EEAEREER &

TIYNE 2-(PAFIT /) TFINIZATILNDT v bRV
RORSICLBRERS ST - LEREBHHFAER

GER#ES : 5LH48)

HREH ZEFREMEF R




(BAERES : 5L548)

B S5 g
G B g
BPPBHSQUTER oo o 10
L 10
D BRBREIHY oo 10
8 BEEEF oo 10
£ B B e 11
T L 12
6. RIESBELCHIT B - RE 12
B 1 —BARAE oo 12
T 12
6.3 FEIEER oo 12
6.4 HEDUUEEEMRE oo oo 12
6.5 HEDMUEAALEERRA oo 13
6.6 FREBSEAREE oo 13
T, ATERAEBOLITHT BRI - B oo 14
ToL AEREHBHE oo 14
T2 B3 - WFERAE oo R 15
T3 BPAJROEEEL - BB -oooooooorooooooeo 15
B ARFSEMOBRIT oo 16
S - 17
Lo BCEEHRS BB, -rooreooroooeoomoos s 17
O s 17
12 —RBAREE oo 17
L3 A BB oo i
Lod JBEER o 17
L5 HEDUIHEEREE oo 18



(HERES : 5L548)

1.6 HEDUIBAALSIREE oo oo oo 18
LT SFEERE 18
L8 BRITR oo 18
L9 FREBARMEITR, oo 19
= oY o - G 19
O 1 HEBEMEBE  ---veroeeee et e 19
0.0 A o MHEFIREE  cooeeemee e 20
2.3 HFAEWANDEAE oo 20
FBBIURERR o 21
BBDCHR oo 23
FRATEDEL oo 24
¥ L OBERIR
7




GABRE S : 5L548)

E

TIZUNEE 2-(DXAFNT /) ZFILVIATILE 4, 20BLT100ng/kgDHE
TSD%RT v hOMEEICRECRIIAEM, BIORBEETHRIIFL3AM, HI3IER
SRERTHE I BETROKE L, REZRSEESIUEERESEICOVLTR
L7 | BOBWSIIHEERI20LE U, WREHICIIAE (23— i) OA%kE
L.

1) Rigix5Ek

100mg/kgBHTHBWT, HET—BHEOFEEEINNHE L X OEBERRED, MHTREEHY
2FERS o, REFRETIE, WIETHBSHROREE, &5 REHEMEDR
B, WEEEOBEE, B+HTIEEY o EoEX, BBzt i TRIRD
BaE/D EBENRY oz F£7, HOMRFRE TRIRRIMEK, MRBIO
DEENIRE O, MiEFRETTIVT I VOBDOERS Sz, 20mg/kgdf
IZBWT HHEORIF ICFERIGEBE AR D o,
2) HEmREFM

HEWMORER, TR, EEE BRE SRE, HER SR EREE
S L OHBEITENC IR EICER T 2 ZLBRBH o 8o -7, F, HE
WRE, HEEAERFIREL MM AR HEROD4BAERE SR —BRIRE KE
BLUEHBROWTIUTE W T bEBMEICERT 2 Z(LiIZRD o ldh - 7L

UEOHERLYD, RAEBREETICBI BT 7 VILER 2-(UAFAT /) =FIL
T2 7 INVORIERSEMRICHET 2 M EBE 3 ng/ke/day, HEAH20ng/ke/day,
HFEFRAEBICHET 2 EYER IS, FHEMBIUREYE HiT100ng/ke/dayEEZ

o5,



(GRERFE S : HL548)

2
il

TIULEE 2-(PAFINT L)) TFINTATIE, HFA UREER., T2
Vs VHER, BHLIER, RRER| BN EOBEIERINTWS. B
B AEHE LT3, 1B KE BECHLTHEEEEL, 5y FoROREK
£ B LDsoflEIZ455mg/keTH B EDWENH B 1.

4@, OECDIZ&2MAEMEORLERRIHED 2BHFAEERO—RL
LT, $v hEAVTORERSEE - AEReEEHERABREEREL, £Kh~O
— W ENFNEEL UL - BRECRIETEEICODVTREIT LcOTHRET 5




(GER&ES © 5L548)

MoK s XU Tk

HRERYE
LOEMINST 7 VINEE 2-(DAFLNT I /) TFILTRTFIL (B
#R:DMAEA, CAS No. 2439-35-2, Lot No. 99 9%) 18 - X T TRE L,

HRERCHEH L. SEBRERTEEORELE T RS —T5°C, B4 170°C, Kb&
U7 b B PTWEB~EEBERORETH B, BB, Aoy MILSHERM
FEETH -7 T ENRBEIC I DRI

124« FToUNME 2-(CAFNTI /) TFIILITATIL
(B : VAFLTIJFILT 7Y L—h)

&
i CH
Il
/ i
CHz :CH“C’“O*CHz _‘CHZ —N
SCH,
SFE . 143.19
HERENY

BAF+—IVR - U= oSD%T v ~(Crj:CD, SPF) Dutt% 19955117
LRICAFL, 6 Bz - Bikg, REREIREE bOZHRICHL:. &E
FARRRT B ICE 2 A ERE LB EAMEEIC X D, SEHOYEHEENAIE—ITE
5 X OB Lic, IREEHBEOBEG I & 08, (REFII3HEA324~3698,
WS 212~244gThH o 72, | BFOEWIEUIIMEES120EE L, A V=30 FICK OB
BRUEEZERI L2, F—oicidEBRE S, $ERER, BYES, Hh AR
HE5HE, BB LUBYEERLRE L 705NV efidr

BEE

BE - B % oo 2AE RS, BE20~25C, HEXHEEL0~T0%, BS
#1200l /By, BERAI20FRE B (7:00~19:00) i BEFAE S N fABEEAFER L.
B, BEBEOEBBYMARE (N—=5F v 7 BEAF v+ =LA - Y3—) %
BWeR Y A —Rx— b — T (265WX 426D X 200Hmm : b 3 7R 12,
L= 9B I BRI L IE, SRR S | IS, WEMEMIE L AL,

10



(GAERES : 5L548)
AF—)VEIZRE (M FUMESERE) TEE Lz, eI v U R BIEREGE R
FRAGEEES (b URIEEMED %, BAICIRAEY 7 —F 5 — FEYRAKET0n], H
F ORISR EEA L. r—Y (BRI, RESBIUHRKRIEE L o
BETA— M V—TEELIbDERME L.

BYcid, A — b L—THE L e ERBYBEIRER (CRF-1: ) = v 5 LB
BITE®) BXUDL umD7 45 —igB%, RIMRES LiokEkEZATNE
HERxY, #H1EOEETKR LA B8, SO WTEIEREREZOFERY
BOBEENYH TEDREICES L TWA I EEHERLL. /o, Skizo\WT
RAGERITHERL L 7oK ERAE 2 ERIMICER L, SirENBEEGFERNTH 5%
MR L 7.

"5

SD%F v hOHEEWT, WEMEE 50, 1005 X T200ng/kgOHETTH
RHECHES UrofE 8, Ml & $200me/keB¥ CIAERYD & BINIMGI, ReEEREVD, HI
EHEDON, EHBKRTIE, 200ng/keBETRIBHBEOIEE, HEl, Hill, &
B, FoFLARMMSE ofE, +EBHEOT®/E L OHILE DRI
BHoN, 100mg/keBE T HRIB ICEHRRE(NRD OoN. ULEOERN» S, AR
OEAEIZIZI00mg/keEREL, UTALL ThEIWMERAEZ206 XU 4 ng/ke
EL7. XSIEE (I— i) OAZREST ANEE R

REHARZ, HEiEE HASECATI4B R, KEMIR, X UHIIHRETE £ TORM3
B, MRIRBEIBARERCHEIBRETEL, BV Y FEAVWTLIHLE,
AR EEE OB L., RE5HREIE 5nl/ke L L, BEREROEEIZE O
THEHLE.

WERME 3K ERIET A ENMONT WA ®, RARBICI— il GLEL
20 Lot No.512166, 4D1184) ITAMEIE /. REROARL, (10—5 VTR
BAT il 1 [EfTY, 5 #td 2 TREBMICANTHE - BT FTHREL. &
B, SYHOIANHERCEWTEREREST L, ARERGT TS AMLETSH
324, BLURABHOBENEEBD THH I LEER LILURMIEHEZR).

11




GABRFS 1 5L548)
5. EHEAL

63 i3
BY  BYES B BYES
Xy BB 12 Pt AMO1 ~12 12 T A0l ~12
dmg/kg Bt 12 Pt BMOl ~12 12 & B0l ~12
20mg/kgh¥ 12 Pt CMO1 ~12 12 . 001 ~12
100mg/kg#¥ 12 Pt DMOL ~12 12 P/t DOl ~12
it 48 L 48 I

B %

6. Rigix5HEMtICET 285 -

6.1 —HIARE
2N OVWTHEIEL JUNE - (THF 2R ESHB L OESRICEREEE L. &
CEMWIFRE LT E IR L 7.

6.2 A =
MElE - BIREEEMAE, BRSEAR 3, 7. 148, BXUZOREE, KELK
HEIZOWTIEER O, T, 14, 20BHBXUHE 0, 4 BICEF EIMXM (EB-32008:
WEREER) ZHAVTIRE L: REMZRRZIER0 B, HEEREA4WE0R
Ed5) . £, FAEENBZETRRGMHEGE, MTRERRBRSERE, &
IRIARTEENR 0 B, WEHRRWE 0 HofELREICHE L

6.3 {BEHE
Mt & BIRGEIAE, REMBE®%3, 7, 4A, BIXUZORERELHHE
BRXE1E, RELCHERITR0, 7, 14, 088XUWE0, 4BICHHEREXEE
AWTRZASEECHE L, SYMOREE»S 1 Lo | BHSEREEZEH L
7.

