R-1049

HERRE . FRYYL=2-EFaFTan/ 7—bD5y FERL:
ROBRSICLARERSENH - A HERESHHEHER

HERES : R-1049

AERHAM : 201086 H 17 H~2011FE 6 A 17 H

BAEHR YU —F & — BRI
T412-0039 FMIBRMEBIGE T E &£ 1284

BEASBEAEERRSLREETHBLFWELEXKRE
T100-8916 HHEHETFREXEIHE1-2-2

BAEHR Y VY —F o Z—
T151-0065 HEEE A X AKILHET 36-7



B &

2 et r et r et er ettt an e nae et n et eeeas 3
X TSR 13
4.1 B ARG TEME oot 13
4.2 AETEFEAE TR oo ettt nans 13

2 OO 15
e BB B R TTTE oottt ent e 16
6.1 TEERI L R OMELIR oot 16

6.1.1 FEBRIDEE ..ottt ettt 16

6.1.2 BEIE ettt et ettt enenens 17
6.2 P B D TR DMBTETTER oottt e 17

6.2.1 R FBREFL SR DEREL oot n s s 17

6.2.2 B BRI DD R B I DM TE ettt 17

6.2.3 BRI D B2 TEME <ottt 17

6.2.4 BRBRIE DTBEETEER oottt 17
6.3 RRBYWER CRMOBIRERE oo 21
6.4 B BRI oottt ettt e 21
6.5 B B G e ettt 22
6.6 BN ORI .ottt 22



R-1049

6.7

6.8
6.9
6.1
6.1

6.1

7.1
7.2

7.3
7.4
7.5
7.6
7.7
7.8

7.9
7.1
7.1
7.1
7.1
7.1

B 52K, BEHE RO SRS ORI & 20 b 0RIREH
....................................................................................................................... 22
PRI TTH oottt ettt 23
TG B R UBEREIR oottt 23
0 BEEDBRIETRIL oottt 23
1 BB B U REEE DD TR oottt 24
6.11.1  —FRIRFEDBLIER oottt e 24
6.11.2 P2 —MREBOHE, WEERE, BAIRVCBREBEOHE....... 24
6.11.3  AREEIITE oottt 25
6.11.4  FFEEHETUTE «oooioieeeeeeeeeeeeeeee ettt 25
6.11.5  BREEIREE oot 26
6.11.6  BTERTTIE oottt 26
6.11.7 IR UMEBEBLER oo 26
6.11.8  RE FBREBHIEZETL) e 27
6.11.9  ILIEZEIRZD oottt ettt 28
6.11.10  HLIEAL BRI oottt 29
6. 11,11 HLEITRILE LTITE oottt et 30
6.11.12  FFEEZERRZD oottt 30
2 R R ettt 31
6.12.1  XT A= DB s 31
0.12.2 BB T e eieeieeeeeee et ettt ettt te et sttt et e ete et anten st neenas 32
B R R T ottt ettt ettt er et e e e e e e e tons 34
—R%IREE (Table 1-1~1-7, Appendix 1-1~1-22) oo 34
FMle—BRREOBE, HiEkE, BHRAERVEREHEORIE
(Fig. 1~5, Table 2-1~2-84, Appendix 2-1~2-258) ....ceceeriverurririerirereannns 34
{KE (Fig. 6~8, Table 3-1~3-7, Appendix 3-1~3-22) ..ocovivrrirririerererenanes 35
EiEE (Fig. 9~11, Table 4-1~4-7, Appendix 4-1~4-22) ...cococvvvvrerirernnnne. 35
Rz (BAEMEZLZET) (Table5-1~5-16, Appendix 5-1~5-30) ... 35
MR (Table 6-1~6-10, Appendix 6-1~6-10) ...ocoveveeeeericriireeennns 36
MR AR E (Table 7-1~7-10, Appendix 7-1~7-10) .ovooiivevireeeeeiee 36
M AR E 2 (Ts, Ty 2 O TSH) BIZE (Table 8-1~8-5, Appendix 8-1~8-5)
....................................................................................................................... 37
ZREHEE (Table 9-1~9-11, Appendix 9-1~9-42) ..ooooviiiiiii v 37
0  FIMRPETR (Table 10-1~10-5, Appendix 10-1~10-116) ......ccoovrvrvirirrecrinennee, 38
1 FEMEBFERE (Table 11-1~11-13, Appendix 10-1~10-116) .....ccceoeve.... 38
2 YERAH (Table 12, Appendix 11-1~11-4) ..ot 38
3 ATECERAR (Table 13, Appendix 12-1~12-4) ..o 38
4 iEERE R OEILIKEE (Table 14, Appendix 13-1~13-4) oo, 39



R-1049

=

7.15 HAEROEZ (Table 15, Appendix 14-1~14-4)  .oioiieioereeeeereeeeenn 39
7.16  HEWRDOAETFER (Table 16, Appendix 15-1~15-4) oo, 39
717  HARDOEE (Table 17, Appendix 16-1~16-4) .ovooioevveiescece, 39
7.18  HAEWROREREH 4 HERFTA (Table 18, Appendix 17-1~17-4) ....cocovae.. 39
FEER ettt e A et n et ee et r et st aen s 40
8.1 BEAEBEETEME oot 40
8.2 AT B A TR oottt et 40
SERR cvveetet ettt ettt ettt ee et ee et et et sttt e et en et e en et et e e e e enenetnanenes 42
Fig. 1~5 B3 EENRORIE
Fig. 6~8 (ZN: Y
Fig. 9~11 HAEE
Table 1-1~1-7 — AR EE
Table 2-1~2-23 R— A — DN
Table 2-24~2-46 FTH > TOBRE
Table 2-47~2-69 A =TT 4 FNELE
Table 2-70~2-74 HRemRE
Table 2-75~2-79 B HE
Table 2-80~2-84 B3 EEE DM E
Table 3-1~3-7 ENESS



R-1049

Table 4-1~4-7
Table 5-1~5-16
Table 6-1~6-10
Table 7-1~7-10
Table 8-1~8-5
Table 9-1~9-11
Table 10-1~10-5
Table 11-1~11-13
Table 12

Table 13

Table 14

Table 15

Table 16

Table 17

Table 18

EEEE
RE (&, BKE)
MRFHRE
MR L ERE

i gk L L E
HEHEE

HIRRET R

SRR ERE

P JE HH

B AE

53R AR

HUAE IR oML R O REIE
HAE IR oD AR AR
HAEROKE
HAEROAR 4 BERETR



R-1049
4. EH

TR UA=2- Faxi a7 — NI (LEYEERET—F—Mokd k.
BRI OBHEBFRICOWVTORE BT AW Y,

TRV ULA=2-t FuXx a7 — o0 FEEE EHAK) . 100, 300 R
1000 mg/kg %, Sprague-Dawley % SPF T » b OHEIZIZIARELHT 14 B M 2 2B H1
ZBLUTCHBATAE T (42 BR) . MEICIZASECRT 14 B B X ASECHA i e OV AR A
MEZBLTRIL 4 BET (41~50 BF) #EROKRE L. RERGFEEROERER A
FEMEBRE Lz, BiZ, 0 RN 1000 mg/kg | EBEITOWTIE, 42 BREE L7Z1% 14
A OWRENR 28R, BEELOTEEELBREFT L,

4.1 RERSSHE

—RIREE, B —ACREBEOBE, HERE, BANEROCEREREOHE, &
B, Bl REE BAEHELEY) . MEFRE. LRILERER OCFIRETR
IR BEREOEEBIIRD N7,

MAFFRLEY (Ts, T,ZONTSH) BIE TR, D 1000 mg/kg 3 58T T, X O TSH
OEREIRD i,

FREEE T, 2ZECHEMED 1000 mg/kg %58 THIMR R ONRIROME R K OEXt E &I
BESRED LI,

REERERE T, BREHMKETRREICEWT, BOBMUIRERERED
B E R HRREE ASHE T 300 mg/kg UL E OB EBEIC . ACECEEMER ONFEARECREME T
1000 mg/kg W EFICH BT,

EREGIARES B THRE CTRBOUIEE LEZ b, AT O {LTh-o
726

42  EERESMH

HAM, RRETCKE LB, RER, BHEE, iR, LESR, @EH™. &
B3, ERER. FERE, BERR, HAERBEOCHARIIBEBRDERSOEZEIIR
Dot BFHAHBFOMERBICLEENED LRI £ 1000 mg/kg &5
HIZBW T LSO R ERE, BEEROZIREE, BB OILIRMERS, Sk O
BT822 & O EFEMSRE~ DB BT\ & HIlr L7z,

HAR T, HEROARBE, HAEBKOAER 4 B OMBEERET O, £%
4 B OEFRROEIRET RICHERYERSICLHEBIEIFED bR d o7,

INOOHRNL ARBREUETCF MY vA=2-t Rex a2 7— 2 KIE
BAREGT D2 EI2E D, o 300 mg/kg DL EROMED 1000 mg/kg #5850 B 1295
YWEORBMEIZER T2 LEZ NI E(BRERIRT, LizBoT, REBRHED
MM IZ BT 2 ER GBI T2 EREBERCESHEEIIMET 100 mgkg, M

13
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T 300 mg/kg &HIWT L7, F7o. MERBW L REWICRT 5 EMBAEFHIIHTD
E|YEEROEZEEIIVTE 1000 mg/kg LA E & HIET U7z,
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5

BEAEHE EXEALRE FEFTHER LEPWETEMNBRORIICELIY., T MY
TAhA=2-L Reixi a7 b0Z7y PERBWEERNRE I IEERSFEME- £
BEREABSMHHGRBREYER L-OT. FORBERET S,
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6. REBMHERUAE
6.1 HERMERUER
6.1.1 BRI E

TR T A=2-v Fuxo a7 — ML LUTDE#HR &
EBITHEA LT, F, REBRBEANCRIRINA RS SV ORIEIIC L D FHHES SR
NTW5S (RBEE - A-2294, BREFEE1D) .

AR FThYDA=2-v FuFxi 7 a7 —h

WEEA TR Sodium=2-hydroxypropanoate

gL DL-Lactic acid sodium salt, 60% w/w syrup
FTrRY T A=2-k Faxr a7 —k (FE:98%,
THIITH) & 60w/wr%iRE T, FERAKICIER LT
KRBT

CAS &5 312-85-6

BHRARERES 2-1376

HEA IR MR

CH;~CH—COONa

OH

5 F 3 C3;H;03;Na

DFE 112.1

IR BT B MR ZEN

pH 7.3

ny RS 25710A

R 593% (F U DA=2-E Kax7as/)7—})

AFE 1.7L (1L ; 1A, 700 mL ; 1 &)

RIFFIE SFT RREEN. FFAE : 1~10°C, ERIE : 3~7°C) |
BB

RTFEHERT R ST R B R T R OV 2 BRS04 FEER
WERME

BV EOEE EEBOBRRE +DITITV, v A7 REIRE, RE
FREOBUIGMMGERLER L, BEOBEMER S,

TEM MREER YU —F & o ¥ — BRI T & 55
M TRICERERYE ORINBIUT ALY N L5 R
L7-fER, ERERIMCERLESBARS ML
IR CH Y BERICRBEIZ o7 RMTER2)

HEOLE WERE 5 g B RTFRE L LU THEBEMERBmE

16
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FEEICRTF L, BHRBREOSITRTHROKEIX

IRy LT,
6.1.2 IEK
2 Fh : EH A
fEE : MRS RERIETS
oy NEE : 0A98
RAFHFE : =R
RIFHET : RIS SRR 65 2 WFSUAR 4 SRR R U=

BB, BERCOWTIE, FARBICEL - TEE LR PRENEENY 7—
g CROEENRE RBRER  A2256) 0BT, EFAKP COWRRMEDOLE
HICRFRERPBONTNDZ D, BRHAKZERL,

62 BEHROWHRUREHNE

621  MBEESHEOER

RTINS F MR A0 0 AN, HEBESIRY LT, BEROBKE
BN T ACRER LIz T~V R LRSS B ATE L, BSICHT 5 % THRIES
FUBRICRAF LT,

6.2.2 BERBDRB KR VR

BREZLIZEEHRE (HELRE 1.667[DL-Lactic acid sodium salt, 60% w/w syrup,” 7+
FU T A=2-E FrX7ust) 7—1], 0.1 mg B LE CTHHE) LELEEOHRY
B ERICHER L, A2 ABRsEic®, RERICART v 7L T, 20, 60 RO
200 mg/mL# (&, PROEAEHEESR) 22 ERABELE, AMIETERTHS
L TTOIRE L HBRRIIB a7 A I AN THBEN (FFEE : 1~10°C,
ERIME : 4~8°C) IZRF L., BEMOHB SN-EEATREICER Lz, RIEKIIAR
UM B U E A= R — & VBT R R S TRRRIL Sy LT,

6.2.3 BEREDREM

AHEERYE D 1 KON 200 mg/mL AR (B . FEHAK) 12, BET 7 ABI ARG
Bt (MEEN., FAME : 1~10°C) TI10EM., ZORERT24BHETETCHD 2 &N
BRE/ER YV —F o ¥ —CHRINLTWD (RBEE  A-2256, IfTEE3) ,

6.2.4 BB DREMER

HORS 1 HERE 6D 2, BEIZHAVAEBEOHEBRIRICOWT, BEZHE
T3NSR VY —F o & — #HBRBPIERT C HPLC IR & 0 B
FEB L, TORBR. FRERICBTAIETERIINTIHEBRDEOE E1X

17
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100.5~104.0% T V. WTFNLHARHEAN (BE  HREICHT 2H4 5 100.0£10.0%)
Thotc (IRMEE4, 5) ., DHFEOEKE L TIZRT,

(Al Ext SR HEYE)
WRMEO— T IREWHA L L THER L,

£ : F R ZA=2-L Fux 7o)X/ 7—}h
oy hEE : 25710A
EEBRERE : 1.667 (FRE60%L UEH)
R : WET (DEEN GFEM:1~10°C, EHE:2~8°C) ] .
BT
PRGBAT : HRRIBA T WRMERGTER ONECETIE Y
RGHET
[
REAL Eik A—J—
U R IR ek T Egtaw
VU kEFES Y oL K0 ISR FESE T et
TER=PrIL HPLC A Thermo Fisher Scientific, Inc.
LK Milli-Q K BE S X7 A
[fE AR
1) HPLC AT A
a4 B OB A= —
HPLC 2695 F N L—3g VB A —)b
s 2487 F 2. 7 A UV/VIS M iER Waters Corporation
T —FERIEE Empower
2) R
284 B UMK R —
SR EILEF R AE240 Mettler-Toledo AG
EF LMFH PM2000 Mettler-Toledo AG
3) FOMOBEER
a4 B ORI A -
Milli-Q A filigE 25 A Milli-Q Advantage A10 Millipore Corporation
pH A — 4 — HM-25R BT 4 — 7 — 4 —FA St
[ DFEEY
1) EDHY VEEEKR (1-10)
HE : Y B
FEHIAK
RS : U B 10mL ZIEREIZ & 0, BRUKCHIR L TERIZ

100 mL & L7z,

18
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2)

3)

5 RHITR : A 1IEAUN GREBOAER L, )

20 mmol/L U VB “KFE ) b Y U LAEK

R : UrBETKEF MY U A TIKIY
K

LA A : U VEEZKEZET MU U AR (FE:156.01)
936 g ZIERRICFFE L. HRKTHEME, ARLTER
12 3000 mL & L7z,

i AR : TR 1EA LN GRREOAERLE, )

20 mmol/L V & mﬁkavA@&(mws)

K : 20 mmol/L U VB —KFEF N U U LA
BEH-Y B (1-10)

FEF 1R : 20 mmoVL U B " /KFF b U v AEHE 3000 mL {2,

) B (1-10) % 31.0, 320 mL M%., pH %
2.50 ICFREE LTz,
AR : FRL 1 EHA N GARBOAER L, )

4y AWK [20 mmol/L U VEEZAKFE T MU U AR (pH2.5) /TEr=FIN
(95:5) ]
AL : T =R
R : 20 mmol/L U VR Z/KFEF MV U AEIK (pH 2.5)
PR 1 : 20 mmol/L U B TKFET MU U LAVEIK (pH2.5) 950
mLET7ER=RMIAS0mLZRBBEBELE,
= RHER : FREBIEAN GARIB LY 7TRLANICEA L7, )
5) Hmc@@m[mnmmmvy@:m$%%U¢A%%(ﬁm5)/Tt%:b
U (95:5) ]
R : TER= MUV
Hik : 20 mmol/L U VEEZ/KFEF MU v AWK (pH 2.5)
P TT 5 : 20mmol/L ¥ YERZKFE T b U o7 AEHR (pH2.5) 1900
mL&7E = 100mLERBRELE,
i IR : FRZIEAON GARB X 7AUMNICER L, )
[MEEER OFHE
PUTIRT Lo, BEERK%. n=1 THERAK L,
BV }EFQ;;;Zﬁ37WF 0.0340 100 204

B BRI
ERBE LR

19
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[0 7 SEHI R O 3R )
20, 60 & UF 200 mg/mL #BRWEE Z N4 n=1 TEIR L, UTORIZTRT LI ICH]
TEFEAFEE FRER L,

. LRAIR 2YHER
(mg/mL) BmE | TARE | WRE | EFE | WRE
(mL) (mL) (mL) (mL)
20 1 100 - - 100
60 1 20 2 30 300
200 1 100 1 10 1000

VI IR

[HPLC & 48]
T A : Atlantis dCi3 (4.6 mm x 150 mm, 5 um, Waters
Corporation)
#T7 LMERER EIRE
: 40°C
HPLC £ E#H : 20mmol/L V B Z/KFEF b U v AER (pH2.5) /7
Th=FU (95:5)
iR : 1.0 mL/min
B : UV (HIEHEE 210 nm)
F— YT —RIERE
10°C
EAE : 20 uL
) E B : 5 min
HEANER :
EANE EAE EANE
1 3 BEER (AT AEAMR)
2 3 EREER (EEaR)
3 1 BEERFE (20 mg/mL)
4 1 HEERFE (60 mg/mL)
5 1 HIEERFEE (200 mg/mL)
FEEVRIR B OVAI B R O BIE 1L, B EB 251 12 BERILANIZERE LTz,
RE, NVF-2a VRBRT, A U7 - REROREREN
BRERENTWS,
[T AT LA ]

PR IE RIS 3 EEEEALTT FY v A=2-t R 7us,t) 7—
hORBEMEOY— 7 BEOBERELHRR L& 25, RERBOMETERFRZR
0.1% T, 7 EROMMMEREZEIL. 0.1% Th o7z, HELE (FiHERFEEN
3%UAT) 2T HERENBEON- NG, VAT LAOZYUMENERIN-FCRIE
NE -,

20
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[MRBRETP T R Y U A=2-t KX a7 — MEEDOER]

BEREE 3 BEALTTHF M) UA=2-t RKex7a/ ) 7— NO—7EHED
THE (Qs) &k, WICHERRHSE 1| EREALTF M) UA=2-t Fux
a7 —ror—27EHE (Qt) 2RO, LTORICL VW EREFDOF FY T h=2-
EReXxy a7 — NREAEH UL, . BRERNTHEE (%) ZEMH
L7,

1
BRIFETDF P Y va=2-v Frxi 7w, )7 — b EE (mg/mL) =

x AXF x
Qs 1000

Qt : WEERRARBOF NI T A=2-v FuFxi a7 —}rov—7EHE
Qs : EEBEEOF NI ARt Faxi a7 — NOEYL— 7 G

A . BEEEEPOF Y UL=2-b FaXxdFu) 7 — MEE (pg/mL)
F : &HRE

6.3 HREVERVRMKDORIREH

BHRBETA FIA LD ToEBEEZHWERBOINBLINTHNEZ END
Ty MNeBRLE, 70, ZORBRICHERENEZREOT v MNI—KEERER, £
BAEBHRRICESHWSONL, o, FOEBERNE<HLNATRY, TEREENEE
ThbHIENBEIR L,

6.4 HERZY

Sprague-Dawley & SPF 7 > b [Crl:CD(SD), BAF v—/ & « U N—FA &, E
KEBTY X —) O 62K UM 83 IEAFNEN 8 BEETAFEY L, AFHZEIL
1HEEELT, 3 BRORENMEET 20 HROBHLEE 2T o7z, TO/., —K
WOBE (1E/8) | KRERE (BRE-BE1, 3, 8, 13KRC20HDSE) |
RRREEOBE Bk 14 B2 1E) ROEERE @45 17TED 14 BE) %
EME LT, TORBRE, —MIRECHBERESRE 1§, IBIERE TR B R ESHE 3 Fliz
ATz, ENLOREFERE, —RE, 2 REROMERICEER 2
< AREBMD RAF 72 HE 48 TR UM 68 IEAEIR L, 10 B TR EICHER Lz, 238,
HEABIZOWTIL, BEGEBIEIH. BEY. REBRERUORBERIESICHEL,
FNOORMNR 45 BT LICRV RIS 2WEAFERMET L L, 3iRE -
Bi{LHM T oFEEME (BREVROKRE~-HITEBOEE) [c& &%, BEST
LE (BREFBEOFTR) OFREBEICLDY, SHOVEHEENTELRLTHELRD LD
BECEIT 72, BEOESITIZa s Ya—2 2 BAWET 0y 7 BBERCEEAR
HEOEAEDLY (Ve y /EBETHERBEAERL, RRERVCHENOEFES
BEEEBIZEIYS C) TiToTo, EBLEFO KR ESHIRIIME T 405~483 g (EHKRE -
433 g) | WET232~282 g (FHEKE :257g) Thole, BERITLLHRAINTBYO
6, HE4REMEHES O3 IMIIRERBHICHREI ORI L, BOFHZE®N

