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2. FEREEE
2.1 HERETEE

REBRES
AERFE

22 HERB®M

R-958

diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
D7y hMERWEREREICLIRERESME EMEEL
s R

diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate % . HEIZIZACHELHI 14 A
B OZECHIR 248 U CEIMRET B £ CL M I3 ZCECAT 14 H ) R OSEH I & ORI
MEZELCRAL4BETREL, RERSICL 2 BEEFWREEERRIDOL L
bz, MRS OMERER. RBITEH., TBRRUSHR EOEBRECRIETEREY
Ao L, BEiZ, —HOEEIZ2WTHE 14 B oBEIESE 28T, EHEElkoTT
WHEERT Lz, B, 2RBREHERSER YV h—F ¥ —8MERERR DK

REZCEMmB L,
23 HBREREH

EAFSHEEEEMNFHEETEE (LFEPETENKRE
T100-8916 HEHEE THKENE 1-2-2

24 HER2EE

BREedRN S Y —F g —
T 151-0065 FEREREARKKILET 36-7
(IBfEFT : T156-0042 HIERHEHHASRXIIBA 1-3-11)

25  SERRMEHER

RS A Y ) b—F e F— HEREHIEH

EEEEE
251 EEER
TH B SEBT SEET

T412-0039 FEEEESE T E & 1284

2.5.2 JREBEKREHE

E TR

T419-0101 #W R B HFEEETRERE =414 1308
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2.6

2.7

2.8

HREHR S Vb —F sy —

2.9

HERME
HreieE : EALBMEEERERFEEEER
{EEYELERNRE
AR : diammonium hydrogen 2-hydroxypropane-1,2,3-
tricarboxylate (CAS &2 : 3012-65-5)
ZA : 2006429 A 29 A
RIFHPT : HERBTET HRWERFEROSE 1 PIEH
TR E R E
AEEH T2
AERBREE © 20078 1A 118
P AT H ¢ 20074 1R 15H
ERBEBE (Fe5H5H)
: 20078 1A 30R
LA H : 20074 2H 138
S ikBRARE H : 20074 3H 7H
R A : 20074 3 H 13H
B8 FR4E B : 20074 3 H 13 H
MEEVFRBAAEE - 20074 38 12H
ERZETH (BMPHABKTH)
20074 3 H 278
ARETH : 20094 5H 290

AERRIEHE

h B B ¥ (Q009F1H25BFET)
A H = (00918268 L9)

SBRESE
B RBE LA
EBARREREEE
REREREE
L2 oITE S
HEHET H A

HBIRPTIEET  WRgEM

(20074 10 A 17 HE C)
(2007 108 18R X 9)
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210 HEREOEHEHECEEFREFELELEELAIBREEZER
AHRBRIZBEL T, RBREEOGEMEIEELZRE L L EDNIREZER IR -
Tro 728, HBHEEIMEDREPoTZIEIFUTOEBYITHD,

1) REBEFEZCRT R EHEFOKEGHIIET 310~400 g, HET 200~260 g &
FRL TR, EEICITFEGEEGRO LR TRorE 25 IEROWE 5 L2 BE
O, HET 371~439 g, WET 219~273 g & oTz, UL, HEHOFEHEEN T
FLWNIZEND, BRBRAE~OEEIT LW EHIET L,

FAMBEREE O LIRS EE - - @k |

HE . 1001 (405¢g) | 1007 (404 g) . 1008 (439g) . 1009 (404 ¢g) . 1010 (418¢g)
1013 (422 g) . 1015 (405g) . 2004 (430g) . 2005 (405g) . 2006 (423 g) |
2008 (410g) . 2011 (405g) . 3001 (407 g) . 3004 (405g) | 3005 (405g} .
3008 (402¢g) | 3010 (430g) . 4002 (412g) . 4005 (415g) | 4006 (413 ¢g) .
4009 (427g) . 4010 (406g) . 4012 (404¢g) . 4016 (410g) . 4017 (435g)

HE . 1110 (272¢) . 1114 (262¢) . 4102 (273 g) . 4110 (263 ¢g) . 4117 (266 g)

2) REREFEEO BEHE] DIF
SR OBREREL, RRFEEORE [HE 7 B LRI O W TR 7 BO&
ErEECRET S, | KiELT, BFOKREZERICENL, &5 L, 3R
HEEZEORLNREHT VIR IR nohHEILZ3 LD THEIN, BRELT
TBEEORBRTHVWLNTWVWAZ L THY, REABEICERITTREIL 2V &
T2,

211 BEHERE

BREHA ) h—F o ¥ —OREFECHEY., RBRHEE RRIEELEE
Eede) BAR, RREHIE, £7 4. BEEE BEREEEER) RUEER (ER
MBI TR ED) IHRREER Y U b —F & — BB S O & EHRATE
MERICEEBREERNE 10 EMRET S, HMETRORTFIC VT, EEFEE
EEAELEFEEEHER LEDEZEMRREHASHERY VY —F & —MTH
L, TOLERFRET S, L, BHERTFEMA SR WARRE (R, LT,
Mg 2o\ Tk, BB THRICEELE,

212 HEBRETEDORAE - EOH

N - oo B
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4. B

diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate @ 0 (f BREE : HEHTFHK) |
100, 300 X TF 1000 mg/kg % . Sprague-Dawley % SPF 7 » b OBEICIXZEHT 14 AR
UREHBI 28 L CHBATE (42 BME) £, #ECE2CEEAT 14 B MR OZZECHIF I
CIWIHREIFEE L TEIL 4 BET (4147 BR) BEL, REREEHROEER
EEEHEPBRW LE, BiZ. 0 X0 1000 mg/keg WEEICOWTIE 42 RERE L7,
14 BEFMoEEHEZR T, SHEELOTEEZRE LI

1) REHSEE

— KRB OBIE, FM—ARREOBE., HERE., BIRE. BREHEORAE,
FE, BEERE, RRE @EKkEFEt) | LEFRE. LELERE. BEEERVT
HRFFRICERDER SIS IR EERO LR L o7,

REERE T, REHMKTEREAICB VT, 1000 mg/kg #EFHEOMBEDE THE
FROFBELRIZBERE A T, T OERICE, KREICX D iR » bhi,

2) ERERESH

HEH, REETRELLEE. R, BERERUZBRCIERDERSOE
BB ool BT, HESR, @IRGMN, BEE, FHRRE. FRE, EE
R HAEREK HARRUERKCERDERSOEEBIEIRD LT RAHMFETO
BRARBICHLREPTBD O h o7,

HAER TR, ARBELE. HERRUER 4 AOEERVER 4 AFIBRFTRRUERF
RIZEBRYWEREZ I IELEIRD e oT,

IHhEOFERM S, diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate @ X
BReEioT 2 EREE IR L 12 300 mg/kg/day, EREFEAFM I LTI
HEHHECRBWICHT2EREEEITVT Y 1000 mg/kg/day & FIET L7,
1000 mg/kg REFTRD OGN FOEAZG TORELE OB AT FIEELTRD
b,

11
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5. #

i

EEFHEEERGBEETER CEVEREMNKREOERITL Y, diammonium
hydrogen 2-hydroxypropane-1,2,3-tricarboxylate @5 v b &% Wz R AT EIC LD RE
5B EERABENERREZER LD T, TORBEERET D,

7P, ARBIILUTOREKELZBETFL, HA P74 VFIERL T, BERSHERYY
Y—F L F—CEHLE,

5.1 GLP
[HRICEDEE IR RERE ER T 2RBERICET A EHEIZ SN T
(ER 1SHE11 21 B : FEAREE 1121003 5, EH15- 11 178FBE3 =,
ERARAEFEE 031121004 5. FRK 1744 B | HEREIE)

52 EHHERIAFII
o IHRIEEHEEIELIRBOFIEIZOWTY
(ERk 155 11 A 21 H - 3BAERSE 1121002 8, EL15-11- 13 FE 2 5.
RIRERE 031121002 5, FERK 1744 A 1 AFEHERIE)
»  [OECD Guideline for Testing of Chemicals 422]
(OECD HEHE4L : 199643 A 22 H)

53 EHhoEit
. B ETEROERICE T 5 R
(BEFn484F 10 A 1| BL®E 105 5, Emk 174 6 B 22 B HAE®E)
[EREN OFE R CRE T O SR OBRRICE§ 5 51
(CE 1844 A 28 BERIREETE 88 5)
(B B OB IE R EMIZE T 2T A KT A 2]
(BAZMSE YR I18FECH 1 H)

12
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6. HBHHRUFE
6.1 #HE®ME

diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate [ /E £ FHEERELF
EETHER CEHDEEEMNEENLUTOFEHE &bt ahe (REEED .

Bk - I

Z2y : diammonium hydrogen 2-hydroxypropane-1,2,3-
tricarboxylate

CAS &= : 3012-65-5

WHEA ST RES CeH1407N,

STE : 226.19

BT : 100.0%

= : 6803

PR : A OFE XIS RIER R

o : 7L

K : 50%

VIS ETN : EH

ENE : BEERBRR TRICEEDERER I CTHEZRER L
WER, KEMCBEZR»o -, (BHER2) .

PRI IE : =R (GF21E : 1~30°C. EHE : 15~24°C)

PR E AT : HESSHIRET BB RFEROE | BFICH 2 Bk
B E R E

FHREOWE : WEME S ¢ ZRFRE L L THESEMRRT RS
BRFEEICRE L, e TrorszT <~
I

6.2 HERAEORH

6.21 HMBRBEOHABRVREFEAHE
BEILICHNEBEROWRDELZTEL, BRAK BASHAEMIETE, vy b

5 6F74) ITHRAWMATHEM LT 20, 60 XU 200 mg/mL A& FHE Lo, FAEE
10 BRAIC 1 EIEA EOBEE CITV, EHABE CEXESG BEY 7 AH) AL THE

BT (RREN, ERE : 1~6°C) THRFL, EHINCERICE L, BRIEKITEKED
Wb o (FEEK, == A& RN &S TERILLSS L,

6.2.2 WEREOLEM

AHEBEME O 10 U200 mg/mL . (B4 EHEA) X, EXARFTHER (&
BREMN) 10 AMERGFR. B 4 FEHIEILETCHD Z EABERSHER Y )V y—F &
Z—THERINTWD (RHER 3. RBEES : A-2001) ,

13
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6.2.3 WREOREREZ

BOBRSE 1B EESHEEBIZHVAERERIZOWVTHEASERY J y—Fz
2 — B IR C HPLCIEIC L 0 454 L=, T ORR, KBER & bICKRTEICX
T HHEBRYE OEE X 93.3~100.0%TH D, WINLHFFGEEN (RE : REX
TBHEE. 100£10%) Thotz (&R 4, 5) .

