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Fig. 1 Mean body weight changes in male rats treated orally

with 3,5-dimethylaniline for 28 days followed by 14-day

withdrawal period e
Fig. 2 Mean body weight changes in female rats treated orally

with 3,5-dimethylaniline for 28 days followed by l4-day

withdrawal period = ememeeeeeeeeeeoceeeeeeecceeoiens
Fig. 3 Mean food consumption in male rats treated orally

with 3,5-dimethylaniline for 28 days followed by l4-day

withdrawal period e
Fig. 4 Mean food consumption in female rats treated orally

with 3,5-dimethylaniline for 28 days followed by l4-day

withdrawal period oo
Table 1 Incidence of clinical signs in rats treated orally with

3,5-dimethylaniline for 28 days followed by 14-day

withdrawal period oo
Table 2 Body weights in rats treated orally with 3,5-dimethylaniline

for 28 days followed by 14-day withdrawal period
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ETo5MHHABREERBL, UTOBERL2EG/. &b, MBI KRU360ng/kgB iz ZNEh
BEHER 6 LD 14H MEIEREL R T /-,
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MEOLHHTFT /) —¥, KBEORTHREI RO LN, HEXIIMED D2 UL
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RE TIL, 360mg/keff DHERE THRMIMEAZEO L0, FEE TIHBEHEIH TIIRS MM
EUTHAL, MTIREBES 1BR IS LA,

FRETIE, 360mg/kgBfDHEHETREDEM, T MY VA, BV TAKRT I O— )Lk
BEOBMECICBEERTCHEDEKTHED LN,

MEFHRETIE, 60K%U360mg/keBEDIEHET A NAEZ O OB, RO, ~
EOCVERUTAY N7 Yy MEAOEAD I IR R MERBOEMAED LN/, FiZ,
360mg/ kg TlX, HEHETHIMBRB DM, HETH-HERLOE M, M THEEATS O R
TIOAF UIRHOEREMNRD LN,

ML A AL 2RI A T, 360mg/kgBEDIEHETHRE Y LY >, GOT, GPT, Y VBB RUE
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AF A=V RUAINY T LAOEMBRED LN,

WEERTIE, 607 U%360na/keRh D HERE T DRX K ORI B 8 O BN ASTD 5 e,
FIZ, 360mg/keff Tld, MHETHRIE, HEAUTEBOWMN KTCHESEEOHEMMBAD L
N=Eh, BROMNECHENERIIEBMARD LN,

RIEMABREZENRETIE, 60K U360ng/ ke DU TIHBRUBBONEY 7Y VLER
VBB EMHED SN, FIZ, 360ng/keBiDMHE TEEOANEI FY Vikd R UHF
ORESENNED LN, £/, FROFMBOLRKRURRIROER FEOE X360
mg/kgBE DEE K U 360mg/kgB¥ DMEHEIZERD H 3, B TIXFLFEME DIEFE A 360mg/ kgD
MEHEZ, SEAIRMIE LR O 71 A360mg/ keff DHEIZR D b /=,
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(mg/kg)
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. —RRIRTE

— R D BIEEE R % Table 136 CFiAppendix 1 R 2125 L 7.

TARTOARBTRCHIT 2, AR TIT10K/ T 60ng/ kgt TlRBlIEHIM %@L
T—RREBOEMALLBDOLN Lo/,

360mg/kgfETIX, 7/ —¥, HEEH, @, MEREL, L50FHTRUKREE
CHIZES THEBBERPROOLNZ, F7 7/ —LIdMETERE3IHEH»OALNED, #%
E2BPLIEFT ) —EERLTVWABIIKBEEAEALND LSRR, 7/ —F¥
XIZEBEAITMREDOZEHH TR EMEFISHEL TBEI N, REEIES6HMS
BREHMKTRETHEDCZBIITALN, REEENLREBL, BREEI0DETITIX
HETI—BEDCEATH >/, RIREHIX, HTIX6HTRES 2HE» L K5 HMK
THRETALNAD, #ETRIHTREIHEBICIEALNAZIITE 2274, KER
RBBEBLSROLUIGLOREL, BEZKEEUNICIKIZLALDHITHKLE, &
A EHITIE, REREEVZDONAFOS LI 1IHIT, RE2EBHIZIE, 5410
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2. KE

HhEWB #Fig. 1 XU 2, Table 2 i iz Appendix 3 BT 41257 L /=,

360mg/kgTF DML TR G 1 AEALAREDHMABER A AL, BE5 4B ikx

BHELUATHEEOFRRZEENZOLNE, LML, AEOKEIZMEEYL & AKEIZ L

DEELz, TOEH, 10ng/kgBfDOMEDAEL MBI Y PPOJELZRLAN, HF

BRENALNSG Z LI3% <, 60ng/kgBF TIREBRLMHAE 2N LM s, HBRYERS
EOBREERLRNEDLEI LN,

3. EBHEE
JEME%Fig. 3 /U4, Table 3ifiFicAppendix b R 6IZR L~
360mg/ kgt DMETHR EHM*B L TEMEORI LV UEBAEAIED LN, HTH

B 1THEBIZEASVRO LN, AROEEHAMPOEHEIR, ML £ IZEMR VL
i) R TN O

4. R&#E

BEABEOMBER R %2Table 4 R U Appendix 7 RU 82, EE2AB DAL R
#Table 5 K UAppendix 9 & T10IZR U 7=,

BE5E4EEORAETIX, 360mg/keffOMHETKE, 7 MV VABRMERT 70—V
HEOEMECICBEEERCEEOERTHIEDONA, FIZ, AETIEAY Y LGRE
DEMMBEETRO LN, HTERKROEAILALNT,

18 28 H OMAETIX, 360ng/kedf DUEHE TH LN REIZRDLNLED S Iz,

5. MKEHKE
BERRKTHOREZR % Table 6 i UFiZAppendix 1R T1212, EIEHIMK T
DOIERE % Table 7 W iZAppendix 13K/ TI4IZRU 7=,
BEHERK TEHOBRE T, 60/&%0360mg/ kel DIEH TRILEKE, ~E/OCVE
AT b7V MEDEA RN UBAERIETIZA hAEZOE Y RUHREMERED
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BMma v UBMER RO bz, F7z, 360mg/keghE Dk TMCV Kk UMCHD S {f i U512
MCHCOD{KAE A%, 60mg/kgh¥ D i TMCVD & & K UMCHCOIRME A ERD b iz, iz, 360mg/
kg Bt O HE T HIMERE OB M 2\ USSR, RFOMTOERF RO, T
EHEAEA N O VYR TSAF VREOEHIRD N, ZDIZH, 10ng/kgBE DT
7O MOV EVIRHOERKTRIRIEDEMBAL NN, IhbiZiiBEE L £
DEREII—EOHERIZBDLNLR Lo/,

EEAMK TRHRORE T, REHMEK TR ARRE/E U T360ng/kg@ DT
TR ILERBL DI A ¥ O MCV R U'MCHOD E i  MCHCOBME DS A L = h3, FOREIZBREH
METRLIVBERLTSY, EEEAPBOLONA, £/, 360mg/kgBf TlE, HHETA
T/ VEBRUANY MUY MEDEM, BTAMETOLEYDOEBD VA LN,
INLHIZDODWTIREBESHBEETREEIEOLE2RLUTEY, REEDOEfLLALRIN
Fo FTOED, BEHBKTHICEALN LN >/8{bE LT, 360mg/keftdif#t Tl
IMNEBEOBADBBD LN, £/, 360mg/keBEDHETIX, HEEIRIE KU ERF PR
DWW T U NREDE IR AL N, BREMBEKTERIIITBE L 23 x <,
ZTOEEEEBMETRE2ERTIHLIREEX R PO,

6. MKE(LZEHRE

BEHRK TROREBSER % Table 83 UFiZAppendix 15K TI6IZ, [I1E MK T I
ORERER % Table 9 ifi UiZAppendix 17K UFISIZR U 7=,

BEHMKTROBRETIE, 360ng/kglDlt#ETHR LY VL Y, GOT, GPT, YV »i8HE
RUERY) > OBMAAD LN, FIZ, 360ng/kgBEDHETHY T ARY 70—V DHK
SH, HTHRIVATFO—NVETAILVY T LADEMAED LN, FODIEH, 360ng/kg
HOHETINVI—ADED, 60ng/kgBEDOME TCPTOEMMB AL NN, EHFENDOLH
Thor[YHERERT—& : NV a—RA, 84~145mg/d1(n =50) ; GPT, 13~241U/1
(n=52)], &7, 10ng/keFDOMTRRBERK 7 I —VOEMBALNN, BER
ELTHY, BEBLOELOBEII—ZOHEAIZADLNE» /-,

48 HART R T B DIRE TIX, 360mg/keB¥DMBETH Y Y ADBABALNHY, HD
IR EHMETRI VBRLUTSY, BEHEANZOLNE, Z0OIEH, 360mg/kekt
DHETGOT, ZFNVIA—ARVT I VT FUDOBPBHRLNLN, WTFhEBELRE{T
BHEZHICEZORVELTH /-,
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BREHMKR TROKREME 2 Table 101 FiZAppendix 19K U201, EEMAMK T
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BEOH 1HICEDLN,