21
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ELTEMERBEEICHE L. B0 Ol 12 ILidBABEY & L CTHkEETE L1225,

REWCHWRD oo fod, RERTRICRBRO ORI L, AOFARAZEMNE LTHY
ETHREEEIBE L,

) BEREEEICHE, BIRIERILEE 60 ILR U 80 IR T o o A%, EBICIAHE 62 DLR UM 83
FEAA Stz

6.5 fABEHE

i, BE 23+3°C (EHE : 21~26°C) . fHXHEE 50420% (FERIE : 42~69%) |
HREIS 10~15 EI/FEFR, HREG 12 R5f/B (07:00~19:00) OEBMIFAEE (FAEEES -
908 5=) T/ T/ v bREBEMYy — (W254xD350xH170 mm : V) — Fx= o o=
7 U A ICEBIE, REEHF MRS 1 RO 2ICENE LT, 2B, EiR
17TENLRA4BETE,. KE (RVA F 7L —2  BARF ¥y —1 2« U RA—HFAE
) EANETIRAFy s ar— (W340xD400xHI85 mm : HAY L 7 HRR
&3b) 1T 1 B TIAE L, fEHT NMF BF (RRERE. 7V 2 VEERT
MRS, oy FES 0 100309, 100415, 100518, 100611, 100713) # A5 L
ABRUGGREZRIC K 0 B IR S E 7, SOBKIBKEAR (BERSETEKEK : BEHK
EEFEH) »HBIZERSYE, 2L, P9 ARAFy s B - DIZEL TN
HENIAKEAER Lz, fEROEETORADESICE L ik, BRARIAR
BN v % —% B IE Eurofins Scientific Analytice THEM L7z iR L TN F
NAFE L., KEUZ2VTik, EBurofins Scientific Analytice TEMAR (FFE 6 H) ZFEMH L
Te TS R 2 AT Uiz, SRR OWTIE, ACETEICHERL U 72 KB O 53T & B2 H
REE ¥ —HASHTICERS (F4E) EEL, BREZ2AFLE, 2507 —
2 X0 R, ROBKRE CREF ORAMENRBREEICEEEL B2 DZAREEO W
TLEHERL. ATMHEEOELERELE,

6.6 EtaDHEAI
B D EERFRBNIE AT RIS N B BRE %2 D1 TITo 72, BE TR, MRIR U
BIL (KR, K. FRUOESHEEDIR) IC4HOESEDT T, 23, 1000 DAL
VEEE, 100 DAL (0 FZRE, 1B/EZM) | 10 & 1 OAIIBEGHES L Lz, MEF7r—
CILRER (B) LGB LY I EMT, RREES. RERKE, &S
B, %, #ES. FEES, IIRTER (BEEROEREBRBEOM) | REMMA (X
FLEEOMERE) RUOViE (REEEOM) 2R L,

6.7 HERRK. R5HRRVERSERECICRERM ST 5 0RIRER

B 5 ¥ 13, OECD Guideline for Testing of Chemicals 422 [Z¥# U, #% 0 #5481
L7, BEMRBEIIHET 42 B (GZRCHT 14 BRI, ECHAM O HEE., Z0% 19 B
ZECEEORET 41~50 H W (ZZB2HT 14 B, SRR R OSERAR 2@ L CTIRAL 4 B &
T) | HFEREBOM TR BFE L, 2L, TEThoEY (BES 1107,

22
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1108 J2 TN 2106) {22V TIX 40 Xix 43 AR & L7z, #EGEEIIRERERER TR
AT TWa 1E/R (TEVE) & U, (REMBIRREKR TR 4BREL, 20
FRZE L 7=,

6.8 I{EAHE

B FEZ, TomEOROREICE L T RORMERAKRE S L, BERE
X SmLkgfEEL L, ZUX VT AEY T ERANWTESHEE 18 1E, 08:31~12:18
DOICEBRRORE Lo, 2 LR GRCORTP Th > BT oK T 2% - T,
14:41~15:56 OEIZ&RE LTz, sREBICITEMSR GEFRAK) oA RS L, @
T OREGHE (RRBEA : 0.1 mL, /MEEZMEFNUZREAN) X, REBOKES
EEICEH L,

6.9 RBEERUBERK

WE2iX 100, 300 RUOX 1000 mg/kg D 3 FAEE L., A2 &53 A3 BELMZ 4
R L Uiz, | B4 0 OB EBIITEL 21T ) KBRS U CABECIHERES 1218, %
B L7 W ERRELEE & L C BB R OE BN TS 108 L7z, R, MBREROE
RAEFICBITOHOBNES SELE, MOBNES 1I8FLUBROL STEEX, kRS
T RLRE, IREEMW L LT, B % Text table 1-1. R M 1-21Z7R L7,

Text table 1-1. BB ET ()

AR weE WHRERE | BE5EE Ao B

(mg/kg) (mg/mL) (mL/kg) | @ BMEE
T HREE 0 0 5 12 1001~1012 #!
BRER 100 20 5 12 2001~2012
o B R 300 60 5 12 3001~3012
[tiikes i 1000 200 5 2 4001~4012 &!

El: BARTIEURO ST, BEERERT AR, RESHE L,

Text table 1-2. B#ERkE (tF)

HEREE BEE WRERE | BE5AE RELEE JEATHOAE
(mg/kg) (mg/mL) (mL’kg) | Bip% | 8BS | B9E BmEE

Wt BE B 0 0 5 12 1101~1112 10 1113~1122%2

R 100 20 5 12 2101~2112 — —

h R 300 60 5 12 3101~3112 — —

i L 1000 200 5 12 4101~4112 10 4113~4122 %2

E2: BRNES I8FELEO ST, ZREESET BIKE, KRESHLE LT,

6.10 H{EEDHTEIRNL

BEEIX, RICEBLEZTF P LA=2-L Fax>7aX)T7—rDT v bx RN
72 14 BRIKERORSEERR (REERERR) 2, BE5E 100, 300 XV 1000
mg/kg/day, BATERL 6| DFEREZ S EZIIRE LTz, 14 BERKER D ®REFEERER TIL
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1000 mg/kg B E B WVTH—AOREE, (KE, BHERE, LEFRE. MRLERE.
BEEERVCHBRETRICEBRMEREOREEBIIFT DN o, LB T, AR
B T, OECD Guideline for Testing of Chemicals 422 TR EREE L SN TWVD
1000 mg/kg A E S L, LATFAKK 3 TERLT300 RUN100 mgkg xENENF K
MEAEICRE LT,

6.11 BRRUBREOHRE

REBEAOELEIL, #E5EABZRE 1B, #5125 7TR2H5 18, (REBEA
B (HEHBKETORA) 218, AE 182D 7B2AKRE 1, RRHMA%
FROB, & TERZEIL 0B, HER (H4AR) 2WBO0R (E#%oH) &L,
UTWRRTHEBIZOWT, TRENEHOEHICBHEBRURELER L -,

6.11.1 —RHIREEDEHR

ZEEICOWVWT, BE - BHEEIEFEE R 1E, REHRPIEER 38 (&EH.
BE5EEROREN 2H%)  REHBRIEIEE 1B (FaiP) | EhBhfirE,
FREWREE, B, TR Y2 EO—REICBTIRFOFELZBEHE L, &
B, #E2HELUEOEBWE R TOEHMLRBIEE., 32— HRREBoBEL &
RTIT -7,

6.11.2 HHL—RREOBRR., SERE. BHRUVBREHEDAE
M —eREOBIEL, 2EEICOWTERSERAET GBI X 1E. 20
%, HERUERZERBEIIR S X ORESMTICER 1 B, BT E
IR EE 1|, REHET., SRR RUORAMEPIEESNTZE (KBS
IR 1. 7. 14 RON20 B, RERBEMIIZE 7B, SHEEHIXFHL 4 H) ZFh
EhATo T,
HERE, BHANERVBREBZOREIEL. ETHANES 8~12 &F, EAIMET
S REIBIZ S E S NEWVIEY !, R THRNE S 18~2F0F NN 5 IZ 2T
1Tolt, WEHRTIICEBEOMTEIL 4B (&5 41~44 B) 12, FOMIZREHIR
BTHE (5 6, MEE LTS 36 A) o, REHIM P IISREER O E HEROM
RECREHIMMETE (RE2E, ML HITKESR) 1KiTo7,
FROBE, BRELRVBIERESME S ¥ LICEE L. ﬁﬁ%’ﬁbf&ﬁﬁﬁg
DEREHIR (7742 M) LERETITo, 7L, BREHEOHTEIZEAL
T, 794> FlbaiTbiaholz, EMle—RRECEHER UOHBERETOBE - &
BRERIZOWT, BEF —ZUMNMIR Tl U AmE2 AW TR L,
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1 REREORERNREYELUTIORLUE,
xf BB | 1101, 1102, 1106, 1109, 1110
MEMERE | 2101, 2102, 2103, 2104, 2105
PAERE | 3102, 3104, 3105, 3107, 3112
= ERE | 4101, 4103, 4104, 4107, 4109

1) FEM2—foREO#E

r—YRNBERITES, BERVRFETENCOWTER L,
FILFTOBREBIF UMb OBRVHLE X, BE - KEOWRE, B 205W
W, IRERZEH . IRERPASUINEE, FIRAGIE, BEMRHE (R, Wi, L%, BILER.
BEWR) AN RY) PR TARERONY R FREOREIZOWTER LTz,
F—Fr 7 o FRBBIIRERE, K, 2¥TE, EETE. 547, £%,
Fig\, L6 B8 EER UMY (BEEE, R oW TEEL -,

2) HEEMRE

BEREUG, BRIEOS, BMES, MERIS, BEILRS, 229 IE S K & O HiBE R
TEIZ DWW TRE LT,

3) BAWPE

HEEREICB| & E . CPU #'—3 MODEL-RX-5 (74 a2—x= V=7 U UV ITHRR
2) EBVWTCRIBEROBEOR A EBE Lz,

4) BREFHEOAIE

BABECS 2 HE, EROWHABREH LV —NS-AS01 #HFX&tt=az—aY
AT A)ERVWTERESHELRIE U, ISR 1R & L1045 ME K& O 0~60
ROREMAEERH L,

6.11.3 RERIE

% - BIEIE R iEaf iz o, RE - Bk 1, 3, 8, 13 K20 BIZAEEEH
E LT, BERBRICOWTIE, BRUIEALEBEOME TS 1, 4, 8, 11, 15, 18,
22, 25, 29, 32, 36, 39, 42 BROUERKAIZ, Tz, KREHHIIAKRE 1, 4, 8, 11,
14 BEOEIRBIC, REHEOHIIERE 1, 4, 8, 11, 15 8 CREXREMIIEHIF B
O¥E 18K2H) . R0, 4, 7. 11, 14, 17ROC208, #IL0 XV 4 BN
FIMBICHBEZAE L, BB, FEROSRBERICOEOKR T RIS BED
23L 0 B OKREME (14:11~16:46) ZFrE, HIEY B OB ERID 08:28~11:24 DI
HREREEZITo, IR OEEZITAN SN 16 BEMER S -%, HNBREERE
HZ 8 2T 07:57~09:00 DRENZHEIE L=,

6.11.4 BT

EEEIZOWT, BERUIEREROMIIRE 1, 4. 8, 11, 15, 32, 36, 39 R U 42
BiZ, FiZ, REEMITKRIE 1, 4, 8, 11 RO 14 HIZ, XEHOMII®ZES 1, 4. 8.
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NEWCISH, &EL, 4, 7. 11, 14, 17TRUO20 B NICEA 2 RO 4 BICHEERS
BEL., STEOKREEELOENG 1 EYE-00 | BEEELEH L, BEERURE
SEEORERFEESEY B OKRERD 08:18~11:21 OEIZIT -T2,

6.11.5 BERE

Bl PR afEicon, BR2ER (Faid) LR L, RE8EfIEa
EHOEBMEFICOVT, RERHEEANLOREIBOONDIETER (FEiF) EHE
BEREL L, SR UTc, BEERRIIEIEATH . REY, RERHRORBRILBICOEL,
BIEER T XA EF OF EL . ZRATRSHMDIEIEELBRRERR LR U RKIF
OROFEERETORE EAH) 2H~ REHAFTIBRENOREFOFELZR

A

6.11.6 A

RECATIR G-HIME T#H, A UREHOREHOMEL 111 TRERESE, B,
BRERD S VIXBHETICEFE2ERLELOERTREMRSL AR Lz, G %
0 HEBRELTRBETCELLBEEFHA, R—tHECI2EEHMIIER 9B
MThot,

6.11.7 DRBUIHEBRE

1) BEMOBE

MW II 2B B ARSI, SHREOREOFELBIE L, 2K T ORR (%
HLORADREROEE) X, @E2181H 25 BT H2E (FaTeF%k, HIR25
HIZFAT 10FRFE TIZ 1[ED) To7, EERAMIZ 0.5 BBATRSAL, | BEATHEHY
Lice BB ITREETIZETLTOWEESE, TORERIL0B & Lz, DS KETL
EREMIIEERRCERONUBOFELBIER, BALI4BFTHEREZHE S, A
£, ERECEILZEEL LUHERTRELBE L,

4R 25 B ORI 10 B E T OHmBZET LAWEAIREIREZITV., BROFELH
R FRPRBO LNRWVHEIIRE & A4 LTz, BE & MBS -8 >V g iR
MR D7 — & R £ 0 BRak L7z,

S Lo BEMIIER 5 B (MRFERE, MEERER M RAE BIEOR
SEITERnE) CREEREICH L,

2) HAROBE

HAER (B%0H) ICHARBRORERE LK -, HERINREFTOFEL
BEY L, HHZHELTCEEZRIE L%, BEYMICEE IS, HERDAEFRED
BIELZARABETER 1B T, B, HERKUFECIRITEELE,

Atk 4 BICEEZBE L%, 262> — 7 )VFEET CHIE L. BEXEIRTEIC X
VMBS EHM ATV, AR, B, BEE250RE - HROREOFELH
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Nfe, ZOFER, 100 mg/kg BEEHOME | FLICHOBREENLONT-D, U B
FBE 10 vol% i< U VIRCEE L, RFLZ, LhL, BEREIOERYWERS
LR BLIIEZON VD, REBHEBFERERER L o7, 2, HER
OEEFEEINCEIE L, SEEM CHERAICEHEZER L,
7)) . EHOREBRE, BEOAWCLETH, DEORIAPRE, BROCENMOKRKE S, R, £
HOAT A BIRFODRHERKE S, WEHSBORH, BEoE S, Hik, K. XA,

MRS OE S, Bk, 50k, RBROELAO AT VACEELTEEL, THLRLDIE
EERE L L,

6.11.8 RiEE (BKENEZED)

BEKRTHE (&5 68, 53738 B) RUMARIEKRTHE ((kFE2HE, k¥FEo~10H)
WHREERIT>7-, HSPETIIRELYHOBRERICEHOMES ST (EOBNES
8~12 %, IEXEBEDHENE R 18~22F) [T O\, AREH B IXAREES D O 2EE Cof
BEEOEREHOMES SIT) I2-o5WT, £ FhERerEy PLEF—VIZIX
BEL, R - BRE\ATT 4 BMREY, ROTEHER - BHEBAKTTEZO%D 20
BRRAZSER L7z, BMEER % Texttable 2427 Lz, FRE LB A0 4 BBRIZOW
TpHUTILEE TCORELRELY, TORIZELNZ 20BBREZAVTEZEERD
REOBEEITo T, REZ4BEOREL 20 MORELZSFFTLTCIEEREHL
7mo BAREIX, BRBZ Yy PLE/A—DIKINAELZRETHIEH?2SO 1 AOERE
. WK E R WCTHRIE L,

Text table 2 FRIRENEE . REZRVEAKRIGE

rEIEH HIE H ik

pH F-V3VATA9IA-TEA BRBRAR [ 7 — 2 LA #Rait] @
A=k F-YavAF iy A-TEA BB [ 7 — 2 LA BRRA&4E] 9
bk A=VaVATA9 I A-TEA BB (77— 2 LA REH] 9
FA R A-VavAT49 I A-TEA RERFE [ 7 — 27 LA #RREH] ©
i A-vavRT Ay IA-TEA REBRIE [7— 7 LA BREH] 9
YUY t-vavaT 1) A-TEA BB [T — 27 LA e @
A=R A W/ N F=vavAT A9 I ATEA BRI [ 7 — 27 LA MR EH] @
& AIRBE

LY BRIk

RE 4EFE) BEMAYy VEZBOEAENE (A7 mL)
BiEE KABTHED (AL : mOsm/kg)

RE QowE) ARV Y v F— AW FEIE (B mL)
BAE (24 BHE) HEWUE

£ M ERR

a) : AUTION MINI™ AM-4290 (7 —2 b1 B a4t)

b): BEEBTEREEE A— 7 FAZ Y h OM-6030 (7 —7 L A A=)
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6.11.9 0 i&ERE

EFHERERERE HHVIIRERBK T EORM BN —K (16~20 FFf) i
. 209 L BEROEHAERIIEF., KEROFHERIIMES ST (BmESHN
FEWIE, BL, REEMEEISMIED ST 2o onT, =—FI)UHERTICBEE L, B
KENRD> 5 EDTA-2K INERME (SB-41 : ¥ &2 A v 7 ZHAEH) [ lmiEH 1 mL 25
B L7z, 5Nz migiz oW, KO Text table 3.-INIFE L7-HE ROHFEIC LY
REL, £72.3.8% 7 = 8T MU U LABKMERE (LK 9 BICxt L 1 FOEIE)
WER L 72 (0.9 mL) %% 08 (3,000 rpm, 1,600xg, 10437F) L., Bohiz
MEEIZ ST Texttable3.-2) [ZREHOEHEUOHFELIVBRE L, B, L~
EHNZ DT, May-Griinwald-Giemsa $e 3512 & 5 MREBHREAR % /ER Uiz, 5 25
HRDIREIZOWTHEIRICBE Lz, 7272 L. 2 ORI 5B LT,

1 SEEEM OB ER GBI TR L,

R R BB E
X HE BE 1101~1112
B 2101~2105
PR EEE | 3102, 3104, 3105, 3107, 3112
AR 4101~4112

Text table 3. MEFREDIER. MEZERVEBHSRL L

1) EDTA-2K INMLEEIZ DWW T OB

d) : M¥REERE B EAIESE ACL Elite Pro (Instrumentation Laboratory, MA, USA)

o) : MMAMEFHMEREE 7 K17 120 (Siemens Healthcare Diagnostics Inc., Illinois, USA)

BMEHEE BIE F ik BAfT
R B (RBC) 2AEL—F—Tu—H A hAFY—§EO 10*/uL
~E S 1 B B (HD) ST UARANES O EEEY g/dL
~< b7 VU v MMEMHLY TR R NELRMREENSEH %
EH M ERETERMCV) 2AELV—Y—Ta—H A b A FY—39 fL
T3 L BR i 5,38 B (MCH) FROFERONE S O BB HEH O pg
FERMER M AFREMCHC) ~ESubEYBRUA~IZ Uy MELLEH© g/dL
R M 2Rk F(Reticulocyte) RNAR@EIz LA L ——Ta—F g b2 MY —3E9 %
i/ NE S (Platelet) DAEV—Y—T YA b AR~ 10%/uL
i M B E (WBC) 2REL—F—Ta—HF A FA Y —IE 10*/uL
(=Rik2g=gdtey PR F—BRAIZL BT o= A BY—ik %
RAELV—YF—To—YA F AR —§E?
M BR A& HR AR O Mt 45 NMAFFRUH—VRBIZE BT —Y A A Y 10%/uL,
RHFELV—F—Ta—H A b A R)—7EY
2) Y BT MY U LIS b B LT U oW T ORE
RAEIEE B Hik BAAL
7o ka s ER(PT) ray b9 s
TEMEARE Y b R
75 AF L KR(APTT) 7my hig? s
7 47 ) —4 v B(Fibrinogen) twl RIS ZRAFUIEY mg/dL
AR ERES

R OV KBISEY @ ER(LUC)

#) o FHIR(Neut), FESEK(Eosino.). FHEEEK(Baso.), VU > /3EK(Lymph.). BiXRk(Mono.)
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6.11.10  MiK{LFHRE

MR FRAE AR & RO L7 MK 6 mL ZEBERERAVRRE (/¥
=27 P-A— by 7 FAERKEI) Y, ELOSBE (3,000 rpm, 1,670xg,
10 43R L. B bz MmiFEIZ-oW T Text table 4.-1) (ZHREOEE R RFEIC L VR
B, £z, ~23) UIRBRE (I7E 1 mL 4720 20 BALO~RY V) (ZHEERL
7o M) 2 mL & 040 BE (3,000 rpm, 1,600xg, 10 43fE) L TH LRz 2T
Text table 4.-2) 2R OEB R OHIEIC L VRE Lz, R 25 HRSHEDIZOW
THRBBIZRE LTz, 7720, ZORBISHREHETT bR LTz,