[RIRE R REEEDH)

B - I

Za¥ : diammonium hydrogen 2-hydroxypropane-
1,2,3-tricarboxylate

1y hEE : 6803

RAFFIE : EiR GFAE : 1~30°C, FEHIE : 18~24°C)

RAFHAT : MBS HRDERFEROCELFREEDE
CRAFG R

[l AR O FH L

LT ORI, FERBE n=1 CHEE L. HPLC B#Ez AW THR L TRIEE
ARE 2R L,

I 1 RAR LERER
el TEER | RAE ETTR TR
(mL) (ml) (mL) (mL)
20 0.5 100 — — 200
60 1 30 1 20 600
200 0.5 50 1 20 2000
[HPLC Z=18)
A7 A : L-column ODS
(Spm, 4.6 mmLD.x150 mm, FFEEA {LFEHE PG
TFIeRAs)
K5 MR : 40°C (BT LA —T VRERE)
2 Ehfe : 0.1 mol/L ¥ ABREREMEK (pH 2.1)
il : 1 mL/min
TR : UV (HIE¥H & 215 nm)
FEHEA R : 10 pL
e N TR E iR : T b= MU AAERAK, (174, vv)
[0 7E fifL oD B H]

BEESRUENAR % HPLC ~ 3 ElIESEA L. diammonium hydrogen 2-hydroxypropane-

14
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1,2,3-tricarboxylate D &'~ 7 EFHEOEIME (Qs) RO, Fio. HIEERAR
# HPLC ~ 1 [E 3 -5 A L T diammonium hydrogen 2-hydroxypropane-1,2,3-
tricarboxylate ® &'— 7 IHH{E (Qt) &K, LI T DORUC L 0 #AlEFZAFHH O diammonium
hydrogen 2-hydroxypropane-1,2,3-tricarboxylate £ & R ¥ 7=,

REFE A diammonium hydrogen 2-hydroxypropane- o Q 1
= — xAxFx
1,2,3-tricarboxylate I B (mg/mL) Qs 1000

Qt : HIFEEHABELD diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
D — 7 HRE

Qs : BIEFPBEIK O diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
D) v — 7 EREE

A BERERBEIE Y @ diammonium hydrogen 2-hydroxypropane-1,2,3-
tricarboxylate J#E (ug/mL)

F o FRE

6.3 REREM

Sprague-Dawley % SPF Z » k [Crl:CD(SD), HAF ¥y —/A-R - ) N—fXat, E
REAF L&) MEHES 70C% B TAED L, 15 BRIOKRE - BHLFAE 217 -
Too TOE. —RBOBRE GEELR—MRREBOBELSL) . KEAERCHERH
BE (RESRETERD I BRE) 2EIC, EI—fRE, Hii—RRERTERIIC
FRFENRENGRL | KEBEMAREE RS SSILAER L, 10 BHTHREZERLE,
¥ 5B AARE DR E SN ILHET 371 g~439 g, MEIL 219 g~273 g ThoT,

B, Bo0RBESTYE (REHBORA) OFEICLVEIEL, FEHOTE
FEERTEHETHEL 2 L5 KFBIEM T, AF0BN T2 Ya—F 2
Whove y /BEBERCEELMEEOEASLE (Uuy /BEBECHERELHE
L, RBEEVENOBGES > EBELICEY TE) TiTok, BoTLbEAS
n-gpo 5 H, BITELEESYME LT ISEEHFERET L, By ol 15EiEz—
TR T CEEEI T, 2B, #EfATE L ELESHEIIECR ST IR
B _EMELIWLZWVEIMBRDENE ol td, REHEKE T % o —7 L IERE

T CREEFEIE,
) . RBRHEEHEY, BB EIIHRES HIC 0L Tho7ods, EREICITEEES 73 EAMHA
Ehi-,

6.4 MABEH

ik, BE 21~26°C, FAXHRE 42~64%, BKEE 1 ke 10~150, BAF 1A 12
FEfE (07:00~19:00) OBMIFRETE (AFEER : 301 %) T/ 7y FRAE&BRHE
—3 (W250xD350xH200 mm : BA 7 — VR Et) TEBIC, AECHAR H X ExE

15
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H1EOF 2ILENEF L, 2B, R 171 0ZRIL S BETR, KB (RUA b7
V—7 t BERF ¥ —NR - UA—KRAESH) 2ANETIRF v I8 r—v
(W340xD400xH185 mm : A7 L7 A ) ICEHINICIRAE L, St NMF &
B BE AV =2 VERTEGAS, oy FES : 060919, 061214, 070115)
ATV ARGERE AW TCHRICERE 7, REKIEAGEK (BB THEKE
K HEUKIRMER) ZEHRICERS T,

FR P OBAMESICOVWTHRFERA Lz y MzonwT, BHEEAREARRSITE
YE—TERLULEOWHERZAF L, KB 20Tk, BMEBRARBERELSTTE A Z
—TREH (FE6E) WEMLAESWHEREFAT L, SKEKIZSWTHE, KEEK
B L AKEOSITEREBBREL ¥ A SHICEH (E4E) IEEL,
RREAFELE, ThoDTF—ZIX iR, bk R OERES ORAYE N REK
BICEEL 5 DFWREDORN EE2HERL, STREEDTELEFEEFLE,

6.5 Lo byl 4l

B O B HREBBNE AR N BB EEL ST TiT o e, BRTHRIE. AT/ —Y
CHILICAGT L —Y 700, RBRES. BREEE, R5E& % 98
BT, FRES, JRTED (EHOHRUEEHOMNER) | ZRHELA (EEOM
HE) RUSHRA (EREOHE) ZHE L,

6.6 IHEER. BEHBERCESERECCEELSBE T ORIRER
5L, OECD Guideline for Testing of Chemicals 422 IZ# U, #E Ok 5 %EIR
Ui, B5HMIZ. EHOBRUEEROMRE TR 14 A, KELM 14 BB
URZREHIMAE T # 14 Ao 42 B, EBEOMECTRREANT 14 B . 22581 & ORI
MEBLTEAL 4B ETD41~47BHEE L,
[EIEM X EEROMRIC W T, BEKTH 4 BME L, Z0OBKREL, B8
To7=,

6.7 5 AH%

BHEFEEZ, FomBEORIBRECELTHRELEIROKREL LE, BEFE
IESml/kgFEEL L. 7VF I AE Y U F RV TREREORS L (08:11~12:03,
iZ L, BERICORT THo BT, SR THRO 17:00~17:25 IZHFE L)
SREICITEE (EHAK) ZEBRCERE L, BRI oRERERREFOEES
EBICEH LA, B, BOERMETOEE 7 BB YW TIEER 7 B 0EES
EHZEH LR,

6.8 HREFERUEHEN
BEEiL 100, 300 TR 1000 mg/kg & L. ZAUCRIREER X 4 BEERL E L7, 1
HY D oBEIT =R OSSR THRES 12 DU, RIEE I IR O &5 ClE#EE
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S5pCéE Uiz, BEEmMELEZR LR LT,

F1LBERE
(mg/kg) | (mg/mL) ¥ B ES B BhES

\ B 12 1001~1012 5 1013-1017
SRR 0 0 e | 12 1101~1112 5 1113~1117

‘ | 12 2001~2012 - -
EmaRE | 100 20 He |12 2101~2112 _ _

: | 12 3001~3012 - -
AR | 300 60 g | 12 3101~-3112 _ -
e | 12 4001~4012 5 013~4017
RAHERE | 1000 200 g loo12 4101~4112 5 4113~4117

6.9 HREEOHEERN

HEIZ%EHE L 7= Ndiammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate @7 v b
Z iz 14 A RIRERE 053RS (FHER) | (5 8:100,300 & T 1000 mgrkg,
BRASHEAR YV —F ¥ —FHEFEE . CR067) TiX, 1000 mgkg iZHWT, BT
BFROMMEECSERENLZ O, BELELTHY, AOPREMFRRLIX
EZEPoT Y, LeBoT, ARBRTIXTHERERIC 1000 mgkg Z@AEE L.
S 3 THR LT 300 R T8 100 mg/kg © 3 AEZ3E Liz,

6.10 HERUBREDNAZX
HEBORBERTEO®EY & LT,

B ERE A w®EE 1D
AR AL H RO R
FRETIZELE-AE RSB EZ OB L LTEER
SERIET A #3008

EEMGHE (BE5HWMETOER) :EEE1 A

6.10.1 —ARIKEEDEER

ZEEIZOWT, BEETIEER 38 (BE5ET. BESEERUERSH 2 BEHEE) |
EEHMTEER 1B (Frid) . EhEnEAR, RBRE, £8 TR UG
BOREREO—RRERHEE L,

6.10.2 FHG—KEOHRE., BEERE., EHRUVEREDEDATE

e —AoRBEo R, RESHEAIC 1E, 2F@IconTiTok, -, £
ORETR S P AR 1B, HEIRE TR S R OACERESE T ERE | B, ER
HEh R OEABERIIEESREZR R 1, 7. 4 EU208, #H48) &Eh
THhAT -7, BEIEEIREHRPROEEHFESEE | BfTo7-, BiERE. Ik

17
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CRREHEOREIX, EHOBITREETHE (R5E360) o, EHOMITEA4
H (REFE 42~44 B) O F1RIGEIC, BEFOMEIRELTE (R5H36H)
BEOERERLTHE (EEE8H) K 1#HYZY ST\ T{foiz, LEROBE, BE
EORIER, 8e 7 0 FLAIEBL., BEFIIH L TREERSOBREZHIR (7
A2 FE) LiRETITFor, 2, Sl —RREOBER UHERE OFFMmIC
IRERF—FEEUMMIR TR L EAER AV,
1) FEM—RREO#EE
o FR—L—TURELE
BEh K RETE
FIF->TOEE
=L —UhLEOROMLE S, A FY o Zietd 3R (YT
,HBFERE) | HE-EBORE BEOHEN, HE., SME. KEOERY) |
BBk (ARERZEH. IRBEOBREES) | B 2ooWdh, FIRGE, B2mEE
i (FRiR. BRME, 2=, MEFLER. FROE)
F—F T 4 — N RN
BRI, A7, %, B8, B8, b B0 @k, Py (BEEL. $ER) .
BRATE (FEW., KRR E) | BETE (A%, #HRERLY)

2) BEERE
WREMS, S8R, #ROS, BERG, BILRS . EPEMRE, &hEEEiE
3) 'EHRE

MEERE IS & B X, CPU #—Y MODEL-9502A (7 A a—x =7 U 7R
=) FRAWTHIBRRUSEREOR D &HIE L,

4) HBHREBEOAE

EAHEICS 2 HE. EROWEHEBED . —NS-AS0l (HERX&stt=ao—o i
ATVR) PHVWCHRESEZAE L, BIEE 1EE& L. 10 2MBET 0~60
SOEEEITo .

6.10.3 KERE

EHOMITRESE 1, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36, 39, 42 B ROk
Bz, BESOHMBEIEHOHEORERICMZ, EESE 1, 4, 8, 11, 14 HRUHIE
Hio, EFEOHIIERESE 1. 4, 8, 11, 15 8 CEXESMIIEREE 18 BIZHHE) |
HHR O, 4, 7. 11, 14, 1TRUG 20 AT ORC 4 BIZEEZRE L, 28,
FHOHSBRBERICSBORTIERINEEECEL 0 BOFENELZRE
08:48~11:37 DRHIZ T o7z, TR BICIXBEXMBEEREHOZO, BIH LAY 16 KfE
EREIEEHOBELZRIE L,

6.10.4 EEEEHFE
SEEIZONT, EEOBEIREE 1, 4. 8. 11, 15, 32, 36, 39 UM 42 B,
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BIEEFEOMEREIEHOBEOHER M I EES 1. 4, 8, 11 KU 14 BiZ, EHOMX
EHE 1, 4, 8, 11 ETI5H, R, 4, 7. 11, 14, 17TRVC20BECICEAL 2K
V4 HICBRHEZHAEL., fiBOKEELG 1Yo 1 OEEEZEHLE, B
FEER UBRMEORIER 08:49~12:19 DREIZITo 7z,

6.10.5 [EiERE

EFHOOEAEICHSWT, REBELEEBIPLRERRDLNDETER (FaiH)
BERAZER L, Sk LA, RRaTREHR T EE G e REMY. BiEY. Bk
RUBRFEARLEHICHOEL BENERREERURBFH» O ROBBFHECoOBEGE
BE) =@~ BEATH. BEY. REZH. KRLEHOBRHR 5 AT LRV RS
RWESEHRAMARY L Uiz, REHRPIIEENORTORFELHR~ -,

6.10.6 XEH%

RECATREHMETHE, EHOR—FREHEOMERES 111 TRERESY, B8, B
BRERD D WVIERPEREFE2HERLEZLOFERIBE Lz, ZRETICELEH
BIIZEBEGAE OR S BELE,

6.10.7 S EVIRIHR

1) HEHOBE

REFERHEDYIIEFE RS S, PMRBOREOFTELZEE LI, SHET
DFEFMTEIR 21 B 0ER 25 BOFRFET 1 B 2@ (5Fa. F%) 17V, EIEH
% 05 REMCEH UL, DHAFE SKRIZKETLTWEEES, TORZEHL0H
& L7, FEIR 25 A OFRT 10 B T o8 LA d> - 72 300 B TF 1000 mg/kg & 5-BED &
1 Bl (BEFF - 3106, 4107) %, =—F /VBRERT CHARBMREIETIC X v FumBFE X
HBHRETOVEEOFEERER L, TORBR, ERPEDH ORI 2D,
T EHE L, EREATOT — & 3IHAAEIN RN Lz, DB ET L8y
IR CEROLBOTEZBEL, DBETEZEHLOBEL L, 4B ETH
ERZRIL ST, WED, BERUOBRAFZEEL L TELREEZEE L,