6.4 HOMKFHRE
HOSEFFHYIZOWT, FEEORH L DR2IFMREIE, T4y -
TR YL (SRS HUBEER) OREERIRSIC L BT THRAEERED
PRIMU, TREDOIEE =AUz, BERIER & LT, EDTA-2KE R e,

12



(FERES : 5L548)

I8 =l Al € S OB OB o
(1) FRIUFERE V=2 70=D0A =4 2R
(2) BimEkE RF/DCA v E— %"V it
(3) /)M %L Y—=270-DC1 v E—F U ABHE
4) ~NEJS O EE SLSNEJ OE Uik
(B) ~w b7y ME FRIMBR L R AR
6) BMEKEHR Wright LBEBHIEARIZOWTRIE
(7)  HERIRIMBREL TV V== B\ P2 704 b4 b -3
(8) FIgIRIMERATE MCY) , OILVEH
9) EErRMmEKIMERE (MCH) (1), WEOEH
10 FHERMIRMEEEE MCHC)  4), O)LDEH

~(5)3ZIHE HENMHKoirEE
oz
SRERETH) X DHIE L7

6.5 HEDMRAE(LFIRE

(NE-4500: SREREE FIEEF(K)
ZiE (MICROX HEG-TOA: LA EHEM) |

(6)i3 Mk E

(13 BEMEIR BRI EZEE (R-2000: 3

HOSEFEEHYNTOWT, BEHIBICERE L 7/ ik 2 Z 8 TH304 EKE L 704%,
3000r. p.m. (RAECOILEE :20506) TIOAEELOHBEEL, BonciFEHWT
TiEDIEHZ B0 EE (H736-107 - BREIBHERT) 1k O BElE L 7.

I8 =| oE S OE W OE
(1) GO T (ASAT) UV-Ratert (SSCCER R i%R)
20 GPTCALAD UV-Rateik (SSCCEL R )
(3) ALP p-=ho7:zW v ERELE i3k (GSCCE B iR)
(4) y- GTP 7 =PWabep-zha7 o) FEEE T (SSCCRR B
5 IRERER fE 3 -UVik (Urease-GLDHEER)
(6) TN a—=R fi# 7 -UVik (GK-GBPDHHE)
(7) WMol xFa—Jb B S (CES-CO-PODHE)
(8) M) J7YyE54 R B& i (LPL-GK-G3P0-POD:)
(9) JVTF= v Jaffeik
0 #BeEylLeEy Jendrassikig Bk
a BES Biuret#
12 TIT IV BCGHE
1 A/GHk WBLVQEOEY
14 ha DI Ay N 0-CPCi:
{19 ) v Vi ,
{16) val N RN A A I ERENE
1mn AU T LA A A I ERERRE
18 7a—)b A F EIREM R

6.6 HREFHE
D & &
HEfE & b RIS EORA

13
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2)

3)

(HERES : 5LH48)

EREAIE 50T & B REF T CREARBIARUIENIC X b BUmBBE S &, Sk L.
HEER

‘R TROTIMIC, AR R, B BB BREBIUBRELKOEEZL
BEFLEMXE (BD-H60: MSEBEFD ZHAVWTRIE L. 3561, BIEHOKE
PREICHENEE GHEEIL 2EH LA 46, HOESGEMIc>WTIE, )
ADEE B I DREDTRN SR L1,

REHETRE
SEFBICOVT, I TEME, BERBION -5 R, FRRE X0 ERN
tk, MORR, O AR iR R, B B BE FHRB~ER), BB B
Bt, fEE, MR LA, DR, 88 CREEE), LEfE JFWTREIL, 10%9HE
U VEREERIL <Y VIR TRIER, RIFELC. 72U, REHILA DR LU
=R Ey NV Uik, BEBIOBEEEFEITT vk TEER, REFELL.
RIS, MHEOXIIREE S 100mg/keBED.O0, BEEEL &, 21605, i
g, BMEL, MR BEREE BE, K JEERMOINE, 2MERECEIUWE
REARUICBEMOILIE 735N ITOMmOBIBHEEHAICOWT, Wit
WA MFU Yy A Y UREIEAREERI L TER L. 7, SEESENET
st KON EE & BITHEDNA SN TEDOIARICOWT, XTIREE & 100ng/kgEf
EREL. oI, HOMRFMEDCER, MIRRMEKS X S M/MRE DN
BONIZEMD, MEOKEEEBHICH>WT bIBEEE 100mg/keBE 582 L 12,
TORER, MIEDOE B L UHORBICHERME TR 220D o nfeied,
4£$Umm&gﬁ@%ﬁ@%%i@%@%%ﬁcwféﬁﬁbt.Hﬁ,mw%
BB SN ZIIGY v/ B RE LR, HERIEICREE L Z
BHoNTD, BOEALICH - e ZTIRBIEAL S $IWT L7728, 100mg/kgEED PIERAY
KEEMPRD NN -2, 4 BXU20mg/kg BT OWTRRE LA - 12,

AFEFAEBIEICRET A B - BE
HETEERE

RECHIOR S HIRE TR, KRENTH |1 ORENEHY, RERI4BBERR
B, BEFARICHMORBELFIL, FLAYREe L TERL:. BRESRD 3

14



(FERFES - 5LH48)
WIREREAFICE TR S NBE 2 RBRILE L, TOHZEROBA & L.
KR LUICSHIMEZ SBEL, DIRoREICH L«
INSOERISLITOIEHEEH L.
(1) REMEAL : Rk RERILETRKELLEK
(2) KRR & Ti# L RIS OE
3) REEW  KREMEEEEHE) X100
(4) ZEREE o (ZEEYE KEHHED) X100
7.2 4% - WHEIRAE
RENHERINIHEHII DWW T2z BAS I, HHREZEE L. 0l
JEFDIFETHEIET LTV ABYELEAMEE L, TORZHBEORE L7
ZO%, HERELKIDETHEIYE, —RIRE B, B¥ AROBESD
WEIREEEREE LT
E 4 BOMEFICINE, FETZHE L TEERBLUBERERE L. RE
HERRIR25 A AR T b ot LIS W HIR L, AIREVICEENZE S S W B O F
Bl 2%KOHKERICREL TEROBERBZHRA L. $/o, &2 TOHERNL
CL7BEMEzolETERL, AREZERELL. INSOBREBERNSUTO
HHEEH Lk
() FiREARE  © RO B O HENHRIN/H E TOHM
(2) HERE® - (EREEESZREER) X100
(3) BHREM®) - CEREBEEED X100
4) HmEP0 - GRHEREERED) X100
7.3 HEROEBE - RE
) FERCHE
WE 0 BICHERE, HELRE EERY HIBIUAREREORFELRE
L7z, 20k, —HRE RCORELEREE L. REHYIBRBRETRE
AW bDZERRE, 10%FHY VEREE RV <) VRISRIE - BlER, EEER
WETTHm L. WEOBLUVLABOARERE, S, UTOREXEH L.
(1) HER® o (HEAE R RBERED X100
2) AR 4 BEFERG « (HH 4 BAERSHEARED <100

15



GRER&ES : 5L548)
2) t# E
WEOBLCLBIC I ESICEERNTELDTHUEL, TN O EEZER
Hlfe, &7z, WEOHOBKEZREEICIBETOFRERNEZEH L.
E)I- I
LSTOEFRICOVWTHE L BIKORZEUARERE LR, 7405 -)L
F YU LOERERIRSIC L AREF T TR L, ARG X O BIMBE s &,
Tk L7,

EtF AR

BT -1, BartlettFIC XA EFHHMEOREZITV, SENFLWEEE—
TEBAHA, SEOE L BWIEA K ruskal -Wal lisORREEIT - 7. BEEIC
BELENBOONIFEE T, BHOAHNFLWEER DunnettikE/c i@
Dunnett BOLZEHE, KREOMBUCZEND BBE1E SchefféiEF721d ScheffeRd
DEEHEAT> 7. 7220, Tid*xHOIEE dKruskal-Wal lisDREEMN 517 - 7.
T -3, RIEBHEERER R ZArnitaged x *&E, T OMOIEH ZFisher
DEFEEREICLOBE Lz, BEKERDL BT E L, FAERIET ST -7
IDWTIE, KEEWEICER LcEaE kit BAE Lc, 772U, SEEiREM)
DREBHERBRDEEL L OIEHEE, FEREMBLUOEFEREZR LIEWEESYOE
BEERICOVWTIHFMORR N SBRIL Lz, 72, 100mg/kgBE i 1 Fl EnES -
DODIZDVWTIE, BIERETERELZHATEY, BOHETERL T\l
HER L 7o e, IERUIEDAETEFREFEICEAT 57— 5 ZRIBICKRA L7,

UTIREDORR & 12 BIEE%RT.

