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C

Diammonium hydrogen 2-hydroxypropane-1, 2, 3-tricarboxylate (J/: 0. 5%CMC-Na) @ 300
mg/kg (35 1. 2 #) 35 K 1UF 2000 mg/kg (55 3, 4 #H) & 1 HHIZT-DE K 3 )LD Cr1:CD(SD) RMET » M
FMEERR I (OECD BRERVEAT A KT A4 423)Ic K BRI O 45 LT ST OF B2 6 N Atk
PHEOBMELZRFI L. LT OBEE R,

1. BETCERIE, 300 38 LT 2000 mg/kg DV HLE 0/6 Th-oT-,

2. CROIRRETIE. 300 mg/kg DIRGH% 14 HEICEMBEOFKBITRD vk o7,
2000 mg/kg DFe5#% 4 BefIZ 2 B, #e5#% 6 FFfIZ 1 BICHIRER A Bz, 5% 1 A
WZIZPIE L, BB 5% 14 A E TREEED LR T,

3. 300 &5 ML 2000 mg/kg G LA REH L BIZIEFAREEBMA 260, HRYERE
B L= B IR bR o7z,

4. BIRETR TIE, 300 & 5V M3 2000 mg/kg G LR GRE L bREIZEAERT RITERD 51
TR T,

Ak X 912, Diammonium hydrogen 2-hydroxypropane—1, 2, 3—tricarboxylate ¢ 2000 mg/kg
DEGITEY | MR DAL, 300 mg/kg DG TIZEFITAO Lo Tz, 300 B &
V2000 mg/kg DEERIZHTHNIA LGNS, Eio, FIRFTRICHLEETRO R T2,

L7273 - T, Diammonium hydrogen 2-hydroxypropane-1, 2, 3—tricarboxylate % OECD EEuiE A
A RKF A > (423) @ ANNEX 2¢ £ ¥V GHS(Globally Harmonized Classification System) ® Category
5 & DWW Unclassified & fEam L7,
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Diammonium hydrogen 2-hydroxypropane-1, 2, 3-tricarboxylate (J/: 0. 5%CMC-Na) @ 300
mg/kg (35 1. 2 #) 35 K 1UF 2000 mg/kg (55 3, 4 #H) & 1 HHIZT-DE K 3 )LD Cr1:CD(SD) RMET » M
FMEERR I (OECD BRERVEAT A KT A4 423)Ic K BRI O 45 LT ST OF B2 6 N Atk
PEOBEE 2 at L7,

MEtk X Ok

1. HERYME
BRI 500 g #RAE X FUZHIET 100. 0% @ Diammonium hydrogen
2-hydroxypropane—-1, 2, 3-tricarboxylate, f# A L7~ (Appendix 1-1),

Diammonium hydrogen 2-hydroxypropane-1, 2, 3-tricarboxylate Z3 Af%i%, BEsLER L
THRTREN (EWEFH 2~7C : KANLERET HE T ICRF L, BV TRB IV
CRAIEFERL, 7V R_UFNTRYHE -T2,

RRBIER TR, BROEOMEICRT 2B OBEE AF L, RSB ORAFLENE
% RS L7z (Appendix 1-2),

Diammonium hydrogen 2-hydroxypropane-1,2, 3-tricarboxylate OHERWEIZE 4 2 E#M 4
1)/ QN N e i

DR : Diammonium hydrogen 2-hydroxypropane—1, 2, 3—tricarboxylate
&4 R UEKFE T ST A
pliga : Diammonium Hydrogen citrate ; 7 ZoB/KZFE-T =17 A

Ammonium citrate, dibasic?, Diammonium citrate’
Citric acid diammonium salt”

CAS No. : 3012-65-5

LB WA RERE S« (2)-1318, (1)-391
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/T\‘/I\Eit : (NH4)2HC6H5O72>

HO—C—COOH « 2NH,

o I3 :CyH,,N,O,"
R : 226, 19%
WBEAL RO DAL EEOORES UIR AT R (Appendix 1-1), Granules
or crystalsV, ffa « MR - fEEFE 23R REHER? |
MEEEF O, BRE AR RIERER Y,
Ahs 7L

i el
FhEE ;1,48 FEeIE ; 0. 81547,
pH 4,950 g/1.. 25°C. Appendix 1-1), 4.3 (0. M AKIEIR) Y,