SR LI-BEHIIRHL 4 B0 6—T (30 16200/) EAESEREBILS AR, &8
5 MM ERB R CRELFERED - HOFM%EIC, OO iL=—7 L FRE
T CREXEIREIENC L 0 kBT s ¥, BEERUERERE2 &L,

2) HWAROBE

M4 RiICHERE, REREE A, HERIAREEOFEZHEEY L. #3
PHELTHEXE L%, HEMICRAL I, HERIEROBEESER 4 H
¥ CEH 1EfT-7-, 7ok, EERKUDECIIZEEL-,

A% 4 BICEREZFRE L%, 2602 =—F VBB T CHRIMLETE S THBREZTH,
B - BE - B2 0HRE - EROBREORELH~E, vk, HEROKFEIZE
EANCERERAZHE L, SEEA CHEREIICESESEY L,
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B . EHOMRESHE. SaeoAnR ETHE. OBowALPH, ERSESMokE S, B £
F0AZ A, BRAKOWRARDKE &, NMEEOEH, BEoR S, Bk, %, KE.
WEEE DR &, Bk, Holk, RERUVEADAT X ACEELTHEL, EELRELDLIE
EEREELE,

6.10.8 RFE (EXEMEEZEL)

BEEKE (REE37-388) RUEMEXTHE (BEE 11~12 B) CHEOSBERFIC
DWT, TNFRERBE Y PLE/F—VIRINEL, R - BREEKT T 48R
. RNTHHRES - DHEBATTEOERD 20 SRR ER L, REEEIEUTO
BOTHD, 2B, ERLEEAO 4 BERICOWT pH L THEE TORE L RE
2, TEORICEONE 20BEREFAVWTEZERCRECRAIEEZITV. REX 4K/
ORERV2EROREZESH L TEHLE, BB, BREE2EZy P LEF—V
WIRE L RETHIELLD 1| BOEREBEZBKEAZHANTRAIELE,

BREEE W oE FH

pH A-YIVATIIR-TEA BRBAR [7— 2 LA BRAEH] @
= F=VaVAF {9 2-TEABRBRIR [7— 27 LA sk att] @
AN A—YaVAT ) A-TEA BRI [ 7 — 2 LA #katt] @
Fna—= T=vavA7 (v ) A-TEARBK [7—7 LA RaH] @
5 1M A=VavAT (v IA-TEA BB [7— 27 VA BRAS4] 2
EyaAry A-YavAT 49 A-TEA RBIR [7— 2 LA HFRAEH#T
=R IR T-VaV2F 19 A-TEA BRI [7— 7 LA RE4] ¥
=K PIHR 2R

RiE (4HFEEE) BREMAL y YEEFAWEFEME (BEA : mL)
BEE KEBTED (BN : mOsm/kg)

RE QUEFE) AAVY wEF—FREAERAE (B4 : mL)
AR (24 BrRR) HEAE

& Al e

a) : AUTION MINI® AM-4290 (7 — 7 L o #X&3h)
b): HBIRBERERLE A — FT7 2 FAZ ¥ b OM-6030 (7 — 7 LA kkliSth)

6.10.9 MFEFRE

FRBESERRUVEESERT A, IR0 —] (19 16~20 BfE) BAI L%
BEEEAES S ITHV oW, =—F VBB FICBE L. BEREIRY & EDTA-2K M
MR (SB-41 : A A w7 AR KhEZERL., UTOHBIZOWTHIEL
Teo 7238, 2FIZDOW T, May-Gruenwald-Giemsa Je@ k(2 L 2 MR HAEAR & (ERL L
oo 2L, FubvrEUER, RS b R RFUORRETTZ 4 7Y
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J =T EIZOWTH, 3.8%7 =B R U U ABENRERE (MLEIFIHLIE
OHEE) TR U mE A EDoBE (]9 3,000 rpm, #9 1,600xg, ¥ 10 5 LTHE
B A AVCEIE L,

BREHEE B oE F B BHoff
PRI ERE(RBC) 2/EL—F—Ta—F A FRA Y~ 10*uL
~F /1 B E(HD) TR MNELSOEVEEY g/dL
~= ;7 U v MEHY FRMERER CFEHRMBRER B © %
IEE R M BREFFA(MCV) 2AEL—F—Tn—Hh L bA Y- fL
FEHRMERI EFREMCH) FRMBEEET~ESu b ENLEE Y pg
255 7% ofn. BR i, 2,38 % BE (MCHC)

~NEFOEVRBRUAY RS Y v MEMOEHE g/dL
@AM ER B (Reticulocyte) RNAREIC LB LV—F—To—HF o FX Y- %
/MR E(Platelet) 2RAEL—Y—Ta—Y AL A Y —EY 10%/uL
B i 2k E(WBC) 2AEL—Y—Ta—%Af bA U~ 10%uL
AMERE o FE ANFF P REITLB VY —Tar—P A |

AMY—ERABAEL—F-Tu—F A P A PY—EY %
# BRI O ETD SrdF o —PReCLIv—F—T7a—¥ A
ARV —BERAEV—Y—Ta—%A bA P - 107l

FA-SN=-a=g 1, 7ay bigY s
B F o YR 7T AT HFE

70y hEY s
Z4TV IR fryvRF52AF R mg/dL
5 A E R

c) : MAEMEFEHRALEE 7 Fo/ ¢ 7 120 (Bayer Corporation, New York, USA)
d) : M iEEEE B B FEE ACL 100 (Instrumentation Laboratory)

B . EROREMNRABMES ST TOME L,
i3 1

1001~1005 | 1103, 1104, 1105, 1107, 1109

2001~2005 | 2106, 2107, 2108, 2109, 2110

3001~3005 | 3101, 3104, 3107, 3109, 311l

4001~4005 | 4101, 4103, 4106, 4110, 4111}

W2 AFHER, SERER, GHEEER, VSR, BURRUSKEIERAK

6.10.10 M&EILFHEE
MEFEHRERRE & FRFICER Lo ik s EEEERA D RBRE (X V=7 M-
A— b7 TAERREE) IR, ELSBE (393,000 rpm. #9 1,600xg, 910

21



R-958

) LCEbhmEZEZAWCUTOERIZOWTRIZE L, 772 L, AST. ALT.
LDH B y-GTP IZ W Tt~ ) VIIRBRE (M 1 mL M7- 0D 9 20 BALO~
V) [CEERLUMEZECOBE (]9 3,000 rpm, #7 1,600xg, # 10 ) LTHEL
AmiEEAWTHIE L=,

HREHEE B oE F OB HoOAL
AlP Bessey-Lowry # © IU/L
BaLATFa— CEH-COD-POD ¥ © mg/dL
FUZUESAR LPL-GK-GPO-POD ik © mg/dL
U URE PLD-ChOD-POD i ¢ mg/dL
Beiaey YA A EFF—FEY mg/dL
FNa—=A FNa—RFe KalF—FE° mg/dL
RFREHR Urease-LEDH #£ © mg/dL
TVTF= Creatininase-creatinase-sarcosine-oxidase-POD ¥ © mg/dL
FhU A A F BN BRI © mmol/L
RN A A RN BB ¥ mmol/L
Wk A A RN EEE mmol/L
N I OCPC i ¥ mg/dL
R Y TV TR mg/dL
wr-ABE Biuret 5 © g/dL
FALT I BCG i& ¢ g/dL
A/G BEAAEROCTATIVbEE
AST(GOT) UV-rate 7% © IU/L
ALT(GPT) UV-rate £ © Iu/L
LDH UV-rate # © 1U/L
¥-GTP L-y-2" W 3W=3-hME" ¥9-4-2po7=) b 3 9 IU/L
fE R e

e) : BEERILFE B EISITIEE TBA-120FR 2 (RRESHEERY)

6.10.11 RIEBPEEE

1) HMEUVBFEEENE

TRCOEFEYICONT, BERFEEZFARVEELHMET i, @k - ik
BREICHE L8 (FHEEE 5D 3ELER, 2008 iE-—7 VBT T
JEREIAREIETIC X 0 BRI S, FO%, FhENENE - 1 - B - E5%
EUEFORE - MBEOARIC L 23R ERN 2TV, BRERE L, i,
S (B84) 13RI 5 B OJMBFICHERRUERERE T A T-, RWT, MK -
MR EREICHE L SRS SEIZo>WT, UTIFRTERET BRERUREEE
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ITEF) OBEE (BHER) ZRIETDHLELIC, BHEELHRKOFENCBRE
100 g M7=V OEMEEZFAH Lz, 28, *MEz 20 AMEOREICO>VWTIRESR
BlxzizHflEEL., FOEETEML -,

B, FRRER* (LBU/MEZETe) o MR, DB, BFEE. M. B, BB,
R R b

2) REMRERE

EEMBICOWT, BTICRTE3TE - 8i5%E UV VEBRE 10vol%e < VIRTEE.
RTFE L7 (EERFICHIIRY EREE 10 vol%R/b<w U ViREFEA L, L, F&
BEVCBREEBZ T T CBECEE LR D VEBEE 10 vol% ki< VIRTREFEL
72) o IRWT, NZ 74 a8 UER, LD (THEELLEE - ARIEE -
BEOHLE L) . AT bhFV Y- Pr (H-E) BEAEITV., 205 brEEE
BRUBEHAEROME - MEFERE M LS 5 EX 2B 0RRMEES
PLIZDWTER L2 (MAOBRBEICHO>WTIHERMZH#HE L. FERUCHEE IR Z,
MOBEIIRRIZEER) , TORKE, HEOCTICHERDEREOREREDNEZILY,
EHRUVEEROSHICSVWTER L, EFAUVEEFRROREFALZEERE LI,

R, /D, TEE, TR, LE/HRE, FRER, ER/ME, BIT. KR
R, ST Y 3, BRI Y 8, DI, i (REXE2ST) . B+
B, =85, BB, Bi5. KB, BB, TR, SR, B, FR, BRLE B,
FE, HE, BE (BFHzEl) . KBRE (BHza0) . ARMEESNL,
B{EHRE (BIT)

6.11 #EHERHT

D LTORICEVERATA—FE2EHLE,
RER%)= (ZEREE/R/SEME) %100
ZHR )= (EIRLI-OB/ZRE LZEOHE) <100
RER(%)= (FREU-MO/ZR L-#o#) <100
EHM(B)=FH 0BTk 0 H
HEEER (%)= (M4 HEMESAITRIER) %100
ERB%)= (BRER/EEFLE) x100
FERER (%)= GERERI/MHERE) <100
HER%)= (HAERFASHEIRE) <100
AREBER%)= NEREFRF/HERE) <100
Pt =Sy (HESHERs)
HEREFE%)= (£# 4 DETFRE/ER 0 BHAEKEE) =100
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2) fE, BEE, BAE RENGEREEE. HEAH, ZRETCELLAE &
IR, REH. AR, HERE, -7 74— FREE (EEE,
L ERYEH) | HeERE FHEEE  EHIRVCEREDE, RREOCTEER
FIHE., MEFERE, DEEFRER ST ERRRICTTHEAROFIEITHE >
TRE LK, 2k, HERMKE (MEHER) onTid, B8 I L OVHEEZK

Dk, REE{ToD Y,

3) FRERE, HERFE, HER AREFE, HERAEZRDIZSEH T LICEEZRD
72, Bartlett BEC LV EHBEEBREL (FEK%E 001, @) . FLHEO
HA S Dunnett iR, JFEFELSEODOE ST Dunnett B EA 1T o 72 (FEAKHE 0.05

BU00.01, mED DY,

BHOTFHEHTERZE

Bartlett 2 7

AT E

F e

ARl E

p=0.01, E£458 p<0.01, EE 3k p=0.05, & 458 p<0.05, FESS
HorEt ] SowtE

4) RRE, BERE. ZBE, HESRE, BAROKL, BERIS, BHER., Bitx
M, EREES, BILRE, ERERRHER. FEOTREYE, MEiERIEE
B g, AR, AFRHEMEYE. BAETFRE MEERE. EF
RS oHbni-ainikon it oK, Yates DIEFEEICL S Y REZIT1-(F
E7KHE 0.05 BT 0.01, M) , 72720, BIHEED s LTOoEARALADLY

24

Dunnett Dunnett Student Aspin-Welch
EE mean rank test O tBE DLRE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
Al E AR E iR E Rl 7
*. P 2 2
TR T :F S /Sz