(EELERE : (FE FEEME BEE IRFERE RELERE,
HEEE REFEAK, REBRIE TR LUAREHOR, TR,
B, BERH BRE, SEEy, HERK HBERy, HAEROLBE
R,

(2Armitage® x *R7E : RIEEMMATR

(3Fisher DEERERE « KRR, ZhAE, HEEX, HILGE )

16



(GER#& S : 5L548)

1 RiEHSHEN
L1 ETEM
100mg/kgB¥ Dtk 2 FIASHwmE 1 B (D12) BXTI6E (D08) 1T Lz. Ih
5095 1HI(D08) 13, HEFBERIBHICHREFRDET, 29 Eh, vkl
E, REAHBIORELRLAY, BRICEINSOERNHEEL, DBECS
5% THRESHORERIMREI NN ELIZED St -t o 1 F(D12)
D WTERTICEIE Y 5 — RO E LR o i - 7z
REFRATE, XET2HRELTHO D -~MBLUCHMIRD S, D12
ICI3AREMK, FEOHIME L EE, FISHROHME, FAHBROD S aniasd
54, D08 IZI3FDI/KIE, RIBHIEDER, KIEEHIOERED X OHREDOBIA,
IREHEOHME, MEROBHED LU BB REOBENRD SN Livd,
WINLREFEILL EDEREBBRE NI FTRIIEERI NI - 72,
1.2 —fIREE (Table 1D
R SER DO 100ng/keBEDHET I3RS HE® 4 Ao, MTRIRSEAIGHE 8
Ao oEEIN, HEKRTHE TICEIFEINCRET 265 5D TRELF TR
. INoDEYO—EICIZREERD O KETENIRRET 56 bBE S k.
Zof, WEREZRLCBHYTEREHOKT, TES IMER) oFh,
EBART 72 3FRNSTRBE D 1 F1(A0T) THEE | HIZ, 20mg/kg E¥D 1 #1(CL0)
THE 3 BLEICRD s,
1.3 & ZE (Fig. 1,2, Table 2-9)
BT, 100mg/keB¥ TR ESHIMR 3 HOREEMENFR S EMEEZR LA, 2
BIFERE(LEIRED SN - T
TR, 288 L THRELEBYERSELOMICEERERED SN
N,
1.4 {EEE8 (Pig. 3,4, Table 10-13)
ETIE, 100mg/keBF TS5 HB% 3 HOBEENFREAEEEZR LAY, ki
BELBENERD NI 7. 2O, dng/keBF TG FIG%42H OIEEENT

17



1.5

1.6

1.7

1.8

(F5RES : DLH48)

BEEZR LD, 208X T100ng/keBF CIREEZEVRD O NEh -7 &b,
BFEagIa 2R &l U7

T, 2lEeE U CHRE S BRYERSEH EOMICEELSERRD o N
Nt
HEDMRFRE (Table 14-16)

ARFR MRS L /MR DT BISIEMA100mg/keBE TR o N, £/, FFE
TR, Y UK ERGEEEZ, SEGRENEREUSEZRL, EHREE
(Table 16) TRAOBEKIKEBOFEIENNRD Shic.

Mg/ LFRE (Table 17)

TIT I OBFBERBLO1I00ng/keBETROD oM. ZOM, 4dng/kg BHORYE
DIVEVINEERSMEZR LN, 208 X0100ng/kgBF TRIBEELEDNRD S
WinofelEMS, BRSSO EHM L, £/, 100ng/kgBED 7 O —IILOHE
BEfEzRUch, EHNZSFHEEADOETH ~7c &, HRYE S $REED
EWZEAL LI L7,

REEE (Table 18,19

Mol D¥E EE S X M EROB E/SRDN100ng/keBf DI TRO oM. Z
Dfth, Amg/keB¥ DM TRIB O ERNEEREMEZR LchY, 203 L U100mg/ke
HCRBELREMNRDONIIN 72 &G, BRIIEEILEHMT L.

BETE, WINDHEIX DLW THENEEBLUCHENER L bICHBEE &Y
EREBHLOMICEEREIRO NG -T2,
kTR (Table 25)

REXRTREBHE T, FISEDOIEEA20ng/ke DM 2 #, 100mg/keB¥D i
g2FTRDoN. BELAABHEOREZEBAUEEZEL TW i, DI
FITRABEREO—I & BEOERE, HEREECTE, MERE M E ORENEE
INnfe. Ei, BB Y L ETOEARMN100mg/keBEDIEER T HITRD Shic.

R RMNET Lot BEEO/ED 1 F1(A0T) T3, JiRs L RO/ N, B
Ofgis, mAREOER, BORITE, mfl\—5 —ROBRMANRD oN. F
fo, WE 3 BUBIERIUTE RS 150 - 7220ng/kg BEOMED 1 H1(C10) Tid, e
BRoD/NEUE, IRERIEOHINE, mAREOEANRD SN, ZoMIZ, KB

138



(GE&ES : 5L548)

HiRGRTHRA DB D SN, RERENSBRRELEZ Shi.

1.9 R R (TABLE 26)

2.

TR TIRERSIEIN TR, BRI IR A 2 LA MEEDRT, BT HES Y
2/ 3ET B & UHOIIRICERS SN, THbs, MEREOREE 2 cfng L
e SOEMEARIODIZINE & OREIE_E R DABTRRAS20ng ke BETHE 2 1, 100mg/kgBED
HEIERPITER 51, 100ng/keBET IAREER ICEBEATD S i, HEHIR
HicE TR, EEOEREBET 5H21BH 5N5—F, MEOEHRS 3V
RIEVHMIEORBOANALNEH b H -7, RWERICELRL TW "85 Y
LOETR, BIRICBY AEMIEORENRS S BOWETE, BES S
WS OBELE, 05X 100ng/ke BOZNENL, 1, 3HITESS
N, TS5 B, KRB X 020ng/ke BOK 1 HIA0T, 010) REEREETRL
BT H > 72T D, ERYE & REEO R VERNEILE L SN L
ML, 100mg/keRETRME B ER L7884 (005) BISMC b 2 1 (D01, D09) T2
HolIl Ens, HBYWEIGERT 2E8(LEEL oL,

SEFEIRME IR, RIS & UMERE ER L B0 o sk
HEORIEABHICIE, Hid~& REFTRBRD Shah- 1,

ZOMIT, WERWERSECHEA DENED S, WIS ERRENC
BENBELTHD, RIRBUC — MBI T & S BRATEE L HIHF L.

e A

2.1 HEHERE (Table 20)

B & A EDHENARERER 5 HURICREH 2R L TREL, KBR, REME
BB L URBHILE TSR Lo RIFHOE & I lEEF & B BRSEHLD
BUICEERZERD oNdh 7z 100mg/kgBFDuE 2 £ (D04, D11) 135BLRIEHE 7
SEFBREAMS MG L, Thomd b 1HI01D) BREMBRIARICRIER =
RLUTREL, o 1#1(D04) bBIERE TRIEHR TE LN -72bDD, BD
BETRRB LTI &ML &7, FETREMIBEERL L 1 HIOATHD,
ZHRFIZ O RE LR ER ST L ORICEBERZRRD ol - 7.

19



(FEr#S : 5L5H48)
2.2 53t - WEEIRAE (Table 21D
EEESBEMEFINEEEMEE R U F, TRIR, ®AE, BRI
ERE, HERBIUDERE bICKBE S HRMBEIRSHE OMICERILZER
»ohiinote,
HELHEHOBRICEWT, WEEEIXRE X T100mg/ kB0 REIME 1 £ (A0T,
DO5) THES N, WE2HETEAHERIEC L. WFhbatEAN» SHER
DEE, BAREOWHETEHERIT, S 5IC100ng/kgBED 1 FlIZLFEIRZ AR
U7z, F7z, 20mg/kg BEOREMW) 1 H1(C10) 3ME 3 BLRE, $HHEROBIELXIV
ZIATENERS S o 7. L, TRODOHERFEICODVLWTE, SE1HloAD
HEHTH-7c & o, BREENLE KM L.
2.3 FrEIR~DOEE
1 AEFER (Table 22)
EIIEA 2T IR T A TR KO 100mg/kghEdD & 1 8 (A07, D05) TR o/l
3, TR 4L, 206X T100mg/keBEDZNEN 1, 3, 18 (B12, €03, COY, C10,
DOBY T 1 ~2 Bl S NI/ TH D, HERE, HEARE i, HAeRBX
O 4 BAGFRE HISHRE LB BERSE L OMICHEERZIRD o i » 7.
2 RO
BHWTNOHFAEIRICDIAREFIRBD ONGN -1 Fo, HERICESZHD
P RN BEMIOZIITEN A RS S - LN b SN, ZDREAL
WERIZZAL, —BRKRECLEFEIRD SNEH - T
3) & E (Table 23, 24)
BB SO - bICHIBE E IFERIEED S CEERIMEER L
BERBEHONE -T2,
4 H OB
BEYLEEDS, EFEMWITIE20ng/kg B¥D 1 B (C10) T 1 #13H LT'100mg/kgBED |
BE(D06) TO6HI, FETEWCIIIIREED 1 18 (A0T) TI0flICERZE s hic. % Dftuc
3, ERSIMBLURTEYE BICBEIRD SN -1k

20



GABES : 5L548)
L8R XUEH

TIUNWEE 2-(VXFNT I )) ZFILTRFILEL, 20BL100ng/ kgD &
TSD%7F v MOMEICRERN4ER, BLXOREERETHIIETIIAM, HI3TR,
SRERTHE SBE TROKS L, RERSSEESIUEERESHEICIOVTR
L.

RigHR 53

BB DRIEHREIC L 2 —HEEFiEE L LC, 100ng/keBi it 501
D@tk O BRG] & EEERD, MTHREA 2 RS S, I
BT AHRE LTS 1, i, KENRD S WBRYELNBT 577 Y
MR T 27 VI K O 2fEhEit L e B ORI R, MoFEME I HMT
HBEENHOSNTWA I e Y, ERREFEEICKOFET Ll E L on
5.