Text table 4. MALFREDEB . MEERUERKSR L E

D B MBIC oW TORE

WEEB HE FH =<V
ALP Bessey-Lowry ¥ © Tu/L
B oL A5 1/ (T.cho) CEH-COD-POD i mg/dL
N 7Y T A F(TG) LPL-GK-GPO-POD i © mg/dL
U HEE(PL) PLD-ChOD-POD i © mg/dL
e U e (T.bilirubin) CUNEVEFFVE—EIEY mg/dL
27 /v 21— A (Glucose) Iha—RFe Fngyr—=EE mg/dL
RFEEFEBUN) Urease-LEDH 5 © mg/dL
2 V7 F = (Creatinine) Creatininase-creatinase-sarcosine oxidase-POD # © mg/dL
7+ U v .A(Na) A A RIRERIE © mmol/L
AV U AK) A A RIRBIRE © mmol/L
BHRECY A A BRIR B © mmol/L
JI v A(Ca) OCPC ik ¥ mg/dL
#EM Y 2 (P) . )T UBRE mg/dL
il A BHE(TP) Biuret # © g/dL
7 7 2 2 (Albumin) BCG £ ® g/dL
A/G It BEARBROTATIVUALER
2) ~8) AR D b RE L 7 RIS oW T DR E
RAEER HE ik BAT
AST(GOT) UV-rate { © IU/L
ALT(GPT) UV-rate 1% © IU/L
LDH UV-rate 7% © JU/L
y-GTP Ly-Z B2 IN3- IRV A= buT7 =Y FiEY IU/L

& AR e
¢): BERILZEEEIDIEE TBA-120FR (RE AT 4 NV AT HXBENSE)
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6.11.11 mepAILEVRE

6.11.10 D MIFLFERETELNI-MIFIZ- OV T, Text table 52 ETHOE B KOV
BIZEVRE L, MEEN 0.5 mLx3 K&V P NVF o2 — T2 5 L BIE E T-80°C
DOHEE FrE#BE 0 -70°C LUT. ERME : -83~-72°C) IZRF L7, ME{LFERE
BOBLOLFE/MEETLFFVE CREROTHE LTREF L, FE 25 AR
BYIZ OV T, BIE RSN Lo 1o,

Text table 5.1 RIEVEEDEB., BEERVFERESRLTE

A IE B e 5k BifL

Ts CLEIA i ng/dL
Ts CLEIAED pg/dL
TSH CLEIA 35 D ng/mL
5 AR EH S

) : 2HBRELEIENIE X T 5 IMMULYZE (Siemens Healthcare Diagnostics Inc., Illinois, USA)

6.11.12 REERE
) FREOREEEAE

BB ESHEUMAEYRK T HICETOAEFEHIZOWT, MEFERE, ik
FREL LA RNVE CRIEODIZEHEL L8R h%gic, Zomogiyiios—
TOVERERT T, EREIRCINTIC K 0 I BFE X, TR ENiEaER, B, s, 8
HEataedORE - EBORRIC L 28EMLRBREI 21T, BREEHE L, 22
B, B8 ONWTITEIRERICEGTE R CEREREE XA -, KT, 2F0BRK
R LA L, MEFRE., MELFERE RO P AL RIE ORI EZIT > 8
WKoOWT, UTIRTHEOCERELZWE L., REEE (BXHEER) CHBREOKE
MHLEE100g B2 OMEELEH L, BB, BEROER LEL*ENEOTT-
HRIME DR B IS OWTIIELE R 2 ZHIE L, £ OEFHME Tl L7, 4R 25 B R0
B OWCIIRIM U THRIMBIE S ¥ 7o, WM 21T, #EEERIHEL
Rinoln,

B, TEE, FRE* (RR/AMEZET) ( BRI BB, BB, O, PR,
B, IR+ FE

2) REEBFERE

2TOFEFEICHOVWT, UTIARTERESRBE MR EL ) U EBEE 10 vol% KL~
VUMRTHEEL, BB Lk, BEEBCHICIEY VEEEE 10 voln kb= ViREEA
Ui, 272 L. HRER, R VERBEER TR L 3 vol% /7 AV EZ LT AT E R -
2.5vol% v~ ) R CEER., BEROCBERLEERZ 77 VIECTEE L%, U Bk
FEE 10 vol% R~ U VIRICEBH LIRELZ, RWT, NI 74 EBLZHE, 91F
L (PREEL-RE - BEITEE - "REOHRE L) | ~v XD ety
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v (H-E) a2 {Tolk, SR, T TRSKTHIRFIBTIMBREVOEAE
BEOSBEER OMIRE 25 B RS HREM OSRENREE AR I 55 TR
B MR TR H BB ORI R EHAIC OV TITo 7, MAMOBREICOWTIEE
RZRE L, LB, R, FRE. ER/ME, BIE, BB, XIBE (BREST)
LOHLAR (RS 13241 BE, IR, BREARCEBRIIEAECIZFE @A
HEER L, 2B, RHAERCEE (BREH) IH EREERMERIECL L, FA
MBERBIIER L Rhole, TORR, BEREH THERYEREIC L2 ED
NI R E B2V T, FRUMEAERE IR ER TRIREZ SO 262>
WTEER L7, B, BRIZOWTII H-EROERTCHEBRYER S ORENRRED b
o loloh, PASREERICLZBEI TR, oT, i, BEFR T MFERHE
INME IBBEEN oD, a2uu s v ORSEHERC NG L ABERIT
fThlhoiz,

KB D (BE&te) . BEMHE, FH (W) | IRER R, ~— X,
TEME, FRIR, LR/NME, BIR. MR, BRI, 38T U o 8, BREYD o9,
U, BRBNR, ]E. M (KREXZzEE) « &, BEH, &8, 5. + 285,
2. Bl (A =AREET) . BB, &5, BN, BTR. ETHR. R,
el Bl BERE. FEE. SRR, MR LA FE. B, LR, BE. AR (R
B | E (BMEED) . KIRE (BlZE0) | KABEEHRS. & (R
&) . AIRMREEA, BB (HELEE L LHENT)

6.12 HiEtHeEEN
6.12.1 NS A—FDOEH

UToORUz L0 RBER, #EE, SHRERVCHEREH I LI, RPN, BHEE,
FEERR, AREER, HAER, £7%4H4ER, A% 0RO 4 BOHAEROMLIX
BEMWZLICEH LD, 2B, HAROKEIIREMY 2 & R TPHEE2 R DT,

RRER%) = (ZKERBWE/FEIEE®ME) x100

BRAER(%) = (MEZIFIR S ST HO/RRE LI EOE) %100
ZIRR%) = (IR LT MEOR/Z R LI EDE) =100
ERBIFM(E) =R 0 ENO0 LR ETORE
HER%) = (AR HERS/EIRES) <100
BERFE%) = CERER/HEEE) *x100

FEEEIRB(%) = GEEREB/HAERBR OFRERE) <100
NEREER%) = OREFRE/HEERE) =100

AR %) = (HAERBEREL =100

1% 4 BAETFE (%)= (E#% 4 BOEFRBUVHARS) x100
A% 0 B O = BEH A R/ HA R
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EH%ABOM =A% 4 BOBATRE/AER 4 BOAFIREK

6.12.2 BE

F— A IRBHESEAERE OB HS VTR ENEEEORELIT- T2,

FE, FEENE (BERUOEREHY : #5 1~42 B XK OMARE 1~14 B, CECHEME
®5 1~15 8, iR 0~20 B R UZH.0~4 B, HER : £% 0~4 H) | BiHE, {EKE,
HiEMGERREK, A (REAY) REECIKE LB, ERMME., BiEH
ERER. AFERE, M (BB ORC4RB) . A—F 74—V RNBLE (He#EHR,
b EBRVER) | #eERE GGHBEEE | BHAROBREDHE, RREOEEDN
HEB., MEFHRE, MEEERE, MPRLVECRUEBEREE (5., JIRBEE) 13,
B ICEHSERVEERZ 2RO KT TR OFEZRE > TRE LTI D99,

RO BTG R E

Bartlett #& & FIRE*

R AR

p<0.01, FE% /1 p=0.05, H5H# p<0.05, FFEHE A
SEoy it ! o HE

p=0.01, H 5%

Dunnett Dunnett 3 Student Aspin-Welch
BiE mean rank test DUIRTE DRTE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
Rl % E 4R E ] {4 4 A2 AR TE
¥ Feeo. 2/c2
LT 1 F=s,/s,

(72d. si”>s,%)
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ERE, HERE, AREFTE, HARROEZ 4 HBEFRIZOVTIER, BI L
SEYHBE R CUEHERZ= 4R D, Dunnett Z mean rank test {2 & O EWIEMDEORE (K
EKYE0.05 R0 0.01, @R &1T-o72 %,

REFE, #HER, ZhhE, HER, BRERIS, 860K, SRS, BREKG, E
LS. BHRERRKSIEZ. SEORXREWER. M2 IR IS Heil, TiRtESY
B, AFRHEESYER. EXRFNOALLNTEMWE L Y BH L. Fisher O E MR
FEBIC L VBELT o (FEAKHE0.05 R0U0.01, FHD 2,
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7. HREBER

7.1 — % IR EE (Table 1-1~1-7. Appendix 1-1~1-22)
REHEMERE R OB O VN T oI b R EHMA R OCRESFL B TRE

ECTNDY (WA LTl

7.2 HML—RKEORE. HERE. BAAERUVERXEHEDAE
(Fig. 1~5, Table 2-1~2-84, Appendix 2-1~2-258)
1) Hw—2alr—TRNEELE (Table 2-1~2-23, Appendix 2-1~2-72)
AR BOREME e 2 OV FEASEC BRI OO 35 5 I F b 3k QN (R EE B RE D IRBEEIR ik, W
NOMPIZHREIIHA LN T,

2) FiFo CHEE (Table 2-24~2-46, Appendix 2-73~2-144)
AZEREEME I R OV FE AT ERBEME O 4% 5-H 8 H 3 N REE BV HEE O REEHI 1L, Wi
NOBTHRELXA DN -T2,

3y A—F 74—V FREE (Table 2-47~2-69. Appendix 2-145~2-216)

R B M e R OV AT EC R 0 32 5 11 R b DN PR B MERE D IR i, WwWT°
NOBMIZLBREIIADNRP-oT, o, D LR EEEOHEOESIC bR
HLEHEBYMERERLDOBICEBERZIRD NN T,

4) H4HERRE (Table 2-70~2-74. Appendix 2-217~2-230)

ZRBOBE M K OV A RO B E 0D 3 B B R 6 T 8 3 DN IR SE B e D IR BRI T 18
. WTHOEBMICLREIIR DR T, £, BRI bR & SR
WERER L OMICAEBEZII R, EHERRFICHRFITIHA R T,

5) BAHME (Table 2-75~2-79, Appendix 2-231~2-244)

ZRBOREMERE R ONFEASECEEME D3 B HI R & T8 It DN RSBV W DIREE AR RE TR I
. KRB BEBRYER R OBICERERRED O oTz, BB, KREHY
W DR ERHART AL T IZ RV T, 1000 mg/kg 3% E7E Tt fREE & L _ATREOB A ICH B/
BEIRDOLNN, BREHFKETHEHEFSETHY , SR L LAREROBACE
BEPRNI EMD, BRNELEHE L,

6) BREHEOEE (Fig. 1~5. Table 2-80~2-84, Appendix 2-245~2-258)
FEATELREMED 1000 mg/kg T 5B CHREMRBIK TIEIC 0-10 73 R T 30-40 25 B
EHRBEREMENRD SN, M LB Tide . KEHEOREHMKT
VI RFIIFRO L TWRaWnWI Enb ., BREE L kL,
AL BEMERE O B 5-HI R T 8 R OMRIEBN M ERE O IREEHART S THlIZIZ, B L &
WHRYERSH L OMICEEZIIRED bR ho Tz,
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7.3 {KE (Fig. 6~8, Table 3-1~3-7. Appendix 3-1~3-22)

1y ®EHM

TEHE T, FHERSOKREROCERSHHEFOEERMEIS SR L LAEE
EEBD LN Tz,

RECEEME T, 1000 mg/kg W EBETHRE 11 ROV 1S BICXBEZENIC EE A RE
PRL. REMESHHATORERNECEERSENED L, £, &E 11
ARO¥EI 0 B OEREIC LR BRE L ANFEREENSRBEO LN, LrL, WThd
ERF R ORI OEEMNEIZIIH B L OMICEEZRIROONT, —RRE
BThy, EREHMCRIELSALNRWI EhD, BRIV & ik L,

FEATEREEME X, 1000 mg/kg B 5B TR HM T OKPER R OKE R OF 5 HiH
FOREEMEBIHRE L L FEEEIRD LT,

2) IREHIM

HETIE, 1000 mg/kg B 58 CHREHM T OLRERAOKRER RERAH OKE
HEMEICHRBELLAFEEIRO ORI o T,

IEAREOREME TIiX, 1000 mg/kg 3 58 TIRIEHIM P OABIER R OKREICREE & T
REBEEARD NPT AREHRTOREENECEFEREBESRD b,
LasL, BEHEFOREENMBICRZ(LIA DRV L b, BEMEL & HE
L7,

7.4 {BEEE (Fig. 9~11. Table 4-1~4-7, Appendix 4-1~4-22)
1) #®&E5HME
HETIE, MERLSERYERERLOMICERZITD ORI o7,
RECEEME TIL, 1000 mg/kg B EERECHBBE L LAER 1 BICFEREBEIRO LN
TR, BEL EEOBETHY . BREMEL L,
FEATECREME Tk, 1000 mg/kg B 58 TR FABE & L 5 1 B (B ERRMGHRTIOREME)
CHEREME, B5 8 BICHFERBENSRD b, BER-BECEEBTHY
BRI L LT,

2) PREHIRA
HER OFERELAEME & b, IR OB ER S OB IR & AR E
RO Lol

7.5 REE (EXEANEESL) (Table 5-1~5-16. Appendix 5-1~5-30)

1) HEHWKTERE

EMEBICHOWTIE., BRUESTEBEMEO N TNOBWICLERHERSICL DR
FidHohizho Tz,

FEBERCOVWTE., WTFNOBREEBICEBOCHHER ERE MO & HERE
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BEBLMBRELOMIEREZEIRD bR 2T,

2) REHMETHERE

EMEEICOWTIE., ERUEREEEONT OB LIEBRHERSICLDIE
BiXHonznoic,
FREERIZOWTIE, WTNOKREEB LB TR CIERE RO RY E &
ER L MBHELOMICHFEZRTRE DN o1z,

7.6  IMmMERFERZE (Table 6-1~6-10. Appendix 6-1~6-10)

1) BHSHEKETRRE

HER OSERBRMETIE, WTHNOREBEEBEICBW LA ERYEREGR Lt HEEL
OMICAEEREIRD NN o T,

REREEME CIE. 1000 mg/kg H 5B TRBEE LAY VNI FEREENSRD D
N, BHRELTHY . )/A%w4&0%¢%ﬁ%a@mwem%ﬁ'ﬁﬁﬂ
RN L, ERFENLEHFHERNOE(L L FHE L, 72, 300 mgkg REHHTH
RBICKEH U _RGERBEPFEO NS, BEREALTHY . BELOEED
RN EhD, EEFENEHEANOE(LE I Lz, TOMOEBIZIIRELD
MICABZRZRBO NN Tz,

2) REEHARIME TRRE

HETIE, 1000 mg/kg # 5B CHPREE L LB HALE 2 b v R T I 2 F UREEICE
BREESBOLNLES, BRETHY ., 1 OoREHME TRREICALNRWELT
BT Enh, AEFNEEEHENOEL L HE LT,

FEAZELREME TIX, 1000 mg/kg I 58 TxFREE & LA FHFEREICHEEREEIRD &
Nz, BEARELTHY ., FPRIERERQY Vo822 & Do B mERkEIC AN
RN END, EEENEHHIFANOEL & HE LT,

7.7 Mik{LP#EE (Table 7-1~7-10. Appendix 7-1~7-10)

1) H‘EHMETRERE

HETIX, 1000 mg/kg RSB THRBBELLARIZZOFEREME. V) v AKRUE
EORBREENRED N, REBEERICOVTIL, BHARELTH Y AHZENEH)
HWENOEILEHE Lz, B Y UARUEFRIZOWTIE, TR VABREH LTV
W EnD, AEENEEHHEENOE(L LM Lo, 7. 300 mgkg B E5RE TR
BB aL A7 o — A KON VIBECEELRESESRBD b2, HEL OBE
MDRNZ G, BREREEEHE L,

ARBELREMETIE. 1000 mg/kg B 5 EETHRREE L AT NV T LAOFERKMENED
N, BMARELTHY, U TARUEZEPEH L TN &b, AP
EENEFAN OLE{L & T L7z,
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FERZELREM T, WThORBREERIZE W TS 1000 mg/kg 58 & ctBE L ORI
EBERERXRDONR Do,

2) AREHMETHRE

BT TR OREIREICHU T 1000 merkg 358 & 3 BRRE L ORIICHEER
BOOLNIED T,

FEACHRBEIEC I, 1000 mg/kg 15 5-BE THRHBRE L I~ b U ¥ AOHBAEEAR
B, WL BREHBRTHEREICEA DN RVEMARERTHY , £BFH
FENREEN O &l L,

7.8 MRV ED (Ts, TARUTSH) RIE (Table 8-1~8-5. Appendix 8-1~8-5)
1) BREHEKTRHRRE
HECIX. 1000 mg/kg B 5 BECTRIREE L LT, RO TSHOF B R SELRD b,
RELHEME R OVJERELREME T, F R ERSH LB L OMICEREIRED L
N moiz,

2) REHAMK TRMRE
HEROEAREEEM T, R ERSH LB OBIZEEZEIRD NN
77

7.9 BBREEE (Table 9-1~9-11. Appendix 9-1~9-42)
1) BREHMETRRE

BT, WThOFEEREILBWTHLEERMEREF L ARBELOBICEEERIXT
ool

RECEEMETIX, 1000 mg/kg % 5B T REE & EL~EIR OB R M ERICER R
B FROE BEEICE B RS E. BB O R OFE S E2ICF B2 HE, 300 mg/kg
BEHCTHEBOXSEZICAEERSEIRD BN,

FEATHLAEME Tid, 1000 mg/kg I EBE TR &L LN BIROENERICHE R BED
wBHLNZ, L, HMEROHLOBRMARENTH L Z &0, EEFHEBEH
WAL & HEr LT,

2) REHIRKTHERE

BT, WTNOBRBTEEICBWLTYS 1000mg/kg REFHEMBE L ORICEEEL
O LN T,

FEATELAEME TIL, 1000 mg/kg 5 HE TRHREE & LLAFRBROBROESEEICH
BREE, MECHMERICHEREREBMENSRD b2, I IIHMEREOHDZE
Thh, BEHBKRTRREIZEEDRA LNV &b, ABFNEFARND
=i &Ll L,
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7.10 E#EFRR (Table 10-1~10-5. Appendix 10-1~10-116)
1) MEREENs (RREEOM 2 6 (BFEE 1107, 1108) KO} 100 mg/kg & 5-FED i
L (BES2106) ) I oWTiE, WTNORE - BRRCLEREI I o7,

2) BEMIMEAT R R OAREHIME T R
Table % U* Appendix IR ETRB A LA, Wb Z OREIVRTLL & BIEMLE
b & HIWr L7z,

7.11  RIBMAKSIEE (Table 11-1~11-13, Appendix 10-1~10-116)
1) BEUEKTRRE

BT, BOBBIBRERBEREOR ¥ EEARER AL 300 mg/kg 5T 3
. 1000 mg/kg |EBET 7THIA NI,

RELEEMETIX, B OBMREREORF LRARIER A 1000 mg/kg ¥ 58 T 6 4l
IZH b,

IERRELREMETlIE, B OB ARERNEROR ¥ LR MBS 1000 mg/kg #EE TS
Bz A LTz,

% Ofth, Table 2 ' Appendix [Z/RTFF R A OGN, WIS EDORBLRF KN
TR B RO MR 0 D BRI LRIl LT,

2) IREHIRETRRE

BT, B OBBARRERGOR Y LZMEEF AL 1000 mg/kg HEH T 3 HIICHDL
i, FEREBEM T, BFEEXALNRNoT,

Z O, Table X T* Appendix [IZART T R H LD, WL EDFHBRAK W
FRER AR RO R D D R R ML & T LT,

7.12  tE# (Table 12. Appendix 11-1~11-4)

SHREER VR EREHE I HEARMEE 0BT N2l LTz T,
HIEHERBEEER LB B RICIIIRE L SRS L OMICEEREITIR DD
FARAY I oY i

7.13 XEHK#EE (Table 13, Appendix 12-1~12-4)
100 mg/kg T 58D 1 AN AZEBAMAT 9 B, XTHRAE. 300 X U* 1000 mg/kg B 58D
MATIIREEE 4 BE TCRERENEBO LN, BREIT100%TH- 7,
REIIFBO LN b OO0, MERITEMW BRI T2 46 (BF S 1107, 1108) KU
100 mg/kg B E5FET 16 (BMEE 2106) & ol BREREOZIRRITIIRT B
CEEWRMERER L ORBICEEEIRD LN o7,

