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OF &38R

(Combined repeated dose toxicity study with the reproduction / developmental

toxicity screening test of dimethyl glutarate by oral administration in rats)
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[E] 18 #& T 4 H
BT H

2013
2013 4E
2013 &
)

2013
2013 £
2013 4E
2013 4
2013 4F
2013 F
2013 4E
2013

9H 20H
10HA 9H
9H 25H
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BASHER Y VS —F 2o ¥ —DREFIEICHEN, RBHEE (EFEL2EL) B
A, REXE, AT %, REEFH (BEERETIIRAE) KOELR (EROERGFEY
VAN EEL) IBMASHR VY Y —F 7 — BT O G RHE R R T
WEHFRL®%E SERRTT 5, MK TEORFICOWTIL, EATEEERE R
FHEHREMELRESRBEEHRREER VS —F o 7 —HTHEL, TOWN
BERET D, 7L, EMEFCHLZ O 0ARKE (R, miE, miF) ROE
PAEARIC >N TCIE, R TETICEE L, £/, SBER, AT REOA% 4 B4
fFRIZ DN TR, HAEBL AR 4 HAEFRICERDER GORXENRD Lo
Tl ORER T E TICEE L,
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4. EH

TNEIVEEY AFEa— M CHEMFEL. 100, 300 X 1000 mg/kg D5 & T
Sprague-Dawley & SPF 7w b~ (AHCHE & U CHERES 12 PL/fE, MEICI3HERMAE LS LT
KFHRBE L Y 1000 mg/kg % G-BEICK 10 L& BN) OBEIZIERRLAET 14 B EICH0 2 22 Al
WM Zm L CHMEATE £ T (42 BHD | MEIEAZESET 14 H ENZO0 R A2 Bl 3 [H] R OV
BRI 2@ U CHEFL 4 H & T41~55 HIE]) (FEASRLAEMEIZ (X 42 H R HIRE OS5 L.
MERGFEHELOETAE EFEEZRIT L2, i, 0 KTV 1000 mg/kg 5O —F D
By (ZZBCHEERE S UT & FEATBOAEME 5 L) (2 DWW Tid, HEM OBERBOREME & & 12 42 H[E
L L% 14 AMOEESM 23T, SHEEOFMYEEZRE Lz, 2. xR
IR Thsra—rlERE L,

4.1 RERSSH

1000 mg/kg & 5-# O A FEME TR 23 BIZ 1AL L, MEXOME GEREEE)
TR pH ITRMEMEN, FIZERBORF ERERARD b= LsMIiE, wWIiho
BEIZHHEBRMEREOREIIR D DNl h o T,

2B, R pH OERMEMEIIEEMME THEBE TIIRO LT, BOELIZEE®K
TREICHECIIEA L, M GEZRREE) CTIBEELRBB LI b, Wit d EEME
DA BIT,

4.2 HERESHE
HEP L RRHDOWTNOBREIIBWTE, HHBRMERGICLAEEBIIH D LN
WRinoln,

INLORER»E, ARBEM TICBWT, AERWE O MERGEMHICK T 5
BRE N OV BT S 512 300 mg/kg & WM L7, Fo. MBS L BB
BT DAEEELEERICHT IREEERVOEEZEEIVTNE 1000 mg/kg & ] #
L7z,
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EATBEAEERLREEERARMEFME LS RBEOERIRIZLY, TV NVEHY
AFANDTy hEHOWERNESGICLARERSEN -FEBREESFEAREZ ER
L7ZDT, ZORBEEHRET D,

kB, ARBRIZUTORELZBF L, A FT A FITEML T, ERSHERYY
P—F X —TEM L7z, £/ ARBITRBR I ik 08 EBRER S DA (K
BEZ 0 G130271) EZIFCHEBELE,

51 GLP
o THBLEWER R »RB L EHE T >R B3 5 K]
(R 2343 A 31 H @ ZEA% 0331 % 8 2. FR23-03-29 FHE 6 =,
PR =38 110331010 5)

5.2 = 2EN 5 N R
o THHFEMESRIRLIRBO FIEIZDNTY
(CERR234E3 A 31 H  EAI 03318 75, TR 23-03-29 FE 5 5.
BRI AR5 110331009 5)

5.3 @#YomEiL
o [EHPMOEERVERICET HIEE]
(BBF1 484 10 A 1 BEREE 105 5)
o EBRBEMYOEE L ORE I ONS 5\ OB IIC B4 5 Y
CERR 184 4 A 28 HEREA 5”5 88 &)
o [HWEBROBETREMRIZMTZHTA NT A ]
(AARZEM =3 FR 186 H 1 H)
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6. HERMHMRUFGZX

6.1 R E B U R
6.1.1 wERMmE

TNENVEEY ATV SO U TOFHRE EBICHBA L, £/, &
BRBAMR AN AR A7 AV DOREZ XD REENEEINTHND GIRESE .
A-2584, Attached Data 1) .

REH bk TEM AL

4 TIVEIVER Y AT L

S 40 PR Dimethyl Glutarate

IES Glutaric acid dimethyl ester
CAS &5 1119-40-0

HHATREAE S
3 UL R

(2)-857. (2)-925 (YbFik)

0 0
H3C—OWO—CH3
éj\%l_it C7H1204
AR al=:3 160.17
BRI AR I £, 1% BH 5 (A *
1 5L/ 1P i i B 214°C*
iD= 110°C*
R 0.25kPa/25°C*
W R BU, TN a— L m—F )b

I E ) — ViR E AR

e ;K (20,2 g/L, 25°C) *

0.62*
oy hEE AVBRN
i 99.5%
A fdid A8
teE (20/20) 1.0896
JEHTE (n20/D) 1.4245

(RAE R I ke, BIETT

(A 57 ik A BIT AR (FRAI ¢ 1~10°C, S -
3~8°C) IZfR{F L7z,

(RAZT HBET R R EIR R, 5 2 BIEH 4 R Y

T T OV AL S ) ELR T 57T
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BV EDORE : FEG OB L+ 04T, v~ 27 RERSE, R#
FREOHULMEELEFMAL, BEEOHEMED <,
BN EiE, F,ASEEZREND, 9B 0WET S,

L EME ; EHEHIBKTHRICKRASHLAR Y VY —F 2 7 —HK
BRI BN T, IR E O RIARINL AT B
NETERLT-RHR, EREMANIER LTSRS
FAEIZERBKTHVRERICHEIX o7
(Attached Data 2) .

R E TR DB WRWE 5 g 2 IRAFABE L THRIE S IERT O & Bk
FRFIZRGT L, BB E OO 7% oKX
2 THAWL I, LTz,

* o ST ORRIK CERASARITORMBERT — ¥ v — MIESL

6.1.2 YN
£ B : a—
Hix : G| A=23:
Bk : FOSE Al 3R T ¥ pR s 2t

vy RS (GEhHEIER)
: PDQO0071 (201848 A 7H. 201810 H 8 AH) .
PDM2984 (20184 11 H 17 )

(GRS ; e
PRAF S ET : RSB FEET 55 2 WEFERR 4 BEWSR M B =

BB, BRI OWTIE, ARBICET - THEE L - #HRIETIRENEEN) F—
a Y ROREERBR GARES : A-2584) [1lICBWVWT, 2—VlF CTOHEBRYED
HEMICBIOREENBON TS b, a— iz R L,

6.2 REBROARKRVREHZE
6.2.1 RS R DRR

SRR L L C, BRI U OB E A T 0 B0 AN L ER O 2 —
ELEEAST S M LET L 2R L RN BBEN T AMICHE L,

6.2.2 s FAOHES!