EEHMKR TRORETIE, BBOIIEKXA360ng/keRE DM 3 L i 1 FLIZRD LN,
ZDEH», BREEER)DOEABAH360ng/kefED 1 FlLIZEAD LN,

8. BREEE

BREHRETROBRESER 2 Table 123 UFiZAppendix 23/ 02412, RIEHIMK TH
DOMEREE % Table 133 iz Appendix 25K U261/ U 7=,

B 5K TROKE TIX, 60K%U360mg/ kgl D ifHE TR DM R UM EE D
e UBIMER A RO bz, T, 360mg/kgRETlE, FUIRIR, PR OB OM
RUHNEZOEMZ W UMEMERBIEICEO LN, BRTEHEMY RUHESESICHE
MAWED LN, TDIEH, 60ng/kefFDHETIIMDOESEZEDHADHRD L,
BREBECZAOREIC—EDERIFEO NN o7, /=, 360ng/kelf DO TIIM &
CLBOHS BEROMMARD b s, MNERICELIZENT L5 L EEAEET
HholZl LIlBEATHIELLLEEZZALN,

EEHEE TROBRETIE, #5HABK TS REKRIZ360mg/kght o ik HE T RE MO Mt
RUHNEEOEM, RO THBOMEY RUCHENEEOHEMARDOLNALN, VT
NEEAAOBRERBREHBK TR ENTEBLTSY, BEERMZEOLNEZ, £O
1Zh, 360mg/kgREDHE TIXMD M EZ DD MNRD L=,

9. MEMABREHKRE
BEHEKR THRORERR 2 Table 14A(7 L — RBHBEFIER) R UTable 14B(RHE
BB I O iz Appendix 27K U281, EIEHIMK TRROKRERE R 2Table 15A(F L — Kl
HEMIE) R U Table 158 HBLHIE) §f UM iZAppendix 29R U302 R UL 7=, F7-, BFE,
e, BB, BEECHERROLEZEMBEE R *%Photo. 1 ~1LIRU 7,
B 5 R TR BRGIIZ B VT, R TIZ/NEE RO o T M B A A A360mg / keRE D
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it 3 B % U360mg /kefF DRERER BN, FURANMBEDONE Y FY 2 L& 2360ng/ kg O #E
5 il & i 5 B O'360mg/ kT DMEHERFIZFED b, THEHDE(DEE 12360ng/ kgt
THEMP-o=, 2, NEDBOFMBEONEYF) VILEI60mg/ ket DIE 2 H11Z, 7
FHRREERE TR EMA360ng/ ke DREHERHIZRD bz, METIX, KRIESK
REERE TR IEMAH60mg/ kehE DHE2HI & 4 5 K U'360mg/kgFE O if 42 5112,
FEBETANEYTY VLB M60KR U 360mg/ ke DMEELFIIZED LN, ThbDE(D
EEI1X360ng/kg¥ TR > 72, WEKRTAEEDOBRETIX, 60mg/kehf DM £ 5 K% U360
ng/kgBE DUEHES B THREFRRADEMITENED b, E{LORE 13360ng/ kgt THH
o7, BETIX, BEMRMELEDOANTYFTY & H360ng/ kg DMEHESHIZ, EGT
FRAWE bR DT T i# A3360ng/ ke DHE2HIIT, FLIEEME QI A 360ng/keBEDHE 3 Hil &
EEfIZEO LN, FRIRTIX, Bl LRI RM60ng/ kghFOHE 1 ] R U360
mg/kgBE DM HERFUZRD LNz, ZDIFH, 360mg/kgBf Dl 1 4 T I PT IR I I BT D
HABERAL N TEBEEENRD S0, SBEEEOHE 1 4] TIXRI IR
REHBAL N THM, KiE, #FHRROBERCEKBROEENZD LN,
ZDEMTRERIT o MR, MR, OB, FBE, bR/ME, BIE, BRUBRTI
ZRIEBED LN /=,

EE M TROIREIZBWT, REMKTIREARLENLE LT, FETIEAD
TE o, OO T S B AR K A3360mg / kg BE D HE 3 HliZ, BEIHWMEDOANE Y T U VS H i i
2HIZEO LN, BT, KB TAETYTY VILE H360ng/kehf o i #2512 38
Doz, BETIE, EMRME ELONETTY VY2 360ng/ ket O #6112,
WEAL R E b B2 D8 718 A3 360mg / keBE D it 3 4112, FLEAMBE DRI H3360mg/keht DHE 4
BleEEMIcRBOON:, ZNLDERDS B, FFRE OB K B U B B O A bR Hl
BELROWMAEIIO>VWTIE, BEFABIRSHMRTREIVBA UL, B2, RE5EHH
RTRBIZEEPALONABHEAUTHRBRTRELRIEIRDOON Lo, TDIEH, 360
mg/kgBEDHE 1 61 TIXAFRE CHMREO LMRE L FHREOSHEOEMAED L H,
RAFEORHOH 1 FITIIRRAICEE LEOERBANALNATITH FRFENE
b/,
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3, 5—URAFLT=UVORLICETIEEARO—RE LT, ABBRUEDO,
10, 60% U360mg/ke% MEHES v M IC28H IR BB ORE T2 BIRBR, 010 RSHIMK
TRICUAROKEEM R 5 EERREERL ., 5, AEBNEDREETH S
2, 6=URAFNT=ZV DY MIBIIZHEEARRUPARMEARRTIZ, FE, TE
RUENRCTOBEEHNELL BW LR TORBARNERE XN TS,

3 , B=URXRFNT oY UEBEIZEIBETIZTNOFIZL o/, —REBODOEIE
Tk, 360mg/keBOMHDSBPITF 7 ) —¥, KEELRORIED, HHDDEZ L
EHEITRREL RO LS DX HBERAD bR, T=U VREESUTE, HEL-BE
LUTANANESOY VIEL BMAEL Y L AMBNTEY, KRBTEH A hAT
O OEMETENIRDLN-Zns, F7 ) —VYRUEBEAIXINLIZER
LEtDrERLNE, REKLDWTIE, ARBWEORMKTSHS3, 4—JAFLT
SYVIDRETLAEUTEY, BRWERSIIHEL -ELTHE LERLIEN, &
SEBI B AL NAZLTH Y, BRI BENAELIZED Lo, B
EHIZDNTIE, TOREBFET LA TRM oM, BEHSE2VLI0AHLREL,
B51% 6 R TIOW &+ 3 AR T, HRMRZURETIZRKICHT 3 BEI3AD
RS, kA0 EHFE, M1 HTRERICHRLNASETRS - 28, BRIRE
YABIEEELALOTHY, BRNERSICHELZELE ERbNE, ZOED,
360ng/ ket D HED > BB TIXIR(E & & NISfE > FIBE RN A b IA, UL, Bk
RURELTHY, BRUERSICL MBS OBBEAD LT OAENT b5,
EARIZBWEZa—-vilicERU 22 B/,

PRI T, 360mg/kgh oD MEHE T R AIEI ASRD & 4y, [FIREC ILHEALE O3k 0 hSHE T 138
SHMEELT, MTRRS ARICED LA,

RMETIE, 360ng/keBtOMEHETREOMM, LERCEBEDET, BT MY Y
A, BV LRGSO —LEEORMAS SN, i, ABETREEOEEMMN Y
FE DHEIE AR, MEHY D ARG S O—VORASE T EEEOHRINE L £ 2
b RME EE OB TR EDDNE LD, HRUESERC B L RIEL
BRI N,

MEFEREETIE, 60K U360mg/kefFEDMEHET A "AEZ O ML, £/, A
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HEOMEMETIIARMERE, ~ETOEVEBERUAY NI Yy MEMXEAS L, ELHED LN
7o, ARIMBREETIX, MCVRUMCHIXEME %, MCHCIHEM 2R L TWAB Z &5 RERMEH (M
THY, 360ng/kgMTIRMBL Y VY EEMUAZ L H 5, BlEX FAEZOE Y
BUICEETOHRMIZE 23D EZLN, FMICEHETLIZE/IE LT, HEXUTEED
ANETVFY VB HC0KRU360mg/ ke DUEHE T, BREOANEYFY VL& H360ng/ kgt D
HEREICERD b/, 360mg/kgBEDHEHE T AL NZIMFCOTR UCGPTOEINIZDOWTE, FFiE
TINOLDERFERLEMTEEI BHEEFALNT VRN D, BMICEAELLE
fbkeExbr, £/, AMIZHTHREEOLEL UT, 60K U 360mg/kehf D iE#HE Tk
KM OHPRAFMEREASEIL, FFERRE EEREL T OB TOHSEMA60K% U'360mg/
kB DIEREIZ, FFIETORESE M A3360mg/ k¥ DUEHEIZZEDO L1, BEETLIEMTTHEA60
mg/kgBE DO HE R F360mg /kgBE DM RO LN, £/, 60K U360mg/ ke DMHET AL
NBBEEOEM R U360ng/ ke OMHETALNAFBEEOHEME A EIMIZFE > /2
ELERONED, FRICOVWTREEATZFHEROERL BRI ELEX -
LOrBbhhi, Z0EH, MEFHRETI, 360mg/kght D MERE T H MERE DB MNH3,
REEOHE THHRERLEOBEMBERD b 1EH, 360ng/keBf DM THEMEALBL PO VRS S
AFVHEROEMNIRD LN, AMERDOEINZDWT, ZOBFIXHEDL M TIER VDS,
RHTREEERERXALONTO AW 2L, FFERROEMTEIZHE>T, BREKR
DEMEFTHEL 2O TRV e Bbhiz, —F, EHEAES O VERT S AF VI
SWTIE, BEUABSRFEESEOEME 255, HiiL A BSOMKNERETHL »
TiERW,