( 71:4: ja ~ 512>522)
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BT iX Fisher DEERERHARKICLIVBRELZIT = (FEKAE 0.05 KT 0.01,
mfHEl)
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7. HERRERR

7.1 —f34kHE (Table 1-1~1-8. Appendix 1~24)
EREVEEREOSHHE LEREFRAELN 2T,

7.2 FML—BRREBROBRE. BERE. BEHOAERUEEESHEOAE
(Fig. 1~6. Table 2-1~2-105. Appendix 25~324)
1) =2 —TPHNBE (Table 2-1~2-29, Appendix 25~108)
EHRVEEHFOWNTROEBHIZLREE XA ORI 2T,

2) FITFFo TOHEE (Table 2-30~2-58, Appendix 109~192)
FEHEUVEEHEOWNThOBSIZLEF XL bR 25T,

3) F—F 74—/ FREBE (Table 2-59~2-87, Appendix 193~276)
EHEOEEHFOVWThOSHICLEERLDARD T, o, iLb BB YEEK
BUHEERIC OB L SREH L OBICEIT o7z,

4) HSEEMET (Table 2-88~2-93. Appendix 277~292)
FERUVEEZONTILOEMICLEE XA OARM >, £, FHEMELRT
ZEHRERMRKEIZIIRRE ESEEH EOMICER b o7,

5) EAHPE (Table 2-94~2-99. Appendix 293~308)
FHEUCEEHEOWTLOBMIC LB LEREH L ORMICERRPoT,

6) HFEEHEOHT (Fig. 1~6. Table 2-100~2-105. Appendix 309~324)
FHEERVUEERE SNEMH LSRG EOMICER 2P -T2,

7.3 {KE¥E (Fig. 7~10, Table 3-1~3-8. Appendix 325~348)

R OEEFOME L b ICEEROEEENECIERDERSIZ L 5EEITR
Dbhhieholt, BB, EEO 1000 mgke T EFHOME CREMNFSHAFT (518
~15 H) OFEEBMENELS ., TOERZRFE LD, ARHOEERTEOHD
EREEMEICIZIEN RN & S AEBMEBHEERNOEL & Ml L,

7.4 {E8HE (Fig. 11~14. Table 4-1~4-8, Appendix 349~372)
FEHEVCEEEOMEHEE b ICEERIZIERDERS I IEEBEIRO LN
7
fpds, EBTE 300 mgkg WEHOETRE 36 ACHREREME., EHERTIE
1000 mg/kg B EHOM THRE 42 AR VEE 8§ BIcBEELREE. FFEOCHKETEE 4 A
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CHERHEFROONLE, —HHUCEEREH TH Y, BETHREHRB~OF
BlRH LNV LG AEEMEBREANOE L L HIEr L,

7.5 REE (BEKERME#ESEEL) (Table 5-1~5-8. Appendix 373~390)
EHERIZOWTL, EHORS 6 BRERICBWTHEEH T pH OB E 0B
EEREV Y VEREEROFRRBERCHEEORIPARICEEL THbN, fiZ
REFHEAVEERL BDRERD L2 oT,
EEEBEIWZSWVWTIE, WTHhORBEEBIZBWTHABE L SRER L OBICEE
o i,

7.6 MmiE2i%%E (Table 6-1~6-8. Appendix 391~398)
1) BEHRRTRRE
WTNOBRERB W T b B L EREH L OMICEIT P o7,

2) EEHRKTERE

1000 mg/kg | S-FHOMECHMERE, V o BRER CF PEREOHD, BlkESE
R BIFEBREREOEMAL b, FOBTEE LR ~720, AECEHIIHEEH
BETRICEAZDR TN b, EBNEEHERNOLS(LEHIF L, 2B,
HEB TIEXHIBEE L 1000 mg/kg |/ EBEE OBICERTE D LA o T,

7.7  MEEFEEE (Table 7-1~7-8. Appendix 399~4086)

1) WEHMRTERRE

1000 mg/kg WEBHOETI/ NV a—AOBME (+16%) BAHASN, EOEIZERLR
ST, FTOMOBRERE TikxtBH L SRS E ORICER o,

2) EMEHIRERTRRE
WTNORERBEICBWTOHBHELSREE L OBICERR 2T,

7.8 BEE=S (Table 8-1~8-8. Appendix 407~436)

REWMEE TRHRE CIEMECIEXERORFICBWT, AECEELLE—F
MO GEMUIED) AT, EEHMETHRECBWTLMEREL &R
R L OMIZEIRP T 2B U UTOBEIZHBH L OBRICEREERZ LA,
WSS L ITHMNEROADRELREMTH ) ABNEHGRHENOELLLE
Z bz,

1) BREHRKETRRE

% : RN EROFERIEMEDI 1000 mg/kg FEFE DI A
b,
BRI : MR EROAEZEMED 300 mg/kg BEFHOHEIZAR L

27
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i,

2) [EfEHIRR T R
SHREERUY 1000 mg/kg B S BEOMEME L TR BRI - T,

7.9  El#®FTR (Table 9. Appendix 437~552)
1) HEHRBRTRRE

T OFE -ARICHT AR L o fand, HEREAE R OYREERHER P b BEHEL
EZBZ NI,

B : HAENKMEERY 100 mgkg BEBHEOE 1 Hlizib
i,

Bl : EENHBEHORE 1FIC. ARED 300 mg/ke FE58
DM 1 FlicA b=,

fit (REZZET) MR EEN T BEEOME | #llzi b,

B : IRE O FREENIIBEEORE 1 Fl L 5 F, 100 R

300 mg/kg 1%-5-FE D HEE 2 ], 1000 mg/kg R 5-H DK 2
A & i 3 Blic b,

isdihn : BEfRE R A AT E 5 300 mg/kg HEFEOME 1 FIC
bz,

2) [EEHIRET Rk
XTEREER TF 1000 mg/kg W EHOMERE & L EIXA DR P27,

7.10 FREBHEFEE (Table 10-1~10-4, Appendix 437~552)
1) #EHIMKETRRIE
EBRYEREICLDEEXDNATNBT LA LN,
= : BERBRICB T IRE LR OBEBUIEE BT KR
1000 mg/kg B 5-BEDHE 10 5] & M 7 Blic A bk,
M, UTORFRRBH LA, BERER REMEBEFZRERPEERE L
Zzbhi,
i : B MREEAS 1000 mg/kg HEFED 1 Blic, B
B EE RE T R RE D AR EE R O 100 me/kg 3%
EHo 1 flichbhi,

Do : Bk RAMAREEA N BREOMHES | flicabh
e

5 : FEBEOEMRMRREEA 1000 mg/kg WEREOHE 1 HIZ
BTNV (Y ol

B i : BELRENEOEAERBEOR 3 LM 1 4,
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gy

W (REEEED)

T

HE

HE B

SN

fER

2) EEHRERTRRE

300 mg/kg FEEFEOME 1 FI, 1000mg/kg BEFHDOHE 5
) & 4T, BERAR e T U AR AR S xR EE D
1 & 300 mg/kg P EBEOME | Flic, BRUREEE O
Bk D %t BEEOHE 2 I % U 1000 mg/kg I S-REDHE 3
Bl & i 1 T, B R AR R 03 5 FRBE DO MERE S
1 51} T} 1000 mg/kg $& 53 0RE 2 Flic, BFRIMED
RO 1 & 300 mgkg 5 BHOMH 1 HlicH bR
7

FE U J81 B T A A D R i 7 ZE B b AS e R BE D ERE S 1 51
FE R 1000 mg/kg B S BEDME 2 Flic, SEHIRM/NEZFE
MR BEEOMERES 4 5B 1000 my/kg R 5O HES
EHE2 Bl A BT,

BhREE DRI A SR E LA D XHREE R O* 1000 mg/kg #2
SBOHESL 1 6, EHCUIERE A2 Ifia P R R a2
 BFEN T 1000 mg/kg #% 5-3E O MERES 2 FIT, BHEUR
i BE PO B 15V 3 ok PRBE D 2 451 2 T 1000 mg/kg R 5
BEOBE B R BfifE Y Y d3 sk BR BE oD I 1 511
BRI E LD 1000 mg/kg B EBFEOHE 1 FlicH b7,
RIT3E OBR 72 PR A A AR IR M A3 = BRBE O ME 1 FlIC A 5
iz,

B i B A IE S 1000 mykg REFHD 1 HlIZHD
i,

BRI IR BE A BE AL i AS R ERBE D BE 4 ) & M 5 B R
O 1000 mg/kg TR S-REDOHE 4 Bl & 5 PlicHr b,
BRSO IR B A B D BRI A e FREE D HE 1 ) & ME 545
100 18 300 mg/kg % S EDOME 2 K% T 1000 mg/kg
BEROBE 2 L3 FlicHbhis,

R BT R R R DY 1000 mg/kg M EFEOHE 1 FlIC
H o,

I T QR EE 2 {RE 0 300 me/kg B EFEOME 1 £
W, ERAEIEOSGEIEE N BEORE | Flic, BE
R HREDBTERE D 300 me/kg BEHOM 1 FllIch- b
Y

TR EREICLDEEZONIELSFICH LRI,

=

RWMRERBICB T 2 FE LR OB o A Ol
1 BTN 1000 mg/kg B S-FEDOHE [ ) L M3 FIT A B,
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BEAESE TRRE B LOBREIEETHo -,
oM, ELETORREEA LIS, HEKERUCHWERAREMER N OERREL
EZxzbhi,
= : BRELIRE OWRSBEOR 1 flicH b,

711  tHEH (Table 11. Appendix 553~556)
HEMEZOFMIIL LN T, FHERM BERICIIREE L S REHE ORHICER
B b hoi,

7.12 ECAAE (Table 12. Appendix 557~560)

RECHIEE 6 B L TIEEA SO ETRENRED b, B, FETH-mfAi
EHhHiE 300 R 1000 mg/kg B EFHOE 1 AOLTHoT, LEEMNR-oT, ZRETIE
Bk, RRE, BFERUERBIIHBHEISRERE L OMICERRD LN
o=,

713 SHBREEERUSE-1BEIKEE (Table 13. Appendix 561~564)
HRE OS5 IRIETIX., R 21.5~22.5 BREFIPEFICHoHR L. HEE, HiE
I, Bk, FREK. FRE, BERE, HEREROCHEAERICISBRE SR
B L oflicERRd bhihodz,
HWERETE, WTIhoBHmIcLBEEY, BEDRUESATEICEE XA LN
Mo,

714 HERODERE (Table 14. Appendix 565~568)
HHEEOCHAREE IR SRERLORIILEETRL, AFEERALN:
Mmoo,

7.15 HEROLEEE (Table 15, Appendix 569~572)

EIHEFORCIRITH BT 24, 100, 300 BT 1000 mg/kg T#EHET 4, 4 K
G 1HIThoT, 228, 300 mgkg BEHOALSE 4 BEFRBREL, 20OETFEL
ol BRRRICESHE L OBEER R BRAOTLE M S, TO/MOE
BiIZ oW TR LSRG L OBICER P27,

7.16 HAEROEE (Table 16, Appendix 573~576)
HAERRUER 4 BOMEREICIIMNBHLSRSBELOBICEIRD LR
yral

717 WERODER 4 BHEMEAE (Table 17. Appendix 577~580)
MR DOIHERIRE D 100 mg/kg G BEOREIF LM 1 FCH BN, BERAEED
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BEDZRVMBRENEL T o, ZOMT T OBAERIC S REIXSZ R0 T,
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8 &=

diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate @ 0 (X FREE  HEH HAK) .
100, 300 }2TF 1000 mg/kg %, Sprague-Dawley 5 SPF 7 » b OBEIZILA3EAT 14 B &
UXREHMZE L CHRATA (42 BFE) $£T, HICIXSEET 14 B BRUKE R EW
N RMZ AL TR 4 BET (1~47 B ®E L, RERSEERCEHER
AR EBRHN L7z, FIZ, 0 RTF 1000 mg/kg FHE5EEIZ oW TIE 42 AR E L7,
14 BEIOBEHRZ5R T, SHEOTEEERR L,