WD LICLEROEBRME LT AL ) L UTHY B —h — I BRI R L7,
TR LI ERMEL AR Y U =BT L L0, E——% D BOMA CHREE
W, EDOEB ARV A =R, FORVBHRLCEAL, SRERLES
LEAHMICEDER L, FICMAS AR Y A I ARERICART v L
20, 60 B Tr 200 mg/mLiE (I, HROEHBEREEH) AL, FET 7B
1[Il EOME TR R T USE L CITo 7, BIKIEE VIR EIR L S— R — 4
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AN A S TR LT,

6.2.3 REBRDRE
st BRI G- B ORBRIE 1348 & U T A RIS A, W (BB JE N, FFAA : 1~10°C,
FHE - 3~6°C) IZRAT L, WEMOHE SN FHEAN TR EIIMEMN L,

6.2.4 HER B DR E S

AEEHE D 1.00 K 200 mg/mLIgE O #EERE Bk . =2—2l) X, Bt ro
AZFBAZ AT (MR, 7FAE 0 1~10°C) T8 HEMRFHE, FICEET GFEM .
1~30°C) T 24 BERIRAT (MFET 8 AMI+={E 24 BER) L7t S EZETHD 2 LA
Brfiisy THEE ST WD GRABRE S : A-2584, Attached Data 3) [1].

6.2.5 HER R D IR ETER

WIEHR 5 4 5 6 O 5 H T 2 F R E ORI (% 10 mLE ) 1[5\ T,
BMREEAR Y VY —F o ¥ —HEEH AT CGCIZ X WV BERR A ER L=, k.
S E AT 2 HRIEICOWTIE, HEBHGRNICHER T >72. O, &
JERRIZ BT DR MEICT T 2B E OFIE1E 99.5~102.0% TdH v (Attached Data 4,
5 . WL FFESBN GBE . BRI T AEE ; 100.0£10.0%) TholzZ &
Mo, BRI ORARICREL o EBZ LN, 2B, GCE AW P IRT
ELEAY T —va VISR VS —F v o ¥ —HESEmHETT GRBRE S
A-2584) [I]THEBENTZ, GEOHMK LU TIZR LK,

[FEHEWH]
WHRME D —HaBL L b D& v,

4 B : TNENVEED AT

Ty hFEE : AVBRN

RAESAT : ERe, WmESET

A2 FIE : RERGIZANDEERN GrEfA : 1~10°C, EHIE :
3~8°C) IZfRTEL 7=,

RIFS T : ESGIE 2T HBRME R T EL AL ETEEYE
RAT S BT

[ F2 AR 00 F )
FRTRE 2 BRI L 2%, EEOHH S n=3 THRIRL, LTORIZRT LD
WL HIE SRR 2 AR L 7

16
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1 KA R 2 AR
R EBORL B 1 s E | R 1 %%*ﬂ‘{‘fﬁ EhE | AWK
(mg/mL) R
(mL) [ (mL) (mL) (mL)
20 1 50 2.5 20 400
60 1 100 2.5 30 1200
200 1 100 2.5 100 4000
b7~y N I
[GC > AT 4]
B4 B OB A=A —
GC HP6890N
;—ii; i§§ T g;Ziii Agilent Technologies, Inc.
T — Py 7 bk GC ChemStation G2070AJ
[GC I E S 4]
/RN : DB-5 (0.53 mm 1.D.x25 m, EE 5 um,
Agilent Technologies Inc.)
Xy T HA : He
MEE— R : 2LAE Y T r—F— R
TS : 5.0 mL/min
EARA : 270y FEAR
A7) Mk : 5:1
EA DR : 180°C
R 2 : Flame ionization detector (FID)
1o e IR ; 250°C
H, i & ; 45 mL/min
Air it & ; 450 mL/min
AATT T HA (N KE
40 mL/min
A — 7 IRE ; 150°C (Hold 0 43) —210°C (10°C/min, Hold 2 %)
AR SN

6.3 HEBRIVERUVRZRHOERERH

BIERRETA R4 VT o WEHEAWEZHAREIMBLE SN TS Z 00
Ty bEEBIRLE, £, 2ORRICEHINTZRROT v MI—kFEERR, 45H
FAEBURBRIZIES WD, o, FOBRENI<CALATEY, ¥RBERNLEE
THDHIENSBIRLIZ,

17



R-1134

6.4 RERI:Y

Sprague-Dawley 2 SPF 7 > b [Crl:CD(SD), BAF v — /LA « U R—FA 4,
ERFEE % —] O 62 ILR O 83 IEA2FhFih § @ CATY L., AffHZHI
1B EEALT, 3ERORESEEZET 20 ABOYLFEE 21T, TOM., —
freiRgEo@Es (1E/A) . ARERE Bk 1. 3. 6. 13 KON 20 B 5[E]) | /742
—fRIRTEDEZR (BEy ) 3 BRETOBIME 17 RiC 1 [|) & FEM L7z, B2, B0 THI
L THIZRENOBROMZREUOREEHOBE L T L, Mo >V TITERZ %
EHIEETEESTHECERL CHEAS MESBETE 14 HM) 2@~ 7k, £
OFER, WEEBIORFEN 6 5l (HES 79, 84, 99, 128, 141, 144) A b,
MG (BB 2 HE L #) (BIEEE :12) IH6T-, TNODOREF X, BRE -
BMEIARE oo — kg, FEM2—MReRE, REHER, BREOMZRER K ORI
WRRL R LERERIATHY, BEL B 51 61 T 48 T K UM 77
PCH 68 Pl iR L, 10 W CHRE A Lz, BB (10 8E) OREOEE)
B IIHET 406~441 g CEIKE - 423 g) | MEIE 228~283 g (CHI9{KE 250 g) T
B, BHEENZNTEIEEOL20% LN TH - 7,

B, BiiERE - BMEIE P ORTEMME (AT HE~B2 TR (2 Xk &%,
B4 e (KERBORTH) OFEICESH T, EREHEDL S OEHO FHHREN
TEXAETHHFELRD L) FHIZET T, HEOEMN TRz Ea—FE2H 0T
1y 7 REELOEELMBEOHMAEGDY (e vy 7 BEETLERELEL L,
RBREER OBENOERE S L HIEAITEY TR) Lo, SERERORIRSM:
Rl L TCREIE oI ARE THREM E U CllBfAE L7z, EH L -7
B, RETHEED TR TR TRICRBR D DR L, £ O o HEr S8 isat
ST B ISR DR LT, ek, REORA S BMIE. ARRIAE R L
LCEMEHEAFCBE L (BEHE 203F 107 4 BRG 11 A 12H) ,

A) o REBRIHEECHEV., SMRERITHE 60 IR UM 80 TH 7208, I 62 ILR
Vi 83 PEASMN A Sz,

6.5 MMBEEH

i, IR 23£3°C (FEMA : 22~25°C) | FARHRE 50+£20% (SEHIF : 40~59%) |
R B4k 10~15 |l/h, BBET 12 8500/8 (07:00~19:00) OB#EHEE (ME=EE 903
BE) T7 77y e ERMEYr —Y (W254xD350xH170mm : ) — Rz P =7V
YIRS CREFREROGTENIZNA L, ¥, Tk 17 A2»6% 4 B E
TR KB (GRUA 7L =2 UARF v — L& U A=A Et. oy FEH:2013-3)
EANE T T ATy s 8o arr—Y (W340xD400xH185 mm: HARZ L 7 kA &4L)
2 1AL TIE L=,

fAEHE NMF [EH (B SRR . 4 = 2 VR T EHER St 0 v FES 130718,
130822) # A7 L AMGREHARIZ LY BHRICERS Y-,

OB KT RS TE KE KL BB KEE (797 y FRAeREHE S, — P TOME

18
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BF) R (T I AF v /Moo U TORBR) ICE Y ABRICBIS T,