Eikoizd, MEAEILZHERETIE, VYV BEOBMBEUERY > OB 360ng/ keff
DM, BV ATFO—IVERTHILY Y ADEIMA360ng/kgBEDIEICRD Lz, 7=,
DUBRBERCGEIVATFO—I)VOEE) & BENECATE T I3 /N RO ORI AE KA,
ERY VRUANY Y ADEE L EENMROCFRECIRERMBEOERE EEHMITNT
A E 60mg/kgBE D RER U360mg/keBEDMEHEICRD O NAZ D, BHBRYWEERSHFEX
UBRBICEELRIFLAZEMNTRINAE, 28, PREOREEROEXRIZOVTIE,
FRIBICEBRYENEENIZHEY RIFU - TEENH B ENIT, KRBRTINERLHE
DFFMFEADEDOLNT VD Z &2b, TORRD 12 LT, EURBBEROFZHEY
NEZLNh, EYPRBBEENFEINLZ LI, BRBARIVEYORETON B
YL, HURIREEBEAAEL CZFOERE U TERMENIE R Lizks it ZEX b0k,
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ZDE», FRRTIIBREZEOHMAH360ng/kegBE TRDO LN, HEMBLWKRE
TEHEEBROLNEN 222 en b, HEHENEZIBEDLEX LN, £/,
360mg/kgB¥ DI 1 HITIE, WHZWRET, ARNICHFBOEAGQEN AL NTAIZE
FHEBEENRED LN, MICEET LN 2ICmA, BEMRE 2L, AK
REMIZRARKEDS Y NTIRIEFALNE LA LBRFRLEX LN,

EIE B Tld, 360ng/keBE DM TER TOILERE DB 1o TR, BRER R
TOANEVFY VIENRSHEK TR L5 EREDOLNLN, TOERMIHSEHM
FIZALNAEIZDWTIIHEELRT IS, BRTIEALALN, AEVTY OEH
ZOWTIE, BIMCEETIMOEIZEEL TS Zehs, MEICKRIIETSED
D, BAZHRUTITLSETHA D LI NG, £/, BERTOAEMEDOHEIEIZD
WTIE, BREMAK TR EEL CEEHMKTRICECORENERTIEDTIREN
o/, BE, EERBRICBVTRSHBRR TRICIXEEA LN D - - HE CTHEEH
CABRENRDOND, FHEESZOMETREHEDRVWEERALNZY L,
WTHhEMIZEAETDIEIEI RN &, HRYERS LORFEREITRNVEDLEEXD
Nz,

MEDESIZ, RABRTITELDEE LT, MHELE60ng/kgA ETA MES DY
VOBME I NIZESBMBROONI s, MEEBE MY 10ng/kg £ 25
nr,
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Study No.29604
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Fig.1 Mean body weight changes in male rats treated orally with 3,5-dimethylaniline for 28 days
followed by 14-day withdrawal period.
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Fig.2 Mean body weight changes in female rats treated orally with 3,5-dimethylaniline for 28days

followed by 14-day withdrawal period.
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Fig.3 Mean food consumption in male rats treated orally with 3,5-dimethylaniline for 28 days
followed by 14-day withdrawal period.
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Fig4 Mean food consumption in female rats treated orally with 3,5-dimethylaniline for 28 days
followed by 14-day withdrawal period.




Study No.29604
Table 1 Incidence of clinical signs in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period

Group Days
Sex and Clinical sign
dose 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20

Male Control Number of examined 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

10mg/kg Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 B 6 6 6 6 6 6 )
No abnormality 6 6 6 6 6 6 6 6 8 6 6 6 6 6 8 6 6 © 8 6

60mg/kg Number of examined 6 8
No abnormality 6 8
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Study No.28604

Table 1 - continued Incidence of clinical signs in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period
Group Days
Sex and Clinical sign
dose 21 22 23 24 25 26 27 28 29 30 31 32 33 34 3B 36 3I7 38 39 40
Male Control Number of examined 12 12 12 12 12 12 12 12 6 8 6 6 6 6 6 6 6 6 6 8
No abnormality 12 12 12 12 12 12 12 12 6 .6 6 6 6 6 6 6 6 6 6 &
10mg/kg Number of examined B ) 6 6 6 6 8 6
No abnormality 6 6 6 6 6 6 B 6
60mg/ke Number of examined 8 6 6 ) B 6. 6 8
No abnormality 6 6 6 6 6 6 6 6
360mg/keg Number of examined 12 12 12 12 12 12 12 12 6 6 8 6 6 6 6 6 6 6 6 6
No abnormality 0 0 0 0 0 0 0 0 2 2 2 2 6 6 6 6 8 6 6 8
Cyanosis g 9 g 9 9 9 g 9 1 0 0 0 0 0 0 0 0 0 0 0
Blanching 3 3 3 3 3 3 3 3 3 4 4 4 0 0 0 0 0 0 0 0
Exophthalmos 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation 3 9 7 8 g 11 6 8 0 0 0 0 0 0 0 0 0 0 0 0
Soiled lower abdomen 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Loose stool 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Female Control Number of examined 12 12 12 12 12 12 12 12 6 6 6 6 6 6 6 6 6 6 ) 6
No abnormality 12 12 12 12 12 12 12 12 ) 6 6 6 6 6 6 6 6 6 6 6
10mg/kg Number of examined 6 ) 6 6 6 6 ) 6
No abnormality 6 6 3] 6 6 6 6 6
B0mg/kg Number of examined 6 6 6 6 6 6 B8 6
No abnormality 6 6 8 6 6 6 6 6
360mg/kg Number of examined 12 12 12 12 12 12 12 12 6 B 6 6 6 6 6 B 6 6 6 6
No abnormality 0 0 0 0 0 0 0 0 2 0 0 0 0 6 6 8 6 6 B8 6
Cyanosis 7 7 7 7 7 8 8 8 0 0 0 0 0 0 0 0 0 0 0 0
Blanching 5 5 5 5 5 4 4 4 4 6 B 6 6 0 0 0 0 0 0 0
Exophthalmos 1 1 0 3 2 2 1 2 0 0 0 0 0 0 0 0 0 0 0 0
Salivation 5 8 5 5 3 10 5 9 0 0 0 0 0 0 0 0 0 0 0 0
Staggering gait 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 1 - continued

Study No.29604

Incidence of clinical signs in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period

Sex

Group
and
dose

Clinical sign

Days

41

42

Male

Control

Number of examined
No abnormality

B
6

10mg/kg

Number of examined
No abnormality

80mg/kg

Number of examined
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360mg/kg

Number of examined
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Blanching
Exophthalmos
Salivation

Soiled lower abdomen

Loose stool

Female

Number of examined
No abnormality
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Body weights in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period

Study No.29604

Table 2
Group Body weight (g) on day
Sex and
dose 1 3 7 10 14 17 21 24 28 29 31 H
Male Control N 12 12 12 12 12 12 12 12 12 6 6 6
Mean 244 .4 260.1 291.7 317.3 345.0 361.8 385.2 401.6 420.9 414.7 423.0 439.5
S.D. 112.4 +12.5 +16.9 +21.4 25.8 +28.9 +28.9 +32.1 +33.2 +24.6 +27.6 +31.3
10mg/ke N 6 6 6 6 6 6 6 ) 6
Mean 246.1 263.5 295.9 319.7 346.6 362.7 385.6 400.6 422.0
S.D. £12.1 +14.1 £23.8 £26.9 +33.7 +37.0 +41.9 +45.4 +48.8
60mg/kg N 6 6 B 6 6 6 ] 6 6
Mean 246.1 283.5 300.4 321.9 359.9 371.5 404.7 423.1 440.2
S.D. £11.5 +12.0 +14.0 +15.0 +]8.4 £20.4 +20.0 +23.4 +28.2
360mg/kg N 12 12 12 12 12 12 12 12 12 6 6 6
Mean 248.7 255.4 275.8 299.1 322.8 337.9 359.7 .370.9 385.2x  390.5 395.7 419.4
S.D. +10.2 +10.8 £18.7 +20.7 £22.9 24.6 £25.7 25.1 +27.0 +29.8 +29.2 +34.9
Female Control N 12 12 12 12 12 12 12 12 12 6 6 6
Mean 164.2 170.7 183.0 196.1 206.2 211.1 223.9 230.9 236.4 243.0 244.3 252.3
S.D. +7.8 6.7 8.2 +12.4 +]12.0 £]10.3 +12.5 +11.0 +10.2 +10.6 312.1 +12.6
10mg/ke N 6 6 6 6 8 8 ] 6 8
Mean 161.8 168.2 178.7 189.7 198.3 205.4 212.4 220.1 224.9
S.D. +3.0 +10.4 12,7 +12.0 £]1.4 £]2.8 £14.5 £15.9 +15.4
60mg/kg N 6 6 8 ] 8 8 6 6 6
Mean 167.4 169.3 185.1 198.7 211.5 216.0 228.7 235.0 240.4
S.D 5.4 6.3 9.5 +10.9 +11.8 +10.3 +11.2 +14.3 +14.2
360mg/ke N 12 12 12 12 12 12 12 12 12 6 6 8
Mean 167.8 166.4 175.0 187.3 195.1 202.2 210.7x 215.0x  223.3 216.8xx  220.4xx  231.2%x
S.D. 8.1 7.5 +8.5 3.5 +10.1 +10.3 +11.2 +13.4 +14.4 8.7 6.8 +10.1

x. P<0.05, xx: P<(0.01 (significantly different from control).