REEREICEWT, BB OIEENHETIZ20ng/kg LLEOHR, HETI3100mg/kgkf

R ON, HEEFERICIZETE OBBER L UZ I D SMEHMIA0 R & REE L
B oBERI BRI, BRYE S RUOLEMTH BT 7 YLBRIFILIRT
Vid, Ty bORTFICK LilEHER L, BB EEE LB LU ERDBEEE
ITIEMREINTNWBE?Y, L ->T, HBRMELZOT 7 UL X T
IV ERRRICHIB IS L THIBEZE T 5 bDEEL NS,

IR Y o NENS B A IEEMIEO A H100mg/ kgBE D i TPIERIVISIE R
Ao TRD SN AEILY oRELEBICH B RIEWZE LT 5 EEIRUS
ELTHELEHBDTHBI MDY, AIBDOEBICL S REWE(LITUG LR
MEZELEZEZONS, Fic, RIROBERED &BHEN100mg/keBFOHETIRD SN
fehs, AZEALRIZ b L RKEOBY THEEINLLDOTHD ", HRYEICREY
BEAEVI LD b, TR HiEE LCHBEOARIIHBMEORENMD 7122
EICEDAEUIRENLE(LEEL NS,

HOMEEHRECH W, 100mg/kgBF TR S M iBIRFR Bk L OV IMRE D
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LEREICB B TAT I ORI, TOMICHED 2 VIZEBRADHEL RIE
TAEAHNEDONIIIN -1 ED D, BIEDREITSE - 7o HRMED IRNZE(LT
HBEHEEENEZ SN BN, RERIZER SN T -1k,
REEZOREA100ng/keB DR TRE SN/, —BITIRIRSERIH» S K5
ICRBHT 20l bALNI LMD, FERYEORFTIBEEICER L/ 0T, K
EREEEERTELTIRAW ST L.
HETERAEEME
HEOREICBWT, REE, ZMHE BEK BHRE BERE HER S
MR, IR, OB XUWEITEE bICHBMEOREE LRSS 2E(LIIRD
oniEhoto. ki, MERE, HEAERE ik, HER FAEROETFER A -
Fz, —RIKEE, FEBIUCHROWTNIIEBVWT L EBYE ICERT 2232
SN ot LIcdi->T, BEBRMEIC X 2B OATERAE ik - WE LD
LUOREROEFNOHEBIZEWEEZ 5N 5.

PED XSz, ARBRTRIRIEHRGICE 3 —MBHENTEE LT, BHEmicil
BB OES, HIELROBAL L, FITHRMEORIBHICER S 2Z(LAHTE
20mg/kg LA LEDEf, METIZI00mg/keBETRDOON, 2FAFET L. LaL, HEy
VIO FEHERES LU - BEWEETL S TR OREB~OEE IR Shsn
st LIedd->TC, RRBEHTICB 2 RIEHRE5HHICET 2 M ER 3N 4
mg/kg/day, HEAS 20mg/kg/day, HEFEAFBMICET 2 EEERIIREM B IUR
B & H12100ng/kg/dayEEZ 51 5.
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Study No. S5L548KEQ

TABLE 1 - M ~ 1
Clinical Sign
Test Article : DMAEA
Sex : MWale
Dose Level Days after commencement of treatment
(mg/kg) Sign GradeO 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
0 Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 iz 12
4 Nuaber of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
20 Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No Abnormality 12 12 12 12 10 11 12 4 9 9 8 8 10 8 5 6 6 4 6 3 5 2 3 1t 6 4 - 2 1 1 1 1 2 1 2 v 2 1 v 1 2 2 2 12
Salivation (B) 1 - - - - - - - - - - - - - 1 - -1 -1 - - -"*+*t 111t -1 - - - - = = = = - - - - - - - - -
2 - - - - - - - - - - - - - - - - -t - - 1 - - = - - - = - - = = - = = - - = - - = = - -
Salivation (A) +t - - - - 2 1 - 8 3 3 4 4 2 4 5 5 5 1 4 5 4 7 71 9 4 6 7 5 8 5 7 4 %9 8 8 7 3 3 4 2 3 3 -
2 - - - - - - = = = - - - - - 2 A1 1 1 2 4 3 3 2 2 2 2 5 5 3 6 4 7T 1 3 2 4 1 8 7 9 717 7110

-, Absent; +1 , Slight; +2 , Moderate.
B , Before treatment; A , After treatment.

-5- TABLE 1 - ¥ - 1



TABLE 1 -F -1
Clinical Sign
Test Article : DMAEA
Sex : Female

Study No. 5L548KEQ

Dose Level Days after commencement of treatment Days of gestation Days of lactation
(mg/kg) Sign Grade 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 o 1+ 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 0o 1 2 3 4
0 Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 4 11 11 11 11 11 11 11 11 11 4t 11 11 1 11 11 11 11 11 11 11 11 {1 11 10 10 10
No Abnormal ity 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 4 11 11 11 11 1 {11 11 11 11 1t 11 11 11 11 11 11 11 11 11 11 11 11 10 10 10 10
Decrease in 2 - - - - - - = - - - - - - = - - = - - - - - - - = - = = = &= = = = = - - = = -1 - - -
locomotor activity
Soited perineal region - - - - - = - = - - = = - = = - = - - - - = - - - = - - = = = = = = = =~ - = - 1 - - -
Hypothermia - - - - - = = = - - = = = = = = = - - - - - = = = = - = = = = - = - - - - = -1 - - -
4 Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 4 11 11 41 1t 1t 11 11 11 11 11 1t 11 1 11 11 11 11 11 11 11 11 11 11 11 11 11
No Abnormality 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 7 4 11 11 11 11 11 11 11 11 11 11 11 11 1t 11 11 11 11 19 11 11 11 11 11 11 11 11
20  Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 4 11 11 11 11 1t 11 11 11 11 11 1 110 11 11 11 11 11 11 11 11 11 411 11 11 11 1t
No Abnormality 12 12 12 12 12 12 12 12 12 t2 12 12 12 12 12 7 4 11 11 11 1t 11 11 11 11 1t 11 1t 11 11 11 11 11 41 11 11 11 11t 11 11 11 10 10
Decrease in +1 - - - - - - - - - s - - = - - - - - - - - - - - = = - - - = - - - - - - = - - - - 1 1
locomotor activity
Soiled perineal region - - - - - - - - - - = - = - = = - - - - - - - - = = = = = = = = -~ = = = = = - - = 1 1
Reddish tear - - - - = = = == == s e e - - - = = - = = = = - = = = = = = - - - - - - - - 1 1
100 Number of animals 12 12 11 11 11 11 1 11 11 11 11 11 11 11 11 9 6 g8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 7 1 17
No Abnormality i2 11 1t 1t 11 11 tt 11 10 10 8 6 7 8 7 8 3 5 § § 5 58 7 6 6§ 3 4 5 5 4 3 5 4 5 4 4 1 1 2 3 1
Decrease in R T T e A B - - - - = = - = = - = = = - = - - - = - - - - - - =
{ocomotor activity #
Crouching position # - - - - - === s - s - - . - - - - - - - - - = = - - = =~ - = - - - = = = - - - - -
Rale # - - - - - - - - - - - - -1 - - = - - - - - - = = = = = = &= = = - - = - = = - - - - =
Loose stool # - - - - - - = - = - = = - 1 - - - - - - = = = == = - - - - - - - - = - - - - =
Red snivel # - - - - - - - - - - - - -1 - - - - - - = - = - - - = - = = - = = - = - = - - - - -
Salivation (B) H - - - - - s = s s s s s = . e . - - - - - - - = = - 1 - - - - 1 11 - 1 - - - - - =~
Salivation (A) 4 - - - - - - - -1 1 3 5 4 3 4 1 2 2 3 - 2 2 2 2 1 2 1t 4 1t t 1 2 3 3 4 3 1 1 4 2 - 1
2 - - - - - - = = = - - - = - = = = - -2 1+ 1+ 1+ 1+t - - 2 1 38 2 2 2 2 - - - 3 3 3 5 5 3
Dead -1 - - - - - - - - .- - - = =] - - - - - - - = = = = = = - - - - - - = - - = - -
-, Absent; +1, Slight; +2, Moderate.
B ., Before treatment; A , After treatment.
# , These findings were obserbed in an animal that found to be dead at 16 days after commencement of treatment.
-6 - TABLE 1 -F -1



TABLE 2 - M-
BODY WEIGHT - GROUP MEAN VALUES
TEST ARTICLES : DMAEA
SEX ¢ MALE

1

STUDY NO. 5LS48KEQ

DOSE LEVEL
MG/KG 0

DAYS AFTER COMMENCEMENT OF TREATMENT

21

28

35

0  MEAN 343.
S.D. 11.

N 12

4 MEAN 344,

20 MEAN 343,

366.
13.

12

368.

441,

445,

516.
L0 4
12

562.