1) REERSSH

—RRREBOBE., A2 —RREBOBE, #ERkE., BHNE. AREHEOHE.
fFE, BiEE, #FKE, MEFRE. BEEERCIRFACERDEREICLDE
IR ohzdhoi,

REBRETIE, FREHTRS 6 HRAERIC pH OBRELBIEERREVY VEHERS
mOBRERERVCEEORLAAEBICEEL CALNE, 2 LOEITHBRIEH B
£ (pH : 4.9, 50g/L, 25°C, AT ER 158) THHIZ &b, HRDEOMICE
SLEREHRENT, 2B, MK - MK {LFERE, REROBFEREICERFT IR,
BHEENICEZEORVWVELLEEZ LN,

MELERE T, BEBEAKTEREICBVNT, 1000mgke REFEOH T/ Lo
—2AOEERHZ LN, BERBOEELBTHIHE. FA. BIEGR BEeL
KEFIALNT, RP~D7Va—ZDHE G2 <, 16%DOBMNEBETHD I &
"hH, BEFENICEROZVWELLEBZ DR,

FRHEZRE CIE, REMEKTHEREIZBWT, 1000 mg/kg REFHOMED B TiE
REORILEOBHERA LN, ZOEIIERDEOREEF RO B ELT
o, BB, 2 BEOKRECLIVECLOEERUVEESER L2 gD
EirEBL DN,

2) EREHREES

MR, REETICELZAE., REE, FEBRRUZHREBZIERDERSOE
BIIRO DR of, Hiz, HESE, TREMN. HEk, FREKR. HHEHE, EE
RER, HERSK., BERRUOHCERYERSOEERIRD LAY, BHLYHEF O
BARBICLERESRBD ORI &5, 1000 mgkg BEFEIZHB W CHMESHO
RERE, BREERUCEZEE, REBYOEIREES, SHERUEBITE R & 0ETHEEE~
DEEB IR EEZ LR,

HAR TG, B8, HABEVEZ4B0BERVLER 4 HERFTAR AR
RICHERDERFICIHDEIIRBD o,

Zh b DOFERM L, diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate ™
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BEREFEHEICT 2 EPBERIIMRE S 12 300 mg/ke/day., EFEREZICRT LTl
EREYRECRESHICHNTI2ELEETVTILY 1000 mg/kg/day & ML 7,

1000 mg/kg REFHETRDONALEOEREZFTORE LEOBRAIIE AT B D
bz,
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9. @k

1) _: diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate ® 7 » b
RV 14 AHRERNHREEERRE (FHRAR) HRLHERX/VV—Fv v
& —REBEEE : C-R067, 2007 4F)

2) Shayne C. Gad and Carrol S. Weil (1994): Chapter 7. Statistics for Toxicologists, In

Principles and Methods of Toxicology (A. Wallace Hayes, ed.), 3rd ed., pp.221-274,
Raven Press, Ltd., New York.

3) HEARIEE (1981) : ZEZhFRAN — 5 & 44711, pp.23-27, 387-389, B K FEHR =,
HR.
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TR ; FRR18508H07H

Lw o@iE (Cz Hz0: & LT
WEAEREE (Cils0s & LT)

WykER A

IS4 . RS  ZABKEZTFE=TLA
oy EB: 68083
BTN EE ORI RMER R
| et %

S

WLEE 100. 0 %

TREEK 8

SREAFR Sy (WRBRIE) 0. 01 %

p H (50g/L. 257C) 4. 9
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0 ABEE (POs) 5ppmblF
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R-958

A-2001(1/2)

#EWF diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

=%
m}ﬁgﬁ
= a
SR

s
® "
_E F

padyed

2
Fo@RIFHE W

FEAEBE
%
»

E%[E
A
=)

Bt
B R

2
A

)

A

WESF U B

B RESE

B EMTABREREE

A-2001

BREER SV —F v F— HESERIIEH
200746 1 A 12 B (FARIER)

20074 1 B 16 B (477 3 BRHREF+=IE 24 ISR
2007 £ 1 A 23 B (¥FT 10 B REHRIE+EE1E 24 SRR

HPLC

diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
ES R

10 & TF 200 mg/mL

Sl

200741 R 12 H

BN T AT AN, BT (GRREMN, FFEE - 1~10°C) D&,
IR TRTF

R (AMEZOMEREOTEHELZTHE (1000 LT, £h
Xt A REROREREOEHEOES] 2 100 10% LN,
K2 A R

AHEERIFIL 10 E O 200 mg/mL (2B W CIEAET 10 AFHRGT+ER 24
R GREE THLA Z EBFEREN,

(BRI ES IR AR ET 2 ARERICEAT 2 &EHEICD
W (GERR 164511 A 21 B EASEE 1121003 5, ¥Rk 1511 -
17 85% 3 8. BEARKE 031121004 B, Frk 1746 4 B 1 B&REK
S IE)
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A-2001(2/2)

# B3
. il iE i B (mg/mL)
a%,ﬁ% S BT 3 BRIRTE %P 10 BRIRTE
+EE8 24 BEHRTT +E878 24 RBEEHETE
9.43 .9.54 9.65
10 9.67 - 9.76 9.45
9.52 9.58 9.64
R1L5:3) 9.54 9.63 9.58
B1FE(%) 100 100.9 100.4
194 189 187
200 187 188 188
197 190 188
T 193 189 187

RITHE(%) 100 97.9 96.9
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R-958

diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

DY P IR BB E R E

R-958

BREHRY ) b—F i F —  HERETFIEET
HEO#EH 138

20074 1K 29 B

HPLC

diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
(v h&FEF ; 6803)

S R

20, 60 A& 1F 200 mg/mL

B

2007 %1 H 26 H

diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

H o€ E O WA RTEL10%
& S
FRAE BIERE FORE
(mg/mL) (mg/mL) T HEIE (%)
20 18.9 94.5
60 56.0 93.3
200 188 94.0
Hf E iz}
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diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
DFER IR P IR BRI ERBTE

B F 5 : RI58
FEERER @ HXSHRYVY—FE¥— HESRHER
A T = ¥ HEORSEHRE

EEHF B - 20074E3A8A
W & F ¥ : HPLC
B2 58 Y E diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
(= > FEE ; 6803)
113 1N ES K
*x = fE 20, 60 & UF 200 mg/mL
I O iR
A BE R B 20074E3 R TH
Pl ESRYE diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
HoE A ¥ REFFRE; RELT10%
& *
FE BUEBREE RRfEID
(mg/mL) {mg/mL) *3 528G (%)
20 19.5 97.5
60 59.7 _ 99.5
200 200 100.0
H) iE 1B

(AT B :_ 2007 4«3 g /-



R-9068

500
O—=0 0 mg/kg
A\ A— — A 100 mg/kg
~ O— —m 300 mg/kg
400+ ~ o—-—< 1000 mg/kg
AN |
=
S 300+
S
-8
4
=
= 200F
=
1001
O | | | ] : ] )
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 diammonium hydrogen 2-hydroxypropane-1, 2, 3-tricarboxylate
Motor activity of male rats (Main group, Week 6 of administration)
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500
o—6 0 mg/kg
A~ — A 100 mg/kg
o— —m 300 mg/kg
4001 &—-—¢ 1000 mg/kg
300
200
100
O [ 1 | ] ] |
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 diammonium hydrogen 2-hydroxypropane-1, 2, 3~tricarboxylate
Motor activity of female rats (Main group, Day 4 of lactation)



R-956

Activity (Count)

500
O—0 0 mg/kg
&—-—<¢ 1000 mg/kg
400}
300+
2001
100}
0 | I | 1 | ]
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 diammonium hydragen 2-hydroxypropane-1, 2, 3~tricarboxylate
Motor activity of male rats (Recovery group, Week 6 of administration)
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Activity (Count)

500
o—o 0 mg/kg
&——¢ 1000 mg/kg
400}
300+
200+
100+
O ] | ] | | 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 diammonium hydrogen 2-hydroxypropane-1, 2, 3-tricarboxylate
Motor activity of female rats (Recovery group, Week 6 of administration)
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R-958

500~
o—=0 0 mg/kg
&—-— 1000 mg/kg
4001
300}
200+
100+
0 ] [ | | | ]
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with diammonium hydrogen 2-hydroxypropane-1, 2, 3-tricarboxylate
Moter activity of male rats (Recovery group, Week 2 of recovery)
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Activity (Count)

500~
oc—0 0 mg/kg
o—-—& 1000 mg/kg
400+
300
200
100+
O | | 1 1 ] |
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with diammonium hydrogen 2-hydroxypropane-1, 2, 3-tricarboxylate
Motor activity of female rats (Recovery group, Week 2 of recovery)
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600~
550+
500+
=
]
S 450+
@
=
E% 400 —
B o—©0 0 mg/kg
390 A~ — A 100 mg/kg
m— —m 300 mg/kg
o—-—¢ 1000 mg/kg
30%; ——— Pre-mating period : Mating period | Post-mating period —
O ] | | 1 | | ] 1 ] | 1 | |
1 4 8 i1 15 18 22 25 29 32 36 39 42
Day of administration
Fig.7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with diammonium hydrogen 2-hydroxypropane-1, 2, 3-tricarboxylate

Body weight changes of male rats {(Main group)
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450~
400+
350 V//@
=
4
5 3004
‘©
=
S
@ 290F
o— 0 mg/kg
200k A~ — A 100 mg/kg
— —0 300 mg/kg
&—-—<¢ 1000 mg/kg
150F }|—— Pre-mating period — F Gestation period — Lactation period
(j[" | I ! I 17//L| | 1 | | | //// I I
1 4 8 11 157 0 7 11 14 17 207 0 4 (day)
Fig.8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

Body weight changes of female rats (Main group)

with diammonium hydrogen 2-hydroxypropane-1, 2, 3-tricarboxylate



650

600

550}

500}

4501

Body weight (g)

400 €

1

R-358

O——0 0 mg/kg
&—-—o 1000 mg/kg

Administration period

I Recovery perilod —
|

L | 1 L L i f L L L ] l

Fig.9

—_ T

L |
4 g8 1 19 18 22 25 28 32 36 39 42”7 1 4 8 11 14 (day)

A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1, 2, 3-tricarboxylate

Body weight changes of male rats (Recovery group)
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400~
350+
-~
= 300F
=
)]
e
~. 290k
o
[ma]
200+
) 0 mg/kg
&—-—¢ 1000 mg/kg
190 | Administration period . I Recavery period -
o1 | ! l ! L L 1 L { 1 J L4 1 [ 1 1
1 4 8 N 15 18 22 25 29 32 36 39 4277 1 4 8 11 14 (day)
Fig.10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with diammonium hydrogen 2-hydroxypropane-1, 2, 3-tricarboxylate

Body weight changes of female rats (Becovery group)
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35

I

30

Food consumption (g/rat/day)

R-958

25k
20r O—0 0 mg/kg
A — A 100 mg/kg
O— —m 300 mg/kg
&—-—2¢ 1000 mg/kg
19 | Pre-mating period ] ——— Post-mating period —
g - L 1 L L7 1 L L l
1 4 8 11 15 32 36 39 42
Day of administration
Fig. 14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with diammonium hydrogen 2-hydroxypropane-1, 2, 3-tricarboxylate

Food consumption of male rats {Main group)
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20

40

30

20

Food consumption (g/rat/day)

10

Fig.12

R-858

G—= 0 mg/kg
A~ — A 100 mg/ka
M— —m 300 mg/kg

&—-—¢ 1000 mg/kg
Lactation
pb——— Pre-mating period ——— - Gestation period | period
| 1 I i ] 7//}7]; | 1 i 1 1 1_///_ i |
1 4 8] 11 15 1 4 7 (B 14 17 20 2 4 (day)
A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with diammonium hydrogen 2-hydroxypropane-1, 2, 3-tricarboxylate

Food consumption of female rats (Main group)
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351

30

25

Food consumption (g/rat/day)

20F

191

R-958

o6—©0 0 mg/kg
&—-—¢ 1000 mg/kg

Administration period
| L l L |

- Recovery period -

| 1 l

- =

/L

Fig.13

T

| 1 | |
4 8 1 15 32 36 39 42”7 1 4 8 11 14 (day)

A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1, 2, 3-tricarboxylate

Food consumption of male rats (Recovery group)
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30~
20
=
10}
2
£ 20-
D
[t
3
= 15+
=
o
o
°
c 10
e 0 mg/kg
&—-—¢& 1000 mg/kg
St - Administration period | I Recovery period —
o1 | ] ] ] I L | L/ I [ | |
1 4 8 1 15 32 36 39 42°° 1 4 8 11 14 (day)
Fig.14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with diammonium hydrogen 2-hydroxypropane-1, 2, 3~-tricarboxylate