38



R-1049

714 SBEERCIBEIREE (Table 14, Appendix 13-1~13-4)

IREM IR 21~23 BICIEEFICHM L, IR R OV HEE R I BREE & B985
WERESHL ORICEEZZIRO N2 hotz, £, HEROEAFEREICERILR
<. B, HFREK. AFHERE, FRE, HERERCHARIIINREL &
BEHEDOEICEEZIIRVDO LN T2,

RILRETIT, WTFhoBEMICHER, REDRUERALTHR SICAE TR0
77

715 HEROEE (Table 15. Appendix 14-1~14-4)
HARER AR 4 B OMIIZIIE# & SR ER G L OBICEERIT 2L,
ARBREZETIHER LR DR 5T,

7.16 HERDETFE (Table 16, Appendix 15-1~15-4)

RILWM T 0T B BEE, 100, 300 %OV 1000 mg/kg ERETENT 2, 4,
OERRNTHFITHY ., £tk 4 BAEFRICINBE L EEBRYERER L OBICEERID
BH bl oT,

717 HER®DIKE (Table 17. Appendix 16-1~16-4)
HAR R O ER 4 B OMBEEET ICER 0~4 B OROEEEMEITIIRE L &
ERERGHE L OMICEEZTRD Lo Tz,

7.18 HAERDIZEL 4 BEIEATR (Table 18, Appendix 17-1~17-4)

AR O IRBEDS 100 mg/kg G REOME | FIZA O3, FEIRID O #E R E B
B OB L TR Lo T,
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8. E=

FRUDLA=2-E R a7 — o0 CFREE : EHAK) (100, 300 RO
1000 mg/kg % . Sprague-Dawley 32 SPF T v b, HEICIZATEIRT 14 B B0 2 ACECH
MZ& L CEHMBmATA T (42 BF) . MECITZASEIRT 14 B BIC 2 RELHIR R OME4R
HEZBLTEIL 4B ET 41~50 HE) REIBROKRE L, KEREHFEROERESR
ATEAREFT L, FIZ, 0 LT 1000 mg/kg H 5BV TIL, 42 HRE®RS L2#%
14 B OWRELNMERT. EHEOREEEZRET LT,

8.1 RERSEH
—IRRE, A —RRIBOBIE, MEERE, BARERVEREHZONE. &
B, BHEE. RRE @BKRKERHEZET) | mﬁ%ﬁﬁ MR LFRRE R OFIBRAT R
IR E R 5 OREBIIFRD b do Tz,
MmAFR/LES (T;, T TSH) HIE T, #EO 1000 mg/kg 58 TR L
X T, RN TSH OFRBLRBESRBO LN, RO ERE  OBENEDPNT,
FAEEE T, XEHIED 1000 mg/kg B 5-5f CxFEREE & e~ IR R ORIB O3t K&

UMM BERZICEEREESRD LN, HBRYERE L OBEN RO, $iz, K&
TEMED 1000 mg/kg BERCHBORS ERIZER/LEE. 300 mg/kg & 58 CHIED
HEEICEBELRSENTDOONEN, BEEEOAOEMARENTHY, HET —

v W@’%?fb’(a’oé b HBEOEMEN ST &IT K

DABFERIZEAL & HEr L7,

sapr BET—¥ . 300 mg/kg | 1000 mg/kg
A FE—BAE | TE | R e 5t
| Haxd(g) 9.64-11.11 10.09+0.46 | 9.97+0.80 10.84+0.87 | 10.92+0.83*
fg | A8%t(g/100g BW) 3.19-3.43 3.30+0.07 3.2320.15 3.3240.15 3.33+0.19
| #Exh(e) 0.58-0.76 0.66+0.05 0.62+0.09 0.74+0.05* | 0.76+0.08**
W8 | 8%1(2/100g BW) 0.19-0.24 0.2240.02 0.20£0.02 0,22+0.02 | 0.2320.02%*
*: p<0.05; *#*:p<0.01 (MBELILXTHEER)

REAMERE T, REFRAKTRRECENT,
R LB E A HE T 300 mg/kg WA LD GEEIC

B OBEBOUSBE RFER&ED
. CELRFME R OFEATELREME T

1000 mg/kg B E5-REC A DL, BELRBIZE EE 2300 B RE~DORIBMENRE X
Niz, ZOEGITAREHMKR TERBREICROTY, #D 1000 mg/kg BEFHIZAHA LR
23, REMEENELD L, FEREBEHEMIZIEALNR N o= ek, A0l & H
WL 77,

8.2

'TS

v‘«b
Ea

EEREEM
A, XERF TICELE B,
BOBNEh-Tm, BIZ
IR, HAERBR O AR %%%E&@@’m
CHLEREMREO LN

40

RRR, RERROZBERIZ
. HHEESR IR, R BERREEK. BRE, LE

BWBRMERG DX

RO LT, RABMTOMER

E D35 1000 mg/kg % 5B BT L MEHEEMD O X RRE.
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BRERELORIGE, BB OMIRMER:, Sk OHMETER & OLFEHE~OREIL
R L7z,

HAER T, HAEROHRBAE, HEKRKUAER 4 BOMBEEEL N, &%
4 B OEFRRE UHIRAT RICERMERGIC L 2PBIEIRO N2 T,

INOORENL ARBEHFETTCHN vA=2-E Fax o 7a)7— KB
BOBETAZEITE Y., HEO 300 mgkg LA EROMED 1000 mg/kg HERED B IZ#5H
WEOFIBEICERT S B ONABREREN, Lo T, RKERWED
MBI IC BT 2 XERSFERICH T EFEERCEZEEIIHET 100 mg/kg, M
T 300 mg/kg & ¥ L7z, Fiz, MRS L REMMICBIT 2AMEBERRICXHT D
EYEEROESEEIOTS 1000 mg/kg UL E &L,
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1)

2)

3)

4)

3)

3k

DL-Lactic acid sodium salt, 60% w/w syrup (CAS #: 312-85-6), MATERIAL SAFETY
DATA SHEET, Chem-Impex International Inc., 2009. Web site: www.chemimpex.com

FhYUA=2- Fuxr a7 —hDFy bRV
14 BEIREROREZEHERR (RSEERERR) , KA R VYV h—F€ ¥
—, ABR&E S : C-RI35

Snedecor GW, Cochran WG. Statistical methods, 8th ed. Ames: Iowa State University
Press; 1989.

Dunnett CW. A multiple comparison procedure for comparing several treatments with a
control. ] Am Stat Assoc 1955; 50: 1096-121.

AR (1981) @ FEZEFAHE — 5HE & 534711, pp.23-27, 387-389, WA KA RS,
B
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Fig.1 A combined repeated—dose/reproductive—developmental toxicity study in rats treated orally

with Sodium=2-hydroxypropanoate
Motor activity of male rats (Week 6 of administration)
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A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

Fig.2

with Sodium=2-hydroxypropanoate
Motor activity of female rats (Main group, Lactation day 4)
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Fig.3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Sodium=2-hydroxypropanoate
Motor activity of female rats (Satellite group, Week 6 of administration)
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Fig.4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Sodium=2-hydroxypropanoate
Motor activity of male rats (Week 2 of recovery)
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Fig.5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Sodium=2-hydroxypropanoate
Motor activity of female rats (Week 2 of recovery)
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A combined repeated-dose/reproductive-development toxicity study in rats treated orally

with Sodium=2-hydroxypropanoate

Body weight of female rats (Main group)
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Fig.8 A combined repeated-dose/reproductive-development toxicity study in rats treated orally

with Sodium=2-hydroxypropanoate

Body weight of female rats (Satellite group)
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with Sodium=2-hydroxypropanoate

Food consumption of female rats (Main group)
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Table 1~1 A combined repeated-dose/reproductive~-development ‘toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Clinical signs in male rats (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 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0
300 No. of animals . 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 4] 0 0 0
1000 No. of animals 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0
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Table 1-2 A combined repeated-dese/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Clinical signs in female rats during the pre-mating period (Main group)
Day of administration
Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings [} 0 0 0 0 0 0 ¢} 0 0 0 0 0 [} 0
100 No. of animals 12 12 12 12 12 12 12 12 i2 12 12 12 i2 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 [} 0 0 0 0 0 ¢} v}
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 0 0 0 0 0 0 0 0 0 0 (¢} Q
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 4] 0 [4] 0 0 0 0 0 0 o} 0 0 C
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Table 1-3 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Clinical signs in dams during the gestation period (Main group)
Administration
Dose Signs
mg/kg 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23a)
0 No. of dams 10 10 10 10 10 10 10 10 10 10 10 10 10 10 30 10 10 10 10 10 10 10 2 O
No. of dams with abnormal findings o o 0 0 0o o0 0 o o0 ¢ 0 O O O O o0 o0 O 0 O ©o O O
100 No. of dams 11 11 11 31t 11 11 11 11 11 11 11 11 1® 1% 11 131 11 11 11 11 11 11 6 0
No. of dams with abnormal findings ¢ 0 0 0 0 0o 0 0 o O O O O O O O O O O0 O O O O
300 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 0
No. of dams with abnormal findings o o0 0 0 o0 0 ¢ 0o 0 0 O O 0.0 O 0o O O O O O O O
1000 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 0
No. of dams with abnormal findings 0 0 0 Q ¢ 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a): Gestation day
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Table 1-4 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

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

Administration
Dose Signs

mg/kg 0 1 2 3 ‘4a)

0 No. of dams 10 10 10 10 10

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

100 No. of dams 11 11 11 11 11

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

300 No. of dams 12 12 12 12 12

No. of dams with abnormal findings 0 0 ¢} 4] V]

1000 No. of dams 12 i2 12 12 12

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

a): Lactation day
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Table 1~5 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Clinical signs in female rats (Satellite 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 10 10 10 10 10 10
No. of animals with abnormal findings 0 0 4] 0 0 0
1000 No. of animals 10 10 10 10 10 10
No. of animals with abnormal findings 0 ¢} 0 0 0 ¢}
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Table 1-6 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Clinical signs in male rats (Recovery period)
Day of recovery
Dose Signs
mg/kg 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 0 o] 0 Q 4] o} 0 0 0 0 (o} [¢] 4
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 4] 0 0 0 0 0 0 0 C
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Table 1-7 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Clinical signs in female rats (Recovery period)
Day of recovery
Dose Signs
mg/kg 2 3 [ 7 8 9 10 11 12 13 14
0 No. of animals 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 0 0 0
1000 No. of animals 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 ] 0 0
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Table 2-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate
Detailed clinical signs in male rats: home cage cobservation (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 2-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropancate
Detailed clinical signs in male rats: home cage observation (Week 2 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 i2 12 12
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Table 2-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical signs in male rats: home cage observation (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 12 12 12

Abnormal behavior
None

12 12 12 12
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Table 2-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical signs in male rats: home cage observation (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 Sodium=2-hydroxypropanoate
Detailed clinical signs in male rats: home cage observation (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 12 12

Abnormal behavior
None

12 12 12 12
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Table 2-6 A combined repeated-dose/reproductive-developmental tokicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical signs in male rats: home cage observation (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 Sodium=2-hydroxypropanoate
Detailed clinical signs in female rats: home cage observation (Main group, Week 1 of administration)
Dose {(mg/kg) 0 100 300 1000
Parameter No. of animals i2 12 12 12
Posture
Normal 12 12 12 iz
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Tahble 2-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical signs in female rats: home cage observation (Main group, Week 2 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 2-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 1)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 10 11 12 12
Posture
Normal 10 11 12 12
Convulsion
None 10 11 12 12

Abnormal behavior
None

10 11 12 12
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Table 2-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 7)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 10 11 12 12
Posture
Normal 10 11 12 i2
Convulsion
None 10 11 12 12

Abnormal behavior
None

10 11 12 12




R-1049

Table 2-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 14)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 10 11 12 12
Posture
Normal 10 11 12 12
Convulsion
None 10 11 12 12

Abnormal behavior
None

10 11 12 12
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Table 2-12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical signs in female rats: home cage observation {(Main group, Gestation day 20}
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 10 11 12 12
Posture
Normal 10 11 12 12
Convulsion
None 10 11 12 12

Abnormal behavior
None

10 11 i2 12
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Table 2-13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical signs in female rats: home cage cbservation {Main group, Lactation day 4)
Dose (mg/Kkg) 0 100 300 1000
Parameter No. of animals 10 11 12 12
Posture
Normal 10 11 12 12
Convulsion
None 10 11 12 12
Abnormal behavior
None 10 11 12 12
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Table 2-14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 1 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 - 10
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Table 2-~15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical signs in female rats: home cage observation (Satellite group. Week 2 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical éigns in female rats: home cage observation (Satellite group, Week 3 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-17 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 4 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-18 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 5 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-19 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 6 of administration)
Dose {(mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None ;0 10
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Table 2-20 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in male rats: home cage observation (Week 1 of recovery)

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

Abnormal behavior
None 5 5
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Table 2-21 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate

Detailed clinical signs in male rats: home cage observation (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 S 5
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Table 2-22 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in female rats: home cage observation (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 2-23 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in female rats: home cage observation {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 2-24 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in male rats: in-the-hand observation (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 12 12 12
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
Palipebral 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 12 11 12

Soft 0 0 1 0

Reactivity to handling
Easy 12 12 12 12
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Table 2-25 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate

Detailed clinical signs in male rats: in-the-hand observation (Week 2 of administration)

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

Ease of removal from cage

Easy 12 12 12 12
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 i2
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 i2 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 11 11 12

Soft 0 1 1 [4]

Reactivity to handling
Easy 12 12 12 12
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Table 2-26 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in male rats: in-the-hand observation (Week 3 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 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 iz 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent i2 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 i2 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent i2 12 12 12
Vocalization

None 11 11 11 12

Soft 1 1 1 0

Reactivity to handling
Easy
Slightly awkward 0 1 1 0
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Table 2-27 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropancate

Detailed clinical signs in male rats: in-the-hand observation (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 12 12
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 i2 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 i2 12 i2
Vocalization

None 12 12 11 12

Soft 0 0 1 0

Reactivity to handling
Easy 12 12 12 12
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Table 2-28 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in male rats: in-the-hand observation (Week 5 of administration)

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

Ease of removal from cage

Easy 12 12 12 12
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
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 11 12

Soft 0 0 1 0

Reactivity to handling
Easy 12 12 12 12
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Table 2-29 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in male rats: in-the-hand observation {Week 6 of administration)

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

Ease of removal from cage

Easy 12 12 12 12
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 i2 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 i2
Salivation

None ' i2 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 11 12

Soft 0 0 1 0

Reactivity to handling
Easy 12 12 12 12 .
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Table 2-30 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in female rats: in-the-hand observation (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 12 12 12
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
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

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 Sodium=2-hydroxypropanoate

Detailed clinical signs in female rats: in-the-hand observation (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 12 12 12
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
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-32 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 1)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 10 11 12 12

Ease of removal from cage

Easy 10 11 - 12 12
Fur condition

Normal 10 11 12 12
Skin

Normal 10 11 12 12
Secretions-Eye, Nose

Absent 10 11 12 12
Exophthalmos

Absent 10 11 12 12
Palpebral closure

Normal 10 11 12 12
Mucosal membranes

Normal 10 11 12 12
Lacrimation

Normal 10 11 12 12
Piloerection

Absent 10 11 12 12
Pupil sizge

Normal 10 11 12 12
Salivation

None 10 11 12 12
Abnormal respiration

Absent 10 11 12 12
Vocalization

None 10 11 12 12

Reactivity to handling
Easy 10 11 12 12
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Table 2-33 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 7)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 10 11 12 12

Ease of removal from cage -

Easy 10 11 12 12
Fur condition

Normal 10 11 12 12
Skin

Normal 10 : 11 12 12
Secretions-Eye, Nose

Absent 10 11 12 12
Exophthalmos

Absent 10 11 12 12
Palpebral closure

Normal 10 11 12 12
Mucosal membranes

Normal 10 11 12 12
Lacrimation

Normal 10 11 12 12
Piloerection

Absent 10 11 12 12
Pupil size

Normal 10 11 12 12
Salivation

None 10 11 12 12
Abnormal respiration

Absent ' 10 11 12 12
Vocalization

None 10 11 12 12

Reactivity to handling
Easy 10 11 12 12
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Table 2-34 . A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 14)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 10 11 12 12

Ease of removal from cage

Easy 10 11 12 12
Fur condition

Normal 10 11 12 12
Skin

Normal 10 11 12 12
Secretions-Eye, Nose

Absent 10 11 12 12
Exophthalmos

Absent 10 11 12 12
Palpebral closure

Normal 10 11 12 12
Mucosal membranes

Normal 10 11 12 12
Lacrimation

Normal 10 11 12 12
Piloerection

Absent 10 11 12 12
Pupil size

Normal 10 11 i2 i2
Salivation

None 10 11 12 12
Abnormal respiration

Absent 10 11 12 12
Vocalization

None 10 11 12 12

Reactivity to handling
Easy 10 11 12 12
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Table 2-35 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropancate

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 20)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 10 11 12 12

Ease of removal from cage

Easy 10 11 i2 12
Fur condition

Normal 10 11 12 i2
Skin

Normal 10 11 12 12
Secretions-Eye, Nose

Absent 10 11 12 12
Exophthalmos

Absent 10 11 12 12
Palpebral closure

Normal 10 11 12 12
Mucosal membranes

Normal 10 11 i2 12
Lacrimation

Normal 10 11 12 12
Piloerection

Absent 10 11 12 12
Pupil size

Normal 10 11 12 12
Salivation

None 10 11 12 12
Abnormal respiration

Absent 10 11 12 12
Vocalization

None 10 11 12 12

Reactivity to handling
Easy 10 11 12 12
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Table 2-36 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in female rats: in-the-hand observation (Main group, Lactation day 4)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 10 11 12 12

Ease of removal from cage

Easy 10 11 12 12
Fur condition

Normal 10 11 12 12
Skin

Normal 10 11 12 12
Secretions~Eye, Nose

Absent 10 11 12 12
Exophthalmos

Absent 10 11 12 12
Palpebral closure

Normal 10 11 12 12
Mucosal membranes

Normal 10 11 12 12
Lacrimation

Normal 10 11 12 12
Piloerection

Absent 10 11 12 12
Pupil size

Normal 10 11 12 12
Salivation

None 10 11 12 12
Abnormal respiration

Absent . 10 11 12 12
Vocalization

None 10 11 12 12

Reactivity to handling
Easy 10 11 12 12
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Table 2-~37 A combined repeated~dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

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

Dose (mg/kg) 0 1000
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent .10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-38 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 190 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-39 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 3 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-40 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate

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

Dose (mg/kg) 0 1000
Parameter No. of animals 10 10

Ease of removal from cage
Easy 10 10

Fur condition

Normal 10 . 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 9

Soft o} 1

Reactivity to handling
Easy
Slightly awkward 0 1
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Table 2-41 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in female rats: in-the-hand observation {Satellite group, Week 5 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals - 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent i0 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-42 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

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

Dose (mg/kg) 0 1000
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-43 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in male rats: in-the-hand observation (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 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

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent S 5
Vocalization

None 4 5

Soft 1 0

Reactivity to handling
Easy 5

(92}
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Table 2-44 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate

Detailed clinical signs in male rats: in-the-hand observation (Week 2 of recovery)

Dose (mg/keg) 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 S 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal S 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 to handling
Easy 5 5
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Table 2-45 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropancate

Detailed clinical signs in female rats: in-the-hand observation (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 S
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 S
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 5

Reactivity fo handling
Easy 5

(o)}




R-1049

Table 2-46 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in female rats: in-the-hand observation (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
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal S 5
Piloerection '

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent S S
Vocalization

None 5 5

Reactivity to handling
Easy 5 S




R-1049

Table 2-47 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in male rats: aopen field observation (Week 1 of administration)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 i2 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 i2 12 12
Grooming

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

None 12 10 12 10

Small amount 0 2 0 2

No significant difference in any treated groups from control group.



Table 2-48 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Sodium=2-hydroxypropanoate

Detailed clinical signs in male rats:

open field observation (Week 2 of administration)

R-1049

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

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 6+ 3 6+ 2 5+ 1
Defecation count (Mean+S.D.) 0+ 0+ 0 0+ 0 0+ 0
Urination

None 10 11 12 10

Small amount 2 1 0 2

No significant difference in

any treated groups from control group.



R-1049

Table 2-49 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical signs in male rats: open field observation (Week 3 of administration)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 i2
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 5+ 2 5+ 1 S+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0O 0+ 0
Urination

None 10 11 11 10

Small amount 2 1 1 2

No significant difference in any treated groups from control group.



Table 2-50 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in male rats: open field observation (Week 4 of administration)

R-1049

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

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

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

None 10 11 10 10

Small amount 2 1 2 2

No significant difference in any treated groups from control group.