AR R ORE T ORADEOSAIZE L Tk, A LZ2 > MZ-2W\WT Eurofins
Scientific Analytics T Lo Mr#E a2 AF L, o, BBIAKICOWTIL, KB
HBICHERL L 2 i 2RO KEO o 2 THH (Fa4m) C2HELT v 7 HKAUSHIC
EHELTEONET -2 AT LE, IROLOT —FI X 0GR, RE L OHCEK
DERANDENARBREBICEEBEEZ5EORN L 2R L, SREZEDOE L
BRAE LT,

6.6 B o 5

WL ES (HE o 1~62, M : 63~145) PRI SN 7= BAE A ARRRIZEESR L, EEH
A EAT o7, BE TR, 1000 OACEE R, K, PROERAEDIR) . 100 D
ALIIMER] (0 F/BZ2HE, 1 FL2M) . 10 1 OFMIEIRAESE S 2 R T AFOBHE S L3R
ELT, BRMBr—VIcks58 () JLticanhitLizryr—Y 5L adoir, A%
. BERE, BE5E, MR BmES. HEFS, TR TER (MEXOIEZE#ED
M) . KR A (KECEEOMERE) ROV HRA (KEROM) 2R LT,

6.7 HBEER. REHMRUEBESEIHLEVICEAREHBEEAL LD
EIREH

B GRRERIIFERBIEN A RT A4 CEL, BROBG 28N, BHHME, &
HEH%E LT, RECTEMERE S HIZARRIAT 14 B, FiZ, IO W TIRRABE4E 28 H
(Gt 42 B) | MBI W I AREHIM N ORI 28 L ¢RI 4 HE T (B 41~55
H) & L7, FEREEHOMIZSOWTIE 42 BE Lz, £72, REThH-T8Y (9
FE 1111, 2110, 3105 KN 3109) i2oW T 41~43 HTH o7, HEBH®IZHOWT
E, 2 HOBREMMBKE T Lok, B ERE RN L 722t o rf ¥t Rttt
W EEEFEEZEICOWTEET 52720, 14 U OREHRZ& T 72, REREIZK
EBREHRRT RO TWASIHELIEE Lz,

6.8 BEHE

BEFIEZ, FoEHEOROBSICE L C—RM2MERZORE L L, BREER
I S5mL/kgFEEL, BY 7T E2HOTRSHEE 08:01~11:35 OfffiICk 5 L, 27
L. GRS BEP ChHo BTN RE T 285 T, 13:40~14:33 OIZE 5 LT,
SRRBEIC TR O 2RISR S L, MK T ofGikE (RaAEAL: 0.1 mL) i,
B ORELY EEICEH L,

6.9 HBEERUHEER

BH81X 100, 300 ROV 1000mg/kg D3 HEE L, BRI N O OHERICEA
FRETOMBEANA 4 #EERE Uiz, 1 Y72 0BMBIIRR 41T 9 LBLAE &
U CHBECHEMEA 12 V8, 2280 L7 W IERQERE & U CXIAREE R OV &8 CIHE 10 [T
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L7, I2E,

&S 18 FLLED S 5 PLid,
&U 1-2 \_/J\ fo_o

®1-1.HERE ()

SHBARE R O TR 300 2 MO RENE B
RARB AT B BLE

BRI RER | HRERE | BRERE 7 x@aﬁi _
(mg/kg) (mg/mL) (mL/kg) | ®hipik B 5
Xf PR R 0 0 5 12 1001~1012 %!
I S8 100 20 5 12 2001~2012
HH &R 300 60 5 12 3001~3012
= H =/ 1000 200 5 12 4001~4012 %!

1: FHENES 8 ELMRED 5 PLIX,

®1-2.BHBAER (M)

PG RT A LR, MIEEY & LTz,

8 WLARE, FERHCHEME DA
mIfEEY & Lo, BRERER A &R 1-1.

SLER BEE | RiRRE | #EAR A Bl B FE BB
(mg/kg) (mg/mL) (mL/kg) | Sithdc | &S | i 5 &5

*f FB B 0 0 5 12 1101~1112 10 1113~1122%?

e 100 20 5 12 2101~2112 — —

P ERE 300 60 5 12 3101~3112 — —

B e 1000 200 5 12 4101~4112 10 4113~4122%2

2

6.10

REED

R E R HL

HRNET IS BB SILIE, R&EEEKRT H LK,

mEE e Lz,

ARBOBEEIL, BICEBLUIEIITAEZLESAFAOT v M2 H W 14 UK

Hit 0 kG mERER (k5 ERERR) |

N-R0O41.

FLE

ZIRE L, &5

— R AE

(ZNEEN

==
. axX

WAL Y —F & —
100, 300 %X 1000 mg/kg/day ] [2]DHER (Attached Data 6) %%
ERER TlX, 1000 mg/kgB G REIZB W THITHITI A BILT
B, MR FRE R OFRT R E

B R 5 00 W D

RERE

bihd

WMi#6ﬂ@WokoLWL\wOmM@UL®&§ﬁ®%TWWE$_wﬁ&U

RFEEFRIZ

TAKAE AY
ST, KRR TIHEEBEEERRET A FT A4 VIR E

1000 mg/kg# GEEOME TR A HE

(AR 38 0 B LTz,
LT B BRAERBR O

L7=Mn

BmERGETH

% 1000 mg/kgZ mAEE L, LTFARK 3 T LT 300 X100 mg/kgd F N ZF i
BRI LT,

MUK H &I

6.11

BERUREDSE

RMEBEEOERET, HEHGBAEERS 1B, 5 1BML 7THEZEE 1A, RIERLK
ZEE 1 H, BIE1HMS 7HZRIE 18, ZEMY H 2R
Sk TH (HEH) 23 0B, HAEHAZE%Z OB L L, UTIZRTHEAIZ

H (& 42H0%1) %

DWT, TRENEHOFHICBELUOREZFE R LZ, Fiz,
HREZHEL, #oN

IR EFRA L 7=,
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6.11.1 — R DEE
EEEIZONT, BEHHEFIIER 3 B RE5HT, FHERREOERS 1-3 KHE) |
EEHRE PR A 2| (Pl - F5%) « BIBAE 1E (CFED . 2hZhAE, JiF
DB, L AT RO MY R, 3B) R0 RREBICETOEREOA K2 B%
Lic. B, 85 2BUMROEHON R 7 - W EHR BT, FE7R—
R IE D BIEE & e THr - 7=,

6.11.2 HHT—RIREOHR. HERE., EHRUVUBREHEDATE

FEMI 7 — RO B X 2 DN TIT o 7o, MR OBER AR & 5- BRI & O
[EE IR A 1 [a], ARRARME I AR AT G IR 1 [E], BRI T, AR
FROEILHEPIIEBESNTZA (KREMITEER 1, 7. 14 R0V20 B, RXEEY
IIRBELRR A 6 KON 13 B, oEWIIEA 4 R) CENENITo 2,

HWREMRE., I HNERCERESENEIT, FHO SK (HEOHNES 8~12 &,
RECEEME O B O 3 HE TEVM T B0 OIEE, IEREHOMNTS 18~22 F) 2o
WTIT o7, MM T ALREOMTRIL4 A (5 41~43 ) 1T, ZOMiTERS
R TE (&5 6 ., &5 39 H) (2, BHEWIE i3 BEE R Ova 2/ O MERE T
E A TE (BE2#, MHEE LICEE 11 H) IK9T-o 72,