Food consumption of female rats (Recovery group)
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Table 1-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1.2,3-tricarboxylate

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 abneormal findings 0 0 0 o] [¢] 0

100 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 o] 0 ¢ 0

300 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 [¢]

1000 No. of animals 12 i2 12 12 12 12

No. of animals with abnormal findings 0 0 0 o] 0 ¢
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Table 1-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
Clinical signs in female rats during the pre-mating period (Main group)
Day of administration
Dose Signs
mg/kg 1 2 3 4 5 ] 7 8 9 10 11 12 13 14 15
¢] No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 i2
No., of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 8] 0 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings V] 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 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 1] 0 1] 0 0 0 0 1] 0 0 o] 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 o] [} 0 0 0 0 ¢] 0 0 [¢] 0 0 0




Table 1-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

R-958

Administration
Dose Signs
mg/kg 0 1 2 3 4 5 [5] T 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22a)
o] No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 0
No. of dams with abnormal findings 0 8] 0 0 0 0 0 8] 0 0 0 0 0 0 0 1] 0 0 [¢] 0 0 0
100 No. of dams 12 12 12 12 12 1z 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 0
No. of dams with abnormal findings Q ] 4] 0 0 Q 0 ¢ Q 0 0 ] 0 0 0 ] 0 0 o] )] 0 8]
300 No. of dams i 11 11 1% 11 11 111 11 11 11 112 11 11 i1 112 11 11 11 11 11 11 8 0
No. of dams with abnormal findings 0 8] 0 0 0 o] 0 o] 0 0 0 0 0 0 0 ; 0 0 0 Q 0 0
1000 No. of dams 11 11 11 1t 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 9 0
No. of dams with abnormal findings 0 0 0 0 0 4] 0 o] 0 0 0 0 0 0 0 0 0 0 v Q 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 diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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 i} 0 0

100 No. of dams 12 12 12 12 12

No. of dams with abnormal findings 4} 0 0 o] 0

300 No. of dams 11 11 11 11 11

No. of dams with abnormal findings 0 o] 0 0 4]

1000 No. of dams 11 11 11 11 11

Na, of dams with abnormal findings 0 Q o] 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 diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
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 [¢] o]
1000 No. of animals 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 o] 0 0
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Table 1-6 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
Clinical signs in female rats (Recovery group, administration period}
Pay of administration
Dose Signs
mg/kg 1-7 8-14 15-21 22-28 295-35 36-42
0 No. of animals 5 5 5 5 5 1
No. of animals with abnormal findings ] 0 0 0 0 8]
1000 No. of animals 5] 5 5 5 5 5
No. of animals with abnormal findings 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 diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
Clinical signs In male rats (Recovery group. recovery period)
Day of recovery
Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 il 12 13 14
[¢] No. of animals 5 5 5 5 5 5 5 5 5 5 5 S 5 5
No. of animals with abnormal findings 0 4] 0 0 ) 0 ) 0 0 0 0 [ 0 0
1000 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 v 0 ¢ 0 0 O




R-958

Table 1-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1.2,3-tricarboxylate
Clinical signs in female rats (Recovery group, recovery period}
Day of recovery
Dose Signs
mg/keg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 o] 0 1] 0 0 0 0 0 0 0 0 1] 0
1000 No. of animals 5 5 S 5 5 5 5 5 5 5 5 5 53 5
No. of animals with abnormal findings 0 ¢ 0 ] 0 0 0 0 0 0 ¢ 0 0 0
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Table 2-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
Detailed clinical signs in male rats: home cage ohservations (Main group, Week 1 of administration)
Dose (mg/kg) 0 109 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 i2
Convulsion
None 12 i2 12 12
Abnormal behavior
None 12 12 12 12




Table 2-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1.2,3-tricarboxylate

Detailed clinical signs in male rats:

home cage observations (Main group. Week 2 of administration)

R-958

Dose (mg/kg} 0 100 300 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 diammonium hydrogen 2-hydroxypropane-i,2,3-tricarboxylate
Detailed clinical signs in male rats: home cage observations (Main group, Week 3 of administration)
Dose {mg/kg)} 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 iz 12 12
Abnormal behavior
Nane 12 12 12 12
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Table 2-4 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2.3-tricarboxylate

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

Dose (mg/kg) 0 100 300 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 2-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen Z2-hydroxypropane-1.2,3-tricarboxylate

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

Dose {mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 i2 12

Abnotrma® 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 diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
Detailed clinical signs in male rats: home cage observations (Main group. Week 6 of administration)
Dose {(mg/kg) 0 100 300 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 2-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 100 300 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 vepeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) . ¢] 100 300 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 diammonium hydreogen 2-hydroxypropane-1,2,3-tricarboxylate
Detailed clinical signs in female rats: home cage observations (Main group, Day 1 of gestation)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 11 11
Posture
Normal 12 12 11 11
Convulsion
None 12 12 11 11
Abnormal behavior
None 12 12 11 11
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Table 2-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen Z-hydroxypropane-1.2,3-tricarboxylate
Detailed clinical signs in female rats: home cage observations (Main group, Day 7 of gestation}
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 11 11
Posture
Normal 12 12 11 11
Convulsion
None 12 12 11 11
Abnormal behavior
None 12 12 11 il




Table 2-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

R-958

Dose (mg/ke) 0 100 300 1000

Parameter No. of animals 12 12 11 11
Posture

Normal 12 12 11 11
Convulsion

None 1z 12 11 11
Abnormal behavior

None 12 12 11 11




Table 2-12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

Detailed clinical signs in female rats: home cage observations (Main group, Day 20 of gestation)
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Dose {(mg/kg) ] 100 300 1000

Parameter Na. of animals 12 12 11 11
Posture

Normal 12 12 11 11
Convulsion

None 12 12 11 11
Abnormal behavior

None i2 12 1L 11
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Table 2-13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammenium hydrogen 2-hydroxypropane~1,2,3-tricarboxylate
Detailed clinical signs in female rats: home cage observations (Main group, Day 4 of lactation)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 11 11
Posture
Normal 12 12 11 11
Convulsion
None 12 12 11 11
Abnormal behavior
None 12 12 11 11
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Table 2-14 A combined repeated-dose/reproductive-developmental toxlicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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 ]
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose {(mg/kg) 0 10090
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
Nene 5 5

Abnormal behavior
None 5 5
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Table 2-16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1.2,3-tricarboxylate

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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Tavble 2-~17 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with diammeonium hydreogen 2-hydroxypropane-1.2,3-tricarboxylate

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

Dose (mg/kg) o] 1000
Parameter No. of animals 5 5
Pasture
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 diammeunium hydrogen Z-hydroxypropane-1,2,3-tricarboxylate

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

Dose {mg/kg) [¢] 1000
Parameter No. of aunimals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-19 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

Detailed clinical signs in male rats: home cage observatlons (Recovery group, Week 8 of administration)

Dose (mg/keg) 1] 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 53 S
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Table 2-20 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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 5 5

Abnormal behavior
None 5 51
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Table 2-21 A combined repeated-dose/reproductive-~developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1.2,3-tricarboxylate

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 2-22 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/keg} ] 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsicn
None 5 5

Abnormal behavior
None 5] )
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Table 2-23 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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 51 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 diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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 2-25 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen Z-hydroxypropane-1,.2,3-tricarboxylate

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

Dose (mg/kg) 0 1000
Parameter Ne. of animals 5 5
Posture
Normal 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 diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

Detailed clinical signs in female rats: home cage observatlions (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 5
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Table 2-27 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1.2,3-tricarboxylate

Detailed clinjical 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 S 5
Convulsion
None 5 a

Abnermal behavior
None 5 5
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Table 2-28 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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 2-29 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2.3-tricarboxylate

Detailed clinical signs in temale 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 2-30 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 11 11 12

some resistance/s/avoidance 0 1 1 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Sallvation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 10 11 11 12

Soft 2 1 4] 0

Moderate 0 0 1 3]

Reactivity to handling
Easy 12 12 12 12
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Table 2-31 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Ease of removal from cage

Easy 11 11 11 11

Some resistance/avoidance 1 1 1 1
Fur condition

Normal 12 12 12 2
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal : 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 10 10 8 9

Soft 1 2 2 2

Moderate 1 0 2 1

Reactivity to handling

Easy 11 11 10 10
S51lightly awkward 0 1 2 1
Difficult 1 [ 0 1
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Table 2-32 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/ke) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 11 12 12 12

Some resistance/avoidance 1 Q 0 0
Fur condition

Normal 12 12 12 12
Skin

Normal i2 12 12 12
Secretions-Eye, Nose

Absent i2 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 10 11 10 11

Soft 2 1 2 1

Reactivity to handling
Easy 12 12 12 12
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Table 2-33 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 il 12

Some resistance/avoidance 0 0 1 Q
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent i2 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 iz 12 12
Vocalization

None 12 11 11 10

Soft 0 1 1 2

Reactivity to handling
Easy 12 12 12 12
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Table 2-34 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg} 0 100 300 1000
Parameter No. of animals . 12 12 12 12

Ease of removal from cage

Easy 11 11 11 12

Some resistance/avoidance 1 1 1 o]
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye. Nose .

Absent 12 12 12 i2
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Ahsent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 10 12 12

Soft 1] 2 0 0

Reactivity to handling
Easy 12 12 12 12
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Table 2-35 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Ease of removal from cage

Easy 12 10 11 11

Some resistance/avoidance 0 2 1 1
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 1z 12
Secretiogns-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent . 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Narmal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 11 11 9

Soft 1 o] 1 3

Moderate 0 1 ¢] ]

Reactivity to handling
Easy
S§lightly awkward 0 1 1 1
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Table 2-36 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 11 11 9 10

Some resistance/avoidance 1 1 3 2
Fur condition

Normal 12 12 12 i2
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 11 10 11

Seft 0 1 2 1

Reactivity to handling
Easy
Slightly awkward 0 3 1 3
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Table 2-37 A combined repeated-dose/reproductive-developmental toxiclity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 i2 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 i2 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 11 I1 11

Soft 0 1 1 1

Reactivity to handling
Easy 12 12 12 12
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Table 2-38 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 i2 11 11

Ease of removal from cage

Easy 12 12 10 10

Some resistance/avoidance 0 0 i 1
Fur condition

Normal 12 12 11 1t
Skin

Normal 12 12 11 11
Secretions-Eye, Nose

Absent 12 12 11 11
Exophthalmos

Absent 12 12 11 11
Palpebral closure

Normal 12 12 11 11
Mucosal membranes

Normal 12 12 11 11
Lacrimation

Normal 12 12 11 11
Piloerection

Absent 12 12 1l 11
Pupil size

Normal 12 12 11 11
Salivation

None 12 12 11 11
Abnormal respiration

Absent 12 12 11 11
Vocalization

None 12 12 11 10

Moderate a 0 0 1

Reactivity to handling
Easy
Slightly awkward 0 o] 1 0
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Table 2-39 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 11 11

Ease of removal from cage

asy 11 12 11 10

Some resistance/avoidance 1 0 0 1
Fur condition

Normal 12 12 11 11
Skin

Normal 12 12 11 11
Secretions-Eye, Nose

Absent 12 12 11 11
Exophthalmos

Absent 12 12 11 11
Palpebral closure

Normal 12 12 11 11
Mucosal membranes

Normal 12 12 il 11
Lacrimation

Normal 12 12 11 i1
Piloerection

Absent 12 12 11 11
Pupil size

Normal 12 . 12 11 11
Salivation

None 12 12 11 11
Abnormal respiration

Absent 12 . 12 11 11
Vocalization

None 11 11 11 10

Soft 1 1 0 0

Moderate 0 0 0 1

Reactivity to handling
Easy 12 12 11 11
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Table 2-40 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1.2,3-tricarboxylate