Table 2-51 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

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

R-1049

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 i2 12
Arousal

Normal i2 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.) 5+ 2 6+ 2 4+ 2 4+ 1
Defecation count (Mean+S.D.)} 0+ 0 0+ 0 0+ O 0+ 0
Urination

None 11 10 12 10

Small amount 1 2 0 2

No significant difference in any treated groups from control group.



R-1049

Table 2-52 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical signs in male rats: open field observation (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 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+ 5+ 2 4+ 1 5+ 2
Defecation count (Mean*S.D.) 0+ 0 0+ 0 0+ 0 0+ 0O
Urination

None 10 11 12 10

Small amount 2 1 0 2

No significant difference in any treated groups from control group.



Table 2-53 A combined repeated-dose/reproductive-developmental toxicity study im rats treated orally

with Sodium=2-hydroxypropanocate

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

R-1049

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

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 8+ 2 8+ 2 T+ 2 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0O 0+ 0 0+ 0O
Urination

None 12 12 12 12

No significant difference in any treated groups from control group.



Tabie 2-54 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally

with Sodium=2-hydroxypropancate

Detailed clinical signs in female rats: open field observation (Main group,

Week 2 of administration)

R-1049

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 _ i2 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.) 8+ 2 8+ 3 8+ 2 9+ 3
Defecation count (Mean+S.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.



R-1049

Table 2-55 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical signs in female rats: ¢open field observation (Main group, Gestation day 1)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 10 11 12 12
Arousal

Normal 10 11 12 12
Convulsion

None 10 11 12 12
Abnormal behavior

None 10 11 12 12
Stereotypy

None 10 11 12 12
Gait

Normal 10 11 12 12
Posture

Normal 10 11 12 12
Groonming

None 10 11 12 12
Rearing (Mean+S.D.) T+ 2 T+ 2 8+ 2 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0O 0+ 0O
Urination

None 10 11 12 12

No significant difference in any treated groups from control group.



R-1049

Table 2-56 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate

Detailed clinical signs in female rats: open field observation (Main group, Gestation day 7)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 10 11 12 12
Arousal

Normal 10 11 12 12
Convulsion

None 10 11 12 12
Abnormal behavior

None 10 11 12 12
Stereotypy

None 10 11 12 12
Gait

Normal 10 11 12 12
Posture

Normal 10 11 12 12
Grooming

None 10 11 12 12
Rearing (Mean+S.D.) 7+ 2 8+ 2 8+ 2 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 10 11 12 12

No significant difference in any treated groups from control group.



Table 2-57 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Sodium=2-hydroxypropanoate

Detailed clinical signs in female rats: open field observation (Main group. Gestation day 14)

R-1049

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 10 11 i2 12
Arousal

Normal 10 11 i2 12
Convulsion

None 10 11 12 12
Abnormal behavior

None . 10 11 12 12
Stereotypy

None 10 11 12 12
Gait

Normal 10 11 12 12
Posture

Normal 10 . 11 12 12
Grooming

None 10 11 12 12
Rearing (Mean+S.D.) 6+ 2 5+ 1 7+ 2 6+ 2
Defecation count {Mean+S.D.)} 0+ 0 0+ O 0+ 0 0+ 0
Urination

None 10 11 12 i2

No significant difference in any treated groups from control group.



R-1049

Table 2-58 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Detailed clinical signs in female rats: open field observation (Main group, Gestation day 20}
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 10 11 12 12
Arousal .

Normal 10 11 12 12
Convulsion

None 10 11 12 12
Abnormal behavior

None 10 11 12 12
Stereotypy

None 10 11 12 12
Gait

Normal 10 11 12 12
Posture

Normal 10 11 12 12
Grooming

None 10 11 12 12
Rearing (Mean+S.D.) 5+ 2 5+ 1 5+ 1 5+ 1
Defecation count (Mean+S.D.) 0+ 0+ O 0+ 0 0+ 0
Urination

None 10 11 12 11

Small amount 0 0 0 1

No significant difference in any treated groups from control group.



Table 2-59 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in female rats:

open field observation (Main group,

Lactation day 4)

R-1049

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 10 11 12 12
Arousal

Normal 10 11 12 12
Convulsion

None 10 11 12 12
Abnormal behavior

None 10 11 i2 12
Stereotypy

None 10 11 12 12
Gait

Normal 10 11 12 12
Posture

Normal 10 11 12 i2
Grooming

None 10 11 12 12
Rearing (Mean+S.D.) T+ 8+ 2 T+ 2 T+ 4
Defecation count (Mean+S.D.) 0+ 0+ 0 0+ 0 0+ O
Urination

None 10 11 i2 12

No significant difference in

any treated groups from control group.



R-1049

Table 2-60 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in female rats:

open field observation {(Satellite group, Week 1 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) T+ T+ 2
Defecation count (Mean+S.D.) 0+ 0+ 0
Urination

None 9 10

Small amount 1 0

No significant difference between treated group and control group.



R-1049

Table 2-61 A combined repeated-dose/reproductive-~developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 8+ 2 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



R-1049

Table 2-62 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropancate

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 9+ 2 8+ 2
Defecation count (Mean+S.D.) 0+ 0O 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



R-1049

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

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

Dose (mg/kg) Q 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 9+ 3 10+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



R-1049

Table 2-64 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

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

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None . 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 10+ 3 9+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



R-1049

Table 2-65 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in female rats: open field observation (Satellite group, Week 8 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

Nane 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 10+ 2 9+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



Table 2-66 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Sodium=2-hydroxypropanoate

Detailed clinical signs in male rats: open field observation (Week 1 of recovery)

R-1049

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 5
Posture

Normal S 5
Grooming

None 5 5
Rearing (Mean+S5.D.) 4+ 1 5+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 3 4

Small amount o 2 1

No significant difference between treated group and control group.



Table 2-67 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in male rats:

open field observation (Week 2 of recovery)

R-1049

Dose (mg/kg) 0 1000

Paranmeter 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.) 5+ 1 5+ 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.



R-1049

Table 2-68 A combined repeated-dose/reprecductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Detailed clinical signs in female rats: open field observation (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 S 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None S 5
Rearing (Mean+S.D.) 8+ 2 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ O
Urination

None 5 5

No significant difference between treated group and control group.



R-1049

Table 2-69 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

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

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 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 9+ 2 9+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R-1049

Table 2-70 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Manipulative test of male rats (Week 6 of administration)

Dose (mg/kg) [ 100 300 1000

Parameter No. of animals 5 5 5 S
Auditory response .

Normal 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 S
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ O 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 81+20 78423 82+17 80+14

No significant difference in any treated groups from control group.



Table 2-71 A combined repeated-dose/reproductive-developmental toxicity study in rats treated oraily
with Sodium=2-hydroxypropanoate

Manipulative test of female rats (Main group, Lactation day 4)

R~1049

Dose (mg/kg) o} 100 300 1000

Parameter No. of animals 5 5 5 5
Auditory response

Normal 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
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ O 0+ O 0+ 0
Landing foot splay (mm: Mean+S.D.} 66+16 68+17 59+15 51+ 9

No significant difference in any treated groups from

control group.



R-1049

Table 2-72 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Manipulative test of female rats (Satellite 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 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0O
Landing foot splay (mm: Mean+S.D.) 70+17 86+20

No significant difference between treated group and control group.



R-1049

Table 2-73 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Manipulative test of male rats (Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 53
Touch response

Normal 5 5
Tail pinch response

Normal ) 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0o+ O
Landing foot splay (mm: Mean+S.D.) 84+24 81+18

No significant difference between treated group and control group.



R-1049

Table 2-74 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Manipulative test of female rats (Week 2 of recovery)

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 5
Tail 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.) 72+19 T1+ 7

No significant difference between treated group and control group.



R-1049

Table 2-75 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Grip strength of male rats {(Week 6 of administration)

Dose Fore limb Hind 1limb
mg/kg g g
0 No. 5 5
Mean 1134 846

S.D. 115 90

100 No. 5 5
Mean 1123 782

S.D. 163 89

300 No. 5 5
Mean 1197 850

S.D. 2086 109

1000 No. 5 5
Mean 1177 887

S.D. 87 98

No significant difference in any treated groups from control group.



R-1049

Table 2-76 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Grip strength of female rats (Main group, Lactation day 4)

Dose Fore limb Hind limb
mg/keg g g
0 No. 5 5
Mean 939 752

S.D. 141 64

100 No. 5 )
Mean 1062 838

S.D. 221 132

300 No. 5 5
Mean 246 796

S.D. 86 61

1000 No. 5 5
Mean 1044 839

S.D. 140 96

No significant difference in any treated groups from control group.



R-1049

Table 2-77 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Grip strength of female rats (Satellite group, Week 6 of administration)
Dose Fore 1imb Hind limb
ng/kg g g
0 No. 5 5
Mean 917 648
S.D. 149 84
1000 No. 5 5
Mean 1065 723
S.D. 235 77

No significant difference between treated group and control group.



R-1049

Table 2-78 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Grip strength of male rats (Week 2 of recovery)
Dose Fore 1limb Hind limb
mg/kg g g
0 No. 5 5
Mean 1243 978
S.D. 237 48
1000 No. 5 5
Mean 1412 934
$.D. 143 207

No significant difference between treated group and control group.



R-1049

Table 2-79 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Grip strength of female rats (Week 2 of recovery)
Dose Fore 1limb Hind 1limb
mg/kg g g
0 No. 5 5
Mean 882 706
S.D. 117 54
1000 No. 5 5
Mean 1084+= 745
S.D. 107T 101

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

T: Student’'s t-test



R-1049

Table 2-80 A combined repeated~dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Motor activity of male rats (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 407 310 221 270 179 40 1426
S.D. 25 88 131 103 110 52 312
100 No. S 5 5 5 5 5 5
Mean 413 366 323 286 95 102 1585
S.D. 31 93 121 127 92 79 411
300 No. 5 5 5 5 5 5 5
Mean 399 332 218 139 113 75 1277
S.D. 70 96 140 62 114 91 332
1000 No. 5 5 5 5 5 5 5
Mean 388 334 289 215 92 142 1461
S.D. 62 99 113 118 141 158 588

Unit : Count .
No significant difference in any treated groups from control group.



R-1049

Table 2-81 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Motor activity of female rats (Main group, Lactation day 4)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total{0-80)
0 No. 5 5 5 5 5 5 5
Mean 362 264 166 118 116 g0 1116
S.D. 38 61 145 93 99 102 400
100 No. 5 5 5 S5 5 5 5
Mean 364 214 128 23 131 101 1031
S.D. 35 73 67 37 155 106 382
300 No. 5 5 5 5 5 5 5
Mean 308 174 127 139 180 144 1073
S.D. 88 145 123 140 100 131 576
1000 No. 5 5 5 5 5 S 5
Mean 386 268 150 91 .86 88 1069
S.D. 51 87 118 65 72 126 288

Unit : Count
No significant difference in any treated groups from control group.



R-1049

Table 2-82 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Motor activity of female rats (Satellite 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 422 326 293 314 191 218 1764
S.D. 41 99 59 35 163 146 330
1000 No. 5 5 5 5 5 5 S
Mean 373+ 346 319 156+ 146 154 1493
S.D. 17T 38 151 108AT 141 101 449

Unit : Count

* @ p<0.05 (Significant difference from control group)
T: Student’'s t-test

AT: Aspin-Welch t-test



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

R-1049

Table 2-83
with Sodium=2-hydroxypropanoate
Motor activity of male rats (Week 2 of recovery)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 No. 5 5 5 5 5 5 5
Mean 364 355 229 208 153 111 1421
S.D. 21 38 113 97 115 126 352
1000 No. 5 5 5 5 5 5 5
Mean 383 326 276 225 139 151 1499
S.D. 68 97 130 127 129 147 580

Unit : Count

No significant difference between

treated group and control group.
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Table 2-84 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate

Motor activity of female rats (Week 2 of recovery)

Interval (minutes)

Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 359 293 235 179 216 155 1436
S.D. 43 42 101 110 182 144 433
1000 No. 5 5 5 5 5 5 5
Mean 338 284 223 181 256 145 1426
5.D. 38 50 115 46 28 126 314

Unit : Count
No significant difference between treated group and control group.



R-1049

Table 3-1 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2~hydroxypropanoate

Body weight of male rats (Administration period)

Day of administration

Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 Mean 434 443 460 468 486 491 505 513 526 538 548 553 563 129
S.D. 22 23 26 . 25 26 26 27 29 30 34 34 386 38 23
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 Mean 434 444 458 467 482 488 503 508 524 534 543 549 5565 121
S.D. 22 26 32 35 39 39 43 44 46 48 51 51 50 30
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 Mean 435 446 460 473 489 498 516 524 540 552 561 568 574 138
S.D. 23 23 23 24 26 27 30 32 35 37 38 40 41 25
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 Mean 432 445 461 469 485 493 510 516 534 545 552 557 565 133
S.D. 20 20 22 22 22 24 24 23 26 29 28 30 29 17

Unit: g

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 3-2 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

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

Day of administration

Dose Gain
mg/kg 1 4 8 11 15 1-15
No. 12 12 12 12 12 12

0 Mean 259 258 265 267 273 14
S.D. 11 10 13 i3 13 4

No. i2 12 12 12 12 12

100 Mean 255 260 265 268 273 18
S.D. 10 10 11 12 12 10

No. 12 12 12 12 12 12

300 Mean 257 260 266 268 274 17
S.D. 13 15 14 14 15 8

No. 12 12 12 12 12 12

1000 Mean 268 259 287 275 281 23+
S.D. 12 13 13 17 16 8D

Unit: g

No.: No. of animals
*: p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 3-3 - A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

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

Administration
Dose Gain
mg/kg 0 4 7 11 14 i7 20a) 0-20
No. 10 10 10 10 10 10 10 10
0 Mean 278 299 311 328 346 377 425 146
S.D. 16 17 20 20 22 24 26 14
No. 11 11 11 11 11 11 11 11
100 Mean 283 306 316 338 353 387 435 153
S.D. 15 15 16 18 17 20 23 16
No. 12 12 12 12 12 12 12 12
300 Mean 281 304 3186 338 353 384 435 i55
S.D 13 15 16 17 20 20 24 14
No. 12 12 12 12 12 12 12 12
1000 Mean 286 312 325 348+ 363 396 446 161
S.D. 12 18 18 20D 20 24 31 26

Unit: g

No.: No. of dams

a): Gestation day

#: p<0.05 (Significant difference from control group)
D: Dumnnett's test
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Table 3-4 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Body weight of dams during the lactation period (Main group)
Administration
Dose _ Gain
mg/kg 0 4a) 0-4
No. 10 10 10
0 Mean 325 346 21
§.D. 21 19 16
No. 11 i1 11
100 Mean 332 344 12
S.D. 21 24 15
No. 12 12 12
300 Mean 328 349 21
S.D. 27 27 12
No. 12 12 12
1000 Mean 351+« 362 11
S.D. 23D 19 10
Unit: g
No.: No. of dams

a}: Lactation day
#: p<0.05 (Significant difference from control group)
D: Dunnett's test



R-1049

Table 3-5 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=Z—hydroxypropanoate» '
Body weight of female rats (Satellite group, administration period)
Day of administration
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 Mean 252 260 265 267 274 274 280 282 288 296 298 301 301 49
S.D. 11 14 15 16 18 18 20 20 21 22 24 24 25 20
No. .10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 Mean 259 260 268 273 279 283 290 292 298 300 305 307 310 52
S.D. 13 11 10 12 14 15 15 15 15 14 17 18 18 11
Unit: g
No.: No. of animals

No significant difference between treated group and control group.
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Table 3-6 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Body weight of male rats (Recovery period)
Day of recovery
Dose Gain
mg/kg 1 4 8 11 14 1-14
No. 51 5 5 5 5 5
0 Mean 557 562 577 577 581 24
S.D. 39 41 45 46 48 10
No. 5 5 5 5 5 5
1000 Mean 562 564 575 574 576 15
S.D. 33 34 36 37 35 [
Unit: g
No.: No. of animals

a): Day of administration

No significant difference between treated group and control group.



Table 3-7 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Body weight of female rats (Recovery periocd)

R-1049

Day of recovery

Dose - Gain
mg/kg 1 4 8 11 14 1-14
No. 5 5 5] 5 5 5
0 Mean 295 295 299 301 308 13
S.D. 28 28 28 36 33 6
No. 5 : 5 5 5 5 5
1000 Mean 318 320 322 321 323 4=
S.D. 18 20 23 19 18 4T
Unit: g

No.: No. of animals

a): Day of administration

*: p<0.05 (Significant differénce from control group)
T: Student's t-test
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Table 4-1 A combined repeated—dose/reproductive~deve1opment toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Food consumption of male rats (Administration period)

Day of administration

Dose
mg/Kg 1 4 8 11 15 32 36 39 42
No. 12 12 12 12 12 12 12 12 12
0 Mean 30 31 32 31 31 30 30 29 31
S.D. 2 3 2 3 2 3 3 2 3
No. 12 12 12 12 12 12 12 12 12
100 Mean 31 32 30 30 31 30 30 29 31
S.D. 4 3 4 4 5 4 3 4 3
No. 12 12 12 12 12 12 12 12 12
300 Mean 29 32 30 31 33 31 31 31 33
S.D. 3 2 2 2 4 2 3 3 4
No. 12 12 12 12 12 12 12 12 12
1000 Mean 28 31 31 28 31 30 29 30 32
S.D. 3 3 3 3 3 3 3 2 3

Unit: g/rat/day
No.: No. of animals
No significant difference in any treated groups from control group.
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Table 4-2 A combined repeated-dose/reproductive-~development toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate

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

Day of administration

Dose
mg/kg -1 4 8 11 15
No. 12 12 12 12 12
W] Mean 20 20 21 20 21
S.D. 2 2 3 3 3
No. 12 12 12 12 12
100 Mean 19 21 22 21 21
S.D. 3 2 3 3 3
No. 12 12 12 12 12
300 Mean 20 21 21 20 21
S.D. 4 4 4 3 3
No. 12 12 12 12 12
1000 Mean 19 19 18 21 22
S.D. 3 3 3 2 2

Unit: g/rat/day
No.: No. of animals
No significant difference in any treated groups from control group.
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Table 4-3 A combined repeated-dose/reproductive-developmént toxicity study in rats treated orally
with Sodium=2-hydroxypropancate
Food consumption of dams during the gestation period (Main group)
Administration
Dose
mg/kg 1 4 7 11 14 17 20a)
No. 10 10 10 10 10 10 10
0 Mean 21 25 25 27 26 28 25
S.D. 3 3 3 2 2 3 2
No. 11 11 11 11 11 11 11
100 Mean 23 28 27 29 27 30 25
S.D. 2 3 2 3 3 3 3
No. 12 12 12 12 12 12 12
300 Mean 23 27 27 29 26 28 25
S.D. 3 3 4 5 4 4 3
No. 12 12 12 12 12 12 12
1000 Mean 24 % 27 27 29 27 29 26
S.D. 2D 4 3 3 3 4 4

Unit: g/rat/day
of dams
a): Gestation day

No.: No.

«: p<0.05 {Significant difference from control group)

D: Dunnett's test



A combined repeated-dose/reproductive-development toxicity study in rats treated orally
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Table 4-4
with Sodium=2-hydroxypropanoate
Food consumption of dams during the lactation period (Main group)
Administration
Dose —_—
mg/ke 2 4a)
No. 10 10
0 Mean 28 49
S.D. 5 14
No. 11 11
100 Mean 26 45
S.D. 9 8
No. 12 12
300 Mean 28 43
S.D. 10 8
No. 12 12
1000 Mean 29 47
S.D. 5 T

Unit: g/rat/day
of dams
a): Lactation day

No.: No.