Table 2 - continued

Body weights in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period

Study No.29604

Group Body weight (g) on day
Sex and
dose 38 42
Male Control N 6 6
Mean 451.1 463.6
S.D +33.8 +30.4
10mg/kg N
Mean
S.D.
60mg/kg N
Mean
S.D.
360mg/ke N 6 6
Mean 443.7 164.1
S.D. £35.4 +33.6
Female Control N B 6
Mean 24.9 260.9
S.D. +15.6 +13.8
10mg/kg N
Mean
- S.D.
60mg/ ke N
Mean
S.D.
360mg/kg N 6 6
Mean 239.5 251.8
S.D +14.4 +15.7

Not significantly different from control.



Study No.23604

Table 3 Food consumption in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period
Group Food consumption (g) on day
Sex and
dose 3 7 10 14 17 21 24 28 31 35 38 42
Male Control N 12 12 12 12 12 12 12 12 6 B 6 6
Mean 23.5 23.7 25.0 25.0 26.1 25.9 25.6 25.2 2.9 28.3 21.7 27.9
5.D. 2.7 2.9 +3.4 £3.1 +4.2 2.9 3.4 2.7 +2.8 3.1 4.4 4.4
10mg/kg N 6 6 8 B 6 6 6 6
Mean 24.5 23.7 24.5 25.5 24.4 23.9 24.7 25.0
S.D. +2.4 +3.4 +3.6 3.4 +3.3 2.9 +5.0 +3.9
B0mg/kg N 8 6 8 8 B 6 6 6
Mean 24.6 24.3 25.5 27.0 27.1 27.1 26.5 26.3
S.D. 2.3 2.7 2.3 3.2 3.7 1.7 £3.7 +4.9
360mg/kg N 12 12 12 12 12 12 12 12 6 6 6 6
Mean 20.6% 19.5%x 21.5% 22.0 23.4 22.3xx 23.3 23.1 28.14 32.0 33.2x 33.0%
S.D. 1.8 3.8 3.2 2.7 +3.2 +2.3 +].8 2.5 £1.8 +3.7 +3.5 +3.2
Female Control N 12 12 12 12 12 12 12 12 6 6 6 6
Mean 14.1 14.8 15.3 16.7 15.5 16.0 15.5 15.4 18.3 19.9 18.5 17.6
S.D. +1.3 +].6 +3.0 2.4 2.3 2.7 2.1 +2.4 +1.3 2.9 3.4 +3.5
10mg/kg N 8 8 6 6 6 8 B 6
Mean 13.5 14.4 15.0 14.3 14.7 14.5 14.7 14.5
S.D +1.8 2.6 t].7 2.5 +1.5 +].4 £].5 3.1
80mg/kg N 6 6 8 8 ] 6 6 6
Mean 12.4 14.9 15.6 17.1 16.8 17.1 16.7 16.2
S.D. +1.3 2.4 +]1.4 1.5 +].8 2.2 2.0 2.7
360mg/kg N 12 12 12 12 12 12 12 12 6 6 6 6
Mean 10. 8xx 12.5x% 15.3 15.1 16.7 16.3 15.7 16.2 18.5 21.0 22.5 22.6x
S.D +1.5 +1.8 +1.8 +].8 +]1.8 £].9 £1.9 z].4 2.8 2.3 3.6 +3.0

x! P<0.05, *x! P<0.01 (significantly different from control).
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Table 4 Urinary findings in rats treated orally with 3,5-dimethylaniline for 28 days
Group Number Urine volume Osmotic Specific Na K Cl
Sex and of pressure gravity
dose animals  (ml/24hr) (Osm/keg) (mEq/24hr) (mEq/24hr) (mEa/24hr)
Male - Control 12 13.3 1.426 1.050 0.663 2.212 1.049
5.6 £().627 +0.023 +(. 192 +0.342 +0.183
10mg/kg 6 11.6 1.465 1.052 0.597 2.037 0.968
5.8 10.472 +0,020 +(0.244 £0.503 £0.274 .
60mg/kg 6 14.8 1.262 1.040 0.748 2.348 1.061
7.3 +(.313 £0.012 +0.272 +0.508 +0.229
360mg/kg 12 44 9xx 0.501xx 1.021xx 1.130%x 2.655 1.363xx
+15.2 +0.138 +(.006 +0.259 +0.304 +0.195
Female Control 12 6.1 1.430 1.048 0.375 1.050 0.495
+3.0 +0.339 +0.013 +(0. 159 +0.374 +0), 186
10mg/kg 6 6.1 1.273 1.043 0.242 0.838 0.399
+4.0 +(), 360 £0.014 +0.125 +0.337 +0.148
B0mg/kg 6 9.9 1.087 1.037 0.412 1.354 0.655
+4.5 +(, 269 +0.011 +0.159 +0.484 +(.280
360mg /kg 12 24 . 5xx 0.590xx 1.022xx 0.834xx 1.769%x 0.882x%x
6.7 +0.109 +0.004 +0.158 £(.320 +0,182

xx. P<0.01 (significantly different from control).

Yalues are meantS.D.
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Table 4 - continued Urinary findings in rats treated orally with 3,5-dimethylaniline for 28 days
Group Number Color pH Protein Glucose Ketone body
Sex and of
dose animals
PY Y VB 6.06.57.07.58.08.5 - &+ w - -
Male Control 12 5 7 ¢ 0 0 0 1 11 0 0 9 3 0 12 12
10mg/kg 6 1 5 0 0 0 0 0 6 0 1 3 2 0 6 6
60mg/kg 6 2 4 0 6 ¢ 0 1 4 1 1 4 0 1 6 6
360mg/kg 12 2 7T 3 0 0 0 4 8 0 g 3 0 0 12 12
Female Control 12 1 11 0 6 2 2 0 8 0 10 1 1 0 12 12
10mg/kg 6 2 4 0 0 0 0 2 3 1 5 1 0 0 B 6
N .
60mg/kg 6 3 3 0 1 0 0 1 4 0 5 1 0 0 6 6
360mg/kg 12 0 10 2 2 0 4 2 4 0 12 0 0 0 12 12

Abbreviation: PY, pale yellow; Y, yellow, YB, yellowish brown.
Grade sign: -, none, %, trace, +, slight; #, moderate, #, severe, #, very severe.
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Table 4 - continued

Urinary findings in rats treated orally with 3,5-dimethylaniline for 28 days

Study No.29604

Group Number Bilirubin Occult blood Urobilinogen
Sex and of (mg/dl
dose animals
- - F <l 1
Male Control 12 12 1 1 11 1
10mg/ke 8 6 8 0 5 1
B0mg/kg 6 6 5 1 5 1
360mg/kg 12 12 111 12 0
Female Control 12 12 11 1 10 2
10mg/kg 6 8 § 0 8 0
60mg/kg ] B 6 0 5 1
360mg/kg 12 12 1 12 0
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Table 4 - continued

Urinary findings in rats treated orally with 3,5-dimethylaniline for 28 days

Study No.29604

Group Number Urinary sediment
Sex and of
dose animals Epithelial cells Erythrocytes Leucocytes Casts Crystals
- - - - - #
Male Control 12 12 12 12 12 11 1
10mg/kg 6 6 6 6 6 6 0
60mg/kg 6 6 8 6 6 6 O
360mg/kg 12 12 12 12 12 12 0
Female Control 12 12 12 12 12 12 0
10mg/kg 8 ] 6 6 8 6 0
60mg/ke 6 8 3] 8 8 6 0
360mg/kg 12 12 12 12 12 12 0

Grade signs are as follows.
Epithelial cells:
Erythrocytes
Leucocytes
Casts
Crystals

none; +, =1/all field.
< 10/field; +, 10/field =and < 20/field; #, 20/field =and < 30/field; #, countless.