FROBE, RELXOHIEIE., 89250 A LICREBL, BIEFIIILTRSER
EOFEREFR (7742 Fb) LimRETIT-7, 72770, BREBERNEICEL
T, 794 FeaiThRhrol, 7ok, M —RIRBOB SR OHEERE DE
£ BEMKRICONT, EHT—FLUMIA T LS EEZ HOTREL T,

o REHEORENSEMEUTIERL T,
PR EE )&=

%t M OBE | 1102.1103.1104, 1108, 1112
R ERE | 2102.2103,2104, 2105, 2112
RAHERE | 3101.3102.3103, 3104, 3108
EHERE | 4101,4105,4106,4110, 4111

1)  BEM 72— otk e o 8l ¢

Y NBEITES, B BETEE. TR ToOBREy —Y0rb0mRY H
LB S, #E - HEoORE, B - 200w, IRERZEH. IRBASRIE, FIEE,
U AR R (TR, R, 2B, BEALE. BHMER) | N> KU 7283 2 BOS,
N RY U THEOREF L, F—7 07 0 — A FNBI2ITRERIRE, &, {78,
ERATE, BT, B8, v, b B30 EE, Hhikdn BEEE. HR) 2F-0,
2) HERERME

AR OR, B RS, #R, BRI, B, ZEhEmka, &l
BABIIE & L 7=,
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3) EAHIE

HREEMAIZF & &, CPU ¥ —¥ MODEL-RX-5 (7 A 2—xz =7 Y 7KK
&) ROV THIE R O®E DR D AT L,

4) BREHEONE

BAMEC i, ERSBWHBE R ES P —-NS-AS0l MK tt=a—nut
AZR) FRAWTHREEHELBE L7, RERFEIX [ BFEE L. 10 5HEBEY
0~60 43 DRI EfE 2 EF L7z,

6.11.3 KRERTE

BEEIZDONT, REHEORER CIERZ LA OMEIIHZ S 1, 8, 15, 22, 29, 36, 42
AROFR A, BHESIEEIZEIE 1.8, 14 AR OEIMR A I, LEHOMEITERS 1,
8, ISKU22 H, IR0, 7. 14 X020 H, #=H 0 L4 AW ONCH & A 12 AT % A
E LTz, 8B, THOSHRBERIZaEOKT BRI N ZBEBEORIL 0 HOFER
i (13:24~17:01 OFR) %Iﬁf% M@{HUE IZHIE H D 07:38~10:44 O (B 58RI
LB 1Tt o7, FIRRBIZIE, RIAOH 16 Bt S E7-%, MHABRETERE
BHIClFE 2 TIREE 07:33~08:59 @Fﬂ ZHIE L7z, F£72. s B R OMESR 25 HR S
REN IOV CiE, IRHEATICARE 2T L 72 23 5E3HRENT 2> DI BR A Lz,

6.11.4 EHEAE

BEEIZONT, LEHEOBR OIERREOM TS 2, 8, 15, 30, 36 XTN42 H
W, MEEITHEICEE 2, 8§ KT 14 BiC, REBHOMITRE 2, 8 KTV 15 B, MR
1, 7. 14 KON 20 HIFONCHAL 2 KUV 4 BIZZRE S 4 AE L, AiE O E & DO&ED
51 EM~Z0o 1 HEMEZREILLE, WEELCEHEEZORI TR ER O
07:38~11:07 O (FE MM FITE 5D IK1T7- 7,

6.11.5 EiRERE

BB A BE OO 2 MIKIZ DN T, BEEBE L RRBIRSTE THA (’+‘
Al MEYRAESREB L, LERATE ST OERIC O TEHO AL MRSk D
Pl a BEOEEL L, BERBEROEEM»SROFEE M ETOHE (iﬂﬂﬁ)
BIRME AT A2HEAM BT 2R LZEREOEE 227, 2B HI R T s
WOKEFDOFEZH AL O ESRGZREAH(P), BIEHNE). BIEZHM) LT

BIERIEBOWCIE LN, T—21EEL L,

728, PoE-M—D (—P) DOJEFTHMMA(LZIRL, 4 XIXS BOEMBE A K
TEEEEE, TR ZHEMEE L L,

6.11.6 REHE
LBCHT R G R % RBEREOR UGN OMREE 111 TRERE S, 32§,
BREMD D WITREETRICKEFE2HRB L bOERZRKLE 2 Le, REBHMGH %
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ORCERLTRZRETICE LI ARE RO, F—ikic X2 FEHMITER 14 A
M Td o7z,

6.11.7 THRBUVHBEEHE

1) K& OB%

RN MEEN Y 1T, IR 21 B EIR 25 BOFRIE T 1 H 2@ (48T - F%. &
WR25 HIXFRIICTED) |\ OB HY NZFOKR T EZHET D &2 bicatikeE (B
DR OVHE IR ORRE) 2Bl LT, KRS O o T E CEMIEMM &L L,
TIREIE A2 0.5 HE(L TR, =720, 1 BEMNTEH L, B, DT O
RIT17:00 FTE LTz,

WK T LI REWIIRL 4 BECHAEREZmBT W, RED, BEREROELEY
FBEL L UMEREABIEL, #I 5 FICWHAFREICHE UL, 2k, T 25 8D
THIE CIIDBRBET Lo o kHHREE. 100 XUV 300 mg/kg B EREDA 1, | L2
B (W& S 1111, 2110, 3105 X Tr3109) &, 4 YV 77 BT CHRM%. IEX
EVURUIMGC L 0 ik B8 X &, WEAREICH LT, TIROABLHEILIZER, &
IKBFRD N o2l O RIEE AR LT,

2) HAERO#EE

Atk 0 BICHAERKMMOIEREA 2., b CHERSE L, HERIT N
WEEINRRET OFMERWIRMICEE L TR AR L, HAERITEREZ#EEK
ANZHEIE L7ctz, BEMWICHE I 2, ERIZT 7 VR THEE L TRE L,

A% ARETHEA IO, ECROGELER L, ECRBARICL2EZRFTONE
ERE LB, 7T UVRTHEL TRE L, £% 4 B2 2 L.
WHAERNCAEZRE L, AIENZEOAREEOFBE2NIRMICBAZE LIZ®, 1V
TNTG R T T URICIRIE L, BELTIRTE L,

) EBORESLE, EROSBYRLETE, 1BOGRLZRE, RBLENOKE S, Bk,

T/ DRT A FIREO PR AR E S, AEBSOEH, BEBOE S, Bk, %K.

KB, WO S, R, B0 XRBRUERONAT CRZERLTEEL, IR
ERLDHEEREE L,
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6.11.8 RigE (BEKEANEZEDT)

BHEMM&TE (568, %5 37~38 ) ROEEMME TE (B8 28, [EIE
9~10 H) IWMELXFE M L7, KEHHEFIIRELSHORLERICAHEDOSE (HEOHEN
Bl 8~12F, HREHBHOHNE S 18~22F) -5\ T, EHEHEHF IRIEEY O£
fERIZD>WT, FNRFNERGEEE Yy P LEF—VIZIEL, B8R - AH#EATT 4
HiflJRZ ., RO THHER - HHEKFTZO®%O 20 KiMREZHRB L7, BAED
EERLIDRUIE R LUERO 4HEFRRICOWTCpHU FTIREE TORE L RESL .
FO®HICELNT 20 FERRICOWTREE, EFE (F VUL Y ULAKROE
E)VMORBOHEEZT 7. REIZAEMOREL 200MORELZEELTIHE
ZEH LU, EMEIX 20 MRICOVTREZEE L, HIERIEE 24 KR O R &5
H1RY-0OHMEAE T L, BAKEX, REL2 Yy P LEY—JICNELE
WRHETHIH2 60 1 HOEBIREL, HAKEEZRWTHE L,

