2-ethyl

Detailed clinical signs in male rats: open field observation (Maln group, Week 6 of administration)

Dose (mg/kg) 0 250 500 1000

Parameter No. 12 12 12 12
Posture

Normal 12 12 12 12
Gait

Normal 12 12 12 12
Arousal

Normal 12 12 12 12
Tremor

None 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Grooming

None 12 12 12 12
Rearing 6+ 5+ 2 5+ 1 4+ 2wa])
Urination

None 9 12 10 12

Small amount 2 Q 2 0

Moderate amount 1 0 0 0
Defecation count 0+ 0+ 0 0+ 1 0+ 1

#%: Dp<0.01 (Significant difference from control group)

D: Dunnett's test



R-870

Table 2-67 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: open fleld observation (Main group, Week 1 of administration)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Gait

Normal 12 12 12 12
Arousal

Normal 12 12 12 12
Tremor

None 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Grooming

None 12 12 12 12
Rearing 6+ 2 5+ 2 5+ 2 T+ 2
Urination

Nene 12 12 12 12
Defecation count 0+ 0 0+ 0 0+ 0O 0+ O

No significant difference in any treated groups from control group.



R-870

Table 2-68 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: open field observation (Main group, Week 2 of administration)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Gait

Normal 12 12 12 12
Arousal

Normal 12 12 12 12
Tremor

None 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Grooming

None i2 12 12 12
Rearing T+ T+ 5+ 5+ 2
Urination

None 12 12 10 12

Small amount 0 0 2 0
Defecation count 0+ 0+ 0+ 0+ 0

No significant difference in any treated groups from control group.



R-870

Table 2-69 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: open field observation (Main group, Week 3 of administration)

Dose (mg/kg) 0

Parameter No. of animals 1
Posture

Normal 1
Gait

Normal 1
Arousal

Normal 1
Tremor

None 1
Convulsion

None 1

Abnormal behavior

None 1
Grooming

None 1
Rearing 5+ 0
Urination

None 1

Defecation count 0+ 0




R-870

Table 2-70 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: open field observation (Main group, Day 1 of gestation)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Gait

Normal 12 12 12 12
Arousal

Normal 12 12 12 12
Tremor

None 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Grooming

None 12 12 12 12
Rearing T+ 2 T+ 2 6+ 1 6+ 2
Urination

None 12 11 11 12

Small amount 0 1 1 0
Defecation count 0+ 0 0+ 0 0+ 0 0+ 0

No significant difference in any treated groups from control group.



R-B70

Table 2-71 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailled clinical signs in female rats: open field observation (Main group, Day 7 of gestation)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Gait

Normal 12 12 12 12
Arousal

Normal 12 12 12 12
Tremor

None 12 i2 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Grooming

None 12 12 12 12
Rearing 6+ 1 T+ 2 6+ 1 6+ 2
Urination

None 12 12 11 12

Small amount 0 0 1 0
Defecation count _ 0+ 0O 0+ 0 0+ 0 0+ 0

No significant difference in any treated groups from control group.



R-870

Table 2-72 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, Z-amino-2-ethyl

Detailed clinical signs in female rats: open field observation (Main group, Day 14 of gestation)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Gait

Normal 12 12 12 12
Arousal

Normal 12 12 12 12
Tremor

None 12 12 i2 12
Convulsion

None 12 12 12 12
Abnormal behavior

Nane 12 12 12 12
Grooming

None 12 12 12 12
Rearing 6+ T+ 2 6+ 1 4+ 2
Urination

None 11 12 12 11

Small amount 1 0 0 1
Defecation count 0+ 0+ 0 0+ 0 0+ 0

No significant difference in any treated groups from control group.



R-870

Table 2-73 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: open field observation (Main group, Day 20 of gestation)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Gait

Normal 12 12 12 12
Arousal

Normal 12 12 12 12
Tremor

None 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Grooming

None 12 12 12 12
Rearing 6+ 2 6+ 2 6+ 1 6+ 2
Urination

None 12 11 12 12

Small amount [} 1 0 0
Defecation count 0+ 0 0+ 0 0+ 0 0+ 0

No significant difference in any treated groups from control group.



R-870

Table 2-74 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: open field observation (Main group, Day 4 of lactation)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Gait

Normal 12 12 12 12
Arousal

Normal 12 12 12 12
Tremor

None 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Grooming

None 12 12 12 12
Rearing 8+ 8+ 2 T+ 2 T+ 1
Urination

None 12 12 12 12
Defecation count 0+ 0+ 0 0+ 0 0+ 0O

No significant difference in any treated groups from control group.



R-870

Table 2-75 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-aming-2-ethyl
Detailed clinical signs in male rats: open field observation (Recovery group, Week 1 of administration)
Dose (mg/kg) 1000

Parameter No. of animals 5
Posture

Normal 5
Gait

Normal 5
Arousal

Reduced awareness 1

Normal 4
Tremor

None S
Convulsion

None 5
Abnormal behavior

Nane 5
Grooming

None 5
Rearing 1+ 2+
Urination

None 5

Small amount 0
Defecation count 0+ 0+

No significant difference between treated group and control group.
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Table 2-76 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: copen field observation (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Posture

Normal 5 5
Gait

Normal S 5
Arousal

Normal 5 3
Tremor

None 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Grooming

None 5 5
Rearing 2+ 1 3+ 1
Urination

None 1 5

Small amount 3 0

Moderate amount 1 0

Defecation count 1+ 2 0+ 0

No significant difference between treated group and control group.
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Table 2-77 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs 1n male rats: open field observation (Recovery group, Week 3 of administration)}

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Posture

Normal S 5
Galt

Normal 5 5
Arousal

Normal 5 5
Tremor

None 5 5
Convulsion

None . 5 5
Abnormal behavior

None 5 5
Grooming

None 5 5
Rearing 2+ 3 3+ 2
Urination

None 4 4

Small amount 0 1

Moderate amount 1 0

Defecation count 1+ 2 0+ 1

No significant difference between treated group and control group.
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Table 2-78 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detalled clinical signs in male rats: open field observation (Recovery group., Week 4 of administration}

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Posture

Narmal 5 51
Gait

Normal S 5
Arousal

Normal 5] 5
Tremor

None 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Grooming

None 5 5
Rearing 4+ 2 5+ 2
Urination

None 4 5

Small amount 1 0
Defecation count 0+ 1 0+ 0

No significant difference between treated group and control group.
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Table 2-79 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2Z-amino-2-ethyl

Detailed clinical signs in male rats: open field observation (Recovery group, Week 5 of administration}

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Posture

Normal S 5
Gait

Normal 5 5
Arousal

Normal 5 5
Tremor

None 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Grooming

None 5 5
Rearing 4+ 2 5+ 1
Urination

None 4 5

Small amount 1 0
Defecation count 0+ 0 0+ 0

No significant difference between treated group and control group.
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Table 2-80 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: open field observation (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Posture

Normal 5 5
Gait

No/minimal location 0 1

Normal 5 4
Arousal

Normal 5 5
Tremor

None 5 5
Convulsion

None 5 5
Abnormal behavior

None & 5
Grooming

None 5 5
Rearing 4+ 1 4+ 3
Urination

None 5 5
Defecation count 0+ 1 0+ 0

No significant difference between treated group and control group.
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Table 2-81 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: open field observation (Recovery group, Week 1 of recovery}

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Posture

Normal 5 5
Gait

Normal 5 5
Arousal

Normal 5 5
Tremor

None 5 5
Convulsion

Neone 5 5
Abnormal behavior

None 5 S5
Grooming

None 5 5
Rearing 3+ 1 3+ 1
Urination

None 5 4

Small amount 0 1
Defecation count 0+ O 0+ 0

No significant difference between treated group and control group.
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Table 2-82 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in male rats: open field observation (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Posture

Normal 51 5
Gait

Normal 5 5
Arousal

Normal 5 5
Tremor

None 5 5
Convulsion .

None S 5
Abnormal behavior

None 5 5
Grooming

None 5 5
Rearing 4+ 1 4+ 1
Urination

None 4 5

Small amount 1 0
Defecation count 0+ 0 0+ 0

No significant difference between treated group and control group.
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Table 2-83 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: open field observation (Recovery group, Week 1 of administration}

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Posture

Normal 5 5
Gait

Normal 5 5
Arousal -

Normal 5 5
Tremor

None 5 5
Convulsion

None 5 )
Abnormal behavior

None 5 5
Grooming

None 5 5
Rearing 5+ 1 6+ 2
Urination

None 3 4

Small amount 2 1
Defecation count 0+ 0 0+ 0

No significant difference between treated group and control group.
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Table 2-84 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs 1in female rats: open field observation (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Posture

Normal S 5
Gait

Normal 5 5
Arousal

Normal 5 5
Tremor

None 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 S
Grooming

None 5 5
Rearing T+ 3 9+ 3
Urination

None 5 5
Defecation count 0+ 0 0+ 0

No significant difference between treated group and control group.
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Table 2-85 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-aminog-2-ethyl

Detailed clinical signs in female rats: open field observation (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Posture

Normal 5 5
Gait

Normal 5 5
Arousal

Normal 5 5
Tremor

None 5 5
Convulsion

None S 5
Abnormal behavior

Nomne 5 5
Grooming

None 5 5
Rearing T+ 2 9+ 2
Urination

None 5 5
Defecation count 0+ 0 0+ 0

No significant difference between treated group and control group.