, < 3/field; +, 3/field =and < 10/field; #, 10/field =and < 20/field; », Z20/field.
, < 10/field; +, 10/field =<and < 30/field; #, 30/field =and < 100/field, #, countless.
, < 3/field; +, 3/field =and < 20/field; », 20/field =and < 40/field; #», =40/field.
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Study No.29604
Table S Urinary findings in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period

Group Number Urine volume Osmotic Specific Na K Cl
Sex and of pressure gravity :
dose animals  (m}/24hr) (Osm/kg) (mEq/24hr) {mEq/24hr) (mEq/24hr)
Male Control 6 24.4 1.067 1.036 1.165 3.187 1.530
7.7 +(. 401 £0.013 £0.250 +0.405 +0.275
360mg/ke 8 30.5 0.848 1.028 1.461 3.756 1.793
5.3 +0.137 +0.005 +0.400 +0.674 +0.431
Female Control 6 11.7 1.271 1.041 0.878 2.010 1.021
: 4.3 +0.176 +0.006 +0.310 +(0.560 +0,347
360mg /kg 6 9.7 1.442 1.047 0.849 1.786 0.963
3.6 +(.264 £0.009 +0.317 +0.567 +0.311

Not significantly different from control.
Yalues are meantS.D.
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Table 5 - continued Urinary findings in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period

Group Number Color pH Protein Glucose Ketone body Bilirubin
Sex and of

dose animals

PY ¥ 7.07.5 8.0 8.5 -t o+ - - -

Male Control 6 2 4 0 1 5 0 1 2 3 6 6 6

360mg/kg 6 1 5 1 0 5 0 2 4 0 6 6 6
Female Control 6 0 6 0 2 38 1 5 1 0 6 B 6

360mg /kg 6 0 6 0 1 5 0 6 0 0 5 6 6

Abbreviation: PY, pale yellow, Y, yellow.
Grade sign. -, none, t, trace, +, slight, #, moderate, #, severe; ®, very severe.
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Table 5 - continued Urinary findings in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period

Group Number Occult blood Urobilinogen
Sex and of (mg/dl%
dose animals
-t <t 1
Male Control ) 5 0 1 6 0
360mg/kg 6 4 2 0 5 1
Female Control 6 5 1 0 3 3

360mg/kg 6 5 1 0 4 2
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Table 5 - continued

Urinary findings in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period

Study No.26604

Group Number Urinary sediment
Sex and of
dose animals Epithelial cells Erythrocytes Leucocytes Casts Crystals
Male Control 6 6 6 8 6 6
360mg/kg 6 6 6 6 6 6
Female Control 6 6 6 6 6 6
360mg/kg 6 6 6 ) 6 6
Grade signs are as follows.
Epithelial cells:! -, < 3/field; +, 3/field =and < 10/field; #, 10/field =and < 20/field; », =20/field.
Erythrocytes -, < 10/field; +, 10/field =and < 30/field; », 30/field =and < 100/field; #, countless.
Leucocytes -, < 3/field; +, 3/field =and < 20/field; «, 20/field =and < 40/field; », =40/field.
Casts -, none; +, =1/all field.

Crystals

, < 10/field; +, 10/field =and < 20/field; #, 20/field =and < 30/field; », countless.
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Table B Hematological findings in rats treated orally with 3,5-dimethylaniline for 28 days
Group Num?er Leucocyte Erythrocyte Hemoglobin Hematocrit Platelet MCY MCH
Sex and 0
dose animais  (10%/ul) (10%/u1) (g/dl) 69 (10%/ul) (1) (pg)
Male Control 6 110 761 14.7 46.1 95.9 61 19.3
+23 +12 +0.2 +]1.2 +3.0 t] +0.4
10mg/kg 6 90 792 14.7 46.2 103.5 58 18.5
+36 +3] +0.4 +1.3 +3.8 +2 0.6
B0mg/kg 6 g8 17 13.3%x 42 Txx 102.2 60 18.5
g +40 0.4 +].1 +8.9 +2 +0.8
360mg/kg 6 148 382xx 9. 8xx 4.5 88.3 117x 25.8xx
+38 +32 0.7 +].9 7.7 16 1.4
Female Control 8 89 7% 14.8 16.1 98.5 58 18.8
+29 +16 0.3 +1.3 +13.7 +] +0.5
10mg/ke 6 78 811 14.7 46.1 107.7 57 18.2
+21 +30 +0.5 +1,2 +10.8 ] 0.5
?j 60mg/kg 6 g7 T23xx 13.6xx 43.8 109.1 61x 18.8
i +30 +30 0.3 +].2 +3.2 +] +0.7
360mg/ke 6 143% 381xx 9. B¥x 42 8xx 83.6 113x 25.0xx
+50 +]2 +0.5 +2.4 +10.4 6 1.0

x. P<0.05, xx: P<0.01 (significantly different from control).
Values are meanzS.D.
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Table 6 - continued

Hematological findings in rats treated orally with 3,5-dimethylaniline for 28 days

Study No.29604

Group Number MCHC Methemoglobin Reticulocyte Prothrombin APTT
Sex and of time
dose animals 43 ¢y 9] (sec) (sec)
Male Control 6 31.8 0.3 27 12.2 24.0
+0.5 0.14 x4 +].3 2.3
10me/ke 6 31.8 0.3 28 12.5 24.8
(.6 +0.09 3 0.8 +].8
60mg/kg 6 31.1 0.69 63% 12.3 22.6
0.3 +().30 B +].2 2.3
360mg/ke 6 22.0x 2.33x 830x 12.4 22.8
+1.3 +0.52 +42 +0.9 4.1
Female Control 6 32.1 0.38 37 10.5 20.1
+0.4 +0.12 £5 0.3 :1.6
10mg/kg 6 31.9 0.26 34 11.0% 20.2
0.7 +0.14 5 +0.3 2.6
60mg/kg 6 31.1% 0.70 B2« 10.7 19.5
0.7 (.22 £13 (.5 +1.6
360mg/kg 6 22 4x 1.32% 805x 10.9 16.9%
1.8 +0.47 +33 0.2 t1.6

x. P<0.05 (significantly different from control).



L€

Study No.29604

Table 6 - continued Hematological findings in rats treated orally with 3,5-dimethylaniline for 28 days
Group Number Differential leucocyte count
Sex and of
dose animals Eosinophil Neutro-Stab.  Neutro-Seg. Lymphocyte Basophil Monocyte
) ¢)) €3 (%) (%) (%
Male Control 6 0.8 0.0 19.8 8.5 0.0 0.8
0.8 +0.0 +]2.6 £12.4 0.0 0.8
10mg/kg 6 0.7 0.0 21.0 71.5 0.0 0.8
0.8 +0.0 6.3 +7.0 +0.0 1.3
60mg/kg B 0.5 0.0 15.2 84.0 0.0 0.3
0.5 +0.0 5.7 5.7 +0.0 +0.5
360mg /kg 6 0.2 0.0 33.5x 66.3 0.0 0.0
0.4 +0.0 18.3 8.2 0.0 +0.0
Female Control 6 0.5 0.0 16.2 83.0 0.0 0.3
+0.8 0.0 £10.5 +10.4 0.0 +0.5
10mg/kg 6 0.8 0.0 16.2 81.8 0.0 1.2%
+}.0 0.0 +15.1 +15.2 0.0 +0.8
B0mg/ke 6 0.3 0.0 14.0 85.5 0.0 0.2
£0.5 0.0 5.9 5.5 0.0 +0.4
3B0mg ke 6 0.3 0.0 15.7 83.3 0.0 0.7
0.8 +0.0 +4.3 4.7 +0.0 0.5

x: P<0.05 (significantly different from control).
Yalues are meanzS.D.
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Table 7 Hematological findings in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period
Group Num?er Leucocyte Erythrocyte Hemoglobin Hematocrit Platelet MCY MCH
Sex and 0
dose animals  (10%2/ul) (10%/11) (g/dl) 63 (10%/u1) (f1) (pg)
Male Control 6 102 823 14.9 45.2 98.5 56 18.1
+26 b4 0.4 £1.3 +11.3 12 +0.8
360mg/ke 6 86 £98xx 15.6x 43 8xx 80.5xx Tixx 22.4xx
+20 +34 0.5 +1.2 6.3 +4 +1.5
Female Control 6 60 786 14.5 44.8 99.7 57 18.5
£15 +26 0.4 £1.0 +15.5 +] +0.4
360mg/kg 6 T3 T07xx 15.9x%x 50.9xx T4 . 2xx T2x% 22.5%x%
24 +31 0.4 +].8 5.3 +2 0.6

x. P<0.05, *x: P<0.01 (significantly different from control).

Values are meantS.D.
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Table 7 ~ continued Hematological findings in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period
Group Number MCHC Methemoglobin Reticulocyte Prothrombin APTT
Sex and of time
dose animals 43 %) ) (sec) (sec)
Male Control ] 32.2 0.34 35 12.8 24.3
+0.3 +0.03 £2 £}.1 1.0
360mg /kg 6 31.4xx 0.16xx 31 12.4 23.5
0.4 +0.11 5 +1.1 2.0
Female Control 6 32.4 0.29 34 10.8 18.4
0.7 +0.17 +4 0.5 2.7
360mg /kg 6 31.3x 0.29 29 11.7 19.4
0.9 +0.07 5 0.7 2.0

x: P<0.05, *x: P<Q.01 (significantly different from

control).
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Table 7 - continued Hematological findings in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period
Group Number Differential leucocyte count
Sex and of
dose animals FEosinophil Neutro-Stab,  Neutro-Seg. Lymphocy te Basophil Monocyte
%) %) %) (%) ¢)) (%
Male Control 6 0.5 0.0 15.0 84.0 0.0 0.5
+0.5 0.0 5.8 15.8 +0.0 +0.8
360mg/kg 6 0.2 0.0 17.3 82.0 0.0 0.5
+0.4 0.0 7.4 7.1 +0.0 0.5
Female Control 6 1.3 0.0 21.3 76.0 0.0 1.3
+1.0 +0.0 +3.8 +4.0 0.0 £1.0
360mg/kg 6 0.2x 0.0 15.3x 83.5%x 0.0 1.0
0.4 +0.0 +4.3 +4.2 +0.0 +].1