TABLE 2 -M- 1




TABLE 3 -F -1 STUDY NO. SL548KED
BODY WEIGHT - GROUP MEAN VALUES
TEST ARTICLES : DMAEA
SEX : FEMALE

DOSE LEVEL
MG/KG 0 3 7 14

0 MEAN 226 232. 242. 258.
S.D. 5.8 5.5 8.9 11.5

N 12 12 12 12

4 MEAN 226. 232. 239. 254,
S.D. 6.9 6.9 9.6 15.6

N 12 12 12 12

20 MEAN 225. 234. 245. 262.
S.D. 8.3 6.1 5.6 9.5

N 12 12 12 12

100  MEAN 224. 232 241 252
s.D 7.7 9.8 14.0 20.9

N 12 11 11 11

- 8- TABLE 3 -F- 1



TABLE

4

BODY WEIGHT - GROUP MEAN VALUES

DOSE LEVEL
MG/KG

20

TEST ARTICLES

¢ DMAEA

0 7 14 20
MEAN 270. 304. 340. 432,
S.D. 11.9 13.2 18. 22.1
N 11 11 11 11
MEAN 265. 297. 333. 416.
S.D. 18.2 19.2 18. 19.4
N 11 11 11 11
MEAN 275. 314. 354. 434,
S.D. 10.8 17.2 26. 33.2
N 11 11 11 11
MEAN 272. 307. 350. 427.
S.D. 21.3 28.9 26. 31.9
N 8 8 8 8

STUDY NO. 5L548KEQD

TABLE 4




TABLE 5 STUDY NO. SLS54BKEQ
BODY WEIGHT - GROUP MEAN VALUES
TEST ARTICLES : DMAEA

DOSE LEVEL

MG/KG 0 4

0 MEAN 322. 340.
S.D. 28.9 22.9

N 11 10

4 MEAN 314, 329.
S.D. 18.3 17.4

N 11 11

20 MEAN 338. 338.
S.D. 33.5 51.7

N 11 11

100 MEAN 323. 331.
S.D 31.6 38.2

N 8 7

_ 10 - TABLE 5



TABLE 6 - M- 1 STUDY NO. SL548KEQ
BODY WEIGHT GAIN - GROUP MEAN VALUES
TEST ARTICLES ¢ DMAEA
SEX ¢ MALE

DAYS AFTER COMMENCEMENT OF TREATMENT
DOSE LEVEL

MG/KG 3 7 14 21 28 35 42

0  MEAN 23. 48. 85. 108. 130. 155. 173.
S.D. 3.9 8.4 15.7 26.3 28.1 33.6 37.8

N 12 12 12 12 12 12 12

4 MEAN 24. 53. 97. 129. 159. 190. 218,
S.D. 6.8 13.0 23.7 26.9 32.6 37.7 44.6

N 12 12 12 12 12 12 12

20 MEAN 25. 56. 103. 131. 164. 195. 220.
S.D. 4.9 13.2 31.5 42.1 52.4 61.3 72.1

N 12 12 12 12 12 12 12

%

100  MEAN 17 42 &1. 106. 126 148 173
S$.D 6.4 17.8 26.0 33.8 39.3 50.2 52.3

N 12 12 12 12 12 12 12

*  SUGNIFICANTLY DIFFERENT FROM CONTROL VALUE ., % ., P<0.05.

- 11 - TABLE 6 -M- 1




TABLE 7 -F - 1 STUDY NO. S5SL548KEQ
BODY WEIGHT GAIN GROUP MEAN VALUES

TEST ARTICLES : DMAEA
SEX ¢ FEMALE
UNIT G
DAYS AFTER COMMENCEMENT OF TREATMENT
DOSE LEVEL
MG/KG 3 7 14
0 MEAN 6. 16 32
S.D. 4.3 5.9 Q.4
N 12 12 12
4 MEAN 6. 13. 28
S$.D 5.1 6.1 13.5
N 12 12 12
20 MEAN 8 20. 36.
S.D. 5.8 6.5 8.0
N 12 1z iz
100 MEAN 9 18. 29
S.D. 4.6 7.7 16.1
N 11 11 11

- 1?2 - TABLE 7 -f- 1



DOSE LEVEL

TABLE 8
BODY WEIGHT GAIN ~ GROUP MEAN VALUES
TEST ARTICLES : DMAEA

MG/KG 14

0  MEAN 34. 70.
S.D. 7. 15.0

N 11 11

4 MEAN 32. 68.
S.D. 3. 12.6

N 11 11

20  MEAN 39. 79.
S.D. 10. 19.7

N 11 11

100  MEAN 35. 78.
S.D. 10. 14.7

N 8 8

160.

155,

STUDY NO. SL548KEQ

TABLE 8
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TABLE 10 - M - 1 STUDY NO. SLS48KEO
FOOD CONSUMPTION - GROUP MEAN VALUES
TEST ARTICLES : DMAEA
SEX : MALE
UNIT @ G/AMIMAL/DAY

DAYS AFTER COMMENCEMENT OF TREATMENT

DOSE LEVEL

MG/KG 3 7 14 28 35 42
0 MEAN 26.5 26.0 24.7 22.8 23.1 22.4
S.D. 2.09 2.16 2.31 2.42 2.45 2.16
N 12 12 12 12 12 12
*¥%
4  MEAN 28.3 28.0 27.4 26.3 26.3 26.5
S.D. 2.81 3.79 4,20 3.39 3.29 3.75
N 12 12 12 12 12 12
20 MEAN 26.4 26.8 27.0 26.2 25.7 25.9
S.D. 2.74 3.44 4.83 4,92 4.48 4.55
N 12 12 12 12 12 12
*
100 MEAN 23.5 241 25.7 24.7 23.3 24.7
S.D. 1.83 3.46 2.64 2.52 3.60 2.09
N 12 12 12 10 12 12
* SIGNIFICANTLY DIFFERENT FROM CONTROL VALUE ., x , P<O.0S 7 =x , P<0.01.

15 -
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TABLE 11 - F - 1 STUDY NO. 5L548KEO
FGOD CONSUMPTION - GROUP MEAN YALUES
TEST ARTICLES : DMAEA
SEX ¢ FEMALE

DOSE LEVEL
MG/KG 3 7 14
0O  MEAN 17.0 16.3 17.7
S.D. 1.74 1.1 1.38
N 12 12 12
4 MEAN 16.6 16.5 17.9
S.D 1.61 1.62 2.48
N 12 12 12
20  MEAN 17.5 17.2 18.0
S.D. 0.80 0.98 1.42
N 12 12 12
100 MEAN 16.2 16.9 17.7
S.D 1.97 2.13 2.08
N 11 11 11

- 16 - TABLE 11-F- 1



TABLE 12 STUDY NO. S5L548KEC
FOOD CONSUMPTION - GROUP MEAN VALUES
TEST ARTICLES : DMAEA

UNIT : G/ANIMAL/DAY

DOSE LEVEL
MG/KG 7 14 20
0  MEAN 21.7 22.7 24.7
S.D. 2.16 2.76 2.02
N 11 11 11
4 MEAN 21.5 22.9 23.5
S.D. 1.88 2.16 1.35
N 11 11 11
20  MEAN 22.8 24.8 25.6
S.D. 3.20 4.44 3.66
N 11 11 11
100  MEAN 22.0 24.7 24.6
S.D 3.12 2.94 1.63
N 8 3 8

- 17 - TABLE 12




DOSE LEVEL
MG/KG 4

TABLE 13
FOOD CONSUMPTION - GROUP MEAN VALUES
TEST ARTICLES : DMAEA

STUDY NO.

SL548KED

S.D. 4.57
N 10

4 MEAN 33.5

20  MEAN 27.1

TABLE

13



TABLE 14 - FS -M- 1
HEMATOLOGY - GROUP MEAN VALUES
TEST ARTICLES ¢ DMAEA

SEX ¢ MALE

ANIMALS KILLED ON SCHEDULE ¢ 6 WEEKD

RBC HB
DOSE LEVEL COUNT HT CONC.
MG/ KG
<10%L) (% (G/DLD
0  MEAN 851. 45.5 15.8
S.D. 24.9 1.08 0.46
N 12 12 12
4 MEAN 842. 44.9 15.7
S.D. 40.9 1.32 0.54
N 12 12 12
20 MEAN 840. 45.8 15.9
S.D. 38.8 1.79 0.52
N 12 12 12
100 MEAN 830. 44.1 15.4
S.D. 34.9 1.52 0.35
N 12 12 12

X

SIGNIFICANTLY DIFFERENT FROM CONTROL VALUE

RETICUL
CYTE
COUNT

(%)

25.

12

27.
12

O-

STUDY NO. 35L.548CEQ

MCV MCH
) (PG
53.5 18.6
1.32 0.52
12 12
53.4 18.7
2.32 0.95
12 12
54.6 19.0
1.68 0.60
12 12
53.1 18.6
1.87 0.69
12 12
s %X, P<O.OS ;
- 19 -

PLATELET
MCHC COUNT
(%) x10%L)
34.7 103.0
0.36 9.03
12 12
35.0 102.5
0.83 12.28
12 12
34.8 104.6
0.61 7.78
12 12
*
34.9 115.3
0.60 13.27
12 12
*x , P<0.01.

TABLE 14-FS-M- 1




TABLE 15 - FS -M- 1
HEMATOLOGY - GROUP MEAN VALUES
TEST ARTICLES : DMAEA
SEX ¢ MALE
ANIMALS KILLED ON SCHEDULE (

STUDY NO. 5L548CEO

6 WEEK)

WBC

DIFFERENTIAL COUNT OF LEUKOCYTES (% OF TOTAL COUNTED CELLS

DOSE LEVEL COUNT
MG/ KG LYMPHO- NEUTROPHILS EOSINO- BASO- MONO-
<10%#%L) CYTES  SEGMENTED BAND PHILS PHILS CYTES
3$
0  MEAN 120. 81. 13. 0. 1. 0. 4,
S.D. 15.7 4.4 4.7 0.5 0.8 0.0 2.7
N 12 12 12 12 12 12 12
4  MECAN 120. 84. 10. 1. 1. 0. 5.
S.D. 24.9 5.0 4.5 0.9 0.8 0.0 2.4
N 12 12 12 12 12 12 12
20 MEAN 122. 82. 12. 0. 2. 0. 5.
S.D. 32.5 4.5 4.2 0.7 1.4 0.0 3.0
N 12 12 12 12 12 12 12
*% k%
100  MEAN 159. 68. 25. 1. 1. 0. 5.
S.D 43.4 7.9 8.1 0.5 1.2 0.0 2.7
N 12 12 12 12 12 12 12

* SIGNIFICANTLY DIFFERENT FROM CONTROL VALUE ., *x

» P<0.01 7 $ , STATISTICAL ANALYSIS IMPOSSIBLE.