R-870

Table 2-86 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, Z2-amino-2-ethyl

Detailed clinical signs in female rats: open field observation (Recovery group, Week 4 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Posture

Normal 5 5
Gait

Normal 5 5
Arousal

Normal 5 153
Tremor

None 5 3
Convulsion

None S 5
Abnormal behavior

None 5 5
Grooming

None 5 ]
Rearing 6+ 1 7+ 1
Urination

None S 5
Defecation count 0+ 0 0+ 0

No significant difference between treated group and control group.
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Table 2-87 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2Z-ethyl

Detailed clinical signs in female rats: open field observation (Recovery group, Week 5 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Posture

Normal 5 5
Gait

Normal 5 51
Arousal

Normal 5 S
Tremor

None 5 5
Convulsion

Nane 5] 5
Abnormal behavior

None S 5
Grooming

None 5 5
Rearing T+ 1 9+ 1T
Urination

None 5 4

Small amount 0 1
Defecation count 0+ 0 0+ 0

#: p<0.05 (Significant difference from control group)
T: Student’'s t-test
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Table 2-88 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: open field observation (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Posture

Normal 5 5
Gait

Normal 5 5
Arousal

Normal 9 5
Tremor

None 5 5
Convulsion

None 5 5
Abnormal behavior

None ] 5
Grooning

None 5 5
Rearing T+ 2 T+ 2
Urination

None 5 5
Defecation count 0+ 0 0+ 0

No significant difference between treated group and control group.
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Table 2-89 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs 1n female rats: open field observation (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Posture

Normal 5 5
Gait

Normal 5 5
Arousal

Normal 5 5
Tremor

None 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Grooming

None 5 5
Rearing 6+ 1 6+ 1
Urination

None 5 5
Defecation count 0+ 0 0+ 0

No significant difference between treated group and control group.
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Table 2-90 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Detailed clinical signs in female rats: open field observation (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Posture

Normal 5 5
Gait

Normal 5 5
Arousal

Normal 5 5
Tremor

None 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Grooming

None 5 5
Rearing 9+ 2 9+ 2
Urination

None 5 5
Defecation count 0+ 0 0+ 0

No significant difference between treated group and control group.
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Table 2-91 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Manipulative test of male rats (Main group, Week 6 of administration)

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 5 5 5 S

Approach response

No reaction/lgnores 0 1 1) 4]

Normal 5 4 5 5]
Touch response

Normal 5 5 5 S
Auditory response

Weak 1 2 2 2

Normal . 4 3 3 3
Tail pinch response

Normal S 5 S S
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex

Normal! (landing on 4 1imbs) 5 5 5 S
Landing foot splay (mm) 100+32 102+25 103+30 116+14

No significant difference in any treated groups from control group.



Table 2-92 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2Z2-amino-2-ethyl

Manipulative test of female rats (Main group, Day 4 of lactation)

R-870

Dose (mg/kg) 0 250 500 1000

Parameter No. of animals 5 5 5 5

Approach response

No reaction/ignores 1 0 0 0

Normal 4 5 5 5
Touch response

Normal 5 5 5 5
Auditory response

Normal 5 5 5 5
Tail pinch response

Weak 1 1 1 0

Normal 4 4 4 5
Pupillary reflex

Pass, both S 5 5 5
Aerlal righting reflex

Normal (landing on 4 limbs) 5 5 5 5
Landing foot splay (mm) 77+14 74+24 T4+18 91+11

No significant difference in any treated groups from control group.
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Table 2-93 A combined repecated-dose/reproductive-developmental toxiclity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Manipulative test of male rats (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0] 1000

Parameter No. of animals 5 5

Approach response

Normal 5 5
Touch response

Normal 5 5
Auditory response

Normal 5 5
Tail pinch response

Normal 5 S
Pupillary reflex

Pass, both 5 5
Aerial righting reflex

Normal (landing on 4 limbs) 5 51
Landing foot splay (mm) 86+35 114+22

No significant difference between treated group and control group.
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Table 2-94 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Manipulative test of female rats (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Approach response

Normal 5 5
Touch response

Normal 5 5
Auditory response

Normal S 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex

Normal (landing on 4 limbs) 5 5
Landing foot splay (mm) 62+16 59+13

No significant difference between treated group and control group.
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Table 2-95 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Grip strength of male rats (Main group, Week 6 of administration)

Dose Fore 1limb Hind 1limb
mg/kg :3 g
0 No. 5 5
Mean 1038 T08

S.D. 96 105

250 No. 5 5
Mean 789 592

S.D. 241 120

500 No. 5 5
Mean 1075 619

S.D. 307 127

1000 No. 5 5
Mean 1154 734

S.D. 65 97

No significant difference in any treated groups from control group.
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Table 2-96 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Grip strength of female rats (Main group, Day 4 of lactation)

Dose Fore 1limb Hind 1limb
mg/kg g g
Q No. S 5
Mean 913 418

S.D. 153 98

250 No. 5 5
Mean 882 611

5.D. 176 197

500 No. 51 S
Mean 879 673+
S.D. 341 130D

1000 No. 5 5
Mean 840 578

S.D. 302 117

«; p<0.056 (Significant difference from control group)
D: Dunnett's test
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Table 2-97 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Grip strength of male rats (Recovery group, Week 2 of recovery)
Dose Fore 1limb Hind limb
mg/kg g g
0 No. 5 5
Mean 963 745
S.D. 150 215
1000 No. 5 5
Mean 955 771
S.D. 233 109

No significant difference between treated group and control group.



R-8T70

Table 2-98 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Grip strength of female rats (Recovery group, Week 2 of recovery)
Dose Fore 1limb Hind 1limb
ng/keg € g
0 No. 5 5
Mean 916 601
S$.D. 116 97
1000 No. 5 5
Mean 920 614
S.D. 41 152

No significant difference

between treated group and contrecl group.



R-870

Table 2-99 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Motor activity of male rats (Main group, Week 6 of administration)

Interval (minutes)

Dose

mg/ kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)

4} No. 5 5 S 5 S 5 5

Mean 431 324 260 235 215 129 1594

5.D. 25 74 100 147 125 50 333

250 No. 5 5 5 5 5 5 5

Mean 418 387 311 299 232 149 1796

S5.D. 26 44 72 57 120 153 264

S00 No. 5 5 5 S S 5 5

Mean 385 344 296 247 212 182 1666

5.D. 48 68 92 145 169 179 655

1000 No. 5 5 5 5 5 5 5

Mean 411 378 299 271 168 T9 1605

S.D. 41 50 18 115 127 125 365

No slgnificant difference in any treated groups from control group.



Table 2-100 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Motor activity of female rats (Main group, Day 4 of lactation)

R-870

Interval (minutes)

Dose

mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)

0 No. 5 S5 5 5 5 5 5

Mean 429 211 11 11 66 173 200

S.D. 47 94 8 T 123 207 431

250 No. 5 5 5 5 5 5 5

Mean 409 190 88 655 37 30 810

S.D. 56 165 102 90 63 19 278

500 No. 5 5 5 S5 S5 5 5

Mean 338 130 72 93 38 94 766

S.D. 105 111 91 191 64 117 462

1000 No. ) 5 5 5 5 5 5

Mean 361 221 189« 115 104 53 1043

S.D. 64 143 106DT 159 133 54 314

#: p<0.05 (Significant difference from control group)
DT: Dunnett-type rank test
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Table 2-101 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, Z2-amino-2-ethyl
Motor activity of male rats (Recovery group, Week 2 of recovery)
Interval (minutes)}
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total{0-60)
0 No. 5 5 5 5 5 S 5
Mean 395 318 328 285 293 209 1829
S$.D. 25 38 38 42 88 96 191
1000 No. 5 5 5 5 5 5 5
Mean 383 284 317 309 293 263 1840
S.D. 35 74 89 49 100 90 314

No significant

difference between treated group and control group.
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Table 2-102 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, Z2-amino-2-ethyl
Motor activity of female rats (Recovery group, Week 2 of recovery)
Interval (minutes)
Dose
ng/ke 0-10 10-20 20-30 30-40 40-50 50-60 Total{(0-60)
0 No. 5 5 5 5 5 5 5
Mean 458 426 345 352 270 255 2106
S.D. 55 39 39 63 112 156 340
1000 No. 5 5 5 5 5 5 5
Mean 491 407 3565 342 3562 335 2284
S$.D. 17 46 67 37 37 53 127