x: P<Q.0h, xx: P<0.01 (significantly different from control).
Values are meantS.D.
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Table 8 Biochemical findings in rats treated orally with 3,5-dimethylaniline for 28 days
Group Number T.protein Albumin A/G ratio T.bilirubin GOT GPT r-GTP ALP
Sex and 0
dose animals (g/dl) (g/dl) (mg/d1) (/1) (/D (/1 (/1)
Male Control 6 5.3 3.7 2.44 0.0 97 19 0. 292
£(.1 0.1 0,20 +0.0 +14 +4 +0.1 +31
10mg/kg 6 5.2 3.6 2.33 0.0 g4 20 0.3 276
0.3 +0.2 £0.11 0.0 £15 +8 0.1 +49
B0mg/ke 6 5.8 3.7 2.3 0.1 87 17 0.4 247
+0.3 +0.1 +0.40 +0.1 +16 +2 +0.3 +26
360mg /kg 6 5.4 3.9 2.52 0. 4xx 12]1% 29x 0.4 268
+0.2 0.1 +0.28 10.1 +19 14 0.2 48
Female Control 6 5.5 4.1 2.80 0.0 92 14 0.4 160
£0.3 +0.2 +0.30 0.0 +22 £] 10.3 52
10mg/kg 6 5.4 3.9 2.66 0.1 84 15 0.3 169
0.3 £0.3 (.30 +0.1 +]2 +7 +0.1 +42
B0mg/ ke 6 5.4 1.0 2.8¢ 0.1 94 16x 0.3 178
0.3 +0.3 +0.32 +0.0 +15 2 0.2 40
360mg kg 6 5.5 1.1 2.98 0. 4xx 132%x J1xx 0.3 182
+0.2 (.2 +0.25 0.1 +19 16 0.2 +48

*! P<0.09, xx! P<0.01 (significantly different from control).
Yalues are meantS.D.



Study No.29604

Table 8 - continued Biochemical findings in rats treated orally with 3,5-dimethylaniline for 28 days
o Group Number T.cholesterol Triglycerides Phospholipids Glucose BUN Creatinine IP Ca
ex and of
dose animals (mg/d1). (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl)
Male Control 6 54 53 H 123 12.7 0.5 7.3 9.7
+]13 116 +15 +§ 1.4 0.1 0.4 0.1
10mg/ke 6 52 59 91 112 11.9 0.4 6.8 9.5
£7 +18 +9 115 +].4 +0.1 0.4 0.3
80mg/kg 6 56 87 97 129 12.3 0.4 7.0 9.5
16 +42 +10 +13 +1.9 +0.0 0.8 +0.2
360mg/ke 6 62 86 117x 104x 15.2 0.4 8.4x 9.5
+10 +26 +18 +10 2.1 0.0 +].0 0.3
Female Control 6 54 20 108 108 18.3 0.5 8.0 10.1
£15 5 +23 +16 +].4 0.1 0.8 0.3
10mg/kg 8 55 18 105 97 22.3% 0.5 8.2 9.9
£11 +7 +]18 +7 3.0 +0.1 +1.3 £0.2
£ 80mg/kg 6 56 19 104 90 22.4 0.6 8.0 9.9
o +8 £5 +14 £]1 4.4 +0.1 0.7 +0.2
360mg/kg 6 5% 25 145xx 97 21.7 0.5 9.8x 10.6%
+16 +3 +25 +20 6.2 £0.1 +1.3 0.4

x. P<0.05, xx: P<Q.01 (significantly different from control).



Table 8 - continued

Biochemical findings in rats treated orally with 3,5-dimethylaniline for 28 days

Study No.28604

Group Number Na K Cl
Sex and of
dose animals (mEq/1) (mEq/1) (mEq/1)
Male Control [ 147.2 4.20 106.9
11.3 10.16 0.5
10mg/ke 6 147.5 4.13 107.8
0.9 +0.20 1.4
80mg/ kg 6 147.5 4.10 106.4
10.8 +0.13 t1.0
360mg/kg ) 148.1 3. 1Tkx 104 .5%
+].3 0,37 +1.9
Female Control 6 145.9 4.41 108.7
(0.8 +().26 1.3
10mg/ke 6 147.1 4.57 110.6%
£].2 +0.39 +].2
£ 60mg/ke 6 146.5 4.37 108.4
W +]1.1 +0.34 0.6
360mg/kg 6 147.0 4.08 107.3
1.1 +0).46 0.8

x. P<0.05, xx: P<(0.01 (significantly different from control).
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Table 9 Biochemical findings in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period
Group Number T.protein Albumin A/G ratio T.bilirubin GOT GPT 7-GTP ALP
Sex and of
dose animals (g/dl) (g/dl) (mg/dl) (/D) (/b (1u/1) (/D
Male Control 6 5.5 3.8 2.22 0.0 93 18 0.2 223
0.2 0.1 0,21 +0.0 £]1 £2 10.2 +bh
360mg /kg 6 5.5 3.8 2.35 0.0 T9xx 20 0.1 242
0.2 +0.1 +0.12 +0.0 x4 12 +0.1 +34
Female Control 6 5.7 4.0 2.37 0.1 88 18 0.1 156
+0.3 +0.3 0,17 0.1 +B +3 0.2 +50
360mg/kg 6 5.7 4.2 2.69 0.0 80 17 0.2 152
+0.3 0.3 +0.52 10.1 +10 +] 0.4 +46

xx! P<(_01 (significantly different from control).
YValues are meantS.D.



%%

Study No.29604

Table 9 - continued Biochemical findings in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period
S Group Number T.cholesterol Triglycerides Phospholipids Glucose BUN Creatinine IP Ca
ex and of
dose animals  (mg/dl) (mg/d1) (mg/d1) (mg/d1) (mg/dl) (mg/dl) (mg/dl) (mg/dl)
Male Control 8 51 44 92 118 16.1 0.5 6.7 9.6
£9 £16 +14 +]12 +].9 0.1 +0.3 +0.2
360mg/kg 6 50 43 95 95%x 12.8 0.4x 7.1 9.7
+9 +13 *]2 th +3.2 0.0 0.4 0.0
Female Control 6 2 24 134 96 18.8 0.9 7.3 10.1
+15 £7 24 +B +1.9 £0.1 (.6 0.4
360mg /ke 6 65 27 135 95 22.4 0.5 7.1 9.8
14 +8 +26 +3 +3.9 0.1 +0.9 0.4

%! P<0.05, xx: P<0.01 (significantly different from control).



Table 3 - continued

Biochemical findings in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period

Study No.29604

Group Number Na K Cl
Sex and of
dose animals (mEq/1) {mEq/1) (mEq/1)
Male Control 6 146.2 4.24 105.4
+]1.0 +0.21 £1.4
360mg/ke 6 146.2 3.83xx 104 .4
0.7 +0.14 0.4
Female Control 6 145.3 4.52 107.0
+0.6 £0.25 1.4
360mg/kg 6 146.0 3. 89xx 107.5
0.7 +0.19 £].2

xx. P<0.01 (significantly different from control).
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Table 10 Necropsy findings in rats treated orally with 3,5-dimethylaniline for 28 days

Study No.28604

Sex Male Female
Group and dose Control 10mg/kg 60mg/kg  360mg/kg Control 10mg/kg 60mg/kg  360mg/kg
Organs and findings Number of animals 6 6 6 6 6 6 6 6
Digestive system
Liver
Spot, light yellow 0 0 0 0 0 0 0 1
Respiratory system
Lung
Macule, dark red 1 0 0 0 0 0 0 0
Hematopoietic system
Spleen
Enlargement 0 0 0 6 0 0 0 6
Urinary system
Kidney
Coloration, blackish brown 0 0 0 6 0 0 0 )

No appreciable changes in all other organs and tissues.
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Table 11 Necropsy findings in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period
Sex Male Female
Group and dose Control  360me/ke Control  360mg/kg
Organs and findings Number of animals 6 6 B 6
Hematopoietic system
Spleen
Enlargement 0 3 0 1
Genital system
Epididymis
Spot, light yellow 0 1 0 0

No appreciable changes in all other organs and tissues.
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Table 12 Organ weights in rats treated orally with 3,5-dimethylaniline for 28 days
Sex Group Final Brain Submaxillary Thyroids
and Body Weight glands
dose
() (g) (g/100gB.%.) (g) (g/100gB.4%.) (mg) (mg/100gB.%.)
Male Control N 6 6 8 6 6 6 6
Mean 397.1 2.17 0.55 0.85 0.16 20.4 5.1
S.D. +41.7 +0.06 +(0.06 +0.07 +0.02 +4.9 0.8
10mg/kg N 6 ) ) 6 6 6 6
Mean 393.8 2.17 0.56 0.65 0.18 20.8 5.3
S.D. 44.1 +0.05 +0.06 0,05 +0.01 1.7 (.8
60mg/kg N 6 6 6 6 6 6 6
Mean 413.6 2.17 0.53 0.66 0.16 22.5 5.5
S.D. 22 .8 +0.06 +(.03 +0.04 £0.01 +]1.8 0.5
360mg/kg N 6 6 6 6 6 6 6
Mean 352.8 2.21 0.63x 0.58 0.17 26.5x% T.6%x
S.D 126.7 +0.06 +0.05 +0.06 +0.02 +3.8 t].1
Female Control N 6 6 6 6 8 6 6
Mean 218.2 2.02 0.93 0.41 0.19 14.2 6.5
S.D. +12.0 +0.08 £0.08 +0.03 +0.01 2.1 +]1.0
10mg/kg N 6 6 6 6 B8 6 6
Mean 210.4 1.97 0.94 0.39 0.18 13.3 6.4
S.D. +15.9 +0.03 0,07 +0.01 +0.01 +1.9 +].0
60mg/ke N 6 6 B 6 6 8 6
Mean 226.5 2.03 0.90 0.42 0.19 17.2 7.6
S.D £]12.3 +0.06 +0.03 +0.05 £0.02 +3.5 +].3
360mg/kg N 6 6 6 6 6 6 6
Mean 213.7 2.02 0.94 0.38 0.18 19.5%x 9. Ixx
S.D +14.5 +0.07 +0.04 +0.06 +0.02 2.0 0.8

x. P<0.05, xx: P<0.01 (significantly different from control).
Yalues are meantS.D.