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

Dose (mg/kg) o] 100 300 1000
Parameter No. of animals 12 12 11 11

Ease of removal from cage

Easy 12 12 11 11
Fur condition

Normal 12 12 11 11
Skin

Normal 12 12 11 11
Secretions-Eye, Nose

Absent 12 12 11 11
Exophthalmos

Absent 12 12 11 11
Palpebral closure

Normal 12 12 11 11
Mucosal membranes

Normal 12 i2 11 11
Lacrimation

Normal 12 12 11 11
Piloerection

Absent 12 12 11 11
Pupil size

Normal 12 12 11 11
Salivation

None 12 12 11 11
Abnormal respiration

Absent 12 12 11 11
Vocalization

None 11 11 10 10

Soft 1 1 1 1

Reactivity to handling
asy
S1ightly awkward ¢] [¢] 1 1
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Table 2-41 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 11 11

Ease of removal from cage

Easy 12 12 11 11
Fur condition

Normal 12 12 11 11
Skin

Normal 12 12 11 11
Secretions-Eye, Nose

Absent 12 12 11 11
Exophthalmos

Absent 12 12 11 11
Palpebral closure

Normal 12 12 11 11
Mucosal membranes

Normal 12 12 11 11
Lacrimation

Normal 12 12 11 11
Piloerection

Absent 12 12 11 11
Pupil size

Normal 12 12 11 11
Salivation

None 12 12 11 11
Abnormal respiration

Absent 12 12 11 11
Vocalization

None 11 12 11 10

Soft 1 0 0 1

Reactivity to handling
Easy
Slightliy awkward 1 0 0 0
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Table 2-42 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 11 11

Ease of removal from cage

Easy 12 12 11 11
Fur condition

Normal 12 12 11 11
Skin

Normal 12 12 11 11
Secretions-Eye, Nose

Absent 12 12 11 11
Exophthalmos

Absent 12 12 11 11
Palpebral closure

Normal 12 12 11 11
Mucosal membranes

Normal 12 12 11 11
Lacrimation

Normal 12 12 11 11
Piloerection

Absent 12 12 11 11
Pupil size

Normal 12 12 11 11
Salivation

None 12 12 11 11
Abnormal respiration

Absent 12 12 11 11
Vocallization

None 11 12 11 11

Soft 1 0 0 0

Reactivity to handling
Easy 12 12 11 11
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Table 2-43 A combined repeated-dose/reproductive-developmental toxXicity study in rats treated otrally
with diammonium hydrogen 2Z-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) [¢] 1000
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 53 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral c¢losure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity tc handling
Easy 5 5
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Table 2-44 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1.,2.3-tricarboxylate

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 B

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 )
Secretlons-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 4 3

Soft 1 2

Reactivity to handling
Easy B 5
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Table 2-45 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonjum hydrogen 2-hydroxypropane-1.2,3-tricarboxylate

Detailled clinical signs in male rats: in-the-hand observatlons (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 ]

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 51
Secretions-Eye., Nose

Absent 5 B
Exophthalmos

Absent 3 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 4

Moderate 0 1

Reactivity to handling
Easy 5 1
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Table 2-46 A combined repeated-dose/reproductive-develgpmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2.3-tricarboxylate

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

Ease of removal from cage

Easy 4 4

Some resistance/avoidance 1 1
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Plloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 4 9

Soft 1 o]

Reactivity to handling
Easy 5 5
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Table 2-47 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-i,2.3-tricarboxylate

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

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 51
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Pilperection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnermal respiration

Absent 5 5
Vocalization

None 4 4

Soft o] 1

Moderate 1 0

Reactivity to handling
asy
Slightly awkward 1 0
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Table 2-48 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammenium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal [ 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Pilperection

Absent 5 5
Pupil size

Normai 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocallzation

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-49 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-t,2,3-trilcarboxylate

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

Dose (mg/kg) o] 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 g
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 B
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Pilperection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 4

Soft 4] 1

Reactivity to handling
Easy 5 5
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Table 2-50 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen Z2-hydroxypropane-1,2,3-tricarboxylate

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

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

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions~Eye, Nose

Absent 5 5
Exgophthalmos

Absent 5 5
Palpebral closure

Normal 5 B
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Pilperection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 S
Abnormal respiration

Absent 5 5
Vocalization

None 5 4

Soft 0 1

Reactivity to handling
Easy S 5
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Table 2-51 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 4 5

Some resistance/avoidance 1 0
Fur condltion

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 S
Palpebral closure

Normal 5 51
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Pilpoerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 4 S5

Soft 1 0

Reactivity to handling
Easy
Slightly awkward 2 0
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Table 2-52 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

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

Ease of removal from cage

Easy 5 5
Fur coundition

Normal 5 5
Skin

Normal 5} )
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
[L.acrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocallzation ‘

None 4 5}

Soft 1 0

Regctivity to handling
Easy 5 5
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Table 2-53 A combined repeated-dose/reproductive-developmental toxiclity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) ] 1000

Paramcter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Puplil size

Normal 5 5

Salivation
None ] 5

Abnormal respiration
Absent 5 5

Vocalization
None 5 5

Reactivity to handling
Easy 5 5
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Table 2-54 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diamnonium hydrogen 2-hydroxypropane-3,2,3-tricarboxylate

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

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

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Norimal 5 5
Salivation

None 5] S
Abnormal respiration

Absent 5 5
Vocalization

None 3 5

Soft 2 0

Reactivity to handling
Easy 5 5
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Table 2-55 A combined repeated-dose/reproductive-developmental toxiecity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

Petailed 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

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Naose

Ahsent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Pilgerection

Ahsent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal vespiration

Absent 5 5
Vocalization

None 4 4

Soft 1 1

Reactivity to handling
Easy
Slightly awkward 0 1
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Table 2-56 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2.3-tricarboxylate

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

Dose (mg/kg) ] 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy b 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Pilgerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5




R-958

Table 2-57 A combined repeated-dose/reproductive-developmental toxlecity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal b 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5]
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 4 5

Soft 1 ¢]

Reactivity to handling
Easy 5 5
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Table 2-58 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 1] 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5] 5
Fur condition

Normal 5 5
Skin

Normal 5 )
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Albsent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 3 5

Soft 2 0

Reactivity to handling
Easy 53 S5
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Table 2-59 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/ke) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normail 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 . i2 12
Grooming

None i2 12 12 12
Rearing {(Mean+5.D.) 4+ 2 4+ 2 4+ 1 4+ 3
Defecation count (Mean+S.pP.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 9 12 11 11

Small amount 2 0 1 L

Moderate amount 1 O 0 Q

No significant difference in any treated groups from control group.
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Table 2-G0 A combined repeated-dose/reproductive-developmental toxlcity study in rats treated orally
with diammonivm hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 1 1 1 2

Normal 11 11 11 10
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearlng (Mean+S.D.) 3+ 2 4+ 2 3+ 3 3+ 2
Defecation count (Mean+S.D.) 0+ 0O 0+ 0 0+ 0O 6+ ©
Urination

None 10 12 11 10

Small amount 2 0 1 2

No significant difference In any treated greoups from control group.
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Table 2-61 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3~tricarboxylate

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

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereoctypy

None 12 12 12 12
Gait

No/minimal location 1 0 0 0

Normal 11 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+$.D.) 3+ 2 4+ 2 4+ 2 3+ 2
Defecation count {Mean+-S5.D.} 0+ 0 0+ 0 0+ O 0+ 0
Urination

None 9 10 10 11

Small amount 3 2 2 i

No significant difference in any treated groups from control group.



Table 2-62 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

Detailed clinical signs in male rats:

open field observation (Main group,

Week 4 of administration)

R-958

Dose {mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 i2
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal i2 12 12 12
Grooming

None 12 12 12 12
Rearing {MeansS.D.)} 4+ 1 4+ 2 3+ 1 4+ 2
Defecation count (Mean+S$.D.)} 0+ 0+ 0 0+ 0 0+ 0
Urination

Nomne 9 10 9 11

Small amount 3 1 2 0

Moderate amount 0 1 1 1

No significant difference in any treated groups from control group.



Table 2-63 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

Detailed clinical signs in male rats:

open field observation (Main group,

Week 5 of administration)

R-958

Dose {(mg/kg) L 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing {(Mean+S.D.) 4+ 2 4+ 2 4+ 2 3+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ G
Urination

None 10 9 10 11

Small amount 2 2 2 1

Moderate amount 0 1 0 0

No significant difference in any treated groups from control group.
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Table 2-64 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
Detailed clinical signs in male rats: open field observation (Main group, Week 6 of administration)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 i2
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 0 1 o} 0

Normal 12 11 12 12 *
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.} 4+ 1 4+ 3 4+ 2 4+ 2
Defecation count {(Mean+S$.D.) 0+ 0 0+ 0 0+ 0 0+ 0O
Urination

None 11 9 10 10

Small amount 1 2 1 2

Moderate amount ¢ 1 1 0

No significant difference in any treated groups from control group.
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Table 2-65 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxvlate

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

Dose {mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 i2 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal i2 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 5+ 2 5+ 3 G+ 3 6+ 2
Defecation count (Mean+S5.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 12

No significant difference in any treated groups from control group.
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Table 2-66 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsgion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 1z 12
Gait

No/minimal location 0 0 1 0

Normal 12 12 11 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S5.D.) 6+ 2 6+ 3 5+ 3 T+ 2
Defecation count (Mean+S.D.) 0+ O 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 12

No significant difference in any treated groups from control group.
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Table 2-67 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 11 11
Arousal

Normal 12 12 11 11
Convulsion

None 12 12 11 11
Abnormal behavior

None 12 12 11 11
Stereotypy

None 12 12 11 11
Gait

Normal 12 12 11 11
Posture

Normal 12 12 11 11
Grooming

None 12 12 11 11
Rearing (Mean+S.D,) T+ 2 T+ 3 6+ 2 T+ 2
Defecation count (Mean+5.D.) 0+ 0 0+ O 0+ 0 0+ O
Urination

None 12 11 11 11

Small amount o] 1 0 0

No significant difference in any treated groups from control group.
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Table 2-68 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

Detailed clinical signs in female rats: open field observation (Maln group, Day 7 of gestation}

Dose (mg/kg) o] 100 300 1000

Parameter No. of animals 12 12 11 11
Arousal

Normal 12 12 11 11
Convulsion

None 12 12 11 11
Abnormal behavior

None 12 12 11 11
Stercotypy

None 12 12 11 11
Gait

Normal ) 12 12 il 11
Posture

Normal 12 12 11 11
Grooming

None 12 12 11 11
Rearing (Mean+S.D.) 6+ 1 T+ 2 6+ 3 6+ 2
Defecation count (Mean+$.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 12 11 11

Small amount 1] 0 0 8]

No significant difference in any treated groups from contrel group.
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Table 2-69 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg} ] ' 100 300 1000

Parameter No. of animals 12 12 11 11
Arousal

Normal 12 12 11 11
Convulsion

None 12 12 11 11
Abnormal behavior

None 12 12 11 11
Stereotypy

None 12 12 11 11
Gait

Normal 12 12 11 11
Posture

Normal i2 12 11 11
Grooming

None 12 12 11 i1
Rearing (Mean+S.D.) 5+ 1 6+ 2 6+ 2 5+ 2
Defecation count (Mean+S5.D.) 0+ 0 0+ O 0+ 0 0+ O
Urination

None 12 12 il 11

No significant difference in any treated groups from control group.
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Table 2-70 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 11 11
Arousal

Normal 12 12 11 11
Convulsion

None 12 12 11 11
Abnormal behavior

None 12 12 11 11
Stereotypy

None 12 12 11 11
Gait

Normal 12 12 11 11
Posture

Normal 12 12 11 11
Grooming

None 12 12 11 . 11
Rearing {(Mean+5.D.) 6+ 2 6+ 1 4+ 2 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0O 0+ 0 0+ 0
Urination

None 12 11 10 11

Small amount 0 1 1 0

No significant difference in any treated groups from control group.
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Table 2-71 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 11 11
Arousal

Normal 12 12 11 11
Convulsion

None 12 12 11 11
Abnormal behavior

Note 12 12 11 11
Stereotypy

None 12 12 11 11
Gait

Normal 12 12 11 11
Posture

Normal 12 12 11 11
Grooming

None 12 12 11 11
Rearing {Mean+5.D.} 8+ 3 8+ 2 T+ 1 8+ 2
Defecation count {Mean+S5.D.} 0+ 0 0+ 0O 0+ 0 0+ 0

Urination
None 12 12 11 11

No significant difference in any treated groups from control greoup,
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Table 2-72 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