No significant

difference between treated group and control group.
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Table 3-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Body weight of male rats (Main group)

Pre-mating period Mating perilod Post-mating period

Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42a) 1-42

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 Mean 370.4 383.9 398.3 414.9 434.8 442 .2 461.4 473.1 487.8 499.0 512.8 521.0 529.2 158.8
5.D. 15.1 18.6 21.0 21.0 27.2 24.5 23.9 24.7 25.1 26.6 28.6 29.6 32.8 25.7

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 Mean 372.2 385.9 399.8 412.8 434.3 436.9 454.5 465.4 482.5 491.5 506.0 511.1 513.2 141.0
S.D. 17.5 21.6 20.4 22.3 24.5 25.3 26.0 25.0 28.6 28.9 31.8 33.3 35.1 24.5

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
500 Mean 372.0 385.2 400.0 413.5 436.9 442 .4 458.0 471.8 486.3 495.6 507.9 514.4 518.3 146.3
5.D. 13.6 14.6 18.9 23.0 29.5 29.3 31.7 33.8 34.9 36.4 38.3 41.5 39.4 29.9

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 Mean 373.0 384.5 400.7 416.8 440.1 445.1 463.9 476.8 493.3 501.7 518.8 527.6 530.7 157.7
S.D. 15.4 13.7 18.8 22.0 25.1 24.1 26.7 29.8 28.0 28.2 31.2 31.3 29.1 15.8

Unit: g

No.: No. of animals

a): Day of administration

No significant difference in any treated groups from control group.
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Tabhle 3-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2Z-amino-2-ethyl

Body weight of female rats during the pre-mating period (Main group)

Administration

Dose Gain
meg/kg 1 4 8 11 15a) 1-15

No. 12 12 12 12 12 12
0 Mean 232.8 238.0 247.1 251.6 260.0 27.3
S.D. 13.8 11.9 12.2 10.5 9.6 7.3

No. 12 12 12 12 12 12
250 Mean 231.4 237.8 246.6 251.2 259.5 28.1
S.D. 11.9 14.1 15.0 14.4 16.6 9.5

No. 12 12 12 12 12 12
500 Mean 231.2 239.6 250.0 253.7 266.3 35.1
S.D. 12.8 12.2 12.7 14.2 15.2 7.5

No. 12 12 12 12 12 12
1000 Mean 233.9 240.1 249 .4 253.6 265.5 31.6
5.D. 7.8 9.9 11.6 11.5 13.8 14.3

Unit: g

No.: No. of animals

a): Day of administration

No significant difference in any treated groups from control group.
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Table 3-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Body weight of dams during the gestation period (Main group)

Administration

Dose Galn
ng/kg 0 4 7 11 14 17 20a) 0-20

No. 12 12 12 12 12 12 12 12
0 Mean 265.9 292.8 308.8 331.7 348.6 374.9 427.7 161.8
S.D. 15.2 16.2 17.0 18.8 18.6 19.7 25.4 16.1

No. 12 12 12 12 12 12 12 12
250 Mean 270.7 292.8 306.8 328.4 345.2 371.9 420.8 150.2
S.D. 20.3 19.4 21.4 19.4 19.1 22.1 29.3 16.5

No. 12 12 12 12 12 12 12 12
500 Mean 268.8 296.7 313.7 332.8 351.8 377.7 428.5 159.8
S.D. 18.4 20.4 23.1 24.5 25.2 27.6 31.4 16.0

No. 12 12 12 12 12 12 12 12
1000 Mean 273.4 301.2 313.8 336.2 353.6 381.8 432.4 159.0
S.D. 8.4 10.1 9.2 10.0 8.9 12.1 16.8 4.5

Unit: g

No.: No. of dams

a): Day of gestation

No significant difference in any treated groups from control group.
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Table 3-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Body weight of dams during the lactation period (Main group)
Administration
Dose Gain
mg/kg 0 4a) 0-4
No. 12 12 12
1) Mean 333.3 349.9 16.7
5.D. 21.7 17.5 14.9
No. 12 12 12
250 Mean 333.0 347.5 14.5
S.D. 17.4 20.1 14.1
No. 12 12 12
500 Mean 339.1 348.2 9.1
S.D. 23.2 19.0 16.2
No. 12 12 12
1000 Mean 336.3 350.6 14.3
5.D. 10.8 16.6 13.0
Unit: g

No.: No. of dams

a): Day of lactation

No significant difference in any treated groups from control group.
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Table 3-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Body weight of male rats during the administration pericd (Recovery group)
Day of administration
Dose Galn
ag/kg 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. S 5 5 5 5 5 S5 5 5 5 5 S 5 53
0 Mean 373.0 386.4 401.0 412.2 430.4 435.8 449.4 4861.0 474.2 482 .2 498.0 503.2 502.2 129.2
3.D. 17.4 20.0 15.7 18.9 20.9 21.6 22.8 23.8 24.2 27.4 30.1 34.1 31.5 14.7
No. 5 5 5 5 5 5 5 5 S 5 5 5 5 5
1000 Mean 371.4 381.8 392.6 407.0 423.6 430.0 451.2 460.0 476.8 486.2 501.2 510.6 512.8 141.4
S.D. 20.2 18.5 23.2 26.0 26.8 29.5 28.7 32.1 33.2 39.4 40.6 42.3 41.5 26.6
Unit: g
No.: No. of animals

No significant difference between treated group and control group.
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Table 3-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Body weight of female rats during the administration period (Recovery group)
Day of administration
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 151 5 5 5 5 5 . S 5 5 5 5 5 S 53
0 Mean 227.2 235.8 245.2 251.2 262.2 267.4 276.4 276.6 279.8 286.2 287.8 295.2 303.2 76.0
S.D. 8.2 15.0 14.3 16.3 15.4 16.8 17.1 17.4 16.8 23.4 22.3 19.7 20.1 12.9
No. S S 5 S 5 5 S 5 5 S S 5} S5 5
1000 Mean 233.8 239.4 249.6 253.8 266.2 268.4 273.6 284.8 289.2 292.8 295.4 302.4 306.2 72.4
S.D. 6.5 12.8 12.3 6.6 6.3 5.4 4.8 9.6 8.1 9.0 9.1 7.4 6.7 9.0
Unit: g
No.: No. of animals

No significant difference between treated group and control group.
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Table 3-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Body weight of male rats during the recovery period (Recovery group)
Day of recovery
Dose Galn
ng/keg 1 4 8 11 14 1-14
No. 5 5 5 5 5 5
0 Mean 509.2 514.6 519.8 530.4 532.6 23.4
$.D. 33.4 33.7 29.4 36.6 33.8 7.8
No. 5 5 5 5 5 5
1000 Mean 523.8 529.6 538.6 553.2 553.2 29.4
S.D. 45.3 49.0 46.0 43.9 48.3 12.5
Unit: g

No.: No. of animals
No significant difference between treated group

and control group.
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Table 3-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Body welght of female rats during the recovery period (Recovery group)
Day of recovery
Dose Gain
mg/kg 1 4 8 11 14 1-14
No. 5 5 5 5 5 5
0 Mean 304.0 299.8 305.0 302.0 303.2 -0.8
S.D. 20.8 19.7 23.2 24.7 22.3 3.1
No. 5 5 5 5 5 5
1000 Mean 311.4 304.2 310.2 316.0 314.4 3.0
S.D. 5.9 10.3 6.9 7.8 12.1 6.5
Unit: g
No.: No. of animals

No significant difference between treated group

and control group.
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Table 4-1 A combined repeated-dose/reproductive~-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Food consumption of male rats (Main group)
Pre-mating period Post-mating period
Dose
mg/kg 1 4 8 11 15 25 29 32 36 39 42a)
No. 12 12 12 12 12 12 12 12 12 12 12
0 Mean 29.9 29.1 28.6 34.2 32.8 32.3 33.0 32.7 31.6 32.8 36.1
S.D. 4.2 4.4 5.1 5.5 2.5 2.6 2.2 3.6 2.1 3.5 3.7
No. 12 12 12 12 12 12 12 12 12 12 12
250 Mean 28.7 29.6 29.3 32.3 32.3 30.2 32.0 31.3 31.4 30.8 32.3«
5.D. 4.7 3.8 3.5 3.1 2.6 1.9 2.4 1.6 2.2 3.9 4.4D
No. 12 12 12 12 12 12 12 12 12 12 12
500 Mean 30.8 28.3 30.5 31.6 33.0 31.7 32.5 32.5 30.9 31.3 33.3
S.D. 3.7 5.3 4.0 4.3 4.0 3.4 3.5 4.0 3.3 3.8 3.7
No. 12 12 12 12 12 12 12 12 12 12 12
1000 Mean 30.9 28.1 29.5 32.8 33.3 32.4 32.3 31.8 31.9 32.8 33.5
S.D. 2.8 2.7 3.6 4.4 2.1 2.5 3.0 2.8 3.0 4.0 1.9
Unit: g/rat/day
No.: No. of animals

a): Day of administration

e: p<0.05 (Significant difference from

D: Dunnett's test

control group)