" Table 12 - continued

Organ weights in rats treated orally with 3,5-dimethylaniline for 28 days

Study No.29604

06

Sex Group Heart Thymus Liver
and
dose
(g/100gB.W.) () (g/100gB.%.) () (g/100gB.¥.) (g/100gB.¥W.)
Male Control 6 6 6 6 6 6
0.34 1.39 0.3 0.52 0.13 3.16
+0.03 +0.09 +0.02 +0.08 £0.02 +0.21
10mg/ke 6 8 5 9] 6 8
(.34 1.35 0.35 0.58 0.15 3.04
+0,03 +0.16 +0.03 +0.17 +0.03 +0.27
60mg/kg 6 6 6 6 B 6
0.34 1.30 0.32x 0.59 0.14 3.45
+0.06 £0.10 +0.02 +0.13 +0.03 £(.31
360me/ke 6 6 6 6 6 6
0.41% 1.34 0.38 0.52 0.15 4.09xx
+0.04 £0.10 £0.02 +0.12 +0.03 +0.18
Female Control 6 6 6 6 6 6 6
Mean 0.82 0.37 1.00 0.46 0.45 0.20 6.60 3.03
S.D. +0.05 +0.02 +0.06 +0.01 +0.11 +0.04 +0.43 +0.21
10me/kg N 6 8 B 6 6 6 6 6
Mean 0.76 0.36 0.93 0.44 0.45 0.21 6.26 2.98
S.D. +0.08 +0.04 +0.05 +0.01 +0.03 £0.01 +0.46 +0.12
80mg/kg N 6 6 6 8 6 8 6 )
Mean 0.84 0.37 0.99 0.43 0.49 0.22 1.17 3.17
S.D. +(.06 +0.02 +0.11 +0.03 +0.08 +0.03 +0.69 £0.21
360mg/kg N 6 6 6 6 6 6 6 6
Mean 0.86 0.41 1.02 0.48 0.35 0.16 8. 84xx 4. 14xx
S.D. +0.10 +0.05 +0.08 +0.03 £0.08 1(.03 +0.57 +0.16

x! P<0.05, xx: P<0.01 (significantly different from control).



Table 12 - continued

Organ weights in rats treated orally with 3,5-dimethylaniline for 28 days

Study No.29604

Sex Grgup Spleen Kidneys Adrenals Testes
an
dose
(g) (g/100gB.%.) (g) (g/100gB.%.) (mg) (mg/100gB.W.) () (g/100gB.%.)
Male Control N 8 8 8 6 ) 6 8 8
Mean 0.717 0.20 2.77 0.70 58.0 14.7 3.09 0.79
S.D. +().08 10,03 +0.23 +0.06 +3.0 +].6 +0.17 +0.10
10mg/kg N 6 6 6 6 8 6 6 6
Mean 0.72 0.18 2.61 0.67 58.7 15.0 3.21 0.82
S.D. +0,12 +0.03 0,22 +0.07 +7.1 2.3 +0.20 +0.11
60mg/kg N 6 6 6 8 6 6 6 6
Mean 0.98x 0.24 2.64 0.64 55.2 13.4 3.13 0.76
S.D. 0,12 +0,04 (.11 £0.03 3.5 2.2 +0.17 +0.07
360mg/kg N 8 6 6 B 6 6 8 6
Mean 4. 19x% 1.19x% 2.98 0.85%x 49.5 14.1 3.42x 0.98xx
S.D +0.40 0. 10 +0.20 +0.05 4.4 £1.1 +0.21 £0.11
Femazle Control N 6 8 6 ) 6 6
Mean 0.47 0.22 1.59 0.73 62.9 28.9
S.D. (.08 +0.03 +0.13 +0.06 4.0 £2.0
10mg/kg N 6 6 6 6 6 6
Mean 0.45 0.21 1.66 0.79 62.1 29.7
S.D +0.05 +0.02 +0.09 +0.05 +3.6 +3.1
B0mg/kg N 6 6 6 6 6 6
Mean 0.66x 0.29 1.73 0.76 62.3 27.8
S.D. +0.12 +0.04 +0.10 +0.03 +7.7 3.5
360mg/kg N 6 6 6 6 B 6
Mean 3.05% 1.43x 1.88%x 0.88xx 55.0 25.6
S.D. +0.43 +0.21 +0.13 +0.04 +10.5 4.0

x. P<0.05, xx: P<0.01 (significantly different from control).



Study No.29604
Table 12 - continued Organ weights in rats treated orally with 3,5-dimethylaniline for 28 days

Sex Group Qvaries
and
dose
(mg) . (mg/100gB.¥.)
Male Control N
Mean
S.D.
10mg/kg N
Mean
S.D.
60mg/kg N
Mean
S.D.
360mg/kg N
Mean
S.D
Female Control N 6 6
Mean T1.6 3H.5
S.D. £10.0 3.8
10mg/ke N 6 6
Mean 7.8 36.1
S.D £14.7 6.7
60mg/kg N 6 6
Mean 92.0 40.7
S.D £14.0 6.1
360mg/ke N 6 6
Mean 89.2 41.8
S.D. +]2.9 5.9

Not significantly different from control.
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Table 13 Organ weights in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period

Sex Group Final Brain Submaxillary Thyroids
and Body Weight glands
dose
(g) () (g/100gB.W.) () (g/100gB.%W.) (mg) (mg/100gB.¥.)
Male Control N 6 6 6 6 6 6 6
Mean 429.7 2.28 0.53 0.67 0.16 23.0 5.3
S.D. +32.3 £0.05 +0.04 +0.05 +0.01 +3.3 0.7
360mg/kg N 6 6 6 6 6 6 6
Mean 426.8 2. 17Txx 0.51 0.67 0.16 22.8 5.3
S.D. +33.0 +0.02 +0.03 +0.04 +0.01 +4.3 0.8
Female Control N B 8 6 6 6 6 6
Mean 241.7 2.03 0.84 0.41 0.17 16.8 . 6.9
S.D. +11.0 +0.04 +0.03 +0.04 +0.01 2.3 +0.8
360mg/ke N 8 6 6 6 6 6 6
Mean 229.3 2.04 0.89 0.41 0.18 14.9 6.6
S.D. +14.2 £0.06 £0.05 +0.01 £0.01 £].4 1.0

xx. P<0.01 (significantly different from control).
Values are meantS.D.
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Table 13 - continued

Organ weights in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period

Study No.29604

Sex Group Heart Lungs Thymus Liver
and
dose
(g) (g/100gB.W.) (z) (g/100gB.W.) (g) (2/100gB.W.) () (g/100gB.W.)
Male Control N [ 6 6 B 6 6 6 6
Mean 1.40 0.33 1.33 0.31 0.52 0.12 12.70 2.94
S.D. +0.08 +0.02 +0.10 +0.02 +0.20 +0.05 +2.26 +0.30
360mg/ke N 6 6 6 6 6 B 6 )
Mean 1.41 0.33 1.38 0.33 0.53 0.13 12.82 3.00
S.D. +0.04 x0.02 10.08 £0.02 +0.12 +0.03 +1.71 +0.25
Female Control N 6 6 6 ) 6 6 6 B
Mean 0.84 0.3 1.07 0.44 0.35 0.15 6.59 2.13
S.D. +(.06 +0.02 +0.05 +0.01 +0.13 +0.05 +0.44 (.14
360mg/ ke N 8 6 6 6 8 B 8 6
Mean 0.89 0.39 1.00 0.44 0.38 0.17 T.43% 3. 24xx
S.D. +0.11 +0.04 £0.07 +0.03 £0.10 +0.05 +0.71 +0.23

x. P<0.05, xx! P<0.01 (significantly different from control).
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Study No.29604
Table 13 - continued Organ weights in rats treated orally with 3,b-dimethylaniline for 28 days followed by 14-day withdrawal period