R2RBEQHEHE. AEZRVERBSRILTE

BAEH B EH

pH INFLRFL D RERERAL [V AV AAVART 87470 ) AT ) AR R ] ®
~ABE IVFARTFA 9 I ATRIBRAR [V dVAAVATT -8 470" )25 ik EH] @
7 kg INFAATFAIARERHC [V Ay AANRFT - 47 A7) ) 274 ) 2k s ] @
Ja— A INTFAAT LI ARERIE [V AV RANVRET 47 AT) ) 2540 akk e ] @
7 1fn IVFARTA I ABREREL [V AV RANANT -4 AT ) )25 02k & ] »)
Y LE IVFAATL 9 I RERERHE (V=AY ANVART 87 A7) I AT 4 ARk ] @
vavey -5y IVFAATAyIAGRERAE [V= AV AANVATT - 974797 JAT 4 I AR S 1] @
ik P IR 22

L Bk

RE (4FHEE) HEMAE Yy YEEAWEAERE (B : mL)

=& E KA TS (BT mOsm/kg)

RN RVNN A & BRIRERL S (AL mmol/24h)

VRN A A URIREBE Q) (B mmol/24h)

W A A BNEWE O (BEAL : mmol/24h)

RE (R0 E) ARV Y v E =MW ERME (BAL: mL)

EAE (24 HEN W

fifi R 0 B HE 2R

a): WHBIOHTEE 2~V =7 v 27 500 (Siemens Healthcare Diagnostics Inc., Il1linois, USA)
b): HEIRBTATERE A~ 7 FAZ v b OM-6030 (77— 2 L A XS H)
¢): RAEILFHBI IR TBA-120FRE (HZ X T 4 WA v AT AXRASH)
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6.11.9 m#&EFRE

EHRZONWT, FRETE (KKESEHDHVIXEIE 14 8) 25— (16~18 Ki[H])
S, 05 bOAHIMES ST (BMFS0NEWIE, 72720, REEMIZS
WelE 5 PC%) \o 2T, A Y 7T B TICRIE L, ERERA” 5 EDTA-2K N

Mm¥E (SB-41: > A A v 7 ARRAESH)

MR 2R L7, B oMz >0 T,

KOFJ-DICRLEHLZEARCHFECLVRE L, 2, Sl Leafizo>n T,
May-Griinwald-Giemsa iR L2 MRBHERLZ/FER L, /o, 3.8% 7 =B
FRU Y LETOMREBEE (E 9 Rioxt L 1 ZOEIE) CHEL 72 Wil % w05 B
(3,000 rpm, 1,600xg, 10 Z3fd) L., o/ mBEz oW\ TE 3.-D)IZEEHOIR &
OFEICIOBEE L, BIR 25 ARSBEDIC OV TH L LIRRICHAE L7,
% DRI TR 2 D RSN L T2,

T REHEORERNREWELLFIIR L,

L }WE 5

Xt B EE | 1102, 1103,

1104,

1108, 1112

R &R | 2102, 2103,

2104,

2105, 2112

MM ER | 3101, 3102,

3103,

3104, 3108

T ERE | 4101, 4105,

4106,

4110, 4111

RIMBEFRENDER. AEERUVERKSELTE

1) EDTA-2K MMM DWW T OBRE

RATHE M H ik Efr
77 I Bk £ (RBC) DML —Y—Ta—F A N R Y —EY 10*/uL
~% 1By B(HGB) ST A RANTESBE U AEY g/dL
~< rZ7 U MEMHCT) SRR R VY R ER R 2 b B H 2 %
B IR M ERFFE(MCV) 2FEEL—Y—Tua—YA4 AN —EY fL
V¥ R i BK €2 3% B (MCH) MK O~NEZSm &5 8N pg
FHARMER A #FEE(MCHC) ~EZnEr8REA~FZ Uy MEASHEL Y g/dL
HA I ER 2 (Retic) RNARMIZ LA L —F—Ta—HF oA b AR —iEY %
L /MR (PLT) QEEEL =Y =T = b XYY 10%/uL
MM ER A (WBC) 2FREL—Y—Tu—Y A kA MY —]ED 10%/uL
B I BR 7Y 45 SR E) NN FFA—PRAICED 7= A A MU —ih %
RHEL—F—Ta—F A AT —EY
Al BR 45 0 Fed 0 e e ) RAFAF L F VP REIC LB T = A F A R Y —ik  10%/uL
DEEL Y —To—Y A b AN —3

2) 7B R U T AMMES G EE LMt > ToOKA
MEIEE AEHiE .47
Ju ke UEEPT) 7wy b s
TG LS e R

75 AF LEERI(APTT) 7y MED s
7 4 7Y ) —% " E(FIB) e R TTAF R mg/dL

fift TR0 7E 1 25

a) : MEMETHREREE 7 Fv ¢ 7 120 (Sicmens Healthcare Diagnostics Inc., Illinois, USA)

b) : ME &M A B DI EE

ACL

Elite Pro (Instrumentation Laboratory, MA, USA)

) FHER(Neut.), #FBEEK(Eosino.), FHEEH(Baso.). V >/ EK(Lymph.), HIEK(Mono.)
BN AT AIK(LUC)
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6.11.10 MRILEHRE

MR AR & FIRFICERE L 7o Mg 2 S E R ER AV RBE (X Y27 b 1I-
F— bty 7 FAEKRKSHE) CHED . EOSH (3,000 rpm, 1,670xg, 10 53[H)
L, BB DWW TRA-DIZEHBOHEB LT HEICLOVRE L, £, ~X
U mERE (M#R 1 mL H72 049 20 BALO~RY ) (ZH I L 72 Mk 2 55 0oy B
(3,000 rpm. 1,600xg, 10 77[f]) L THLNAZMEIZDOWTE 4.-2)IZFL#HOED R
OHECLYBEE L, TR 25 BROBEWIZOVWTHRERICHEE L2, £ O/
REIXAEHRAT 2 HBRA U, MO —#8 (BE4R 25 A RS BEMM 2R TP i
VBB R . 0.5 mLx3 REV o FNF o —FHE L, —80°C OB HE (FF
REIPH 0 —70°C LLF) ITRAF LT,

RA4MBICLFREOEE., AEARVCERESRGE

1) HEEL 7> TomE

BAEEE M7 77 i EH{y
ALP Bessey-Lowry % @ IU/L
¥ Ay EE (TBA) 3g-E R ¥ A5 nA FF e Rasfh—¥ pmol/L
oL A7z — 0 (T-CHO) CEH-COD-POD # ¥ mg/dL
KU Z U+ A N(TG) LPL-GK-GPO-POD i @ mg/dL
U BRE(PL) PLD-ChOD-POD i ¥ mg/dL
e UL e (T-BIL) = S e S o mg/dL
7L — A (GLU) JNha—AFe Fasyph—FEY mg/dL
JRFFEFE(BUN) Urease-LEDH i% mg/dL
7 L7 F = (CRNN) Creatininase-creatinase-sarcosine oxidase-POD £ ¥ mg/dL
F » U 7 A(Na) A BIRE L Y mmol/L
# U7 5A(K) A AV BPERE Y mmol/L
HFE(Cl) A RIRE AL Y mmol/L
B A(Ca) OCPC ¥ mg/dL
HEFE Y 2 (P) EY ST UoEEY mg/dL
7= A OE(TP) Biuret i g/dL
T L7 I (ALB) BCGiE @ g/dL
A/G Bi—ABEROCT AT Iy bHEH