Table 4-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Food consumption of female rats during the pre-mating period (Main group)

R-870

' Administration
Dose
mg/kg 1 4 8 11 15a)
No. 12 12 12 12 12
0 Mean 20.8 19.0 21.4 22.3 22.1
S.D. 4.0 2.7 2.4 2.1 1.5
No. 12 12 12 12 12
250 Mean 21.7 19.7 20.3 22.3 21.8
S.D. 2.5 2.6 4.2 1.4 3.4
No. 12 12 12 12 12
500 Mean 18.8 21.0 22.0 20.9 23.1
S.D. 2.4 2.8 1.9 4.1 3.3
No. 12 12 12 12 12
1000 Mean 22.1 20.7 21.8 20.3 22.8
S.D. 2.4 3.5 3.5 4.0 4.1

Unit: g/rat/day
No.: No. of animals
a): Day of administration

No significant difference in any treated groups from control group.
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Table 4-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1. 3-Propanediol., 2-amino-2-ethyl
Food consumption of dams during the gestation peried (Main group)
Administration
Dose
ng/ke 1 4 7 11 14 17 20a)
No. 12 12 12 12 12 12 12
Q Mean 24.7 25.8 28.0 28.7 28.9 29.2 26.8
S.D. 2.0 2.1 3.3 1.8 2.8 4.1 3.2
No. 12 12 12 12 12 12 12
250 Mean 23.5 26.0 26.9 28.4 28.1 29.3 27.1
S.D. 1.8 2.6 3.5 2.7 1.4 2.8 3.6
No. 12 12 i2 12 12 12 12
500 Mean 23.3 27.8 28.9 29.8 29.8 31.0 27.4
s.Db. 3.5 2.9 3.8 3.8 3.3 4.1 3.8
No. 12 12 12 12 12 12 12
1000 Mean 23.0 28 .4+« 27.5 30.3 30.3 30.2 27.8
S.D. 2.5 1.9D 1.7 2.6 2.2 1.6 2.5

Unit: g/rat/day

No.: No. of dams

a): Day of gestation

s: p<0.05 (Significant difference from
D: Dunnett's test

control group)



R-870

Table 4-4 A combined repeated-dose/reproductive~-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Food consumption of dams during the lactation period (Main group)
Administration
Dose
mg/kg 2 4a)
No. 12 12
0 Mean 32.2 48.6
S.D. 4.8 4.8
No. 12 12
250 Mean 32.2 47.3
S.D. 4.8 5.5
No. 12 12
500 Mean 31.5 46.5
5.D. 4.2 5.7
No. 12 12
1000 Mean 35.2 50.0
5.D. 4.7 5.7

Unit: g/rat/day
of dams

No.: No.

a): Day of lactation
No significant difference in any treated groups from control group.
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Table 4-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Food consumption of male rats during the administration period (Recovery group)
Day of administration
Dose
mg/kg 1 4 11 15 25 29 36 39
No. 1 5 5 5 5 5 5 5 5 5 5
0 Mean 26.6 29.6 29. 31.4 31.2 31.0 9.8 30. 1.4 0.2 31.
5.D. 4.0 4.2 3. 1.3 3.3 2.7 2.3 2. 3.4 3.3 1.
No. 5 5 5 5 5 5 5 5 51 5 5
1000 Mean 27.0 30.2 29. 33.4 32.8 31.2 2.2 31. 1.4 3.6 35.
S.D. 7.2 5.3 3. 3.6 1.9 3.3 2.7 5. 3.0 4.2 3.
Unit: g/rat/day
No.: No. of animals

No significant difference between treated group and control group.
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Table 4-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Food consumption of female rats during the administration period (Recovery group)
Day of administration
Dose
mg/kg 1 4 8 11 15 25 29 32 36 39 42
No. 5 S S S 5 5 5 5 5 5 5
o] Mean 17.6 19.4 21.8 22.4 21.4 19.0 22.4 23.2 22.0 3.2 26.2
§.D. 2.5 3.0 5.0 4.8 3.5 1.6 1.9 5.1 3.4 2.5 3.3
No. 5 5 5 5 5 5 5 5 5 5 5
1000 Mean 19.6 20.8 22.0 21.0 23.8 24 .2%% 25.0» 24.8 22.8 5.8 25.2
5.D. 3.3 4.1 2.8 2.4 2.5 1.3T 1.6T 2.2 1.3 1.9 3.7

Unit: g/rat/day

No.: No. of animals
we: p<0.01 (Significant difference from control group)
T: Student's t-test

#: p<0.05;
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Table 4-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Food consumption of male rats during the recovery period (Recovery group)
Day of recovery
Dose
mg/ke 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 28.4 29.8 29.0 8.2 28.8
S.D. 2.6 3.7 2.1 3.1 3.3
No. 5 5 5 5 5
1000 Mean 32.4 32.8 31.2 2.0 30.4
S.D. 4.3 6.1 3.1 3.9 4.3

Unit: g/rat/day
of animals
No significant difference between treated group and control group.

No.: No.
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Table 4-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Food consumption of female rats during the recovery period (Recovery group)
Day of recovery
Dose
mg/kg 1 4 8 i1 14
No. 5 5 5 5 5
0 Mean 22.4 23.6 25.2 20.2 3.2
S.D. 2.3 5.0 3.6 1.3 4.4
No. 5 5 5 5 5
1000 Mean 24 .4 22.6 23.2 25.4=» 4.0
S.D. 2.7 3.8 4.5 1.1T 3.8

Unit: g/rat/day
of animals
#s: p<0.01 (Significant difference from control group)

No.: No.

T: Student’'s t-test



R-870

Table 5-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1. 3-Propanediol, 2-amino-2-ethyl

Urinalysls of male rats (Week 6 of administration)

1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/ kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 EEE T R T T T - A= 44 4t 4 L A N e T Tas
0 17 0 [} 0 1 0 5 10 1 0 313 1 0 0O 0 15 2 0 0 O 0 17 0 0 0 o 0
250 12 0 0 0 0 0 V] 0 12 0 1 8 3 0 0 0 10 1. 1 0 O 0 12 0 0 0 O ]
500 12 0 0 0 0 0 0 ] 7 5 g 4 7 1 0 0 b 6 1 0 0 0 12 0 0 0 0 )]
1000 17 4] 0 4] 0 0 4] 1] 9 8 0 013 4 ¢ 0 6 9 2 0 0 0 17 0 0 0 0O ]
1) - : <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL +++4+ 1 >B800 mg/dL
2) - 1 <5 mg/dL 4+~ 1 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ : T1 - 125 mg/dL ++++ 1 >125 mg/dL

3) - : <30 mg/dL +- : 30 - 60 mg/dL + 1 61 - 125 mg/dL ++ 1 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++++ : >750 mg/dL



R-870

Table 5-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Urinalysis of male rats (Week 6 of administration)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose Na. R
meg/keg - k= 4+ At - 4+ 4 S R T I s T A T Y LY Y DY
0 17 13 2 1 1 ¢ 17 0 0 © 0 17 ¢ ¢ © 0 017 0
250 12 10 1 1 0 O 12 0 0 0O 0 12 0 0 O 0 Q012 0
500 12 11 0 0 1 0 12 0 0 © 0 12 ¢ O © 0 012 0
1000 17 16 0 1 0 0 17 0 0 O 0 17 ¢ 0 0 0 017 0
4) - : <0.03 mg/dL +- 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ 0.16 - 0.75 mg/dL +++ >0.75 mg/dL
5) - : <0.5 mg/dL + : 0.5 -1.5mg/dL ++ : 1.6 -~ 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dLL +++ 7.1 - 12.0 mg/dL  ++++ : >12.0 mg/dL
T) LY : Light yellow Y : Yellow DY : Dark yellow



R-870

Table 5-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Urinalysis of male rats (Week 6 of administration)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Dose No.
mg/kg - = + ++ +++ - +- + ++ 44+ - +- + ++ +++ - - 4+ +3 44+ - 4= + - - + +4+ +++ - - + +4+ +++
0 17 13 3 1 0 O 17 0 0 0 O 017 0 0 © 16 1 0 0 O 17 0 O 3 6 7T 1 0 17 0 0 0 O
250 12 9 3 0 0 O 12 0 0 0 O 012 0 O O 12 0 0 0 0O 12 0 O 0 7 5 0 O 12 0 0 0 0O
500 12 12 0 0 0 O 12 0 0 0 0 012 0 0 O 12 0 0 0 © 12 0 0 0 6 6 0 O 12 0 0 0 O
1000 17 17 0 0 O O 17 0 0 0 O 017 0 0 © 15 2 0 0 O 17T 0 O 012 3 2 0 17 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithellal Cell +- @ Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ @ Moderate