4,6-5.2(50 g/L. 25°C) ?, 4.6~5.2(5%aq at 25°C)"
VAMRVE  RARIE 5 K 50%%. =X —L HIEY, =—T L KRR,
AWK 1%IEfR V. T - MZBREE V. K B50%Y, =& /-1

a2
7 EME: CEERTIRACT =T BT S Y, BMEA L BT 2 LG TS
WD Y,
B EoEE CEELEIET DY,
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2. 1A
PRAREE ; /K 50%Y ) BEON THE; 1.48Y) L OFEHNL, 0.5w/ V) %Az —RF |k
U 7 BKEHE (0. 5%CMC-Na) 28R & L, G OFRIEH Lz, 0. 5%MC-Na {E /1 A 11—
2F PV ABAERHFINVA0—2F R DU A vy FEE 5610, AAREKASH) &
FEREL . BEUK (A AR ITREEOK, vy FES BXAL, V7 U BERMGSH) T0.5w/v) %
ERDEDICEMEIREDH L TR,

AHEEH H WL (mg/ml)  PBRYERIEE ()  FHEE (nl)
2006 4 10 A 24 H 0.5 0. 5001 100
2006 4 10 A 27 H 0.5 0. 5001 100
2006 410 A 31 A 0.5 0. 5000 100
2006 4F 11 /] 3 A 0.5 0. 5001 100

3. BERDFAR
PR L, DIEDRE L7225 X 5 ICBRICA Y =T — 2 W TR (e L, B—
ThoHZ eEHARIC L D HERER, &E®E L, RIILITO X 5ic, REBICHERZ 1
4T -7z, HRBRITECREERICAIL, AW, RROBERIT, LS TD720
o, EEEREEYWE UTEIIR LT,

AREEH B IREE (ng/ml)  PURYVERFEIE () FRELE (nl)
2006 4F 10 A 24 H 30 0. 3002 10
2006 45 10 H 27 H 30 0. 3001 10
2006 410 A 31 A 200 2. 0021 10
2006 4F 11 A 3 A 200 2. 0001 10

_12_
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4. HEBRAZE
(1) RBEHR

RERICIE, AARF v — A U NSRS A FED SPF Cr1:CD(SD) Rl Z v &AW\, 7
v MIBHEEHERBRE TERFAVOATWLIEMETH Y, UITEFT TOERRRIEE TH
DT LML ZOXRMAMEE LT,

2006 £ 10 H 18 HITEE 1, 2 MM & LT 8, B3, 4 M E LT T EIDOMET » %4 8
PR ZHEA L7, AR OB OEEFFIL, 78 141~175 g, 8 JHi 168~192 g TH

. BAEBERTE=2 Y T THIER RN MR LT,
(2) BER X UEHE

ZNINHRES T ETOHMEBIELS LOYHEHIR S L, @x 08z onT feRiEo@g
18 1E, fREACES AR IO TRFE T, B 1 £ 2B T-7,

TAHZEHUE T HEERE LT, B 1HOBMITEIL 6 Ric, 52 BHOEWIZEML RiZ, 2
STEOEMIIHI 13 DIz, 34 Hoaw TPk 16 DiCkER LB 2& T Lz, M
EB LUBEHM iz, BEAIIRD b oTs,

(3) HEmT

Ko 35 X OBIMEIAR hIc B L 7= — ok BB B LR REREOM RELSHIZ LT, BHo
OS2 WE LTz, B LOBMEHIFE T HOBEEIZESWT, SO FHEENY -
WD XD 1 EHZ0 3L, 12t E2FNENDOREGATRICEE L, ZHOEORK
BT, 207~224 ¢ TH Y, RMEAZEEREHOLHRE(212.8 g) DE20% LN TH -
Tro BERMNBANNTZE L, 2HABLOE 3, 4ATHEHOMEZ v S 2 TMITEBRNLRA LT, &
BRI X AT,

2%, BERBOKERRNIL 180~208 g, XML 189.2 ¢ TH - T,

(4) BYE L O — Y 05

SENBRES L ORES TR, k7 = v b TRIEIZEN 2 1T, Bl oMK %17 - 72,

il 7 — VI OW T &7 — VORTENIC, B2 T RNERBRE 5B L O AROEYE S %,
RO T RITABRE S, MBS X U08MESL, 7V L TR L7

_13_
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(5) BYfRE
1) fERE
B2 R 22-5°C (SRR 19~24°C) | L 5020% (SRR 33~57%) . Pl
£010~15 [a] /BFRA, HEBARERA 12 FFRS (A THEBA. 8:00~20:00) O EEIE = (309 5E)
THE L7z, BIPAEEORESLIORELBHERL, EFEORNWZ L 2HER LT,
2) fABE#HMB LUEREE L
7'Z 0y FR&ERMERR 7 — 2 (2600 X 380D X 180H, mm) {2, %3 KX OBHEHIR $IX
2L, BENTHRIT LILTOUNE Lz, 77— U8 JUNGRESIIE T IS L |, S
3 2 BRI A0 O LA LT, HERKEE ORI E 358 1 01 %EHE L, BiE
BEANOHERBBIOVEREFHIL. 1 B 1 EOHETEE L, HRIEFICEREL T, HE
FRMEEB LT vRRMERELY L BRI TRAEIZHEA L,