TABLE 15-FS-M- 1



TABLE 16 - FS -M- 1
HEMATOLOGY - GROUP MEAN VALUES
TEST ARTICLES : DMAEA
SEX ¢ MALE
ANIMALS KILLED ON SCHEDULE ¢ 6 WEEK)

STUDY NO. 5L548CEQ

WBC DIFFERENTIAL COUNT OF LEUKOCYTES xX10%L)
DOSE LEVEL COUNT
MG/KG LYMPHO- NEUTROPHILS EOSINO- BASO- MONO-
x10%L) CYTES  SEGMENTED BAND PHILS PHILS CYTES
$

0  MEAN 120. 98. 16. 0 1. 0. 5
S.D. 15.7 13.9 6.0 0.5 1.0 0.0 3.7

N 12 12 12 12 12 12 12

4  MEAN 120. 100. 12. 1 1. 0. 7.
S.D. 24.9 21.4 4.8 1.2 1.1 0.0 3.8

N 12 12 12 12 12 12 12

20  MEAN 122. 99. 15. 0 2. 0. 6
S.D. 32.5 26.0 7.3 0.7 2.1 0.0 3.6

N 12 12 12 12 12 12 12

X

100  MEAN 159. 109. 39. 1 2. 0. 8
S.D. 43.4 34.3 16.0 0.8 2.5 0.0 5.3

N 12 12 12 12 12 12 12

*  SIGNIFICANTLY DIFFERENT FROM

CONTROL VALUE ., *x , P<0.01 ;> $ ., STATISTICAL ANALYSIS IMPOSSIBLE.
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|

TABLE

17 - F§ -M - 1

CLINICAL CHEMISTRY - GROUP MEAN VALUES
TEST ARTICLES = DMAEA

DOSE LEVEL GoT GPT
MG/KG
(Iu/L) (1u/L)

0  MEAN 83. 24,
S.D. 17.5 4.0

N _ 12 12

4 MEAN 87. 25.
S.D. 15.3 5.4

N 12 12

20 MEAN 85. 20.
S.D. 21.3 4.8

N 12 12

160  MEAN 82. 24.
S.D. 18.3 3.6

N 12 12

* SIGNIFICANTLY DIFFERENT FROM CONTROL VALUE

STUDY NO. SLS48CECD

SEX : MALE
ANIMALS KILLED ON SCHEDULE ( 6 WEEKD
TOTAL UREA TOTAL TRI- TOTAL
-GTP ALP BILIRUBIN NITROGEN CREATININ GLUCOSE . CHOL. GLYCERIDE PROTEIN  ALBUMIN
(Iu/L) (IU/L) (MG/DL) (MG/DLD (MG/DL) (MG/DL) (MG/DL) (MG/DLD (G/DL) (G/DLD
$
0. 268. 0.1 13.4 0.5 133. 89. 70. 6.99 3.73
0.0 60.3 0.06 1.93 0.07 15.5 15.8 25.7 0.269 0.132
12 12 12 12 12 12 12 12 12 12
%
0. 256. 0.2 13.3 0.5 129. 83. 87 7.02 3.80
0.0 4£8.6 0.03 2.02 0.05 7.6 13.8 53.6 0.193 0.060
12 12 12 12 12 12 12 12 12 12
0. 251, 0.2 12.9 0.5 139 84. 85 7.02 3.74
0.0 71.9 0.07 1.41 0.04 7.6 15.2 27.7 0.366 0.129
12 12 12 12 12 12 12 12 12 12
*
0. 243, 0.2 13.2 0.5 130. 93. 92. 6.86 3.61
0.0 37.4 G.06 2.12 0.03 12.1 15.8 32.3 0.248 0.126
12 12 12 12 12 12 12 12 12 12
s % P<0.05 7 $ , STATISTICAL ANALYSIS IMPOSSIBLE.
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TABLE 17 - FS -M- 2 STUDY NO. 5L548CEO
CLINICAL CHEMISTRY ~ GROUP MEAN VALUES
TEST ARTICLES : DMAEA
SEX : MALE
ANIMALS KILLED ON SCHEDULE ( 6 WEEK)

A/G INORGANIC
DOSE LEVEL RATIO CALCIUM PHOS. NA K CL
MG/KG

(MG/DL) (MG/DL) (MEQ/L) (MEQ/L)D (MEQ/LD

0  MEAN 1.14 9.6 7.3 143, 4.6 100.
$.D. 0.050 0.33 0.33 1.1 0.23 1.2

N 12 12 12 12 12 12

4 MEAN 1.19 9.6 7.5 144, 4.4 100.
s.D. 0.059 0.33 0.43 0.8 0.19 1.2

N 12 12 12 12 12 12

20  MEAN 1.15 9.7 7.6 144, 4.6 101.
S.D. 0.069 .0.34 0.44 0.7 0.15 1.2

N 12 12 12 12 12 12
*

100  MEAN 1.12 9.7 7.4 144, 4.5 101.
S.D. 0.092 0.33 0.33 0.8 0.26 .7

N 12 12 12 12 12 12
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TABLE 18 -FS-M- 1 STUDY NO. SL548KEC
ORGAN WEIGHT (ABSOLUTE) - GROUP MEAN VALUES
TEST ARTICLES ¢ DMAEA
SEX = MALE
ANIMALS KILLED ON SCHEDULE ¢ & WEEK)D

FINAL
DOSE LEVEL BODY THYMUS LIVER KIDNEYS ADRENALS TESTES EPIDIDYMIDES
MG/KG WEIGHT
(G MG (G) @ MG (G) (@)
6] MEAN 494, 346. 13.61 3.02 57.2 3.35 1.27
S.D. 37.3 45.3 1.527 0.248 11.63 0.212 0.054
N 12 12 12 12 12 12 12
4 MEAN 539. 438. 15.05 3.33 60.7 3.48 1.32
S.D. 45.6 101.0 2.531 0.302 13.43 0.232 0.107
N 12 12 12 12 12 12 12
20 MEAN 540. 380. 14.70 3.23 66.1 3.34 1.27
S.D 69.5 101.3 2.865 0.451 10.81 0.292 0.194
N 12 12 12 12 12 12 12
100 MEAN 491. 314. 14.13 3.09 64,9 3.38 1.33
S.D 50.0 70.2 1.948 0.416 8.41 0.29%94 0.125
N 12 12 12 12 12 12 12
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DOSE LEVEL
MG/ KG
0  MEAN
S.D.
N
4 MEAN
S.D.
N
20  MEAN
S.D.
N
100  MEAN
S.D.
N

TA

BLE

18 - FS - F - 1

ORGAN WEIGHT (ABSOLUTE) - GROUP MEAN VALUES

TEST ARTIC

LES
SEX

: DMAEA
: FEMALE

ANIMALS KILLED ON SCHEDULE ( 6 WEEK)

STUDY NO. 5L548KED

FINAL
BODY THYMUS LIVER KIDNEYS  ADRENALS
WEIGHT
(G MG (& 14¢)) MG
340. 256. 14.29 2.02 75.0
22.9 80.8 0.977 0.117 5.04
10 10 10 10 10
*
329. 203. 14.04 1.95 67.7
17.4 43.3 1.219 0.100 4.55
11 11 11 11 11
338. 220. 13.66 2.03 74.9
51.7 76.1 2.302 0.122 12.56
11 11 11 11 11
%
331. 162. 15.45 2.05 78.0
38.2 27.3 2.915 0.21¢6 7.40
7 7 7 7 7

%  SIGNIFICANTLY DIFFERENT FROM CONTROL VALUE  , %

» P<0.0S5.

25 -
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TABLE 19 -FS-M- 1 STUDY NO. SL548KEQC
ORGAN WEIGHT (RELATIVE : PERCENTAGE OF BODY WEIGHT) - GROUP MEAN VALUES
TEQT ARTICLES : DMAEA
SEX : MALE
ANIMALS KILLED ON SCHEDULE ( 6 WEEK)

FINAL
DOSE LEVEL BODY THYMUS LIVER KIDNEYS  ADRENALS  TESTES EPIDIDYMIDES
MG/KG WEIGHT
(@ x10 <10
0 MEAN 494 71 2.75 0.61 11.6 0.68 0.26
S.D 37.3 11.8 0.203 0.054 2.47 0.034 0.026
N 12 12 12 12 12 12 12
4 MEAN 539 82 2.78 0.62 11.3 0.65 0.24
S.D 45.6 19.7 0.242 0.046 2.33 0.061 0.025
N 12 12 12 12 12 12 12
20  MEAN 540 71. 2.70 0.60 12.3 0.62 0.24
S.D 69.5 19.5 0.188 0.043 1.71 0.078 0.050
N 12 12 12 12 12 12 12
100  MEAN 491. 64 2.87 0.63 13.3 0.69 0.27
S.D 50.0 12.3 0.1388 0.049 1.42 0.058 0.028
N 12 12 12 12 12 12 12
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ORGAN WEIGHT (RELATIVE

DOSE LEVEL
MG/KG

20

TABLE 1
: PERCENTAGE OF BODY WEIGHT) - GROUP MEAN VALUES
TEST ARTICLES

19 - FS - F -
. DMAEA

SEX ¢ FEMALE
ANIMALS KILLED ON SCHEDULE ( 6 WEEK)

FINAL
BODY THYMUS LIVER KIDNEYS
WEIGHT
(@ X109
MEAN 340. 75. 4.21 0.59
S.D. 22.9 22.4 0.168 0.043
N 10 10 10 10
MEAN 329. 2. 4,27 0.60
S.D. 17.4 12.0 0.229 0.028
N 11 11 11 11
MEAN 338. 64. 4.05 0.62
S.D. 51.7 20.2 0.296 0.151
N 11 11 11 11
%%
MEAN 331. 49. 4,62 0.62
S.D. 38.2 4.0 0.478 0.023
N 7 7 7 7