+++ I Severe



R-870

Table 5-4 A combined repeated-dose/reproductive-develcopmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-aminc-2-ethyl
Water intake and urinalysis of male rats (Week 6 of administration)
Water Urine Osmolality
Dose No. intake volume
mg/kg mL./24h mL/24h mOsm/kg
0 17 Mean 51 20.6 1923
S.D. 14 6.3 368
250 12 Mean 44 18.3 2090
S.D. 7 3.4 153
500 12 Mean 45 17.4 2106
S.D. 8 5.1 241
1000 17 Mean 49 20.7 2035
§.D. 8 3.7 230
No.: No. of animals

No significant difference in any

treated groups from control group.
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Table 5-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Urinalysis of male rats (Week 2 of recovery)
1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/ke 5.05.56.06.57.07.58.08.59.0 LR R S S S S ] — H— 4+ 4 FHt 4+ T e S o S A A
0 5 0 0 0 0 0 1 1 3 0 0 2 3 0 0 0 2 0 3 0 0 5 0 0 0 0 [}
1000 5 0 0 0 0 0 2 2 1 0 1 3 1 0 0 0 3 1 1 0 0 5 0 0 0 O 0
1) - : <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ - 86 - 250 mg/dL t++ 251 - 600 mg/dL Py >600 mg/dL
2) - : <5 mg/dL +- : 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL LEES 71 - 125 mg/dL ++++ 1 >125 mg/dL
3) - : <30 mg/dL +- : 30 - 60 mg/dL + : 61 - 125 mg/dL ++ : 126 - 250 mg/dL P 261 - 750 mg/dL +HEd >750 mg/dL



R-8T70

Table 5-6 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Urinalysis of male rats {(Week 2 of recovery)
4) 5) 6} 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
ng/kg - %= 4+ e - + ek e E kb d= 4 kb kEE ekt LY Y DY
0 5 4 0 1 0 O 5 0 0 O 0 4 1 0 O 0 0 5 0
1000 5 4 1 0 0 O 5 0 0 0 0 5 0 0 O 0 0O 5 0
4) - : <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ :; 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - 1 <0.5 mg/dL + : 0.5 -1.5mg/d. ++ : 1.6 - 5.0 mg/dl, +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + :2.0-3.5mg/dLL ++ : 3.6 - 7.0 mg/dL. +++ : 7.1 - 12,0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



R-870

Table 5-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Urinalysis of male rats (Week 2 of recovery)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co

Dose No.
ng/kg - 4= + ++ +++ - +— + ++ +++ - +- + ++ +++ - +- + O+t - 4= + - - + +4+ 44+ - 4= + +4 44

0 5 5 0 0 0 0 5 0 0 0 O 0 5 0 0 O 5 0 0 0 O 5 0 0 0 3 2 0 0 5 0 0 0 0
1000 5 5 0 0 0 O 5 0 0 0 O 0 5 0 0 O 5 0 0 0 O 5 0 0 1 3 1 0 0 5 0 0 0 0
SEC : Squamous Epithelial Cell - : Negatilve
SREC : Small Round Epithelial Cell +- : Slight
PS : Phosphate Salts + : Mild
Cco : Calcium Oxalate ++ : Moderate

+++ : Severe



R-870

Table 5-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Water intake and urinalysis of male rats (Week 2 of recovery)
Water Urine Osmolality
Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
0 S Mean 48 13.4 1854
S.D. 18 7.4 644
1000 5 Mean 52 10.8 1877
S.D. 9 4.3 358

No.: No. of animals

No significant difference between treated group and control group.



R-870

Table 6-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-aminc-2-ethyl
Hematology of male rats (Week 6 of administration)
RBC Hb Ht MCcv MCH MCHC Reticu- Plate- PT APTT  Fibri-
Dase No. locyte let nogen
mg/kg X10*/pL g/dL % fL PE % % X10*/ 1L s s mg/dL
0 5 Mean 826 15.6 45 54.9 18.9 34.4 1.9 103.5 12.9 17.5 325
S.D. 25 0.5 2 0.7 0.5 0.7 0.2 7.2 0.8 1.5 14
250 5 Mean 847 16.0 47 55.0 18.8 34.2 1.8 103.8 12.9 18.9 319
S.D. 40 0.5 2 1.4 0.4 0.6 0.4 9.2 0.2 0.9 14
500 5 Mean 839 15.6 45 54.0 18.6 34.4 1.7 113.1 13.1 18.6 306
S.D. 25 0.9 3 2.2 0.7 0.4 0.4 12.8 0.7 0.7 19
1000 S Mean 807 14.9 43 53.8 18.5 34.4 2.4 115.8 12.3 17.9 336
S.D. 24 0.7 2 1.2 0.5 0.5 0.3 10.3 0.3 0.6 51
No.: No. of animals

No significant difference in any treated groups from control group.



R-870

Table -2 A combined repeated-dose/reproductive-develcopmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Hematology of male rats (Week 6 of administration)

WBC Differential leukocyte counts (%) Erythroblast
Dose No. counts

ng/kg X10?/#L  Lymph. Stab Seg. Eosino. Baso. Mono. Others (/200 leukocyte)
0 51 Mean 83 85.9 0.4 11.9 1.3 0.0 0.5 0.0 0
S.D. 12 5.2 0.4 5.8 1.0 0.0 g.5 0.0 0
250 S Mean 86 86.4 0.1 12.7 0.7 0.0 0.1 0.0 0
5.D. 13 5.1 0.2 4.8 0.6 0.0 Q.2 0.0 0
500 5 Mean 91 85.6 0.2 13.4 0.7 0.0 0.1 0.0 0
S.D. 23 5.3 0.3 4.7 0.6 0.0 0.2 0.0 0
1000 5 Mean 106 83.4 0.2 15.8 0.2+ 0.0 0.4 0.0 0
S.D. 17 6.9 0.3 6.7 0.3D 0.0 0.2 0.0 0

No.: No. of animals
+: p<0.05 (Significant difference from control group)}
D: Dunnett's test



R-870

Table 6-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, Z2-amino-2-ethyl
Hematology of female rats (Day 4 of lactation)
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/ kg X10*/ 1L g/dL % fL Pg % % X10*/ p#L s s mg/dL
0 5 Mean 694 14.1 41 58.7 20.4 34.8 4.7 126.4 12.6 17.6 362
5.D. 10 0.4 2 1.4 0.4 0.7 1.4 8.9 0.3 3.0 43
250 5 Mean 689 13.8 40 58.6 20.1 34.3 4.9 140.9 12.6 16.1 334
S$.D. 65 0.8 2 2.4 0.9 0.4 2.3 19.8 0.3 0.5 83
500 5 Mean 717 14.4 42 58.0 20.0 34.6 3.9 128.3 13.0 16.1 359
5.D. 31 0.4 1 2.1 0.6 0.5 0.7 9.3 0.3 1.3 78
1000 5 Mean 673 13.7 40 59.6 20.4 34.2 5.1 125.0 12.5 15.0 382
S.D. 31 0.6 2 0.9 0.3 0.3 1.2 15.5 0.6 1.4 T0
No.: No. of animals

No significant difference in any treated groups from control group.
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Table 6-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2Z2-amino-Z-ethyl

Hematology of female rats (Day 4 of lactation)

WBC Differential leukocyte counts (%) Erythroblast
Dose No. counts

ng/kg X10*/#L  Lymph. Stab Seg. Eosino. Baso. Mono. Others (/200 leukocyte)
0 5 Mean 100 68.9 0.0 30.1 0.7 0.0 0.3 0.0 Q
8$.D. 34 8.2 0.0 8.4 0.4 0.0 0.4 0.0 1]
250 5 Mean a8 78.1 0.2 20.7 0.5 0.0 0.5 0.0 L]
S.D. 26 7.4 0.3 7.6 0.5 0.0 0.5 0.0 1]
500 5 Mean 130 80.6» 0.5 18.3= 0.2 0.0 0.4 0.0 Q
5.D. 25 4.3D 0.6 4.9D 0.3 0.0 0.2 0.0 0
1000 5 Mean 132 71.8 0.2 26.7 0.5 0.0 0.8 0.0 i}
S.D. 41 3.4 0.3 3.4 0.5 0.0 0.4 0.0 0

No.: No. of animals
#: p<0.05 (Significant difference from control group)
D: Dunnett's test



Table 6-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 3-Propanediol, Z2-amino-2-ethyl

Hematology of male rats {(Day 14 of recovery)

R-870C

RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-

Dose  No. locyte let nogen
mg/kg X104/ L g/dL % fL rg % % X104/ L s s mg/dL
[} 5 Mean 875 16.2 47 53.6 18.5 34.5 1.7 101.9 13.7 19.5 293
S.D. 31 0.4 2 1.3 0.4 0.4 0.4 13.0 0.2 1.4 30

1000 5 Mean B30+ 15.3» 44« 53.3 18.5 34.6 1.8 114.2 13.2 17.5 305
S.D. 24T 0.4T 1T 0.9 0.4 0.3 0.4 12.1 0.8 2.0 48