2) ~A8Y MR B LRI O W T DRE

BAEIEH Bl EH & B {7
AST UV-rate ik @ IU/L
ALT UV-rate i © 1U/L
LDH UV-rate #£ ¥ IU/L
y-GTP Loy-Z A% IN3-HINRFL4-= b7 = FigY 1U/L
i A E R

a) : BRI LZEAB T EE TBA-120FRE (HE AT 4 WL v XAF AXBRA M)

6.11.11 meRJILEEIE
MOBEROBREM/LEE»D TEAE-FIRBZ~OZERNRBDO NPT
6.11.10 TH LN ZMIFIZ>WTIIHHRAE Y (Ty, Ty XOTSH) BT IXFHEHE L 725

> 7,
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6.11.12 HEFRE
1) #FmEkOCHEEREE
RERGEAROCEERMETHIC2TOAEFEMICOWT, il L7883
®IZ, TOMOEMITA Y 7T CRFEET T, BEXREVNREIBIC LY BB EE, £
NENRI LI TCIZEHERR, WL O OSE - M ORIRRE LT >72, ik 25
HARDBREIWIZ OV TiE, fRIL L THRIMBFE S 2%, RCBHWITRERE, Thih
HONZHRE T2 72, B, BEMIZ OV TIEHIRRFICERER OCERERZ #
o WNT, &PNZHONT, LTI RTHEOHEREZHTC L, ThonEERE (i
HEE) EHRREOERENGEE 100g AV OMYEELRL Lz, 2B, *ME-
FmRAEOSESEIC O OWTIEEANAICHEL, TORFHETIHMILZ, £72, ~
THol IR 25 BARDBBMR O TEWIZ OV THRERICEE EREL2HE L7z,
I B ORE S S D REEHERAT O X R0 6 R L7,

Mg, T, BRI (ER/MEZFTe) o HIE*. M. BRiE. D P,
R, R ORRR LA BIR, RE (BEREZEE) | INEY £F

2) JREMBRERE

B2TOMERIZDOWT, LFICRTRRES e /ML ) CBRAEE 10 vol% kL~
Do TREEL, RFELE, BEERCHIZIE Y VEEFEE 10 vol% &L~ UiE & EA
UTm, 72720, ERER, SRR D UEBEER CHRBELZ3vol% I A Z LT VT e K-
2.5 vol% /L= VR CHETER, BREOCEREEEZT 7V RCEE LR, U Uk
FEME 10 vol% kb~ U UIRICES LT Lz, RWT, BERTELOEIERKTIED
SHER BRI B & M U 7 SRR SIS (BB SR EWIE, 72720, RALHEE
WX MRIED 5 PL) WM T EY. 4TIk 25 B RS HEIN &R V% O 2B F >0
TRTT7 @B L%, IR EL (FREBELZZRE - HEIZET - REDOAE L
) .~ k¥ Uy e mFd vy (HE) REEREERL,

BRiE, FTELSGKRTHIRBCBT A2BRHEELCRHENORMLEIT > 2819,
AFONZIE BN, REETH o 12400 25 B RS WREN K OV O s BLHE F1E O SR 5t
BaBHMBIZOWT T o 7o, MEIPEOZRBIZ DWW TIETM AR U, Acg ek, IREK,
FORIR. BRCME, BRI, BET R, Bk, AR (RER) . KE (BHzEd) X
ORI E R A, R, JPR, BR A ROWE BERRE D) EmANE i
TEIIMEABEZER L, ok, TR, @MREEOKE (KRBT X H-EEEEAN
FHElECTE L, MEHEBRFRERIEM L 2o, TOME, HEOH Iz >V T,
HBRMEREICL2EENTEDATD, &, PAEELOCRETHMIZ OV TL MK
ZiTo77,

KM, /MK (Faate) | AFmRE, T (W) | IRER, g, ~—F—R,
TR, FURB., ERUME BI . MM, PR, BT U o SHi, BRI D 36,
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O, AXREIIR, ], M (]RE X230 o &, WEE, &E. §. + E5.
22Nl |G (/\4’?—/%&%&&) BB @B, BB, SR, %Tﬂi FHF Bk
Pl B, BERE. HHL IRE. REHE B4R, %Té? . HISZHR. HiEE (@Elﬂﬁ%%
wite) o BE (RER) | A (BER) | JE (“ﬁ’ Bz &ie) . KE (B

Zale)  KIBHEKR, EAFELE (B2 A4 Lz BE)

6.12 #REHERAN
6.12.1 INTGA—ZDEH

DToXZE 0 EABETR, TRE, KER, ZRRAROCHERZIFZLIZ, &
PRIIM . AR, SR, FEERR, ARERER, HAER, £% 4 AEFR, £% 0
RO 4 Aotz @t () ZLcERLE, ik, HAEROKRIZOWTITRE)
W Z L MERERZSE B 2 SR T,

PER BN R R (%) = (EEHEE 27 L7 EAS 82 HE A5 x100
REHE(%) = (REBWEK/ RIEEWE) <100

BRR%) = MZIRSEEEOE/ZR LEHEOE) <100
TR (%) = (IR L7-MD /AR L= MDE) x100

HPE (%) = (M AR IR H PE A/ AR R E ) <100
EIRBIB(A) =4 0 A S8 LA £ TO R
ERE%) = GERBER/EERE) <100

SRR %) = (HERE/FERIEL) =100

FEEE R (%) = GEEEWREUHEIRE) <100

ANFRREFE%) = ONERRFRELNERE) <100
HAER%) = (HAERSZ/HERE) <100

%4 WAEFER%) = (L% 4 DoLERE/HAIRE) <100
A% 0 H (ERENETe) OMELL = HEHE R/ HE R
Ao R (AW ok = il A RSy AR

Atk 4 BN =A% 4 BORAEFREUER 4 BOETFIRE

6.12.2 1&E

MERBEEEMEREDEIZ SOV TUTORECL Y EHENATEOREZIT- T,

RE, FREHNE (R OIERERM . &5 1~42 H R TWIE 1~14 B, ZZECEEHE .
e 5 1~15 B, 0 0~20 H R UMERL 0~4 B, HAEWR A% 0~4 B) | EifE, EKE,
RIGWMGBRER S, EEE (BEHRH) ( RREETICE L U, MR, SRk,
EHEREK, EFRE. M (BB ONT4AR) A—T T 40—V FNBIE (HEEK.
SEH B WD) L HiEmA EHHEE) | BEHOLARRESRE, RREDOE=EW
HH, MEFHRE, MRCFEREROCHERR (&, TIMERE) 12, #2LICFY
EROCEERZLZ RO, RICARTEAROFIECKE> THRE LR 31141151,
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B, LU SN MEDO AR AR OB X R TF — Z I EHET L 0 B
7L 7=,

% RO P AR AR 2=

=2
Gz o
>3
Bartlett #8 T F MR E*
p>0.01, 555 #k p<0.01, TESH  p20.05, %5 p<0.05, NL4yE
oy 4y
Dunnctt Steel Student Aspin-Welch
¥ E E Dt HRE Dt BE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
] AR A48 2 ] {48 TE i {8 1 TE ) R 8 a2
*. — 2 2
Heatie T P F=sis

(7235, s1%>s")

BFRFR, SR, MER, BERF, AKEFTREROER 4 AEFERITONTIE,
BEZ T R CUE R £ 4 R D  Wilcoxon D B Fi i € (A = AKH0.05 X 100.01,
) 177 [6],

MERE R, KRR, BEE, SHRRELXCHERT CICER G, BiIRG, B
e, TR RO, BEALRE K OZE R ER A O& G « KSPRIE, SO EH £
WER LR, KRB, ME TR STk, EEME R, AN
EMEIE, EFERHORLNT-ESMELVEHL, MEEENRSUTOEARLD