Sex Grgup Spleen Kidneys Adrenals Testes
an
dose
(&) (g/100gB.¥.) (2) (g/100gB.%.) (mg) (mg/100gB.¥.) (g) (g/100gB.%.)
Male Control N 8 8 6 6 8 6 8 8
Mean 0.79 0.18 2.88 0.87 56.9 13.3 3.3 0.78
S.D. +0.13 £0.02 +0.23 +0.05 +8.3 2.0 +0.24 +0.09
360mg/kg N 6 8 ] 6 6 6 6 6
Mean 1.45%x 0. 34xx 2.92 0.69 55.8 13.2 3.39 0.80
S.D. +0.10 +0.03 +0.17 0,07 5.9 +].9 +0.53 +0.15
Female Control N 6 6 6 6 6 6
Mean 0.57 0.23 1.72 0.7 61.0 5.1
S.D +0.11 +0.04 +0.14 +0.05 £12.0 +4.0
360mg/kg N 6 6 6 6 6 6
Mean 0.85%x 0.37kx 1.70 0.74 57.8 25.3
S.D. +0.15 +0.05 +0.18 +0.07 4.7 2.3

xx. P<0.01 (significantly different from control).
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Table 13 - continued Organ weights in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period

Sex Group Ovaries
and
dose
(mg) (mg/100gB.¥.)
Male Control N
Mean
S.D.
360mg/kg N
Mean
S.D.
Female Control N 6 6
Mean 80.7 33.3
S.D 7.1 2.0
360mg/ke N 6 6
Mean 81.3 35.7
S.D +8.2 5.4

Not significantly different from control.
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Table 14A Histopathological findings in rats treated orally with 3,5-dimethylaniline for 28 days
Sex Male
Group and dose Control 10mg/kg 60mg/kg 360mg/kg
Organs and findings Number of animals ] 6 6 6
-t o o - + # @ - + # #w - o+ @

Digestive system

Liver (8) (6) { 6) (6)
Hypertrophy, centrilobular 6 0 0 0 8 000 3300 0 0 3 3 x
Deposit, hemosiderin, hepatocyte, periportal 6 000 6 00 0 6 0 0 0O 6 0 0 0
Deposit, hemosiderin, sinusoidal cell 6 0 00O 6 00 0 1 50 0xx0 0 6 0xx
Hematopoiesis, extramedullary 6 0 0 0 6 0 0 0 6 0 0 O 0 6 0 0 xx
Necrosis, massive 6 0 0O 6 0 00 6 0 0 0 6 0 00

Respiratory system

Lung (8) () () (6)
Hemorrhage 5 010 6 0 0 0
Edema 5100 6 0 0 O
Cellular infiltration, neutrophil 5100 6 0 00
Accumulation, foam cell 5100 6 0 0 0O

Hematopoietic system

Spleen (B) (8) (8) (8)
Hematopoiesis, extramedullary 6 000 6 00 0 0 6 0 0xx0 0 6 0xx
Deposit, hemosiderin, red pulp 6 000 6 000 06 0 0xx0 0 0 6=

Bone marrow(sternum) (6) (86) (6) (6)
Hematopoiesis, increased 6 000 6 00 0 0 6 0 0xx0 0 6 0=x

Bone marrow(femur) (8) ( 8) (B) ( 8)
Hematopoiesis, increased 6 0 00 6 000 06 0 0xx0 0 6 0x

Urinary system

Kidney (8) (0 (6) (B
Deposit, hemosiderin, tubular epithelium 6 00 0 6 0 00 0 6 0 0x
Hyaline droplet, tubular epithelium 6 00 0 6 0 0 0 0 6 0 0x
Necrosis, papilla 6 000 6 0 0 0 3300

Endocrine system

Thyroid (8) (6) (8) (6)

Hypertrophy, follicular cell 6 0 00 6 0 00 5100 0 6 0 0xx

Grade sign: -, none; +, mild; #, moderate; =, marked.

xx. p<0.01 (significantly different from control). .

Figure in parentheses represents the number of animals with tissues examined histopathologically.

No remarkable changes were observed in the parotid gland, submaxillary gland, sublingual gland, thymus, heart, testis, parathyroid, adrenal, brain, eye ball,
sternum and femur in control group and 360mg/kg group.



Study No.29604
Table 14A - continued Histopathological findings in rats treated orally with 3,5-dimethylaniline for 28 days

Sex Female
Group and dose Control 10mg/kg 60mg/kg 360mg/ke
Orgahs and findings Number of animals 6 6 6 6
“ 4+ o o#w - o+ % oW - o+ ® o -+ #

Digestive system
Liver
Hypertrophy, centrilobular
Deposit, hemosiderin, hepatocyte, periportal
Deposit, hemosiderin, sinusoidal cell
Hematopoiesis, extramedullary
Necrosis, massive
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Respiratory system
Lung
Hemorrhage
Edema
Cellular infiltration, neutrophil
Accumulation, foam cell
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Bone marrow(femur)
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Grade sign: -, none, +, mild, #, moderate, #, marked.

x. p<0.05, xx. p<0.01 (significantly different from control).

Figure in parentheses represents the number of animals with tissues examined histopathologically.

No remarkable changes were observed in the parotid gland, submaxillary gland, sublingual gland, thymus, heart, ovary, parathyroid, adrenal, brain, eye ball,
sternum and femur in control group and 360mg/kg group.



Table 14B Histopathological findings in rats treated orally with 3,5-dimethylaniline for 28 days

Study No.29604

Sex

Group and dose

Organs and findings Number of animals

Male

Female

Control

10mg/kg

60mg/kg

360mg/kg

Control

10mg/kg

B0mg/kg

360me/ke

o

[op]

[or]

Digestive system
Liver
Hyperirophy, centrilobular
Deposit, hemosiderin, hepatocyte, periportal
Deposit, hemosiderin, sinusoidal cell
Hematopoiesis, extramedullary
Necrosis, massive

Respiratory system
Lung
Hemorrhage
Edema
Cellular infiltration, neutrophil
Accumulation, foam cell

& Hematopoietic system
-~ Spleen
Hematopoiesis, extramedullary
Deposit, hemosiderin, red pulp
Bon

.
il

¢ marrow(sternum)
Hematopoiesis, increased

Bone marrow(femur)
Hematopoiesis, increased

Urinary system
Kidney
Deposit, hemosiderin, tubular epithelium
Hyaline droplet, tubular epithelium
Necrosis, papilla

Endocrine system
Thyroid
Hypertrophy, follicular cell
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Figure in parentheses represents the number of animals with tissues examined histopathologically.

No remarkable changes were observed in the parotid gland, submaxillary gland, sublingual gland, thymus, heart, testis, ovary, parathyroid, adrenal, brain,

eye ball, sternum and femur in control group and 360mg/kg group
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Study No.29604

Table 15A Histopathological findings in rats treated orally with 3,5-dimethylaniline for 28 days followed by 14-day withdrawal period
Sex Male Female
Group and dose Control 360mg/ke Control 360me/kg
Organs and findings Number of animals 6 6 6
- + L # - + # # - + # # - + i# #
Digestive system
Liver (8) (6) (8) (8)
Hypertrophy, centrilobular 6 000 3 30 0 6 0 0 0 6 0 0 O
Deposit, hemosiderin, sinusoidal cell 6 000 00686 0x 6 000 0 0 6 0xx
Increased mitosis, hepatocyte 6 0 0 0 51 00 6 0 0 0 6 0 0 0
Single cell necrosis 6 000 5100 6 0 0 0 6 0 00
Hematopoietic system
Spleen (6) { 6) (8) ( 8)
Deposit, hemosiderin, red pulp 6 0 00 0 08 0x 6000 0 0 6 0=
Urinary systenm
Kidney (8) (6) (6) (8)
Deposit, hemosiderin, tubular epithelium 8 000 06 0 0xx 6 0200 0 6 0 0 x
Hyaline droplet, tubular epithelium 6 0 0 0 3 300 6 0 0 O 6 0 0 0
Necrosis, papilla 6 000 24 00x 6000 0 8 0 0x
Genital systen
Epididymis o) (D NA NA
Granuloma, spermatic 010040

Grade sign: -, none; +, mild, #, moderate, #, marked.

x. p<(.0b, xx. p<0.0] (significantly different from control).

NA® not applicable.

Figure in parentheses represents the number of animals with tissues examined histopathologically.

No remarkable changes were observed in the bone marrow(sternum and femur) and thyroid.



Table 15B Histopathological findings in rats

treated orally with 3,5~dimethylaniline for 28 days followed by 14-day withdrawal period

Study No.29604

Sex

Group and dose

Organs and findings Number of animals

Male Female

Control  360mg/kg Control  360mg/kg

Digestive system
Liver
Hypertrophy, centrilobular
Deposit, hemosiderin, sinusoidal cell
Increased mitosis, hepatocyte
Single cell necrosis

Hematopoietic system
Spleen
Peposit, hemosiderin, red pulp

Urinary system
Kidney
Deposit, hemosiderin, tubular epithelium
Hyaline droplet, tubular epithelium
Necrosis, papilla

Genital system
Epididymis
Granuloma, spermatic

NA: not applicable.

Figure in parentheses represents the number of animals with tissues examined histopathologically.
No remarkable changes were observed in the bone marrow(sternum and femur) and thyroid.



	表紙
	目次
	要約
	緒言
	試験材料及び方法
	試験結果
	考察及び結論
	参考文献
	図
	表

		2024-03-11T13:52:14+0900
	National Institute of Health Sciences