No.: No. of animals
#: p<0.05 (Significant difference from control group)
T: Student’'s t-test
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Table 6-6 A combined repeated-dose/reproductive-developmental teoxicity study in rats treated orally
with 1, 3-Propanediol, Z2-amino-2-ethyl
Hematology of male rats (Day 14 of recovery)
WBC Differential leukocyte counts (%) Erythroblast
Dose No. counts
mg/kg %X10%/p#L.  Lymph. Stab Seg. Eosino. Baso. Mono. Others (/200 leukocyte)
0 S5 Mean 107 86.9 0.2 11.5 0.9 0.0 0.5 0.0 0
S.D. 28 4.3 0.3 4.5 1.0 0.0 0.4 0.0 0
1000 5 Mean 105 85.6 0.1 12.5 1.2 0.0 0.6 0.0 1)
S.D. 22 3.8 0.2 4.3 1.0 0.0 0.4 0.0 0

No.: No. of animals
No significant difference between treated

group and control

group.
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Table 6-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Hematology of female rats (Day 14 of recovery)

RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-

Dose No. locyte let nogen
ng/kg X10*/ 1L g/dL % fL PE % % X10*/ L s -] mg/dL
0 5 Mean 800 15.6 45 56.2 19.5 34.7 1.9 104.7 12.2 15.3 231
S.D. 27 0.8 3 2.7 0.8 0.5 0.2 11.7 0.3 1.9 26

1000 5 Mean 817 15.8 46 56.1 19.4 34.6 1.6+= 112.2 12.3 15.2 224
§$.D. 25 0.6 2 0.9 0.4 0.4 0.1T 5.2 0.2 1.8 25

No.: No. of animals
#: p<0.05 {Significant difference from control group)
T: Student's t-test



Table 6-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 3-Propanediol, 2-amino-2-ethyl

Hematology of female rats (Day 14 of recovery)

R-870

WBC Differential leukocyte counts (%) Erythroblast
Dose No. counts
neg/Keg X10?/4#L, Lymph. Stab Seg. Eosino. Baso. Mono. Others (/200 leukocyte)
0 5 Mean b5 81.4 0.1 16.8 1.2 0.0 0.5 0.0 0
S5.D. 7 8.3 0.2 7.6 1.4 0.0 0.5 0.0 0
1000 5 Mean 52 83.3 0.4 14.3 1.7 0.0 0.3 0.0 0
S.D. 11 5.2 0.4 4.5 0.8 0.0 0.4 0.0 0

No.: No. of animals
No significant difference between treated group and control

group.
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Table 7-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Blood chemistry of male rats {Week 6 of administration)

AST ALT LDH T —GTP AlP T.cho TG PL T.bili- Glucose

Dose No. (GOT) (GPT) rubin
mg/kg IU/L IU/L 1U/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
) 5 Mean 80 36 50 1 415 54 21 84 0.1 147
S.D. 10 8 11 0 T4 16 13 24 0.1 22
250 5 Mean 78 35 47 1 470 50 32 84 0.1 149
S.D. 10 6 5] 0 85 9 12 12 0.0 21
500 5 Mean 75 35 54 1 514 49 3o 81 0.0 154
S.D. 9 4 16 1 31 8 9 4 0.1 29
1000 5 Mean 73 31 50 1 428 55 49+ a0 0.1 156
S.D. 9 2 12 1 57 12 27D 14 0.1 12

No.: No. of animals
#: p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 7-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-aminc-Z-ethyl

Blood chemistry of male rats (Week 6 of administration)

BUN Crea- Na K C1 Ca P TP Albumin A/G
Dose No. tinine
ng/kg mg/dL mg/dL mmol/L mmol/L mmol /L mg/dL mg/dL g/dL g/dL
0 5 Mean 15 0.29 146 4.8 108 9.7 6.9 6.4 2.7 0.73
$.D. 2 0.03 1 0.2 1 0.1 0.3 0.1 0.1 0.03
250 5 Mean 15 0.30 145 4.7 108 9.8 6.9 6.3 2.8 0.80«
S.D. 2 0.03 1 0.2 2 0.1 0.4 0.2 0.1 0.03D
500 5 Mean 17 0.32 144 5.0 108 9.7 7.3 6.1 2.7 0.80e
5.D. 1 0.03 2 0.1 2 0.2 0.4 0.3 0.1 0.05D
1000 5 Mean 18» 0.29 144 4.6 105» 9.9 7.2 6.2 2.7 0.80s=
5.D. 1D 0.03 1 0.3 1D 0.4 0.5 0.4 0.2 0.03D

No.: No. of animals
#: p<0.05; ##: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 7-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Blood chemistry of female rats (Day 4 of lactation)

AST ALT LDH r —GTP AlP T.cho TG PL T.bili- Glucose

Dose No. (GOT) (GPT) rubin
meg/ke 1U/L 1U/L 1U/L 1U/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
g 5 Mean 83 o4 57 1 320 60 34 113 0.1 144
S.D. 12 3] 10 1 148 10 34 7 0.1 16
250 5 Mean 80 48 73 1 359 57 44 111 0.1 135
S.D. -] S 24 0 168 19 29 32 0.1 11
500 5 Mean 87 47 47 1 335 52 31 104 0.1 127
$.D. 26 13 12 0 114 2 17 13 0.1 8
1000 5 Mean 85 51 59 1e 357 63 31 121 g.1 132
S.D. 13 10 11 DT 101 12 5 16 0.0 4

No.: No. of animals
#: p<0.05 (Significant difference from control group)
DT: Dunnett-type rank test
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Table 7-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, Z-amino-2Z-ethyl
Blood chemistry of female rats (Day 4 of lactation)
BUN Crea- Na K C1 Ca P TP Albumin A/G
Dose No. tinine
mg/kg mg/dL mg/dL mmol/L mmol /L mmol/L mg/dL mng/dL g/dL g/dL
0 5 Mean 18 0.32 143 4.8 110 9.9 7.5 6.6 3.0 0.83
S.D. 3 0.03 1 0.3 1 0.2 0.6 0.3 0.1 0.04
250 5 Mean 17 0.30 142 4.9 108 10.2 7.6 6.5 2.9 0.82
S.D. 2 0.04 2 0.4 2 0.6 1.5 0.2 0.2 0.04
500 5 Mean 18 0.30 141 4.8 109 10.0 8.1 6.3 2.8 0.80
S.D. 4 0.03 1 0.4 1 0.3 0.6 0.3 0.1 0.02
1000 5 Mean 20 0.31 141 4.8 108 10.3 8.2 6.4 2.8 0.81
§.D. 2 0.05 1 0.2 2 0.3 1.0 0.2 0.1 0.03

No.: No. of animals

No significant difference in any treated groups from control group.
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Table 7-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Blood chemistry of male rats (Day 14 of recovery)

AST ALT L.DH 7 —GTP AlP T.cho TG PL T.bili- Glucose

Dose Na. (GOT) (GPT) rubin
mg/Kg IU/L IU/L 1U/L IU/L 1u/L mg/dL mg/dL mg/dL mg/dL mg/dL
) 5 Mean 69 32 43 1 354 44 26 74 0.0 149
S.D. 6 5 10 1 88 8 7 11 0.0 17
1000 5 Mean 77 33 50 2 382 S0 40 85 0.1 148
S.D. 10 6 12 1 84 12 16 16 0.1 19

No.: No. of animals
No significant difference between treated group and control group.
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Table 7-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Blood chemistry of male rats (Day 14 of recovery)
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine
meg/ke mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 16 0.32 144 4.5 107 9.6 6.9 6.0 2.7 0.82
S.D. 2 0.03 2 0.4 2 0.3 0.5 0.5 0.2 0.02
1000 5 Mean 15 0.32 144 4.6 105 g.8 7.1 6.0 2.7 0.81
S.D. 2 0.05 1 0.1 1 0.2 0.4 0.3 0.2 0.03

No.: No. of animals

No significant difference between treated group and control group.
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Table 7-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Blood chemistry of female rats (Day 14 of recovery)
AST ALT LDH v —GTP AlP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/Kg iu/L IU/L 1U/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 160 71 105 2 218 7T 12 134 0.1 142
S.D. 169 55 121 1 70 19 4 23 0.1 12
1000 5 Mean 106 58 70 1 182 63 10 120 0.1 136
S5.D. 36 18 30 0 43 11 3 17 0.0 i5

No.: No. of animals

No significant difference between treated group and control group.
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Table 7-8 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Blood chemistry of female rats (Day 14 of recovery)
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine
mg/ke mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 18 0.32 142 4.3 111 9.7 5.4 6.7 3.0 0.83
S§.D. 5 0.04 1 0.2 1 0.2 0.9 0.4 0.1 0.03
1000 S Mean 19 0.34 142 4.3 110 9.9 5.7 6.9 3.1 0.83
S5.D. 2 0.03 0 0.3 1 0.2 0.5 0.3 0.1 0.03