Detailed clinical siegns in male rats: open field observation (Recovery group, Week 1 of administration)

Dose {mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None ’ 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5] 2
Posture

Normal 5 5
Girooming

None 5 5
Rearing (Mean+S.D.) 3+ 2 3+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 1
Urination

None 4 5

Small amount 1 o]

No significant difference between treated group and control group.
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Table 2-73 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

Detailed clinical signs in male rats: open field observation {Recovery group. Week 2 of administration)

Dose {mg/kg} 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

No/minimal location 3 0

Normal 2 5]
Posture

Normal 5 5
Grooming

None 5 5]
Rearing (Mean+S5.D.) 2+ 3 4+ 1
Defecation count (Mean*S.D.) 0+ © 0+ 0
Urination

None 3 5

Small amount 2 0

No significant difference between treated group and control group.
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Table 2-74 A combined repeated-~dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnotrmal behavior

None 5 5
Stereotypy

None 5 S
Gait

No/minimal location 1 0

Notmal 4 5
Posture

Normal 5 5
Grooming

None S 54
Rearing (Mean+$S.D.) 2+ 2 4+ 1
Defecation count (Mean=+S.D.) 0+ 0 0+ O
Urination

None 4 4

Small amount 4] 1

Moderate amount 1 0

No significant difference between treated group and control group.
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Table 2Z-75 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

Detailed 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
Arousal

Normal S5 3
Convulsion

None 5 5
Abnormal belavior

None 5 5
Stereotypy

None 5 5
Gait

No/minimal location 1 0

Normal 4 5
Posture

Normal 5 5
Grooming

None ] 5
Rearing (Mean+5.D.)} 3+ 4 L
Defecation count (Mean+S.D.) 0+ O 0+ 0O
Urination

None 4 4

Small amgunt 1 1

No significant difference between treated group and control group.
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Table 2-76 A combined repeated-dese/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1.2,3-tricarboxylate

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
Arousal

Normal 5 5
Convulsion

None 5 S
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

No/minimal location 1 0

Normal 4 S
Posture

Normal 5 5
Grooming

None 5 5
Rearing {(Mean+$.D.) 3+ 3 3+ 0
Defecation count (Mean+S.D.) 0+ C 0+ 0
Urination

None 4 4

Small amount i 0

Moderate amount 0 1

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 diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None S 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.} 4+ 4 4+ 1
Defecation count {(Mean+S.D.} 0+ 0 0+ 0
Urination

None 4 4

Moderate amount 1 1

No significant difference between treated group and control group.
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Table 2-T8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with dlammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

Naone S 5
Stereotypy

None 5 5
Gait

Normal 5] 5
Posture

Normal 5 5
Crooming

None 5 5
Rearing (Mean+$.D.) 4+ 3 5+ 1
Defecation count (Mean+S8.D.) 0+ @ 0+ O
Urination

None 2 3

Small amount 2 1

Moderate amount i 1

No significant difference between treated group and control group.



Table 2-79 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

Detailed clinical signs in male rats:

open field observation {Recovery group, Week 2 of recovery)

R-958

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

Nane S 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 5+ 2 5+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ ¢
Urination

None 3 3

Small amount 1 1

Moderate amount 1 1

No significant difference between treated group and control group.



Table 2-80 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

Detailed clinical signs in female rats:

open field observation (Recovery group, Week 1 of administration)

R-958

Dose {(mg/kg) o] 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereolypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 6+ 3 5+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

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 diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal ] 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None B 5
Gait

Normal S 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+5.D.) 6+ 4 8+ 4
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 3 5

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 éiammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal hehavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean:S.D.) T+ 3 9+ 4
Defecation count (Mean+S.D.) 0+ 0 0+ C

Urination
None 5 5

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 diammonium hydrogen 2-hydroxypropane-1.2,3-tricarboxylate

Detailed clinical signs in female rats: open field observation {Recovery group. Week 4 of adminiscration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnermal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal ] 5
Grooming

None 5 5
Rearing (Mean+S.D.) 6+ 2 5+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None S S

No significant difference between treated group and contrel group.



Table 2-84 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen Z2-hydroxypropane-1,2,3-tricarboxylate

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

R-958

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal ] 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 8+ 3 T+ 3
Defecation count (Mean+S.D.)} 0+ 0 0+ 0
Urination

None 5 5

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 diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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
Arousal

Normal 5 5
Convulsion

None ] 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None S 5
Rearing (Mean+S.D.} T+ 2 T+ 3
Defecation count (Mean+5.D.} 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.
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Table 2-86 A combined repeated-dose/reproductive-~developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose {(mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None B 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Narmal 5 5
Grooming

None 5 5
Rearing (Mean+S5.D.) G+ 2 6+ 1
Defecation count (Mean+S5.D.) 0+ 0 0+ 0
Urination

None 4 5

Small amount 1 0

No significant difference between treated group and control group.
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Table 2-87 A combined repeated-dose/reproductive-developmental toxleity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) [y 1000

Parameter No. of animals 5 5
Arousal

Nermal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 8+ 1 T+ 1
Defecation count (Mean+S.D.} 0+ 0 0+ 0
Urination

None 4 5]

Small amount 1 Q

No significant difference between treated group and control group.
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Table 2-88 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
Manipulative test of male rats (Main group, Week 6 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 5 5 5 5
Auditory response
Nermal 5 5 5] 5
Approach response
Normal 5 5 5 5
Touch response
Normal 5 5 5] 5
Tail pinch response
Normal 5 5 5 5
Pupillary refiex
Pass, both 5 5 5 5

Aerial righting reflex
(Total score: Mean+$.D.)

0+ 0 0+ 9 0+ 0 0+ 0

Landing foot splay (mm: Mean+S.D.) T4+19 85+12 B4+12 T7+17

No significant difference in any treated groups from control group.



Table 2-89 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonjum hydrogen 2-hydroxypropane-1,2,.3-tricarboxylate

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

R-958

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 5 5 5 5
Auditory response

Normal 3 5 5 5
Approach response

Normal 5 5 5 5
Touch response

Normal S 3 S 5
Tail pinch response

Normal 5 5 5 5
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex
{Total score: Mean+S.D.) 0+ 0 0+ 0 6+ O 0+ 0
Landing foot splay (mm: Mean+5.D.) 58+28 63+ 3 T9+31 60+17

No significant difference in any treated groups from control group.
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Table 2-90 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1.2,3-tricarboxylate

Manipulative test of male rats (Recovery group. Week 6 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 8
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+5.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+5.D.) 69+27 86+15

No significant difference between treated group and contreol group.
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Table 2-91 A combined repeated-dose/reproductive-develeopmental toxicity study In rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

Manipulative test of female rats {(Recovery group, Week 6 of administration)

Dose {mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 b
Approach response

Normal 5 5
Touch response

Normal 5 5
Tall pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
{Total score: Mean+S.D.} 0+ 0 0+ 0
Landing foot splay {mm: Mean+S.D.) . 81+27 57+16

No significant difference between treated group and control group.
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Table 2-92 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Audltory response

Normal 5 5
Approach response

Normal 8 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S5.D.} 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 85+16 92+14

No significant difference between treated group and control group.
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Table 2-93 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

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

Dose {(mg/ke) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 B
Aerial righting reflex
{(Total score: Mean+S5.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S5.D.) T5+14 64+ 6

No significant difference between treated group and control group.



A combiﬁed repeated-dose/reproductive-developmental toxicity study in rats treated orally
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Table 2-94
with diammonjum hydrogen Z2-hydroxypropane-1,2,3-tricarboxylate
Grip strength of male rats (Main group, Week 6 of administration)
Dose Fore limb Hind 1limb
mg/kg g g
0 No. 5 5
Mean 935 785
5.D. 163 143
100 No. 5 5
Mean 1035 765
5.0, 191 258
300 No. 5 5
Mean 1046 972
5.D. 151 166
1000 No. 5 5
Mean 1083 983
5.D. 238 186

No significant difference in any treated groups from control group.
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Table 2-95 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
Grip strength of female rats (Main group, Day 4 of lactation)
Dose Fore 1imb Hind limb
mg/Kg g g
Q No. 5 5
Mean 1370 844
5.D. 129 147
100 Ne. 5 5
Mean 1278 742
S.D. 150 88
300 Na. 5 5
Mean 1504 861
5.D. 153 67
1000 No. 5 5
Mean 1251 710
5.D. 200 102

No gsignificant difference in any treated groups from control group.
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Table 2-96 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammenium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
Grip strength of male rats {(Recovery group, Week 6 of administration}
Dose Fore 1limb Hind limb
mg/ke g g
0 No. 5 5
Mean 1496 925
5.D. 81 108
1000 No. 53 5
Mean 1541 925
$.D. 311 58

No significant difference between treated group and control group.
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Table 2-97 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
Grip strength of female rats (Recovery group, Week 6 of administration)
Dose Fore 1limb Hind limb
meg/kg g g
8] No. 5 5
Mean 1150 811
5.D. 117 101
1000 No. 5 5
Mean 1181 809
5.0, 163 79

No significant difference

between treated group and control group.
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Table 2-98 A combined repeated-dose/reproductive-developmental toxiclty study in rats treated orally

with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate

Grip strength of male rats (Recovery group, Week 2 of recovery)
Dose Fore limb Hind 1imb
mg/kg g g
0 No. 5 S
Mean 1637 954
5.D. 195 119
1000 No. 5 5
Mean 1735 991
S.D. 21 152

No significant difference between treated group and control group,
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Table 2-99 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1.2,3-tricarboxylate
Grip strength of female rats (Recovery group, Week 2 of recovery)
Dose Fore Limb Hind limb
mg/keg g g
a No. 5 5
Mean 1234 836
5.D. 63 G5
1000 No. 5 5
Mean 1237 B4S
5.D. 231 174

No significant difference between treated group and control group.
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Table 2-100 A combined repeated-dose/reproductive-developmental teoxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,.2,3-tricarboxylate
Motor activity of male rats (Main group, Week 6 of administration)
Interval {(minutes)
Dose
mng/ke 0-10 10-20 20-30 30-40 40-50 50-60 Total{0-60)
1] No. 5 5 5 5 5 5 5
Mean 422 247 85 T0 38 36 948
S.D. 50 145 89 56 154 30 263
100 No. 5 5 5 5 5 5 5
Mean 440 337 189 149 88 43 1245
5.D. 33 56 82 117 119 88 344
300 No. 5 53 S 5 5 5 5
Mean 390 218 155 135 80 157 1134
5.D. 49 111 133 127 Tr 143 461
1000 No. 51 5 53 5 5 5 5
Mean 398 241 110 6l 60 87 a57
5.D. 56 75 65 6T G8 125 252

No significant

difference in any treated groups from control group.
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Table 2~-101 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1.2,3-tricarboxylate
Moctor activity of female rats (Maln group, Day 4 of lactation)
Interval (minutes)
Dose
ng/kg 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 370 220 120 157 120 104 1090
5.D. 74 146 105 132 104 135 827
100 No. 5 5} 5 5 5 5 5
Mean 286 172 137 82 104 135 216
5.D. 129 108 115 88 83 139 B30
300 No. 5 5 5 5 5 5 53
Mean 296 145 142 143 143 110 979
5.D. 114 175 177 133 152 137 846
1000 No. 5 5 5 5 5 5 5
Mean 272 119 103 138 116 115 863
5.D. 70 100 119 100 91 102 455

No significant

difference in any treated groups froi control group.
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Table 2-102 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
Motor activity of male rats (Recovery group. Week 6 of administration)
Interval {minutes}
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-80 Total(0-60)
4] No. 5 5 5 5 5 5 5
Mean 421 269 140 138 45 17 1032
S.D. 29 49 151 151 85 13 395
1300 No. 5 5 5 5 5 5 3
Mean 442 324 188 160 T2 26 1213
S.D. 39 72 138 83 80 23 354

No significant

difference between treated group and control group.
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Table 2-103 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate
Motor activity of female rats (Recovery 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)
0 No. 5 5 5 5 5 5 5
Mean 347 275 129 25 40 22 837
S.D. 65 100 1i6 48 T0 20 249
1000 No. 3 5 5 5 5 5 5
Mean 380 225 128 158 109 82 1074
S.D. 48 104 162 171 129 99 596

No significant

difference between treated group and control group.



R-358

Table 2-104 A combined repea