3) fakk
Y w2 VEER TR By SRR E AR, CRF-1 24 B BAEHSRICc L v A f
IR SR,

RRICEZE L RETENOD 5 EME D 5 WITMAEHOFREZ, fEHL-e v b
(060706) DEIEHZ DWW T L 7o, IFRMWE DOOHTITMEREAN ARG ¥ —I2k
W, AR TSRO RSN TN ENT o 72, OTEE &R MRS (kEY
Ve DR ERRAEFIAZ (L LTz, T ORER. WThOERICLIHFRELZB L
AIEITER O G2 7= (Appendix 2-1~2-2),

4) fRBK

FLIRTKEK Z . AHBIAKEEEZ W THHICER S,

RERICER B 2 TN O H HIHMB O 4. 2006 410 H 2 A3 002007 4 1
H 9 BICYEMAE R & FRMEE ORRM (306 B=) LB 2B L T Lz, 247
3 H A AERASHIC BV TIT o 7o, 0T B & FE IS (e 2 FERT O
FEREFIEECER L, ST ORKE, WTAOERICHIFAHEELBZ DTS b
7272 7= (Appendix 3-1 B LT 3-2),
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(6) FRBRIEDHERL
ABRAE DR & BRF OB E S 2 LA TITRT,

Sy IR W (EES)
PERRE (mg/kg) (mg/mL) iv:3
i 300 30 3 (151~153)
O 300 30 3 (251~253)
Ry 2000 200 3 (351~353)
%48 2000 200 3 (451~453)

(1) HHRMBORYE

1) B&GREORE

T hO LDl I ICBET 2NN 2 L, RkBEOBMEHEE 300 mg/kg (2
BE LT, W2 LR BT, 5% 3 B TORCRITEY, Appendix 4 (215 T
WE LTz,
2) &5

ORCD SRERIEH A KT A Lt~ T, B (16~18 BFf) O RE, 7 4 AR—YVIILE Y
VTFBIOT A AR—F T oV EACTEAIMICHEAC L ERORKRS Lz, BAEO
PRI G% AR L Lz, 9:002>6 10 : 00 DFIZ, 10ml./kg DELGERT, £FEINE
G DDOEEICESWTER LERERELKE LT,
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(8) #lg, WMwk LUWMAEERA
1) ik a2
BENZOWTEOATE, B TEI%E, %50 0 B) okERl. REEENHRE
1 RERTE Cldie L CEE L, LIRITES% 2 B XA RIICEEL, B3 LW
4REZONTIR & 6 FFRICBBIZR Lo, E5H% 1 Br6 13 A E Tl BFAET - FRO
1 A2E#EEL, #5% 14 AETFRNcoA 1 EgE LT,
2) IREHIE
BENZDONTEOEEE, 0 (G- 0 O ERD , #5% 1, 3,5, 7, L0 BV 14 HIiC,
BN EIRAE(GX-2000, RS =— - T R« FAOEZHCTHEL, 1 g B TR
gL,
LL ORI X 0 RTHINER L ORI IR A2 B H L,
REHMNE (g/14d) = £ 5% 14 HIKE(g) —0 HIKE (g)
IREHANE (g/14d)

N (o =
(REHEINE (%/14d) 0 B () X 100

3) #lfR
5% 14 BIZm—7 VBB T CREILSE, 2FIHOWT, RARZBER, 2H 0%
B A IHRAYICBIZR LT,

5. MEEHEFEMIAE
RE, FERNER ZCBEINEORBIC OV TRYES LR EEZEH Lz,
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AR KLU %2

1. BERES L VREEE
BRI L UFELCFE A Table 1137
1LV 2 BE(300 mg/ke) Tl #2544 14 HRICAETHENLRED bininoiz,
5 3 3 U4 B (2000 mg/ke) Tid, &5 14 AMICETHITRDO bRd o7,
FE 103 300 35 L U 2000 mg/kg DWTHLE, 0/6 T 7=,

2. —RaiKRE
FBREEDRKAE %S Table 2. INDIVIDUAL DATA 1-1 B LR 1-2 1Z5RT,
1B R0V 2 BE(300 mg/ke) Thk, #b5#% 14 BMICHMBBEBORBTUIRD Doz,
3 B L4 BE(2000 mg/kg) Tik, #1514 FERTIZA 1 5] (No. 352, 453) I[ZHEIEIEAS 2 41,
FG1% 6 IRFEIC & 1 41 (No. 483 ITHERIEDS A b7 s, &b | DICEE L. DRk s
%14 AETEREIRDORA»oT,