No significant difference in any treated groups from control group.
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Table 4-5 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Food consumption of female rats (Satellite group, administration period)
Day of administration
Dose
mg/kg 1 4 8 11 15 32 36 39 42
No. 10 10 10 10 10 10 10 10 10
0 Mean 17 22 23 21 22 20 21 21 20
S.Db. 4 3 2 3 3 2 4 4 3
No. 10 10 10 10 10 10 10 10 10
1000 Mean 21w 20 20« 20 22 18 21 19 21
S.D. 2T 3 3T 3 3 2 3 3 3

Unit: g/rat/day

of animals

»: p<0.05 (Significant difference from control group}
T: Student’'s t-test

No.: No.
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Table 4-6 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Food consumption of male rats (Recovery period)
Day of recovery
Dose
ng/kg 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 28 30 31 31 30
S.D. 3 3 4 6 3
No. 5 5 5 5 5
1000 Mean 28 32 31 32 29
S.D. 2 3 3 4 1

Unit: g/rat/day
No.: No. of animals
No significant difference between treated group and control group.
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Table 4-7 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Food consumption of female rats (Recovery period)
Day of recovery
Dose
mng/kg 1 4 8 11 14
No. 5 5 5 5 S
0 Mean 19 19 20 19 21
S.D. 4 2 3 6 3
No. 5 51 5 5 5
1000 Mean 21 21 22 22 20
S.D. 4 4 5 3 4

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



R-1049

Table 5-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Urinalysis of male rats (Week 6 of administration)
1) 2} 3}
pH Protein Ketone body Glucose
Dose No. -
mg/kg 5.0 5.5 6.06.5 7.07.58.08.5 9.0 — 4=+ b et A+ — de 4k kb kb e A T L T
0 5 0 0 0 0 0 1 2 1 1 0 4 1 0 O 4 1 0 0 © 5 0 0 0 ¢ 0
100 5 0 0 0 0 1 0 2 2 0 0 3 2 0 0 1 4 0 0 O 5 0 0 0 0 4]
300 5 0 0 0 0 0 0 3 2 0 0 4 1 0 0 0 3 2 0 O 5 0 0 0 0 0
1000 5 0 0 0 0 0 0 0 0 5 0 6 5 0 0 1 3 1 0 0 5 0 0 0 O 0
1) <10 mg/dL +- : 10 - 25 mg/dL + 1 26 - 85 mg/dL +4 86 - 250 mg/dL LR 251 - 600 mg/dL ++++ : >600 mg/dL
2) <5 mg/dL +- ! 5 - 7.5 mg/dL + 1 7.6 - 30 mg/dL ++ 31 - 70 mg/dL o E 71 - 125 mg/dL ++++ : >»125 mg/dL
3) <30 mg/dL +- : 30 - 60 mg/dL + ¢ 61 - 125 mg/dL ++ 126 - 250 mg/dL + 4 251 -~ 750 mg/dL ++++ : >750 mg/dL



R-1049

Table 5-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Urinalysis of male rats (Week 6 of administration)
4) 5) 6) 7)
Occult blood Bilirubin Urohilinogen Color
Dose No.
mg/kg - 4=+ +E 44 — 4 At e+ 4+ = d A+ At LY Y DY
0 5 5 0 0 0 O 5 0 0 0 0 5 0 0 0O 0 0 5 0O
100 5 4 0 0 0 1 5 0 0 0 0 5 0 0 0 0 0 5 0O
300 5 5 0 0 0 O 5 0 0 O 0 4 1 0 O 0 0 5 0
1000 5 5 0 0 0 © 5 0 0 O 0 5 0 0 0 0 0 5 O
4) - <0.03 mg/dL +- 1 0.03 - 0.05 mg/aL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ >0.75 mg/dL
5) - <0.5 mg/dL + : 0.5 - 1.5 mg/dl. ++ : 1.6 - 5.0 mg/dL. +++ : 5.1 - 10.0 mg/dL ++++ >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL ++++ >12.0 mg/dL
7} LY : Light yellow Y : Yellow DY : Dark yellow



R-1049

Table 5-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Urinalysis of male rats (Week 6 of administration)
URINE SEDIMENT
. CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Dose No.
mg/kg’ - 4= + 4+t i+ - +- + 4+ ++t - +- + ++ 4+ el + 4 A4 + - + - + ++ +4++ - - + +4+ F4++
0 5 5 0 0 0 0 5 0 0 0 ¢ 0 5 0 0 0 5 0 0 0 O 0 3 2 0 0 5 0 0 0 O
100 5 4 1 0 0 0 5 0 0 0 O 0 5 0 0 0 5 0 0 0 0 o] 5 0 0 0 5 0 0 0 O
300 5 5 0 0 0 0 5 0 0 0 0 0 5 0 0 O 5 0 0 0 O 0 4 1 0 O 5 0 0 0 O
1000 5 5 0 0 0 0 5 0 0 0 O 0O 5 0 0 © 5 0 0 0 O 0 3 2 0 O 5 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- ! Slight
PS : Phosphate Salts + : Mild
Cco Calcium Oxalate ++ : Moderate

+++ : Severe



R-1049

Table 5-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Water intake and urinalysis (Week 6 of administration)
Male
Water Urine Osmolality
Dose No. intake volume
me/ke mL/24h ml./24h mOsm/kg
0 5 Mean 44 16.0 1884
S.D. 8 5.8 443
100 S Mean 47 i9.0 1739
S.D. 15 8.1 267
300 5 Mean 43 19.3 1771
S.D. 11 7.5 481
1000 5 Mean 41 17.9 1975
S.D. 6 3.7 280

No significant difference in any

treated groups from control group.



Table 5-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2~hydroxypropanoate

Urinalysis of female rats (Satellite group, Week 6 of administration)

R-1049

1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6.06.5 7.0 7.5 8.0 8.5 9.0 B N N T - e 4 44 A4 e
0 5 0 0 0 1 3 1 [0} 0 0 1 2 2 0 0 0 3 1 1 0 0 0 5 0 ¢ & O 0
1000 5 0 0 0 0 0 0 0 0 5 0 2 2 1 0 4] 2 2 1 0 0 0 5 0 0 ¢ ¢ 0
1) - : <10 mg/dL +=~ : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL LR >600 mg/dL
2) - : <5 mg/dL +- : 5 - 7.5 mg/dL + : 7.8 - 30 mg/dL ++ : 31 - 70 mg/dL +++ : 71 - 125 mg/dL 4+ >125 mg/dL
3) - : <30 mg/dL +~ : 30 - 60 mg/dL + : 61 - 125 mg/dL ++ 1 126 - 250 mg/dL +++ : 251 - 750 mg/dL Fararan >750 mg/dL



R-1049

Table 5-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Urinalysis of female rats (Satellite group. Week 6 of administration)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg R TR Sy — 4 4t A+ ht = 4 A4 k4 FAE+ LY Y DY
0 5 5 0 0 0 O 5 0 0 0 0 3 2 0 0 0 ¢ 5 0
1000 5 5 0 0 0 O 5 0 0 O 0 5 ¢ 0 0 0 0 5 0
4) - <0.03 mg/dL +- 0.03 - 0.05 mg/dL + 0.06 - 0.15 mg/dL ++ 0.16 - 0.75 mg/dL  +++ >0.75 mg/dL
5) - <0.5 mg/dL + : 0.5 - 1.5 mg/dL ++ 1.6 - 5.0 mg/dL +++ 5.1 -~ 10.0 mg/dL ++++ >10.0 mg/dL
6) +- 1 <2.0 mg/dL + 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ 7.1 - 12.0 mg/dL ++++ >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



Table 5-7 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally

with Sodium=2-hydroxypropanocate

Urinalysis of female rats (Satellite group, Week 6 of administration)

R-1049

URINE SEDIMENT

CRYSTALLIZATION
-RBC WBC SEC SREC Cast PS [ofs]

Dose No.
mg‘/kg - - + o+t A+ - - L L - - + A+ 4 - +- + 4 G4 - k- + - 4= + 44 R + o+t 4

0 5 5 0 0 0 0 5 0 0 0 0 0 5 0 0 0 5 0 0 0 O 5 0 O 2 3 0 0 ¢ 5 0 6 0 0
1000 5 5 0 0 0 0 5 0 0 0 O 0 5 0 0 O 5 0 0 0 0 5 0 0 0O 5 0 0 0 5 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- : Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ : Moderate

+++ 1 Severe



R-1049

Table 5-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Water intake and urinalysis (Satellite group, Week 6 of administration)
Female
Water Urine Osmolality
Dose No. intake volume
mg/kg mL/24h ml./24h mosm/kg
0 5] Mean 28 6.9 2429
S.D. 5 2.1 328
1000 5 Mean 35 9.8 2453
S.D. 8 2.2 229

- No significant difference between treated group and control group.



Table 5-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Urinalysis of male rats (Week 2 of recovery)

R-1049

1) 2} 3)

pH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6.06.5 7.0 7.5 8.0 8.5 9.0 - 4= R RO R - + ke rEE bt - 4= + e+ At A +F

0 5 0 0 0 0 1 0 2 2 0 0 1 4 0 0 0 1 3 1 0 ¢© 0 5 0 0 0 O 0

1000 5 0 0 0 0 1 0 0 4 0 i1 0 4 0 O 0 1 3 1 0 O 0 5 0 0 0 O 0
1) - : <10 mg/dL +- 1 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL +4++ >600 mg/dL
2} - ¢ <5 mg/dL +- : 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ 1 71 - 125 mg/dL +H++ >125 mg/dL
3) - ¢ <30 mg/dL +- : 30 - 60 mg/dL + : 61 - 125 mg/dL ++ 1 126 - 250 mg/dL +++ : 251 - 750 mg/dL P >750 mg/dL



R-1049

Table 5-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropancate
Urinalysis of male rats (Week 2 of recovery)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No. —mMmMmMm™—————
mg/kg - d= 4 At A+ - 4 4 At A 4= + 4 o+t A LY Y DY
0 5 3 ¢ 4] 5 0 0 O 0 i 4 1 0 0 0 0 5 0
1000 5 5 0 4] 5 0 0 O 0 4 1 0 0 o] 0 5 0
4} - : <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL : 0.5 - 1.5 mg/dL ++ : 1.6 - 5.0 mg/dL  +++ : 5.1 - 10.0 mg/dl. ++++ : >10.0 mg/dL

6) +- : <2.0 mg/dL
7) LY : Light yellow

+
+ 1 2.0 - 3.5 mg/dL  ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
Y : Yellow DY : Dark yelliow



R-1049

Table 5-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Sodium=2-hydroxypropanoate

Urinalysis of male rats (Week 2 of recovery)

URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Dose No.
mg/kg -~ o+ + Fh et - 4 + +4 4+ - 4+ + 4+ 4+ - 4+- + +4+ ++4 + = + - - + 4 e - - + 4+ 4+
0 5 4 0 1 0 O 5 0 0 0 O 0O 5 0 0 0 5 0 0 0 O 0 0 0 1 4 0 O 5 0 0 0 0

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

4+

Severe



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

R-1049

Table 5-12
with Sodium=2-hydroxypropanoate
Water intake and urinalysis (Week 2 of recovery)
Male
Water Urine Osmolality
Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
0 5 Mean 46 18.9 1883
S.D. 13 4.5 585
1000 5 Mean 47 19.4 1776
S.D. 13 5.7 399

No significant difference between treated group and control group.



R-1049

Table 5-13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with Sodium=2-hydroxypropanoate

Urinalysis of female rats (Week 2 of recovery)

1) 2) 3)
pH Protein Ketone body Glucose
Dose No. -
mg/keg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 =t~ 4 e At kAt - 4= 4 A dEE Akt - 4= 4 HF At At
0 5 0 0 2 2 1 2 1 2 0 0 3 2 ¢ 0 0O 0 5 0 0 0 0

1000 5 0 0 1 2 0 2 1 2 0 0 3 1 1 0 0 0 5 ¢ 0 0 0
1) - : <10 mg/dL +- 10 - 25 mg/dL 26 - 85 mg/dL ++ 86 - 250 mg/dL 4+ 251 - 600 mg/dL ot >600 mg/dL
2) - : <5 mg/dL +- 5 - 7.5 mg/dL 7.6 - 30 mg/dL ++ 31 - 70 mg/dL 4 71 - 125 mg/dL ++es >125 mg/dL
3} - : <30 mg/dL +- 30 - 60 mg/dL 61 - 125 mg/dL ++ 126 -~ 250 mg/dL +44 251 - 750 mg/dL LS >750 mg/dL



R-1049

Table 5-14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Urinalysis of female rats (Week 2 of recovery)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg = = 4+ 4 4+ - + 4+ At At B L L LY Y DY
0 5 5 0 0 0 O 5 0 0 O 0 3 1 1 0 0 0O 5 0
1000 5 5 0 0 0 0 5 0 0 0 o 4 1 0 0 0O 0 5 O
4) - : <0.03 mg/dL +- 1 0.03 - 0.05 mg/dL + 0.06 -~ 0.15 mg/dL ++ 0.16 - 0.75 mg/dL +++ >0.75 mg/dL
- 5) - : <0.5 mg/dL + ¢ 0.5 - 1.5 mg/dL ++ 1.6 - 5.0 mg/dL +++ 5.1 - 10.0 mg/dL ++++ >10.0 mg/dL
6) +- : <2.0 mg/dL + 1 2,0 - 3.5 mg/dL  ++ 3.6 - 7.0 mg/dL +++ 7.1 - 12.0 mg/dL ++++ >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



R-1049

Table 5-15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Urinalysis of female rats (Week 2 of recovery)
URINE SEDIMENT
CRYSTALLYZATION
RBC WBC SEC SREC Cast PS co
Dose No.
mg/kg — 4= 4+ ++ e+ - =+ 4 A+ - =+ 4 e P L T +- =+ e+ 4+ O T T
¢} 5 5 ¢ 0 0 O 5 0 0 0 0 5 0 0 0 5 0 0 0 O ¢] 4 1 0 0 0O 0 0 0
1000 5 5 0 0 0 O 5 0 0 0 0 5 0 0 O 5 0 0 0 O ] 11 0 0 6 0 0 ¢
SEC Squamous Epithelial Cell - Negative
SREC Small Round Epithelial Cell +- ¢ Slight
PS : Phosphate Salts + : Mild
co Calcium Oxalate ++ ! Moderate
4+ Severe



R-1049

Table 5-16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate
Water intake and urinalysis (Week 2 of recovery)
Female
Water Urine - Osmolality
Dose No. intake volume
mng/kg mL/24h mL/24h mOsm/kg
0 5 Mean 31 10.7 2077
S.D. 6 4.1 399
1000 5 Mean 31 8.7 2043
S.D. 5 4.5 440

No significant difference between treated group and control group.
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Table 6-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropancate
Hematology (End of administration)
Male
RBC Hb . Ht MCcv MCH MCHC Reticu- Plate- PT APTT  Fibri-
Dose No. ' locyte let nogen
mg/kg X10*/#L g/dL % fL rg g/dL % X10*/ 1L s s mg/dL
0 7 Mean 894 15.1 44 .7 50.0 16.9 33.8 2.1 113.7 14.8 21.4 267
S.D. 21 0.4 1.0 0.8 0.4 0.4 0.5 13.6 3.3 2.9 23
100 5 Mean 890 15.5 45.3 51.0 17.4 34.2 2.1 108.1 14.4 18.2 267
§.D. 24 0.5 1.7 1.8 0.6 0.3 0.4 11.9 2.7 1.3 33
300 5 Mean 881 15.1 44 .5 50.5 17.1 34.0 2.5 117.6 12.5 21.4 293
S.D. 31 0.5 1.5 0.6 0.4 0.5 0.3 10.0 1.2 2.8 39
1000 7 Mean 882 15.4 44.9 50.9 17.5 34.3 2.3 107.8 14.0 21.3 279
S.D. 17 0.3 1.0 1.0 0.3 0.4 0.3 17.9 1.4 2.2 38

No significant difference in any

treated groups from control group.
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Table 6-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Hematology (End of administration)
Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10?/xL)
Dose No.
mg/kg X10%/x, Lymph. Neut. Eosino. Baso. Mono . LUC Lymph. Neut. FEosino. Baso. Mono. LUC
0 7 Mean 106.8 77.9 17.6 1.4 0.3 2.4 0.5 83.3 18.6 1.5 0.4 2.7 0.5
S$.D. 22.7 4.9 4.2 0.4 0.1 0.9 0.2 18.3 5.3 0.5 0.1 1.5 0.2
100 5 Mean 102.4 76.4 18.7 1.4 0.3 2.7 0.4 78.2 19.2 1.5 0.3 2.7 0.5
S.D. 16.2 5.8 6.3 0.5 0.1 0.9 0.3 13.3 7.6 0.6 0.1 0.7 0.4
300 5 Mean 108.4 71.4 23.4 1.3 0.3 3.1 0.6 78.1 24.8 1.4 0.4 3.2 0.8
S.D. 42.7 7.7 7.8 0.3 0.1 0.9 0.4 35.8 9.8 0.8 0.3 0.8 0.3
1000 7 Mean 95.0 73.0 21.1 1.6 0.3 3.4 0.6 69.6 19.9 1.5 0.3 3.2 0.5
S.D. 10.4 4.5 4.0 0.5 0.1 0.8 0.3 10.7 3.5 0.5 0.0 0.6 0.3

LUC : Large unstained cells
No significant difference in any

treated groups from control group.
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Table 6-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Hematology (Lactation day 5)
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X10*/ 1L g/dL % fL Pg g/dL % X104/ »L s s mg/dL
0 10 Mean 726 13.2 39.2 54.0 18.1 33.6 7.2 149.0 11.9 15.86 332
5.D. 35 0.5 1.6 1.4 0.6 0.6 1.3 17.1 0.6 1.9 59
100 5 Mean 718 13.3 39.5 55.1 18.5 . 33.7 7.3 140.6 12.4 17.0 287
S.D. 51 0.9 2.7 1.8 0.6 0.1 1.2 9.9 0.9 1.2 50
300 5 Mean 696 13.0 38.9 56.1 18.7 33.4 7.7 142.3 12.2 17.6 275
S.D. 69 1.1 3.1 2.2 0.9 0.5 2.3 14.7 0.8 2.9 64
1000 12 Mean 734 13.2 39.4 53.7 18.0 33.5 6.9 154.0 12.2 16.8 320
S.D. 37 0.7 2.1 1.5 0.4 0.5 1.3 22.9 0.8 1.7 63

No significant difference in any

treated groups from control group.
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Table 6-4 A combined repeated-~dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Hematology (Lactation day 5)

Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%/xL)

Dose No.
mg/kg X10*/#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 10 Mean 105.4 50.9 45.4 0.8 0.2 2.3 0.4 53.2 48.3 0.8 0.2 2.4 0.5
S.D. 21.4 11.4 11.9 0.3 0.1 0.8 0.2 14.8 18.0 0.3 0.1 0.9 0.3
100 [ Mean 119.7 65.1 30.8 0.8 0.2 2.6 0.5 5.7 38.9 0.9 0.3 3.1 0.7
S.D. 45.2 12.8 12.1 0.2 0.1 0.8 0.3 22.4 25.8 0.7 0.2 1.8 0.6
300 5 Mean 92.6 59.2 35.4 1.0 0.2 3.6* 0.7 52.4 35.1 0.9 0.2 3.2 0.7
S.D. 35.2 12.7 13.4 0.2 0.0 1.0D 0.4 15.4 21.5 0.4 0.1 1.5 0.6
1000 12 Mean 122.4 59.1 36.8 0.9 0.2 2.4 0.6 71.9+ 45.5 . 1.1 0.3 2.9 0.7
S.D. 24.5 9.0 8.9 0.3 0.1 0.9 0.3 16.1D 16.3 0.5 0.1 1.1 0.4

LUC : Large unstained cells
* : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 6-5 . A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Hematology (Satellite group, End of administration)

Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X210/ 1L g/dL % fL g g/dL %  X10%/ML s s mg/dL
0 5 Mean 848 15.1 43.2 51.0 17.8 34.9 1.8 119.6 11.5 18.6 196
S.D. 28 0.4 1.1 1.0 0.1 0.5 0.4 14.8 0.3 2.0 11
1000 5 Mean 837 14.9 42.8 . 51.1 17.9 35.0 1.9 115.5 11.7 18.1 189
S.D. 38 0.7 2.4 2.3 0.5 0.6 0.6 10.5 0.3 2.0 22

No significant difference between treated group and control group.
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Table 6-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate
Hematology (Satellite group, End of administration)
Female
Differential leukocyte counts (%) Differential leukocyte counts {(X102/4L)
Dose No.
mg/kg Lymph. Neut. Eosino. Baso. Mono. LucC
0 S Mean 55.5 74.6 7 2.0 0.3 2.1 0.4 41.6 11.2 1.1 0.1 1.2 0.2
S.D. 6.8 6.6 i 0.5 0.1 1.1 0.3 7.2 4.1 0.4 0.1 0.7 0.2
1000 5 Mean 51.8 70.7 2 2.1 0.2 2.9 0.4 36.8 12.3 1.1 0.1 1.3 0.2
S.D. 7.3 9.4 .5 0.4 0.1 0.8 0.1 8.7 4.7 0.3 0.0 0.4 0.1

LUC : Large unstained cells

No significant difference between treated

group and control

group.
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Table 6-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Hematology (End of recovery)
Male
RBC Hb Ht MCVv MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X10%/ KL g/dL % fL Pg g/dL % X104/ #L s s mg/dL
4] 5 Mean 905 15.4 44.8 49.3 17.0 34.6 1.8 107.5 14.3 24.9 310
S.D. 28 0.1 0.7 1.6 0.5 0.4 0.4 5.6 1.9 1.2 16
1000 5 Mean 904 15.4 44.6 49.4 17.1 34.6 1.6 110.1 15.0 21.6+ 293
S$.D. 42 0.5 1.2 1.6 0.7 0.8 0.5 7.7 1.1 2.37T 29

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

T : Student's t-test
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Table 6-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate

Hematology (End of recovery)

Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%/xL)}

Dose No.
mg/kg X10%/4#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
4] 5 Mean 119.4 79.0 15.8 1.5 0.4 2.8 0.5 94.1 19.1 1.8 ¢.5 3.4 0.7
S.D. 15.7 6.5 6.2 0.4 0.1 1.1 0.3 12.2 8.3 0.6 0.1 1.7 0.4
1000 5 Mean 109.3 79.9 16.0 1.2 0.4 1.9 0.6 87.5 17.3 1.2 0.5 2.2 0.7
S.D. 22.0 3.4 4.0 0.3 0.1 0.5 0.4 19.3 4.1 0.2 0.2 0.9 0.6