No.: No. of animals

No significant difference between treated group and control group.
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Table 8-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Organ weight of male rats (Main group)

Body Brain Thyroid Thymus Heart Liver

Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW)}) mg(mg/100g BY) g(g/100g BW) g(g/100g BW)
No. 12 5 5 5 5 5
0 Mean 494 2.14 24.9 370 1.42 12.62
S.D. 28 0.13 4.2 58 0.15 1.50
No. 12 5 5 5 5 5
Absolute 250 Mean 485 2.056 22.5 302 1.38 13.01
S.D. 32 0.09 4.1 49 0.10 1.06
No. 12 5 5 5 5 5
500 Mean 488 2.09 24.9 341 1.37 12.14
5.D. 39 0.04 1.4 49 0.09 1.05
No. 12 5 5 5 5 5
1000 Mean 502 2.10 29.5 391 1.41 14.38
S.D. 29 0.04 5.2 79 0.09 1.40
No. 5 5 S 5 5
0 Mean 0.43 4.9 T4 0.28 2.51
S.D. 0.03 0.7 12 0.01 0.23
No. 5 5 5 5 5
Relative 250 Mean 0.42 4.6 62 0.28 2.67
S.D. 0.03 0.8 11 0.02 0.12
No. 5] 5 S 5 S
500 Mean 0.45 5.3 73 0.29 2.60
S.D. 0.03 0.4 6 0.02 0.15
No. 5 5 5 5 5
1000 Mean 0.41 5.7 75 0.27 2.78
5.D. 0.03 0.9 11 0.02 0.19

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 8-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, Z2-amino-2-ethyl

Organ weight of male rats (Main group)

Spleen Kidney Adrenal Testis Epididymis

Dose {R+L) (R+L) (R+L) (R+L)
ng/ke g(g/100g BY) g(g/100g BW) mg(mg/100g BW) g(g/100g BW) mg(mg/100g BW)
No. 5 53 5 12 12

0 Mean 0.80 3.50 87 3.37 1246
S.D. 0.13 0.48 13 0.26 112

No. 5 5 5 12 12
Absolute 250 Mean 0.75 3.31 64 3.33 1231
S.D. 0.12 0.21 6 0.38 105

No. S S 5 12 12

500 Mean 0.75 3.18 54 3.36 12486
S.D. 0.10 0.16 13 0.30 134

No. 5 5 5 12 12

1000 Mean 0.82 3.60 T4 3.25 1250
S.D. 0.09 0.34 8 0.28 29

No. 5 5 5 12 12

0 Mean 0.18 0.69 13 0.68 253
S.D. 0.03 0.06 2 0.086 28

No. 5 5 S 12 12
Relative 250 Mean 0.15 0.68 13 0.69 254
S.D. 0.02 Q.03 1 Q.07 20

No. 5 S 5 12 12

500 Mean 0.16 0.68 14 0.69 257
S.D. 0.03 0.05 3 0.06 33

No. 5 5 S 12 12

1000 Mean 0.16 0.70 14 0.65 250
S.D. 0.02 0.04 2 0.07 25

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 8-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Organ weight of female rats (Main group)

Body Brain Thyroid Thymus Heart Liver

Dose weight (R+L)
ng/kg g g(g/100g BYW) mg(mg/100g B¥W) mg{mg/100g BW) g(g/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
0 Mean 299 1.93 20.9 301 0.99 9.70
S.D. 16 0.08 1.8 T4 0.05 1.09
No. 5 5 5 5 5 5
Absolute 250 Mean 3056 1.94 19.6 262 0.97 10.25
S.D. 11 0.04 1.5 T2 0.09 1.06
No. 5 5 5 5 5 5
500 Mean 306 1.91 22.4 262 1.01 10.06
S.D. 17 0.05 6.1 56 0.05 0.73
No. 5 5 5 5 5 5
1000 Mean 317 1.96 20.0 333 1.06 10.72
S.D. 10 0.06 2.1 103 0.12 0.58
No. 5 5 5 5 5
0 Mean 0.65 7.0 100 0.33 3.23
S.D. 0.02 0.3 22 0.01 0.20
No. S 5 5 ) 5}
Relative 250 Mean 0.64 6.4 86 0.32 3.36
S.D. 0.03 0.6 25 0.04 0.29
No. 5 5 5 5 5
500 Mean 0.62 7.3 86 0.33 3.30
S.D. 0.03 1.7 17 0.01 0.28
No. S5 5 5 S 5
1000 Mean 0.62 6.3 105 0.33 3.38
S.D. 0.02 0.8 33 0.03 0.16

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 8-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Organ weight of female rats (Main group)

Spleen Kidney Adrenal

Dose (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) mg(mg/100g BW)
No. 5 5 5

0 Mean 0.60 2.00 87
S.D. 0.05 0.12 T

No. 53 5 5
Absolute 250 Mean 0.62 2.18 89
S.D. 0.13 0.04 10

No. 5 5 5

500 Mean 0.73 2,33+ 99
S.D. 0.07 0.21D 10

No. 5 S 5

1000 Mean 0.65 2.36+ 101
S.D. 0.03 0.32D 15

No. 5 5 5

0 Mean 0.20 0.67 29
S.D. 0.01 0.04 2

No. S S S
Relative 250 Mean 0.20 0.72 29
5.D. 0.05 0.02 4

No. 5 5 5

500 Mean 0.23+ 0.76 33
S5.D. 0.01DT 0.08 3

No. 5 5 S

1000 Mean 0.21 0.74 32
S.D. 0.01 0.08 4

No.: No. of animals

«: p<0.05 (Significant difference from control group)
D: Dunnett’'s test

DT: Dunnett-type rank test
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Table 8-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Organ welght of male rats (Recovery group)

Body Brain Thyroid Thymus Heart Liver
Dose No. of weight (R+L)
wg/kg animals 4 g(g/100g B¥) mg{mg/100g B¥) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
Absolute 0 S Mean 499 2.16 24.5 319 1.47 12.28
S.D. 33 0.10 5.3 128 0.16 1.19
1000 53 Mean 516 2.09 26.7 406 1.43 13.11
S.D. 45 0.11 3.5 114 0.15 1.61
Relative 0 5 Mean 0.44 4.9 63 0.29 2.46
S.D. 0.03 0.8 21 0.03 0.18
1000 S5 Mean 0.41 5.2 78 0.28 2.563
S.D. 0.03 0.5 19 0.02 0.16

No significant difference between treated group and control group.
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Table 8-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Organ weight of male rats (Recovery group)

Spleen Kidney Adrenal Testis Epididymis

Dose No. of (R+L) (R+L) (R+L) (R+L)

mg/kg animals g(g/100g BW) g{g/100g BW) mg(mg/100g BW) g{g/100g BW) mg(mg/100g BW)

Absolute 0 5 Mean 0.85 3.25 63 3.44 1351
S.D. 0.14 0.26 5 0.28 118

1000 5] Mean 0.85 3.29 68 3.30 1395

S.D. 0.15 0.18 9 0.45 103

Relative 4] S Mean 0.17 0.65 13 0.69 271
S.D. 0.03 0.06 1 0.05 15

1000 5 Mean 0.16 0.64 13 0.65 272

5.D. 0.02 0.04 2 0.13 37

No significant difference between treated group and control group.
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Table 8-T A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanedicl, 2-amino-2-ethyl

Organ weight of female rats (Recovery group)

Body Brain Thyroid Thymus Heart Liver
Dose No. of weight (R+L)
mg/keg animals g g{g/100g B¥W) mgi{mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
Absolute 0 5 Mean 281 1.95 15.9 329 0.95 7.95
S.D. 22 0.05 1.8 51 0.07 0.49
1000 5 Mean 294 2.01 20.4» 360 0.95 T7.75
S.D. 8 0.05 3.1T 50 0.07 0.42
Relative 0 5 Mean 0.70 5.7 117 0.34 2.83
S.D. 0.06 0.4 15 0.02 0.17
1000 5 Mean 0.69 6.9 122 0.32 2.64
S.D. 0.04 1.2 15 0.02 0.15

s: p<0.05 (Significant difference from control group)
T: Student's t-test
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Table 8-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Organ weight of female rats (Recovery group)

Spleen Kidney Adrenal

Dose No. of (R+L) (R+L)

mg/kg animals g(g/100g BW) g{g/100g BW) mng(mg/l00g BW)

Absolute 0 5 Mean 0.53 2.09 76
S.D. 0.09 0.20 11

1000 5 Mean 0.48 2.09 76

S.D. 0.09 0.10 7

Relative 0 5 Mean 0.19 0.74 27
S.D. 0.03 .06 3

1000 5 Mean Q.16 0.71 26

S.D. 0.03 0.05 2

No significant difference between treated group and control group.
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Table 9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Gross pathological findings {(Main group)