3. RE
KEBEHER A Figure 1. Table 3. INDIVIDUAL DATA 2-1 38 XN 2-2 1234,
H P GHE (300 35 LT 2000 mg/kg) & b ICMEFAZR M ERINA 2 v, #BRWE LI BE L7z
BAIER® Lol

4. Bl
T R.% Table 4, INDIVIDUAL DATA 3-1 3 LR 3-2 1Z5R7,
A% 584 (300 1 LTV 2000 mg/kg) & b AFNZERFERT IR e o 7z,

PLE® X 951z, Diammonium hydrogen 2-hydroxypropane—1, 2, 3—tricarboxylate @ 2000 mg/kg
DEGIZLY | AERENR DB TZ03, 300 mg/kg DG CIRREREITFED ol 300 B L
N 2000 mg/kg DIGZITHTHNIAGNT, Fio, FIKRFILICLEFITRD N7,

L7-7%> . Diammonium hydrogen 2-hydroxypropane—1, 2, 3—tricarboxylate i OECD FRERIL A

A KT A 2 (423) @ ANNEX 2¢ £ Y GHS (Globally Harmonized Classiflication System) ® Category
5 H» 5B T Unclassified & fida S hy-,

_17_
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Body weight (g)

300

250

200

150

100

50

—@— Diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate 300 mg/kg
—l— Diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate 2000 mg/kg

1 1 1 1 L L 1 |

7 10 14

Days after the administration

Figure 1 Body weight changes of female rats in an acute oral toxicity test of Diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate (SR05356)
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Table 1  Mortality of female rats in an acute oral toxicity test of Diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate (SR05356)

Number Number of dead animals

of Hours after the administration Days after the administration Mortality
Group animals Pre 0.5 1 2 4 6 1-14
Diammonium hydrogen 2-hydroxypropane- 6 0 0 0 0 0 - 0 0/6
1,2,3-tricarboxylate 300 mg/kg
Diammonium hydrogen 2-hydroxypropane- 6 0 0 0 0 0 0 0 0/ 6

1,2,3-tricarboxylate 2000 mg/kg

Pre : Pre-administration.
Mortality : Number of dead animals / number of animals dosed.
- : Blank value.



Table 2  General appearance of female rats in an acute oral toxicity test of Diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate (SR05356)

Hours after the administration Days after the administration
Group Findings Pre 0.5 1 2 4 6 1-14
Diammonium hydrogen 2-hydroxypropane- Number of alive animals 6 6 6 6 6 - 6
1,2,3-tricarboxylate 300 mg/kg No abnormal findings 6 6 6 6 6 - 6
Diammonium hydrogen 2-hydroxypropane- Number of alive animals 6 6 6 6 6 6 6
1,2,3-tricarboxylate 2000 mg/kg No abnormal findings 6 6 6 6 4 5 6
Mucous feces 0 0 0 0 2 1 0

_IZ_

Pre : Pre-administration.
Values are number of animals with findings.
- : Blank value.
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Table 3  Body weight changes of female rats in an acute oral toxicity test of Diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate (SR05356)

Body weight gain
Body weight (g) on days after the administration Day 0-14

Group 0 1 3 5 7 10 14 g %
Diammonium hydrogen 2-hydroxypropane- N 6 6 6 6 6 6 6 6 6
1,2,3-tricarboxylate 300 mg/kg MEAN  186.3 209.3 218.2 2227 226.7 231.2 240.5 54.2 29.093
S.D. 2.3 5.3 3.4 5.0 3.9 2.1 52 6.2 3.547

Diammonium hydrogen 2-hydroxypropane- N 6 6 6 6 6 6 6 6 6
1,2,3-tricarboxylate 2000 mg/kg MEAN  192.0 211.3 216.8 223.0 226.7 2323 2413 49.3 25.812
S.D. 9.1 8.4 7.2 8.6 5.3 11.9 10.2 8.8 5.269

Day 0 : Pre-administration.
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Table 4  Gross findings of female rats in an acute oral toxicity test of Diammonium hydrogen 2-hydroxypropane-1,2,3-tricarboxylate (SR05356)

Diammonium hydrogen 2-hydroxypropane-
1,2,3-tricarboxylate ( mg/kg)

Findings 300 2000
Number of animals examined 6 6
No abnormal findings 6 6

Values are number of animals with findings.
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