LUC : Large unstained cells
No significant difference between treated group and control group.
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Table 6-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Hematology (End of recovery)
Female
RBC - Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X10°/ 1L g/dL % fL pg g/dL % X10°/rL s s mg/dL
0 5 Mean 829 15.1 42.3 51.0 18.2 35.7 2.3 110.8 11.6 16.4 203
S.D. 19 0.2 0.8 1.1 0.5 0.6 0.4 8.0 0.3 2.0 19
1000 S Mean 819 15.2 42.2 51.6 18.6 35.9 1.9 108.1 11.6 15.8 214
S.D. 29 0.5 1.4 1.1 0.5 0.2 0.5 10.9 0.4 0.4 24

No significant difference between treated group and control group.
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Table 6-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate
Hematology (End of recovery)
Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%*/4L)
Dose No.
mg/kg X10*/#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 84.5 74.5 21.0 1.6 0.3 2.3 0.4 83.2 17.5 1.3 0.2 2.0 0.3
S.D. 10.0 5.3 5.3 0.4 0.1 0.4 0.2 10.2 3.4 0.2 0.1 0.5 0.1
1000 5 Mean 80.3 80.3 15.1 1.8 0.3 2.3 0.5 64.7 11.9% 1.2 0.2 1.8 Q.5
S.D. 21.7 2.5 2.2 0.7 0.1 0.4 0.3 18.9 2.8T 0.4 0.1 0.4 0.2

LUC : Large unstained cells

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

T : Student's t-test
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Table 7-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Blood chemistry (End of administration)
Male
AST ALT LDH v —GTP ALP T.cho TG PL. T.bili- Glucose
Dose  No. (GOT) (GPT) . rubin
mg/kg 1U/L Iu/L IU/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 7 Mean 87 29 49 1 347 41 39 72 0.1 144
S.D. 8 4 8 0 65 9 10 10 0.1 11
100 5 Mean 63 26 44 1 335 47 41 80 0.1 151
S.D. 6 . 4 [¢] 0 52 11 15 13 0.0 23
300 5 Mean 62 31 51 1 342 59 47 95+ 0.1 144
S.D. 4 9 10 0 107 20D 18 25D 0.0 i0
1000 7 Mean 71 31 51 1 357 48 50 81 0.1 155
S.D. 10 3 5 4] 22 7 21 10 0.0 10

* : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 7-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate ’

Blood chemistry (End of administration)

Male
BUN Crea- Na K cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg /4L mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 7 Mean 14 0.30 144 4.6 107 9.6 6.5 6.0 3.1 1.11
S.D. 2 0.03 1 0.3 2 0.2 0.8 0.2 0.1 0.14
100 5 Mean 15 0.28 145 4.5 108 9.6 6.2 6.0 3.2 1.10
S.D. 1 0.03 1 0.3 2 0.4 0.4 0.0 0.1 0.04
300 5 Mean 15 0.30 145 4.4 106 9.8 6.6 6.2 3.2 1.10
S.D. 1 0.02 1 0.2 2 0.2 0.7 0.2 0.2 0.12
1000 7 Mean 17w 0.29 144 4.2« 1025+ 9.7 6.3 6.1 3.2 1.11
$.D. 2D .03 1 0.3D 2D 0.3 0.3 0.3 0.1 0.04

# ¢ p<0.05 ; #% : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 7-3 A combined repeated-dose/reproductive~-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Blood chemistry (Lactation day 5)
Female
AST ALT LDH r —GTP ALP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg IU/L IU/L IU/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 10 Mean 99 66 55 1 230 55 46 113 0.1 134
S.D. 42 32 24 0 58 9 23 19 0.0 16
100 5 Mean 94 48 47 1 245 44 44 95 0.1 129
S.D. 50 12 23 0 62 10 20 21 0.1 13
300 5 Mean 74 45 49 1 158 52 51 109 0.0 132
S.D. 17 11 11 0 41 15 11 29 0.1 10
1000 12 Mean 88 60 48 1 244 57 62 116 0.1 129
S.D. 24 19 i6 0 111 13 29 26 0.0 8

No significant difference in any treated groups from control group.
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Table 7-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate
Blood chemistry (Lactation day 35)
Female
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine
mg/kg ng/dL mg/dL mmol /L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 10 Mean 17 0.32 142 4.5 109 9.8 6.7 6.2 3.4 1.18
S.D. 2 0.05 1 0.3 2 0.2 0.5 0.2 0.1 0.12
100 S Mean 17 0.31 142 4.5 111 10.0 6.8 6.1 3.3 1.18
S.D. 2 0.04 2 0.3 2 0.2 0.4 0.2 0.1 0.08
300 5 Mean 16 0.30 142 4.6 109 10.0 7.2 6.4 3.5 1.20
S.D. 2 0.06 1 0.3 1 0.2 0.6 0.2 0.2 0.05
1000 12 Mean 16 0.31 140#+~ 4.7 109 10.0 6.9 6.3 3.5 1.21
S.D. 2 0.04 1D 0.4 2 0.3 0.9 0.3 0.2 0.08

#% : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 7-5 A combined repeasted-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Blood chemistry (Satellite group, End of administration)
Female
AST ALT LDH r —GTP ALP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg 1U/L IU/L 1U/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
[0} 5 Mean 69 36 48 1 150 67 21 126 0.1 126
S.D. 17 19 10 0 21 9 12 21 0.0 16
1000 S Mean 62 28 37 1 167 59 22 116 0.1 129
S.D. 11 13 11 1 50 13 12 25 0.0 19

No significant difference between treated group and control group.
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Table 7-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Blood chemistry (Satellite group, End of administration)

Female
BUN Crea- Na K [} Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L mmol/L  mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 19 0.37 142 4.5 110 10.0 5.0 6.7 3.8 1.30
S.D. 1 _ 0.04 1 0.3 1 0.3 0.7 0.4 0.3 0.06
1000 S Mean 19 0.34 142 4.0 108 9.8 4.8 6.5 3.7 1.31
S.D. 3 0.03 1 0.6 2 0.3 1.5 0.4 0.3 0.07

No significant difference between treated group and control group.
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Table 7-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Blood chemistry (End of recovery)

Male

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

Dose No. (GOT) (GPT) rubin
mg/kg IU/L IU/L IU/L 1U/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 59 28 43 1 329 50 62 87 0.1 150
S.D. 5 4 7 0 79 12 39 15 0.0 13
1000 5 Mean 59 30 45 1 341 43 38 77 0.1 139
S.D. 6 4 5 0 57 10 6 11 0.0 17

No significant difference between treated group and control group.
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Table 7-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Blood chemistry (End of recovery)

Male
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
Q 5 Mean 14 0.27 144 4.6 106 9.5 6.2 6.4 3.3 1.05
S.D. 1 0.01 1 0.3 1 0.2 0.7 0.1 0.1 0.08
1000 5 Mean 15 0.26 144 4.7 107 9.4 5.9 6.1 3.2 1.08
S.D. 2 0.02 1 0.2 1 0.4 0.7 0.3 0.1 0.08

No significant difference between treated group and control group.
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Table 7-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate
Blood chemistry (End of recovery)
Female
AST ALT LDH 7 —GTP ALP T.cho TG PL. T.bili- Glucose
Dose  No. (GOT) (GPT) . rubin
mg/kg IU/L 1U/L IU/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 S Mean 71 42 48 1 133 67 48 134 0.1 137
S.D. 13 13 8 1 16 10 24 15 0.0 13
1000 5] Mean 84 41 59 1 135 69 34 130 0.1 130
S.D. 42 19 29 1 10 13 10 17 0.0 13

No significant difference between treated group and control group.
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Table 7-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Blood chemistry (End of recovery)

Female
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL- mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 S Mean 16 0.32 142 4.3 108 9.8 4.7 6.6 3.8 1.32
S.D. 1 0.05 1 0.2 1 0.4 0.4 0.3 0.2 0.11
1000 5 Mean 16 0.31 141+% 4.5 109 9.8 4.8 6.5 3.6 1.26
S.D. 2 0.02 1T 0.2 1 0.3 0.4 0.5 0.2 0.07

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

Hormones (End of administration)

Male

Dose No. Ta Ta TSH

ng/kg ng/dL #rg/dL ng/mL

0 7 Mean 75.7 5.2 2.87

S.D. 14.5 0.7 1.32

100 5 Mean 74.9 5.6 2.34

S.D. 11.7 0.9 0.55

300 5 Mean 77.6 6.7 2.64

S.D. 7.1 0.9 1.19

1000 7 Mean 85.9 6.9« 5.91%
S.D. 13.6 1.6D 3.18DT

# : p<0.05 (Significant difference from control group)
D : Dunnett’'s test
DT : Dunnett-type rank test



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

R-1049

Table 8-2
with Sodium=2-hydroxypropanoate
Hormones (Lactation day 5)
Female
Dose No. Ta Ta TSH
mg/kg ng/dL #g/dL ng/mL
0 10 Mean 74.7 4.2 3.25
S.D. 8.7 0.5 1.24
100 5 Mean 74.6 3.8 4.45
S.D. 11.2 0.6 1.40
300 5 Mean 69.8 3.6 3.01
S.D. 12.6 0.7 2.24
1000 12 Mean 76.7 4.0 3.35
S.D. 11.6 0.5 1.85
No significant difference in any treated groups from control group.
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Table 8-3 A combined repeated—dose/reproductive—de%élopmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Hormones (Satellite group, End of administration)
Female
Dose No. Ta Ta TSH
mg/kg ng/dL mg/dL ng/mL
0 5 Mean 87.5 3.0 2.25
S.D. 21.8 0.8 0.93
1000 5 Mean T77.7 4.4 1.97
S.D. 15.2 1.4 0.75

No significant difference between treated group and control group.
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Table 8-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Hormones (End of recovery)
Male
Dose No. Ta Ta TSH
mg/ke ng/dL mg/dL ng/mL
0 5 Mean 77.1 5.8 2.31
S.D. 18.1 1.0 1.95
1000 5 Mean 75.7 5.9 2.93
S.D. 10.0 0.6 1.99

No significant difference between treated group and control group.
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Table 8-5 A combined repeated—dose/reproductive~developménta1 toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Hormones (End of recovery)
Female
Dose No. Ta Ta TSH
mg/kg ng/dL #g/dL ng/mL
0 5 Mean 76.1 3.6 1.32
S.D. 13.2 0.5 0.66
1000 5 Mean 84.3 3.4 0.68
S.D. 13.4 0.8 0.39

No significant difference between treated group and control group.
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Table 9-1 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Organ weight of male rats (End of administration period)

Body Brain Pituitary Thyroid Thymus Heart

Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 7 7 7 7 7 7
0 Mean 532 2.16 14.3 22.9 311 1.51
S.D. 42 0.09 1.9 2.9 50 0.10
No. 5 5 5 5 5 5
Absolute 100 Mean 525 2.12 14.3 24.0 316 1.45
S.D. 69 0.08 1.4 4.1 41 0.19
No. 5 5 5 5 5 5
300 Mean 556 2.20 15.7 27.6 297 1.57
S.D. 49 0.11 1.5 2.9 57 0.17
No. 7 7 7 7 7 7
1000 Mean 534 2.10 14.8 24.5 291 1.43
S.D. 26 0.09 1.9 2.9 75 0.09
No. T 7 7 7 7
0 Mean 0.41 2.7 4.3 58 0.28
S.D. 0.02 0.3 0.3 9 0.02
No. 5 5 5 5 5
Relative 100 Mean 0.41 2.7 4.7 Gl 0.28
S.D. 0.05 0.2 1.2 9 0.02
No. 5 5 5 5 5
300 Mean 0.40 2.9 5.0 53 0.28
S.D. 0.03 0.2 0.2 9- 0.01
No. 7 7 7 7 T
1000 Mean 0.39 2.8 4.6 55 0.27
S.D. 0.02 0.4 0.7 15 0.02

No significant difference in any treated groups from control group. '
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Table 9-2 . A-combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate -

Organ weight of male rats (End of administration period)

Liver Spleen Kidney Adrenal

Dose (R+L) (R+L)
mg/ke g(g/100g BW) g{g/100g BW) g(g/100g BW) mg(mg/100g BW)
No. 7 7 7 7

0 Mean 13.69 0.85 3.41 62
S.D. 1.82 0.12 0.30 10

No. 5 5 5 5

Absolute 100 Mean 14.22 0.89 3.40 67
S.D. 2.88 0.12 0.37 8

No. 5 5 5 5

300 Mean 15.24 0.87 3.64 67
S.D. 2.85 0.12 0.54 10

No. 7 7 7 ¢

1000 Mean 14.31 0.84 3.59 T0
S.D. 1.38 0.17 0.31 13

No. 7 7 7 7

0 Mean 2.56 0.16 0.64 11
S.D. 0.17 0.01 0.04 1

No. 5 5 5 5

Relative 100 Mean 2.69 0.17 0.65 13
S.D. 0.23 0.01 0.04 1

No. 5 5 5 5

300 Mean 2.72 0.16 0.65 12
S.D. 0.28 0.01 0.05 1

No. 7 7 7 7

1000 Mean 2.68 0.16 0.67 13
S.D. 0.19 0.02 0.04 2

No significant difference in any treated groups from control group.
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Table 9-3 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Organ weight of male rats (End of administration period)

Body Testis Epididymis

Dose weight (R+L.) {R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW)
No. 7 7 7

o] Mean 532 3.04 1162
S.D. 42 1.00 298

No. 12 12 12

Absolute 100 Mean 526 3.22 1279
S.D. 49 0.40 166

No. 12 12 12

300 Mean 541 3.47 1301
S.D. 38 0.21 69

X No. 7 T 7
1000 Mean 534 3.33 1297
S.D. 26 0.18 96

No. ' T 7

0 Mean 0.57 220
S.D. 0.19 60

No. 12 12

Relative 100 Mean 0.62 247
S.D. 0.11 44

No. 12 12

300 Mean 0.64 241
S.D. 0.05 20

No. 7 . 7

1000 Mean 0.62 . 243
S.D. 0.04 i5

No significant difference in any treated groups from control group.



Table 9-4

A‘éombined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Organ weight of female rats (Main group, end of administration period)

Body Brain Pituitary Thyroid Thymus Heart

Dose weight (R+L)
mg/kg g g{g/100g BW) mg(mg/100g B¥) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 10 10 10 10 10 10
0 Mean 309 1.97 16.8 17.2 176 1.03
S.D. 21 0.186 3.8 3.7 62 0.07
No. 5 5 S 5 5 5
Absolute 100 Mean 317 1.93 18.9 16.3 221 1.04
S.D. 18 0.04 1.3 1.7 84 0.13
No. 5 5 51 S 5 5
300 Mean 327 1.99 19.4 18.8 210 1.04
S.D. 38 0.07 1.7 3.3 48 0.09
No. 12 12 12 12 12 12
1000 Mean 328 1.98 19.3 18.6 283%+% 1.09
S.D. 16 0.08 1.8 3.0 59D Q.07
No. 10 10 10 10 10
0 Mean 0.64 5.4 5.6 57 0.33
S.D. 0.06 1.2 1.0 18 0.02
No. 5 5 5 5 5
Relative 100 Mean 0.61 6.0 5.1 70 0.33
S.D. 0.03 0.4 0.3 25 0.02
No. 5 5 5 5 5
300 Mean 0.61 6.0 5.8 G4 0.32
S.D. 0.086 0.4 1.2 11 0.01
No. 12 12 12 12 12
1000 Mean 0.61 5.9 5.7 80= 0.33
S.D. 0.04 0.7 1.0 17D 0.02

#: p<0.05; #+: p<0.01 (Significant difference from control grdup)

D: Dunnett's test
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Table $8-5 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Organ weight of female rats (Main group, end of administration period)

Liver Spleen Kidney Adrenal Ovary Uterus

Dose (R+L) (R+L) (R+L)
ng/kg g{g/100g BW). g{g/100g BW) g(g/100g BW) mg(mg/100g B¥W) mg(mg/100g BW) mg(mg/100g BW)
No. 10 10 10 10 10 10
0 Mean 9.97 0.62 2.05 76 110.0 693
S.D. 0.80 0.09 0.13 12 14.4 52
No. 5 5 5 5 5 5
Absolute 100 Mean 10.32 0.69 2.13 81 124.1 710
S.D. 0.90 0.02 0.32 15 25.4 116
No. 5 5 5 5 5 5
300 Mean 10.84 0.74# 2.19 85 122.9 714
S.D. 0.87 0.05D 0.20 9 13.7 94
No. 12 12 12 12 12 12
1000 Mean 10.92+ 0.76%% 2.25 88 118.5 779
S.D. 0.83D 0.08D 0.16 9 14.6 142
No. 10 10 10 10 10 10
0 Mean 3.23 0.20 0.66 25 35.9 225
S.D. 0.15 0.02 0.04 4 6.3 20
No. 5 5 5 5 5 5
Relative 100 Mean 3.25 0.22 0.67 26 39.3 224
S.D. 0.23 0.01 0.08 4 8.7 30
No. 5 5 5 5 5 5
300 Mean 3.32 0.22 0.67 26 37.7 219
S.D. 0.15 0.02 0.04 2 4.0 25
No. 12 12 12 12 12 ’ 12
1000 Mean 3.33 0.23%» 0.69 27 36.1 237
S.D. 0.19 0.02D 0.05 3 3.8 41

#: p<0.05; »»: p<0.01 (Significant difference from control group)
D: Dunnett’'s test
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Table 9-6 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropancate
Organ weight of female rats (Satellite group, end of administration period)
Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW} mg(mg/100g BW) g{g/100g BW)
No. 5 5 S 5 5 5
Absolute 0 Mean 291 2.03 17.1 16.8 305 0.91
S.D. 17 0.08 3.5 3.5 135 0.04
No. S 5 5 5 S 5
1000 Mean 285 1.97 17.2 18.3 263 0.91
S.D. 20 0.09 2.3 4.6 39 0.05
No. 5 5 5 5 5
Relative 0 Mean 0.70 5.9 5.8 104 0.31
S.D. 0.05 1.4 1.1 42 0.01
No. 5 5 51 54 S
1000 Mean 0.69 6.0 6.5 92 0.32
S.D. 0.06 Q.7 1.7 13 0.01

No significant difference between

treated group and control group.
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Table 9-7 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Organ weight of female rats (Satellite group, end of administration period)

Liver Spleen Kidney Adrenal Oovary Uterus

Dose {R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) g{g/100g BW) mg(mg/100g BW) mg{(mg/100g BW) mg{mg/100g BW)
No. . 5 5 5 5 5 5
Absolute 4] Mean 7.37 0.57 1.82 71 89.4 607
S.D. 0.53 0.06 0.15 9 12.5 111
No. 5 5 5 5 5 53
1000 Mean 7.62 0.55 1.98 70 92.1 635
S.D. (.86 0.07 0.13 5 11.7 171
No. 5 5 5 5 5 5
Relative 0 Mean 2.53 0.20 0.63 25 30.9 208
S.D. 0.14 0.02 0.05 4 5.0 31
No. 5 5 5 5 5 S
1000 Mean 2.67 0.19 0.70#= 25 32.3 222
S.D. 0.18 .03 0.03T 3 3.2 52

#: p<0.05 (Significant difference from control group)
T: Student's t-test
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Table 9-8 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate
Organ weight of male rats (End of recovery period)
Body Brain Pituitary Thyroid Thymus Heart
Dose weight {R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg{(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 548 2.11 13.3 21.5 234 1.55
S.D. 42 0.05 1.4 4.6 51 0.21
No. 5 5 5 5 5 5
1000 Mean 546 2.11 13.3 23.7 231 1.56
S.D. 35 0.08 0.3 2.4 40 0.11
No. 5 5 5 5 5
Relative 0 Mean 0.39 2.4 3.9 43 0.28
S.D. 0.03 0.2 0.8 8 0.03
No. 5 5 5 5 53
1000 Mean 0.39 2.4 4.4 43 0.29
S.D. 0.01 0.1 0.6 10 0.01

No significant difference between

treated group and control group.
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Table 9-9 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Organ weight of male rats (End of recovery period)

Liver Spleen Kidney Adrenal Testis Epididymis

Dose . (R+L) (R+L) (R+L) {R+L}

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

No. 5 5 5 5 5 5

Absolute 0 Mean 14.83 0.83 3.38 68 3.40 1323
S.D. 2.25 0.04 0.31 11 0.34 35

No. 5 5 5 5 5 5

1000 Mean 13.64 0.79 3.67 69 3.45 1355

S.D. 1.03 0.08 0.25 16 0.36 94

No. 5 5 5 5 5 5

Relative 0 Mean 2.70 0.15 0.62 12 0.62 243
S.D. 0.21 0.01 0.06 2 0.07 23

No. 5 5 5 5 » 5 5

1000 Mean 2.50 0.15 0.67 13 0.63 249

S.D. 0.07 0.02 0.04 2 0.08 27

No significant difference between treated group and control group.
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Table 9-10 A combined repeated-dose/reproductive-developmént toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Organ weight of female rats (End of recovery period)
Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
mg/kg g g(g/100g BW) mg{mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 5 5 S 5 5 5
Absolute 0 Mean 284 1.94 17.2 14.2 268 0.92
S.D. 30 0.08 2.6 0.9 60 0.08
No. 5 S5 5 5 5 5
1000 Mean 303 1.98 18.2 16.6+ 339 0.92
S.D. 16 0.05 1.6 1.5T 22 0.05
No. 5 5 5 5 5
Relative 0 Mean 0.69 6.1 5.0 93 0.32
S.D. 0.06 1.1 0.4 12 0.02
No. 5 5 5 5 5
1000 Mean 0.65 6.0 5.5 112+« 0.30
S.D. 0.04 0.5 0.7 9T 0.03