SIGNIFICANTLY DIFFERENT

FROM CONTROL VALUE

ADRENALS
x10

23.5
10.08

STUDY NO. 5L548KED
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TABLE 20 STUDY MO. 5L548KEC
REPRODUCTIVE PERFORMANCE - GROUP MEAN VALUES

TEST ARTICLES : DMAEA
GENERATION : FO

DOSE LEVEL NUMBER PRE-COITAL MATING FERTILITY
MG/KG OF  =ommommmmmmmoomeee o 1) INDEX INDEX
PAIRS DAYS E.S. (%) (%)
0  MEAN 2.0 0.0 100.0€12/12)  91.7(11/12)
$.D. 1.41 0.00
N 12 12 12
4 MEAN 2.1 0.0 100.0(12/12)  91.7(11/12)
5.D. 1.16 0.00
N 12 12 12
20 MEAN 2.0 0.0 100.0(12/12)  91.7(11/12)
S.D. 1.04 0.00
N 12 12 12
b) b)
100 MEAN 3.6 0.0 100.0(10/10) ~ 90.0C 9/10)
5.D. a) 4.03 0.00
N 11 9 9

1) DAYS , TIME(DAYS) BETWEEN INITIAL PAIRING AND DETECTION OF COITUS.
E.S. » NUMBER OF ESTROUS STAGES(E.S.) BETWEEN INITIAL PAIRING AND DETECTION OF COITUS..

a), ONE FEMALE DIED AT 2 DAYS AFTER PAIRING.
b),  THESE INDICES [NCLUDED ONE FEMALE THAT THE PREGNANCY WAS NOTICED LATER BY CLINICAL SIGNS.
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21
GESTATION LENGTH AND INDEX - GROUP MEAN VALUES

TEST ARTICLES : DMAEA

GENERATION : F0

STUDY NO. 5L548KEO

DOSE LEVEL
MG/KG

GESTATION

LENGTH
(DAYS)

CORPORA
LUTEA

IMPLANTATION
SITES

TOTAL NUMBER
OF OFFSPRING

IMPLANTATION

INDEX
€9

€9

GESTATION INDEX

€9,

MEAN

0 S. D.
N

MEAN

4 S.D.
N

MEAN

20 S. D.
N

MEAN

100 S.D.
N

100. 0C11/11)

100. 0C11/11)

100. 0C11/11)

100.0C 8/ 8

29 -
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NUMBER OF LIVE
OFFSPRING
ON DAY 4

7.4 7.0 14.4
3.14 3.19 5.08
11 11 11

¢ 81/ 77)

7.3 7.9 15.2
2.28 2.47 2.56
11 11 11

( 80/ 87)

7.2 6.3 13.5
2.27 1.68 3.01
11 11 11

C 79/ 69

6.3 7.1 13.4
3.11 3.60 6.39

[&]

o
(¢ 50/ 573

TABLE 22
VIABILITY INDICES AND LITTER SIZES - GROUP MEAN VALUES
TEST ARTICLES : DMAEA
GENERATION ¢ F1
VIABILITY (%) TOTAL NUMBER NUMBER OF LIVE
ON DAY OF OFFSPRING OFFSPRING
BIRTH AFTER BIRTH AT BIRTH AT BIRTH
DOSE LEVEL  ————mm—mmmmmmmmmmm s cmeem e -—= -- -
MG/KG 0 4 M F  TOTAL M F TOTAL
M/ F) (M/7FD
0 MEAN 98.6 90.9 8.0 8.2 16.2 7.8 8.1 15.9
S.D. 4.52 30.15 2.00 2.71 2.18 2.18 2.55 1.81
N 11 11 11 11 11 11 11 11
SEX RATIO ( 38/ 90) (¢ 86/ 89
4  MEAN 99.4 99.4 7.3 8.1 15.4 7.3 8.0 15.3
S.D. 2.02 2.14 2.28 2.30 2.46 2.28 2.37 2.4
N 11 11 11 11 11 11 11 11
SEX RATIO ( 80/ 8% ( 80/ 88
20  MEAN 98.7 98.8 7.4 6.4 13.8 7.3 6.4 13.6
S.D. 2.79 2.78 2.25 1.69 3.09 2.24 1.69 3.07
N 11 11 11 11 11 11 11 11
SEX RATIO (¢ 81/ 700 < 80/ 703
100  MEAN 95.1 87.5 7.4 8.1 15.8 7.0 7.9 14.9
S.D. 10.49 35.36 2.07 2.23 3.73 1.35 2.30 3.60
N 8 8 8 8 8 8 3] 8
SEX RATIO ¢ 59/ 65 ( 56/ 63)
- 30 -
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TABLE 23 STUDY NO. 5L548KED
BODY WEIGHT ~ GROUP MEAN VALUES

TEST ARTICLES : DMAEA

GENERATION AND SEX : F1 MALE
UNIT ¢ G
DOSE LEVEL DAYS AFTER BIRTH
MG/KG
0 4
0 MEAN 6.6 10.9
s.D 0.54 0.83
N 11 10
4 MEAN 6.9 11.2
S.D 0.59 1.56
N 11 11
20 MEAN 7.2 11.4
S.D. 0.91 2.56
N 11 11
100 MEAN 6.7 10.6
S.D. 0.79 1.38
N 8 7
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TABLE 23 STUDY NO. 5L548KED
BODY WEIGHT - GROUP MEAN VALUES

TEST ARTICLES : DMAEA

GENERATION AND SEX @ F1 FEMALE
UNIT 2 G
DOSE LEVEL DAYS AFTER BIRTH
MG/KG
0 4
0 MEAN 6.3 10.6
S.D. 0.56 0.94
N 11 10
4 MEAN 6.5 10.8
S.Db. 0.52 1.51
N 11 11
20 MEAN 6.8 10.9
S.D. 0.87 2.43
N 11 11
100 MEAN 6.4 10.2
S.D. 0.89 1.28
N 8 7
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TABLE 24
BODY WEIGHT GAIN - GROUP MEAN VALUES

TEST ARTICLES : DMAEA
GENERATION AND SEX @ F1 MALE

DOSE LEVEL
MG/ KG
A
0 MEAN 4.3
S.D. 0.39
N 10
4 MEAN 4.3
S.D. 1.14
N 11
20  MEAN 4.2
S.D. 1.74
N 11
100  MEAN 3.8
$.D. 1.04
N 7

DAYS AFTER BIRTH

STUDY NO. 5L548KEO

TABLE 24




TABLE 24
BODY WEIGHT GAIN - GROUP MEAN VALUES

TEST ARTICLES : DMAEA

GENERATION AND SEX : F1 FEMALE

DOSE LEVEL
MG/KG
0  MEAN
S.D.
N
4 MEAN
S.D.
N
20  MEAN
S.D.
N
100  MEAN
S.D.
N

STUDY NO. SLS48KEO

TABLE 24



TABLE 25 -1 STUDY NO. 5L548KEQ
INCIDENCE OF NECROPSY FINDINGS
TEST ARTICLES : DMAEA

Sex : Male Female
Fate : Scheduled sacrifice Scheduled sacrifice Death
Dose level(mg/kg) : 0 4 20 100 0 4 20 100 100
Organ -
Findings Number of animals : 12 12 12 12 12 12 12 10 2*
Lymph node
Enlargement, pancreatico- 0 0 0 7 0 0 0 7 0
duodenal
Thymus
Small 0 0 0 0 1 0 1 0 1
Spleen
Small 0 0 0 0 1 0 0 0 0
Lung
Congestion 0 0 0 0 0 0 0 0 2
Edema 0 0 0 0 0 0 0 0 1
Hemorrhage, focal 1 0 0 0 0 0 0 0 0
Esophagus
Hemorrhage, focal 0 0 0 0 0 0 0 0 1
Stomach
Distention 0 0 0 0 1 0 0 0 0
Hemorrhage, focal, forestomach 0 0 0 0 0 0 0 0 1
Hemorrhage, focal, glandular 0 0 0 0 0 0 1 0 1
stomach
Thickening of wall, forestomach 0 0 2 12 0 0 0 10 0
Kidney
Dilatation, pelvis 0 0 0 0 0 1 0 1 0
Nodule, one 1 0 0 0 0 0 0 0 0

*, One animal died at 1 day, the other died at 16 days after commencement of treatment.
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TABLE 25 - 2 STUDY NO. 5L548KEQ
INCIDENCE OF NECROPSY FINDINGS
TEST ARTICLES : DMAEA

i Sex : Male Female
Fate : Scheduled sacrifice Scheduled sacrifice Death
Dose level(mg/kg) : 0 4 20 100 0 4 20 100 100
Organ -
Findings Number of animals : 12 12 12 12 12 12 12 10 2%
Testis
Small 0 0 1 0
Epididymis
Small 0 0 1 0
Vagina
Pus within Tumen 1 0 0 0 0
Adrenal
Enlargement 0 0 0 0 1 0 1 0 0

Harderian gland
Brownish 0 0 0 0 1 0 0 0 0

Thoracic cavity
Pleural fluid, red 0 0 0 0 0 0 0 0 1

Abdominal cavity
Adhesion, stomach and 0 0 0 0 0 0 0 1 0
d1aphragm and 1iver

..... v e ~...,J N n ’a) 1 n n n n

HUllb'b 10Ul S LUIIIGDII alid V] v U 1 O V) U U V]
Adanhvarm and Timea
A%} IG]JIII ugm [eYRLV] P B