N7 7= ®FisherD HIZMERFHIFIC LI VBT (BEKLE 0.05 X0 0.01, HH) %47 -
7= 171,
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7. REHFR

7.1 —f%IKBE (Table 1-1~1-7. Appendix 1-1~1-22)

1000 mg/kg ¥ 5B O LR 1 4] (2 5 4104) 2MFER 22 BIC B R IES) O
FEL, IR 23 HIZEC L, ZOMISIIWVTIAORERFICEBWT LT EMILA
LT, WThoEMIZHESHMHEORERMNZB L THEREZZORTIIAL
nN7ghpoi,

7.2 FHHLT—BKEBOBRE. #ERE., EHAERVEREHEDOATE
(Fig. 1~5, Table 2-1~2-84, Appendix 2-1~2-258)
7.2.1 R— L — S HEER (Table 2-1~2-23. Appendix 2-1~2-72)
WTNOEIC LGB EAVCRENR E b RFIAN o7,

7.2.2 F(IH->TOEHIE (Table 2-24~2-46. Appendix 2-73~2-144)
WTNOEMWNIZ S TG HE R CEIERAF & bR ERGICEET L EEX N D
FA I Ao NI ho Tz,

7.2.3 A—T 274 —)L FIREE (Table 2-47~2-69, Appendix
2-145~2-216)

WTFNOEHMICLHEMEARCEEAR E bERYER G ICEHET LI EEXLND
BEITHALNIR o T,

728, 1000 mg/kg B FREO R B THE G 1 HO NS B3 Y BT IREE & L~
ERKENFEO LA, FERRHM ORI EFE IRV I &0 R55% &l L
7= REETIE, (TR 14 RO 20 HON B B BRI BEE L LG E R ERENR D
LT, TOMOFEME —ARREBICEFEEZALAT. WTFh b EEMEGRBRRR O
HRTF— & (WK 14 B 624 R 20 A : 554, Mean+2S.D.. N=149, 2009/04-2014/03)
DFEFLHNTH 2 Z L AEBNEBHEPHAN OMEN BB ZEHB L7, 1000 mg/kg
BEREOIECERMETRE 3 HDOT D LAY IS REE L A EREHENIRD S
T, —BIEO L TH U Hi% OB R OF Ot o FE/ 72 — IR BB I B (3 72
WZED L@ L, HEEROMBBUCII R KRR ER G L OMIICH
BEEROLN N T,

7.2.4 #aeE (Table 2-70~2-74, Appendix 2-217~2-230)
1) HEHIEKTEER
b\fﬂOD@J% WCHBRERIS, SRS, SRS, RERS, BARS K OZEPRIE
MMGHZEFIIA LT, EMBEBE ISR SR ERSHLOMICAFEZE
wh&bbz}/bfotfpof_o
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2) [RIfEHEARTRS T HE KA

WL OB H IR RIG, BT R)S, BN, WRERG . BELRH R OZE P IE
B BF T A BT, F MBI I3 BEE L 1000 mg/kg 5L ORICHEE
2D N T,

7.2.5 #H (Table 2-75~2-79. Appendix 2-231~2-244)

1) #E5WREETERE

1000 mg/kg RGO IELBEM CRIE OB NICKBH S LANEFEREHEIRD L
WDy, RO ZOEATH Y . ZOMOFEAL —BORBIZEFE T 63, EARHE
IIRBR AR O 57 — % (10724382, Mean=2S.D.. N=65. 2009/04-2014/03) &
ANTHLDZ Lo ARNEBRIAANOMBHN R AR L L HB LT, £ OMIZIExR
HEAgRMERGEH L OMICAEETFRO N o T,

2) [EIEHIRETENE

KTRREE & 1000 mg/kg i G-BE L OMICHT EEZITR O bR o7,

7.2.6 B EHE (Fig. 1~5. Table 2-80~2-84, Appendix
2-245~2-258)

1) &5 HIRETHEE
WTNOBRGEIZOEBRMEE G ICEET L EEX LN BMIEA LN o T2,
2%, 300 mg/kg WSO LB T 10-20 OB OEB BICHBEE L LGB
EEARO NN, HEEEELZ2WERAORAGEZRE &R L,

2) [BIfEHIR T O E

XTREEE & 1000 me/kg B HREE ORICABZEIIRD DR ARM o7,

7.3 A% (Fig. 6~8. Table 3-1~3-7. Appendix 3-1~3-22)

1) #&5H#iH

BN OBERELREME D BB E B 5L L b ISR BRI A 18 U TR REE & Rk 72 R E
HBE L, ABREERD LN )T,

ZEBLREME CIXASRCAT, IR K R OX WS, S EBYEREH & b IOt HEEL
R REHB L R L, OEETRO LN o1,

2) [El1E Hi R

HETIERHEEE L 1000 mg/kg ZHG58E L OMICAERBREERD Lo Tz,

HETiX 1000 mg/kg & H5-FEORIE 8 HOKRBEICHBH L EAFEREENITD LN
e, —iBETH Y BEMBEPOBNEICEITRNI END  BEE LWL,

7.4 {Efl= (Fig. 9~11, Table 4-1~4-7, Appendix 4-1~4-22)
1) £ LR
HETIE 300 T 1000 mg/kg RGFECHS- 42 HOBMBICHBE L EAFERSE
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MR BT, HRREOIEIIT N L ARSI TH 5 = L b, 5k X
WrL 7=, Z@{Hj(DEJf'ET TWTNOHWBRYER GBS SR L FEREBEEEL L,
FEEEIRODNR -T2,

x%ﬁ%filmmwg&ﬁﬁf&ﬂ4ﬁwﬁﬂi TXHHRRE & L E 2R S 3R
Do, HELEHELRWI EOMEENLRAREES AW Lz, £ OMIZITRE
BT IR R MRl 0 B A T SR B R S8 & b I IRRE & AR B4 = L
FEEZIZBD LN o1,

FERFHEME ClII kG MM 2@ U Rt REiE & MR B EZL s L, TR & 1000 mg/kg
BLEHELOMICAEZEITRO RN 2T,

2) [EEHIH

AERAE L 1000 mg/kg B GREE ORMICAEBEZ2ITRED L0 o7,

7.5 REEEKEAEESE) (Table 5-1~5-16., Appendix 5-1~5-30)
1) HLGHIFEKRT MRS
EMEE BIZ- DWW T, 1000 mg/kg & 58 O 1 & OIE L REHEME TIR pH O {ERABME 1) 23
BOLNT,
TEEBEIZSOWTE, WTFROREEBEICEBWTLHERYE R G L TREOMIZ
BEEFROeoNhoTo,
2) [EIEHIRME T EEA
EVEHEEIZOWTHE, WToEIcd BEILH N7,
FEHEBEIZOWVLTE, WTFNOBEHEBIZBWTY 1000 mg/kg & 58 & kP HRRE &
OFICAEEEIRD oz,

7.6 IMi&FHRE (Table 6-1~6-10. Appendix 6-1~6-28)

1) WEHRKETRRE

HETIE 100 mg/kg B 58 TR & kR OTEREMARD o NZB, B
BEHEBEBLRVIENOMBENRAEEZE L HW LT,

BRI TIX 100 mg/kg # G/ CxPEEE & LN AMER S BIZE T 5 U o REREER T
AERIKME, FPREFCEERHEEPSRDOLNEZS, WL AELEELARN
LN AEE & AR LT,

FEAS B REME T Ik 1000 mg/kg % 7-8F Toxf BRAE & B~ 308 M ER A AR IS A E AR 8 Okt
AL L -2%) DO OLNTZN, B TH D MORMIRRZ/NT A —Z IZEE)
RN ENBMERBILE M Lz, £/, BPEEKICEREREBEELARD NN, &
B ECREIT NI D, BENLEEE SN L,