Organs Sex: M M M M F F F F
Dose(mg/kg): 0 250 500 1000 0 250 500 1000
Findings Number: 12 12 12 12 12 12 12 12
Stomach
Focus,dark red 0 0 0 8] 0 0 2 0
Testls
Small 0 1 0 4] - - - -

No lesions were noted in recovery group.
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Table 10-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-aminc-2-ethyl

Histopathological findings (Main group)

Organs Sex: M M M F F F

Dose(mg/kg) : 250 500 1000 0 250 500 1000

Findings Number : 5 5 5 5
Epididymis

Number examined
Cell debris,duct
slight
Femur + marrow
Number examined
Fibrosis,marrow
slight
Heart
Number examined
Myocarditis, focal
slight
Kidney
Number examined
Basophilia, tubular
slight
Eosinophilic body,tubular cell
slight
mild
Liver
Number examined
Vacuolation, hepatocyte,periportal
slight

Hematopoiesis,extramedullary
slight
Microgranuloma
slight
Lung(bronchus)
Number examined
Accumulation, foam cell
slight
Pituitary
Number examined
Pseudocyst, intermediate
present
Spleen
Number examined
Hematopolesis,extramedullary
slight

Number examined
Cell infiltration
slight

mild
Erosion,glandular stomach
slight
mil
Increased number,globule leukocyte

Thickening,mucosa,glandular stomach
slight
mild
Thickening,limiting ridge
slight
mild
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Table 10-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Histopathological findings (Maln group)

Organs Sex: M M F F F F
Dose(mg/kg): 0 250 500 1000 0 250 500 1000
Findings Number: 5 5 S S 5 5
Sternum + marrow
Number examined 5 0 0 5 5 0 0 5
Fibrosis,marrow 0 4] 0 0 1 0 0 0
slight [ 0 0 ¢] 1 0 0 0
Testis
Number examined 3 0 0 5 - -
Atrophy,seminiferous tubular [4) 0 0 1 - - - -
m 0 0 0 1 - -
Urinary bladder
Number examined 5 0 0 5 5 0 0 5
Hyperplasia,mucosal 0 0 0 0 0 0 0 1
slight ] Q [¢] ] 0 0 0 1
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Table 10-3 A combined repecated- dose/reproductive developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Histopathological findings (Recovery group)

Organs Sex: M F F
Dose(mg/kg): 0 1000 0 1000
Findings Number: 5 5 5 5
Stomach
Number examined 5 5 5 5
Erosion,glandular stomach [} 0 1 0
slight ) 0 1 0
Increased number,globule leukocyte 1) 3 1] 1
slight V] 3 0 1
Thickening,limiting ridge 0 5 0 0
slight 0 5 0 0
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Table 11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Estrous cycle in female rats during the pre-mating period (Main group)
Count of estrus Mean duration
Dose No. of of cycles
mg/ke animals 0 1 2 3 4 Means*S.D. Mean+S.D.
0 12 0 0 0 5 7 3.6+0.5 4.1+0.3
250 12 0 0 0 53 7 3.6+0.5 4.3+0.4
500 12 0 0 0 1 11 3.9+0.3 4.1+0.1
1000 12 0 0 0 4 8 3.74+0.5 4.1+0.3

No significant difference in any treated groups from control group.
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Table 12 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Mating and fertility of animals (Main group)
Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. of copulation index index No. of copulation index index
mng/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) c)

0 12 2.7+41.7 12/12(100.0) 12/12(100.0) 12 2.7+1.7 12/12(100.0) 12/12(100.0)
250 12 2.6+1.2 12/12(100.0) 12/12(100.0) 12 2.6+1.2 12/12(100.0) 12/12(100.0)
500 12 2.4+0.9 12/12(100.0) 12/12(100.0} 12 2.4+0.9 12/12(100.0) 12/12(100.0}

1000 12 2.8+1.1 12/12(100.0) 12/12(100.0} 12 2.8+1.1 12/12(100.0) 12/12(100.0}

a): (No. of copulated animals / No. of mated anlmals) X 100

b): (No. of males which inseminated females / No. of copulated males) X 100
c): (No. of pregnant animals / No. of copulated females) X 100

No significant difference in any treated groups from control group.
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Table 13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl

Delivery data on dams

No. of
No. of females Delivery Gestation No. of No. of Implan- No. of No. of Live birth
Dose pregnant with index corpora implan- tation still-
ng/kg females liveborn % a) period lutea tations index % b) born (%)c) liveborn index % d)
Total 12 12 100.0 207 192 3 183
0 Mean 22.0 17.3 16.0 92.9 ( 1.5) 15.3 98.5
5.D. 0.4 1.5 1.5 5.4 ( 3.8) 1.3 3.8
Total 12 12 100.0 200 188 1 171
250 Mean 22.3 16.7 15.7 94.0 ( 0.6) 14.3 99.4
S.D. 0.3 2.1 2.2 5.1 ( 1.9) 3.0 1.9
Total 12 12 100.0 209 199 2 178
500 Mean 22.1 17.4 16.6 95.1 ( 1.0) 14.8 99.0
S.D. 0.3 1.5 1.9 5.1 ( 2.4) 2.9 2.4
Total 12 12 100.0 201 193 2 182
1000 Mean 22.2 16.8 16.1 96.4 ( 1.1) 15.2 98.9
S.D. 0.4 2.2 1.8 5.9 ( 2.7) 1.7 2.7

a): {({No. of females which delivered live pups / No. of pregnant females) X 100
b): (No. of implantations / No. of corpora lutea) X 100

¢): (No. of stillborn pups / No. of stillborn and liveborn pups) X 100

d): (No. of liveborn pups / No. of stillborn and liveborn pups) X 100

No significant difference in any treated groups from control group.
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Table 14 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
External examination of liveborn pups
No. of No. of a) Body welght(g} External b)
Dose No. of Sex ratio abnor-
mg/kg dams males females Male Female malities(%)c)
Total 106 77 0.58 0
0 12 Mean 8.8 6.4 6.4 6.2 ( 0.0)
S.D. 1.9 2.0 0.5 0.4 ( 0.0)
Total 92 79 0.54 0
250 12 Mean 7.7 6.6 6.9« 6.5 ( 0.0)
S.D. 3.0 2.8 0.5D 0.5 ( 0.0)
Total 78 100 0.44+=C 1)
500 12 Mean 6.5 8.3 6.7 6.3 ( 0.0)
S.D. 2.0 2.8 0.5 0.4 ( 0.0)
Total 101 81 0.55 id}
1000 12 Mean 8.4 6.8 6.7 6.3 ( 0.5)
S5.D. 2.0 1.9 0.4 0.4 ( 1.7)

a):
b):
c):
d):

No. of males / No.

of liveborn pups

No. of liveborn pups with external abnormalities
(No. of liveborn pups with external abnormalities / No. of liveborn pups) X 100
Vestigial tail
p<0.05 (Significant difference from control group)
D: Dunnett's test
C: Chi-square test
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Tahle 15 A combined repeated-dose/repreductive-developmental toxicity study in rats treated orally
with 1, 3-Propanediol, 2-amino-2-ethyl
Viability index of pups
Viability
No. No. of live pups index on
Dose of day 4 after
ng/kg dams Day O Day 4 birth % &)
Total 12 183 179
0 Mean 15.3 14.9 97.9
S.D. 1.3 1.2 3.1
Total 12 171 165
250 Mean 14.3 13.8 97.0
S.D. 3.0 2.6 4.
Total 12 178 174
500 Mean 14.8 14.5 98.1
S.D. 2.9 2.6 2.9
Total 12 182 178
1000 Mean 15.2 14.8 98.0
S.D. 1. 1.6 5.3

a): (No. of live pups on day 4 / No. of liveborn pups on day 0} X 100
No significant difference in any treated groups from control group.



Table 16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 3-Propanediol, 2-amino-2-ethyl

Body weight of pups

R-8T70

Male Female
Dose
mg/kg 0 4 0 4a)
No. 12 12 12 12
0 Mean 6.4 9.8 6.2 9.5
S.D. 0.5 0.8 0.4 1.0
No. 12 12 12 12
250 Mean 6.9« 10.9 6.5 10.2
S.D. 0.5D 1.5 0.5 1.4
No. 12 12 12 12
500 Mean 6.7 10.1 6.3 9.7
S.D. 0.5 1.2 0.4 1.2
No. 12 12 12 12
1000 Mean 6.7 10.1 6.3 9.5
S.D. 0.4 1.0 0.4 1.2
Unit: g

No.: No. of dams

a): Day after birth

#: p<0.05 (Significant difference from
D: Dunnett’s test

control group)



Table 17 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 3-Propanediol, 2-amino-2-ethyl

Gross pathological findings in pups on day 4 after birth

R-870

Dose (mg/kg) 0 250 500 1000
Male
No. of pups examined 104 89 78 99
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 75 76 96 79
No. of pups with abnormal findings o] 0 0 0
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