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

T: Student's t-test
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Table 9-11 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Organ weight of female rats (End of recovery period)
Liver Spleen Kidney Adrenal Ovary Uterus
Dose {R+L) {R+L) {R+L)
mg/kg g(g/100g BW) g{g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 7.69 .56 1.80 70 89.6 578
S.D. 1.07 .11 0.10 16 15.1 76
No. 5 5 5 5 5 5
1000 Mean 7.98 .64 1.95« 79 95.8 571
S.D. 0.86 .12 0.10T 12 7.8 139
No. 5 5 5 5 5 5
Relative 0 Mean 2.70 .19 0.64 25 31.8 203
S.D. 0.26 .02 0.06 6 6.4 - 18
No. 5 5 5 5 5 5
1000 Mean 2.63 .21 0.64 26 31.6 190
S.D. 0.16 .03 0.04 3 3.1 50

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

T: Student's t-test
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Table 10-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Gross pathological findings (End of administration period (D42))

Organs Sex: M M M M
Dose(mg/kg) : 0 100 300 1000
Findings Number: 7 12 12 7
Epididymis
Small 1
Kidoey
Cyst 1 0
Testis
Small 1




R-1049

Table 10-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Gross pathological findings (End of admimistration period (D42))
Organs Sex: F F
Dose(mg/kg): 0 1000
Findings Number: 5 5
All tissues
Not remarkable 5 5

F : Female
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Table 10-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Gross pathological findings (End of administration period (L4))

Organs Sex: F F F F
Dose(mg/kg): 0 100 300 1000

Findings Number: 10 11 12 12
Cerebrum

Cyst 1 0 0 0
Liver

Focus,dark red 0 0 1 0

Area,white 0 0 1 0
Mammary gland, inguinal

Poor development 0 0 1 0
Stomach

Focus,dark red,glandular stomach 5 2 Q 2

F : Female
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Table 10-4 A combined repeated-dose/reproductive-~developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Gross pathological findings (End of recovery period)

Organs Sex: M M F F
Dose (mg/kg) : 0 1000 0 1000
Findings Number: 5 5 S 5

- Stomach
Focus,dark red, glandular stomach 0 0 1 0

M : Male, F : Female
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Table 10~5 A combined repeéted—dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Gross pathological findings (Undelivered until gestation day 25)
Organs Sex: F F
Dose{mg/kg) : 0 100
Findings Number : 2
All tissues
Not remarkable 2 1

F : Female
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Table 11-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Histopathological findings (End of administration period (D42))

Organs Sex: M M
Dose(mg/kg): 0 100 300 1000
Findings Number: 7 12 12
Adrenal

Number examined
Not remarkable
Bone+Bone marrow,femoral
Number examined
Not remarkable
Bone+Bone marrow,sternal
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Cerebellum(pons)
Number examined
Not remarkable
Epididymis
Number examined
Not remarkable
Cell debris,luminal
mild
Decrease sperm,ductal
mil
Eye
Number examined
Not remarkable
Atrophy,retinal
mild
Heart
Number examined
Not remarkable
Myocarditis,focal
minimal
Intestine, duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine,ileum(Peyer's patch)
Number examined
Not remarkable
Intestine,cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
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M : Male
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Table 11-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Histopathological findings (End of administration period (D42))

Organs Sex: M
L Dose(mg/kg): 0 100 300 1000
Findings: Number: 7 12 12

Intestine,rectum
Number examined
Not remarkable
Kidney .
Number examined
Not remarkable
Cyst
minimal
Regeneration, tubular
minimal
mild
Urinary cast
minimal
Liver
Number examined
Not remarkable
Microgranuloma
minimal
Lung(bronchus)
Number examined
Not remarkable
Appearance,alveoclar macrophage
minimal
Cell infiltration,focal
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node,submandibular
Number examined
Not remarkable
Mammary gland,inguinal
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Prostate
Number examined
Not remarkable
Cell infiltration,inflammatory
minimal
miid
Sciatic nerve
Number examined
Not remarkable
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M : Male
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Table 11-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Histopathological findings (End of administration period (D42))

Organs Sex: M M M
Dose(mg/kg) : 0 100 300 1000
Findings Number: 7 12 12
Seminal vesicle
Number examined 7 0 0 T
Not remarkable 7 0 0 7
Spinal cord,thoracic
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Spleen
Number examined 7 0 0 7
Not remarkable 3 0 0 4
Hematopoiesis,extramedullary 4 0 0 3
minimal 4 0 0 3
Stomach
Number examined 7 12 12 7
Not remarkable 7 12 9 0
Hyperplasia,squamous,limiting ridge 0 0 3 7
minimal 0 0 2 3
mild 0 0 1 4
Testis
Number examined 7 1 0 7
Not remarkable 5 0 0 7
Atrophy,seminiferous tubular 2 1 0 0
minimal 1 1 0 0
severe 1 0 0 0
Thyroid
Number examined 7 o] 0 7
Not remarkable T 0 0 7
Thymus
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Trachea
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Urinary bladder
Number examined 7 0 0 7
Not remarkable 7 0 0 7

M : Male
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Table 11-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Histopathological findings (End of administration period (D42))

Organs Sex: F F
Dose(mg/kg) : 0 1000
Findings Number: 5 )
Adrenal
Number examined 5 5
Not remarkable 5 5
Bone+Bone marrow, femoral
Number examined 5 5
Not remarkable 5 )
Bone+Bone marrow,sternal
Number examined 5 5
Not remarkable 5 5
Cerebrum
Number examined 5 5
Not remarkable 5 5
Cerebellum(pons)
Number examined S5 5
Not remarkable 5 5
Eye
Number examined 5 5
Not remarkable 5 5
Heart
Number examined 5 5
Not remarkable 5 5
Intestine, duodenum
Number examined 5 5
Not remarkable 5 5
Intestine, jejunum :
Number examined 5 5
Not remarkable 5 5
Intestine,ileum(Peyer’'s patch)
Number examined 5 5
Not remarkable 5 5
Intestine, cecum
Number examined 5 5
Not remarkable S S
Intestine,colon
Number examined 5 5
Not remarkable 5 5
Intestine,rectum
Number examined 5 5
Not remarkable 5 5
Kidney
Number examined 5 5
Not remarkable 5 5
Liver
Number examined 5 5
Not remarkable 4 5
Microgranuloma 1 0
minimal 1 Y

¥ : Female
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Table 11-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Histopathological findings (End of administration period (D42))

Organs Sex: F F
X Dose(mg/kg): 0 1000
Findings Number: 5
Lung(bronchus)

Number examined

Not remarkable
Lymph node,mesenteric

Number examined

Not remarkable .
Lymph node,submandibular

Number examined

Not remarkable
Mammary gland, inguinal

Number examined

Not remarkable
Ovary

Number examined

Not remarkable
Parathyroid

Number examined

Not remarkable
Pituitary

Number examined

Not remarkable
Sciatic nerve

Number examined

Not remarkable
Spinal cord,thoracic

Number examined

Not remarkable
Spleen

Number examined

Not remarkable

Hematopoiesis,extramedullary

minimal

Stomach

Number examined

Not remarkable

Hyperplasia,squamous, limiting ridge

minimal

Thyroid

Number examined

Not remarkable
Thymus

Number examined

Not remarkable
Trachea

Number examined

Not remarkable
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‘F : Female
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Table 11-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Histopathological findings (End of administration period (D42))
Organs Sex: F F
Dose(mg/kg): 0 1000
Findings Number: 5 5
Urinary bladder
Number examined 5 5
Not remarkable 5 5
Uterus
Number examined 5 5
Not remarkable 5 5
Vagina
Number examined 5 5
Not remarkable 5 5

F : Female
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Table 11-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
L Dose(mg/kg): 0 100 300 1000
Findings Number: 10 11 12 12
Adrenal
Number examined 10 0 0 12
Not remarkable 6 0 0 5
Hypertrophy,cortical cell 4 0 0 7
minimal 3 0 0 7
mild 1 0 0 Q
Bone+Bone marrow, femoral
Number examined 10 0 0 12
Not remarkable 10 0 0 12
Bone+Bone marrow,sternal
Number examined 10 0 0 12
Not remarkable 10 0 0 12
Cerebrum
Number examined 10 0 0 12
Not remarkable 9 0 0 12
Hypoplasia,focal 1 0 0 0
mild 1 0 0 0
Cerebellum({pons)
Number examined 10 0 0 12
Not remarkable 10 0 0 12
Eye
Number examined 10 0 0 12
Not remarkable 10 0 0 11
Dysplasia,retinal 0 0 0 1
minimal 0 0 0 1
Heart
Number examined 10 0 0 12
Not remarkable 10 0 0 12
Intestine, duodenum
Number examined 10 0 0 12
Not remarkable 10 0 0 12
Intestine, jejunum
Number examined 10 0 0 12
Not remarkable 10 0 0 12
Intestine,ileum(Peyer’'s patch)
Number examined 10 0 0 12
Not remarkable 10 0 0 12
Intestine, cecum
Number examined 10 0 0 12
Not remarkable 10 0 0 12
Intestine,colon
Number examined 10 0 0 12
Not remarkable 10 0 0 12
Intestine,rectum
Number examined 10 0 0 12
Not remarkable 10 0 0 12

F : Female
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Table 11-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate

Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
Dose(mg/kg): 0 100 300 1000
Findings Number : 10 11 12 12
Kidney
Number examined 10 0 0 12
Not remarkable 10 0 -0 10
Regeneration, tubular 0 0 0 2
minimal 0 4] 0 2
Liver
Number examined 10 0 1 12
Not remarkable 10 0 0 10
Cyst 0 O 1 0
minimal 0 0 1 0
Necrosis, focal 0 0 0 2
minimal 0 0 0 2
Necrosis,hepatocytic,central 0 0 1 0
mild 0 0 1 0
Lung{bronchus)
Number examined 10 0 0 12
Not remarkable 9 0 0 12
Appearance,alveolar macrophage 1 0 0 0
minimal 1 4] 0 0
Lymph node,mesenteric
Number examined 10 0 0 12
Not remarkable 10 0 0 12
Lymph node, submandibular
Number examined 10 0 0 12
Not remarkable 10 0 0 12
Mammary gland, inguinal
Number examined 10 0 1 12
Not remarkable 10 0 1 12
Ovary
Number examined 10 0 0 12
Not remarkable 10 0 0 12
Parathyroid
Number examined 10 0 0 12
Not remarkable 10 0 o] i2
Pituitary
Number examined 10 0 0 12
Not remarkable 10 0 0 12
Sciatic nerve
Number examined 10 0 0 12
Not remarkable 10 0 0 12
Spinal cord,thoracic
Number examined 10 0 0 12
Not remarkable 10 0 0 12
Spleen
Number examined 10 0 0 12
Not remarkable 3 0 0 3
Hematopoiesis,extramedullary 7 [0} 0 9
minimal 5 0 0 4
mild 2 0 0 S

F : Female
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Table 11-9 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
Dose(mg/kg): 0 100 300 1000
Findings Number: 10 i1 12 12
Stomach
Number examined 10 11 12 12
Not remarkable 5 9 12 6
Erosion,glandular stomach 5 2 0 2
minimal 5 2 0 2
Hyperplasia,squamous,limiting ridge 0 0 0 6
minimal 0 0 0 6
Thyroid
Number examined 10 0 0 12
Not remarkable 10 0 0 12
Thymus
Number examined 10 ] 0 12
Not remarkable 3] 0 0 11
Atrophy 1 (4] 0 1
minimal 1 0 0 1
Hyperplasia,epithelial,focal 1 0 ] Q
minimal 1 0 0 0
Trachea
Number examined 10 ] 0 12
Not remarkable 10 0 [} 12
Urinary bladder
Number examined 10 0 0 12
Not remarkable 10 ¢ 0 12
Uterus
Number examined 10 (o] 0 12
Not remarkable 10 0 0 12
Vagina
Number examined 10 0 0 12
Not remarkable 10 0 0 12

F : Female
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Table 11-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Histopathological findings (End of recovery period)

Organs Sex: M M F F
Dose(mg/kg): 0 1000 0 1000
Findings Number: 5 5 5
Prostate
Number examined 5 5 - -
Not remarkable 3 2 - -
Cell infiltration,inflammatory 2 3 - -
minimal 0 3 - -
mild 2 0 - -
Stomach
Number examined 5 5 5 5
Not remarkable 5 2 4 5
Erosion,glandular stomach 0 0 1 0
minimal 0 0 1 0
Hyperplasia,squamous,limiting ridge 0 3 0 0
minimal 0 3 0 0

M : Male, F : Female
- : Not applicable
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Table 11-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Histopathological findings (Undelivered until gestation day 25)

Organs Sex: F F

Dose(mg/kg) : 0 100

Findings Number: 2 1
Adrenal

Number examined
Not remarkable
Bone+Bone marrow, femoral
Number examined
Not remarkable
Bone+Bone marrow,sternal
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Cerebellum(pons)
Number examined
Not remarkable
Eye
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Intestine, duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine, ileum(Peyer's patch)
Number examined
Not remarkable
‘Intestine,cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable
Kidney
Number examined
Not remarkable
Liver
Number examined
Not remarkable
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F : Female
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Table 11-12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanocate

Histopathological findings (Undelivered until gestation day 25)

Organs Sex:
. ) Dose(mg/kg): 0 100
Findings Number: 2
Lung(bronchus)

Number examined
Not remarkable
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node, submandibular
Number examined
Not remarkable
Mammary gland, inguinal
Number examined
Not remarkable
Ovary
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Sciatic nerve
Number examined
Not remarkable
Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Stomach
Number examined
Not remarkable
Thyroid
Number examined
Not remarkable
Thymus
Number examined
Not remarkable
Trachea
Number examined
Not remarkable
Urinary bladder
Number examined
Not remarkable
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F : Female
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Table 11-13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Histopathological findings (Undelivered until gestation day 25)
Organs Sex: F F
Dose(mg/ke): 0 100
Findings Number: 2 1
Uterus
Number examined 2 1
Not remarkable 2 1
Vagina
Number examined 2 1
Not remarkable 2 i

F : Female
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Table 12 A combined repeated-dose/reproductive-development toxicity studybin rats treated orally
with Sodium=2-hydroxypropanocate
Estrous cycle in female rats during the pre-mating period
Count of estrus Mean duration
Dose No. of of cycles
mg/kg animals 0 1 2 3 4 Mean+S.D. Mean+S5.D.
0 12 0 0 0 T 5 3.4+0.5 4.2+0.4
100 12 0 0 0 8 4 3.3+0.5 4.3+0.4
300 12 0 0 0 6 6 3.5+0.5 4.1+0.1
1000 12 0 0 0 11 1 3.1+0.3 4.0+0.1

No significant difference in any treated groups from control group.



Table 13

A combined repeated-dose/reproductive-development toxicity study in rats treated orall
with Sodium=2-hydroxypropanoate

Mating and fertility of animals

Male Female
Days until Copulation Insemination Days until “Copulation Fertility
Dose No. of copulation index index No. of copulation index index
mg/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) ¢)

0 12 2.3+1.5 12/12(100.0) 10/12( 83.3) 12 2.3+1.5 12/12(100.0) 10/12( 83.3)
100 12 3.6+2.0 12/12(100.0) 11/12( 91.7) 12 3.6+2.0 12/12(100.0) 11/712( 91.7)
300 12 2.2+1.3 12/12(100.0) 12/12(100.0) 12 2.2+1.3 12/712(100.0) 12/12(100.0)

1000 12 1.6+1.0 12/12(100.0) 12/12(100.0) 12 1.6+1.0 12/12(100.0) 12/12(100.0)
a): (No. of copulated animals / No. of mated animals) X 100

b): (No. of males which impregnated females / No. of copulated males) X 100

c¢): (No. of pregnant females / No. of copulated females) X 100

No significant difference in any treated groups from control group.
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Table 14 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Delivery data on dams

No. of No. of
No. of females Delivery Gestation No. of implan- Implan- No. of No. of Live birth

Dose pregnant with index length corpora tation tation stillborns 1liveborns index
mg/ke females liveborns % a) in days lutea sites index % b) (%)c) % d)

Total 10 10 100.0 157 155 1 146
0 Mean 21.8 15.7 15.5 98.6 ( 0.7) 14.6 94.3
S.D. 0.4 1.3 1.5 2.9 ( 2.2) 1.7 7.1

Total 11 11 100.0 188 183 2 167
100 Mean 22.0 17.1 16.6 97.3 ( 1.2) 15.2 91.3
S.D. 0.0 2.0 2.2 4.0 ( 2.6) 2.3 6.6

Total 12 12 100.0 199 193 2 179
300 Mean 22.0 16.6 16.1 97.1 ( 1.0) 14.9 92.6
S.D. 0.4 1.6 1.4 3.8 ( 2.4) 1.8 6.4

Total 12 12 100.0 194 189 2 177
1000 Mean 21.8 16.2 15.8 97.3 ( 1.0) 14.8 93.6
S.D. 0.4 1.6 1.9 4.4 ( 2.4) 2.0 5.0

a): (No. of females which delivered liveborns / No. of pregnant females) X 100
b): (No. of implantation sites / No. of corpora lutea) X 100

c): (No. of stillborns / No. of liveborns and stillborms) X 100

d): (No. of liveborns / No. of implantation sites) X 100

No significant difference in any treated groups from control group.
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Table 15 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Sex ratio and external examination of pups

Liveborns Sex ratio of Day 4 Sex ratio of External c)
liveborns live pups abnor-
Dose No. of No. of No. of at birth No. of ©No. of on day 4 malities
mg/kg dams males females a) males females b) (%)d)
Total 76 70 75 69 0
0 10 Mean 7.6 7.0 0.51 7.5 6.9 0.51 ( 0.0)
S.D. 3.0 1.9 0.17 2.8 2.1 0.17 ( 0.0)
Total 89 78 88 75 0
100 11 Mean 8.1 7.1 0.53 8.0 6.8 0.54 ( . 0.0)
S.D. 2.5 1.7 0.11 2.4 1.7 0.11 ( 0.0)
Total 95 84 87 73 0
300 12 Mean 7.9 7.0 0.53 7.3 6.1 0.55 ( 0.0)
S.D. 2.4 2.1 0.13 3.0 2.4 0.13 ( 0.0)
Total 99 78 95 75 0
1000 12 Mean 8.3 6.5 0.56 7.9 6.3 0.56 ( 0.0)
$.D. 2.1 1.5 0.10 1.7 1.7 0.10 ( 0.0)

a): No. of liveborn males / No. of liveborns

b): No. of live males on day 4 / No. of live pups on day 4

¢): No. of liveborns with external abnormalities

d): (No. of liveborns with external abnormalities / No. of liveborns) X 100
No significant difference in any treated groups from control group.
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Table 16 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate
Viability index of pups
Viability
No. No. of live pups index on
Dose of postnatal
mg/ke dams Day 0 Day 4 day 4 % a)
Total 10 146 144
0 Mean 14.8 14.4 98.7
S.D. 1.7 1.6 2.7
Total 11 167 163
100 Mean 15.2 14.8 97.6
§.D. 2.3 2.4 4.5
Total 12 179 160
300 Mean 14.9 13.3 89.7
S.D. 1.8 3.8 22.8
Total 12 177 170
1000 Mean 14.8 14.2 96.3
S.D. 2.0 1.7 5.6

a): {(No. of live pups on day 4 / No. of liveborns on day 0) X 100
No significant difference in any treated groups from control group.
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Table 17 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

Body weight of pups

Male Female
Dose
mg/kg 0 4a) Gain 0 4a) Gain
No. 10 10 10 10 10 10
0 Mean 6.6 9.7 3.1 6.0 8.9 2.9
S.D. 0.4 0.4 0.5 0.5 0.6 0.5
No. 11 11 11 11 11 11
100 Mean 6.6 9.4 2.8 6.2 8.9 2.7
S.D. 0.5 1.0 0.6 0.3 1.1 0.8
No. 12 12 12 12 12 12
300 Mean 6.4 9.5 3.1 6.1 8.8 2.8
S.D. 0.3 1.3 1.3 0.3 1.6 1.5
No. 12 12 12 12 12 12
1000 Mean 6.8 10.2 3.4 6.4 9.5 3.1
S.D. 0.4 0.9 0.7 0.4 0.9 0.7
Unit: g

No.:r No. of dams
a): Postnatal day
No significant difference in any treated groups from control group.
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Table 18 A combined repeated-dose/reproductive-development toxicity study in rats treated orally
with Sodium=2-hydroxypropanoate

.Gross pathological findings in pups on postnatal day 4

Dose (mg/kg) 0 100 300 1000
Male
No. of pups examined 75 88 87 95
No. of pups with abnormal findings 0 [4] 0 0
Female
No. of pups examined 69 75 73 75
No. of pups with abnormal findings 0 1 0 0
Lung

Focus, dark red 4] i 0 0
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