Adhesion, stomach and peritoneum 0 0 0 1 0 0 0 1 0

*  One animal died at 1 day, the other died at 16 days after commencement of treatment.
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TABLE 26 - 1
INCIDENCE OF HISTOLOGICAL FINDINGS

STUDY NO. 5L548KEO

TEST ARTICLES : DMAEA
Sex Male Female
Fate Scheduled sacrifice Scheduled sacrifice Dead
Dose level(mg/kg) : 0 4 20 100 0 4 20 100 100
Organ === -
indings Number of animals 12 12 12 12 12 12 12 10 2%
Heart (Grade
Inflammatory cell infiltration, focal Total 1 # # 0 0 # # 0 0
+ 1 # # 0 0 # # 0 0
Lymph node (pancreatico-duodenal)
Hyperplasia, plasma cell Total # # # 7/7 % # # # 7/7 #
+ # # # 777 # # # 7/7 #
Thymus
Involution Total # # # # 1 0 1 3 1
+ # # # # 0 0 1 2 0
++ # # # # 1 0 0 1 1
Hyperplasia, thymic epithelium Total # # # # 1 1 0 0 0
+ # # # # 1 1 0 0 0
Spleen
Increase in extramedullary hematopoiesis  Total 0 # # 0 6 # # 4 0
+ 0 # # 0 6 # # 4 0
Involution Total 0 # # 0 1 # # 0 0
+ 0 # # 0 0 # # 0 0
++ 0 # # 0 1 # # 0 0
Bone marrow (femur) ND # # ND ND # # ND ND

+, Slight ; ++, Moderate ; #, Not examined ; ND, No abnormalities were detected.
$, Number of animals showing lesion / number of animals examined.

&, One animal died at 1 day, the other died at 16 days after commencement of treatment.
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TABLE 26 - 2 STUDY NO. 5L548KEQ
INCIDENCE OF HISTOLOGICAL FINDINGS
TEST ARTICLES : DMAEA

Sex : Male Female
Fate : Scheduled sacrifice Scheduled sacrifice Dead
Dose level(mg/kg) : 0 4 20 100 0 4 20 100 100
Organ - U e
Findings Number of animals : 12 12 12 12 12 12 12 10 28
Lung (Grade) .
Congestion Total 0/1 # # # # # # # 2
+ 0/1 # # # # # # # 0
++ 0/1 # # # # # # # 2
Edema Total 0/1 # # # # # # # 1
+ 0/1 # # # # # # # 1
Hemorrhage Total 0/1 # # # # # # # 2
+ 0/1 # # # # # # # 0
++ 0/1 # # # # # # # 2
Inflammatory cell infiltration, focal Total 1/1 # # # # # # # 0
+ 1/1 # # # # # # # 0
Esophagus
Ulcer Total # # # # # # # # 1/1
+ # # # # # # # # 0/1
++ # # # # # # # # 1/1

+, Slight ; ++, Moderate ; #, Not examined.
$, Number of animals showing lesion / number of animals examined.
&, One animal died at 1 day, the other died at 16 days after commencement of treatment.
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TABLE 26 - 3

INCIDENCE OF HISTOLOGICAL FINDINGS

STUDY NO. 5L548KEO

TEST ARTICLES : DMAEA
Sex Male Female
Fate Scheduled sacrifice Scheduled sacrifice Dead
Dose level(mg/kg) 0 4 20 100 0 4 20 100 100
Organ -
Findings Number of animals : 12 12 12 12 12 12 12 10 2%
Stomach (Grade)
Atrophy, mucosa, glandular stomach Total 0 0 0 0 1 0 0 0 0
+ 0 0 0] 0] 1 0 0 0 0
Hemorrhage, focal, forestomach Total 0 0 0 0 0 0 0 0 1
+ 0 0 0 0 0 0 0 0 1
Hemorrhage, focal, glandular stomach Total 0 0 0 0 0 0 1 0 1
+ 0 0 0 0 0 0 1 0 1
Hyperplasia, mucosa, forestomach Total 0 0 2 12 ** 0 0 0 10 ** 1
+ 0 0 1 0 0 0 0 0 0
++ 0 0 1 12 0 0 0 10 1
Inflammatory cell infiltration, Total 0 0 2 11 ** 0 0 0 10 ** 1
forestomach + 0 0 1 0 0 0 0 0 0
++ 0 0 1 11 0 0 0 10 1
Ulcer, forestomach Total 0 0 1 11 ** 0 0 0 g **+ 1
+ 0 0 0 0 0 0 0 0 0
++ 0 0 1 11 0 0 0 9 1
Duodenum ND # # ND ND # # ND ND
+, Slight ; ++, Moderate ; #, Not examined ; ND, No abnormalities were detected.
&, One animal died at 1 day, the other died at 16 days after commencement of treatment.
Significantly different from control value : **, p<0.01.
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TABLE 26 - 4 STUDY NO. 5L548KEO
INCIDENCE OF HISTOLOGICAL FINDINGS
TEST ARTICLES : DMAEA

Sex : Male Female
Fate : Scheduled sacrifice Scheduled sacrifice Dead
Dose level(mg/kg) : 0 4 20 100 0 4 20 100 100
Organ ' -
Findings Number of animals : 12 12 12 12 12 12 12 10 2%
Liver (Grade)
Fatty change, hepatocyte Total 5 # # 4 1 # # 0 0
: + 5 # # 4 0 # # 0 0
+4+ 0 # # 0 1 # # 0 0
Microgranuloma Total 6 # # 3 0 # # 1 0
+ 6 # # 3 0 # # 1 0
Necrosis, focal Total 1 # # 0 0 # # 0 0
+ 1 # # 0 0 # # 0 0
Kidney
Basophilic tubule Total 2 # # 1 0 0/1* # 0 0
+ 2 # # 1 0 0/1 # 0 0
Cyst Total 1 # # 0 1 0/1 # 0 1
+ 1 # # 0 1 0/1 # 0 1
Dilatation, pelvis Total 0 # # 0 0 i/1 # i 0
+ 0 # # 0 0 1/1 # 1 0
Eosinophilic body, tubular epithelium, Total 0 # # 1 0 0/1 # 0 0
proximal + 0 # # 1 0 0/1 # 0 0

+, STight ; ++, Moderate ; #, Not examined ; ND, No abnormalities were detected.
$, Number of animals showing lesion / number of animals examined.
&, One animal died at 1 day, the other died at 16 days after commencement of treatment.
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TABLE 26 - 5
INCIDENCE OF HISTOLOGICAL FINDINGS

STUDY NO. 5L548KEO

TEST ARTICLES : DMAEA
Sex Female
Fate Scheduled sacrifice Scheduled sacrifice Dead
Dose level(mg/kg) : 0 4 20 100 0 4 20 100 100
Organ - -
Findings Number of animals : 12 12 12 12 12 12 12 10 2%
Kidney (Grade)
Fatty degeneration, tubular epithelium Total 0 # # 0 1 0/1°% # 0 0
+ 0 # # 0 0 0/1 # 0 0
++ 0 # # 0 1 0/1 # 0 0
Hyaline droplet, tubular epithelium Total 3 # # 2 0 0/1 # 0 0
+ 3 # # 2 0 0/1 # 0 0
Inflammatory cell infiltration, Total 1 # # 0 0 0/1 # 0 0
interstitium + 1 # # 0 0 0/1 # 0 0
Mineralijzation Total 1 # # 0 0 0/1 # 0 0
+ 1 # # 0 0 0/1 # 0 0
Testis
Atrophy Total 0 1/1 0
+ 0 1/1 0
Epididymis
Decrease in sperm Total 0 # 1/1 0
+ 0 # 1/1 0
Inflammatory cell infiitration, focal Total 0 # 0/1 1
+ 0 # 0/1 1
Ovary ND/1  ND/1 ND/1 ND/1 #
+, Slight ; ++, Moderate ; #, Not examined ; ND, No abnormalities were detected.
$, Number of animals showing lesion / number of animals examined.
&, One animal died at 1 day, the other died at 16 days after commencement of treatment.
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TABLE 26 - 6

INCIDENCE OF HISTOLOGICAL FINDINGS

TEST ARTICLES : DMAEA

STUDY NO. 5L548KEQ

Male Female
Scheduled sacrifice Scheduied sacrifice Dead
Dose level(mg/kg) : 0 4 20 100 0 4 20 100 100
Organ ‘ _
Findings Number of animals : 12 12 12 12 12 12 12 10 2%
Vagina (Grade)
Inflammatory cell infiltration Total /1% 4 # # #
+ 0/1 # # # #
++ 1/1 # # # #
Mammary gland ND/1 # ND/1  ND/1 #
Adrenal
Hypertophy, cortical cell, Total ND # # ND 1 # 0/1 0 0
fascicular zone + ND # # ND 1 # 0/1 0 0
Increase in 1ipid droplet, Total ND # # ND 1 # 0/1 1 0
fascicular zone + ND # # ND 0 # 0/1 1 0
++ ND # # ND 1 # 0/1 0 0
Mineralization Total ND # # ND 1 # 0/1 0 0
+ ND # # ND 1 # 0/1 0 0
Necrosis, cortex Total ND # # ND 0 # 1/1 0 1
+ ND # # ND 0] # 0/1 0 1
++ ND # # ND 0 # 1/1 0 0
Harderian gland Total # # # # 1/1 # # # #
Hypersecretion + # # # # 1/1 # # # #
Brain ND # # ND ND # # ND ND
+, STight ; ++, Moderate ; #, Not examined ; ND, No abnormalities were detected.
$, Number of animals showing lesion / number of animals examined.
&, One animal died at 1 day, the other died at 16 days after commencement of treatment.
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