2) MR TRRA

1000 mg/kg & GREDOHE TIIRREE L LFEHALE S ba R 7T AF URRICHE
HAER, KAGEQRGERBICAERWENRD LR, REHEK TRIRAIC TR
FIX7e <, MO MRERFR N7 A —ZIZHEITR2WZ & HDHWITEMERIZH O 53
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GOV SEICBIT AN EOLOEGHTHLS I L, AMKEEOBREHBIZEY
N2 EnG, WTNLHRENRAGE2 L Hk L7,

1000 mg/kg $& 58 DM CIIRT R & LRI B ICHEE KM, U NEREFEIC
AEREMIFO N, BEHHEETIRREIZIZIRE L2, hoRlsKi F
A—=ZHAHNENMEKEFOREHBICEFTILIALNRZNI EnE, WENRTEZ
EHIM LT, . HTEREICAREREENRD SN, SEERIZERN XV
Eb, BEOLAEEE HW LT,

7.7 Mi&RIEFEH®RE (Table 7-1~7-10, Appendix 7-1~7-28)

1) BGEIRK TRERA

HETIE 300 mg/kg T L a—RITKME L AN AERRENRD DL,
AELEELRWZ ENLBEROBRAERLE LR LT,

ARECHEMETIE 100 X T8 1000 mg/kg % 58 T ALT I X HREE & Lb A~ B2 R A58
BT, MEHFEMET2RMTIERJRMTH Y HELHE L OMBEIXRNZ L
w%\iﬁ%%@ﬁﬂﬁ@%%%&ﬁﬁ%&%%bkoit 1000 mg/kg ¢ 5-#£ TR
FRERICHMF L HENAERRENTBD O, BEEME ST 28 E T2 KM
THH, FEEFHERITR OV EHE L,

FERZHOBEHED 1000 mg/kg HEGHETIIOVTNOREHEICB W TH IR L ORI
FEAIRDON 2T,

2) [EIE MR R T R A

1000 mg/kg B EHOETITNWTNOBREHBICE W TOLXRE - OMICAEEIZ
WO LRI,

1000 mg/kg B GHOMETXBEE L AT M) v ARTUHERIC ﬁﬁﬁ%> L5 5
LT, W%&wm(ﬁ%ﬁ&%Axuﬂ%)f&@?#%%%Tﬁ@ R
RN En O AHMEBEBANOBREN AR E & W L,

7.8 HBEEE (Table 8-1~8-10. Appendix 8-1~8-48)
1) HEIARK R

WTNOBEBERICODSEBRYWER S L ARBEOBICEREZIRD DN o T2,
2) [OEHIRETRRE

1000 mg/kg # G- REDHE T.LIE, WUIE K OHE B BIA oMt B &I B & e~ B
FESRD NN, BHEEOHLOBRMAE TS FLK THBREICIET L2
WIZENLBENRAEEE LN LT,

1000 mg/kg 55O MECR O Haxt K MR EEICKT B & E_FERSENT
DO, ELEHMEOR G TRHRRECBIAXMBHEHLEFAEZOMTHY ., W
HEEIIREREOT RT — % (EXER : 1.90+0.32, fAXfERE : 0.68+0.12,
Mean+2S.D.. N=65, 2009/04-2014/03) DIZIFHEANTH L Z &b, AEMLEHEH
FANOBIEA e E BE L kL,
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7.9 BI#®FE (Table 9-1~9-7, Appendix 9-1~9-116)
1) FH5HHARR T R A

WTNOEMIC L EBRMERGICREIRT 5 B2 A B (LiTA Lo T,

B, W OO EMERRICHIR R ZE DL ONTZR, ZOREBUREH 5V I3
EOMIRD SR E R L & BR L AWML &l L7,

fTHR 23 BIZAET L7z 1000 mg/kg % 5-RE D LB EEME 1 6] (B & B 4104) THIB
R R RN A ST,

TEHR 25 BRI (OREE) Th oo, 100 KT 300 mg/kg EHOK 1L 1 &
W2 (EhpFES 1111, 2110, 3105 2T 3109) THAERMEFEIZAOLN -T2,
2) [RIE AR TREMRA

STRREEDOME 1/5 I CTRBICHFRAENS AL TN, BEMELLLEZEZ DN, £0O
TN TN OEWIC L WIRM R F XA N2 o T,

7.10 REBMEBFHEE (Table 10-1~10-19. Appendix 9-1~9-116)

1) 5 T RERA

WHEMERGEDORELZEZ OGN DIEMAD, BEUEREBMHOBIZA LN, B
BEERSIKLPS21C08 0L, B, KEBEEI IOV TR, WBEmERSEOZENED
ki, K, PHEBIZODWTHLREEZIT o, WA 5 B OB o 4 B i B
NOMBIBETHD LW ENT- bl ERGFOEELET LT,

= : 1000 mg/kg % 5-# O M & OFERBLHEM IR RN R DM
N b BT BN A B AT,

®S5-1REMEBFERERRE (M) ORE (8)

1 51 HE
B 22 B Bf
AR E /AR # 5 B(mg/kg): 0 100 300 1000
A 1A F 3R 5 6 6 5
H
BEREONE LEBER 0 0 0 1
B 0 0 0 1

RE-2HREHEBFIRENR (RERUVEREHM) OBE (B)

451 i3 i3
B A3 B FE 22 W ¥
R /B % 45 B (mg/kg): 0 100 300 1000 0 1000
Hi A BREFIE:  6(5/1)°  6(5/1)°  7(5/2)° 65/ 5 5
H
B R O/ OT- LB I Ak 0(0/0)  0(0/0)  0(0/0)  0(0/0) 0 3
R i 0(0/0)  0(0/0)  0(0/0)  0(0/0) 0 3

( )* WI(I=5 4 HREE/25 HR D@ )
( )** WX 4 B BaE /LT )
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R 23 AIZFELT L7z 1000 mg/kg & G-#E OB AEME 1 6] (Bh4E R 4104) TlL,
KEEE OFREMIE OB, IBRIEY )8, AT YU /380, SR O iR D ZEHE
Rl O R B DA K 23 5 BTz,

iR 25 AR CRME) Th oo BB, 100 L TN300 me/kg BEBEDS 1, 1 K
O 2 Bl ONEZ O REAR FHETIE, WL 20O E HRNIT AR FZ LD 2 5T 28,
R A RET DEALITA DN 0T,

FOM, ZWHEYEHRERICHE 2 OBNHR LR, ORI, SBREEL
fb & Hr L7,

2) AR HIRIR T R A
1000 mg/kg fEDMED T THEMRIE T E O R F LB 1/5 Bl H bz,

7.11  EREH (Table 11, Appendix 10-1~10-4)
PEE B R E 0BT 6T, R RE R, BIEHGEEARRL O HE (BE
JEAHD (I R BB E RS HE S OMICAEREZEIR DN R -T2,

7.12 XECHAE (Table 12, Appendix 11-1~11-4)

SHREED | HERE KB4 ETICE2BORENKY L KEETICE LB,
RIBHE, BBELOZIRFIIIARE L SR ERSELEORICTERZITRED bR
o ls, ok, BRER 25 AR (REE) By, xFER#E. 100 & OF 300 mg/kg &% -
HOK 1, 1 RO 248IcALRAERN, AL OBGEM A<, BRECLEHRLY D
e, HBRWERG L AEBIITE L,

7.13 SE#&E (Table 13, Appendix 12-1~12-4) i VICHBRUVBEE
IKEE (Table 1-3 XU 1-4, Appendix 1-9~1-16)

MR R, s, BFIRER. i, EERER O FRE T RIZ I M
HEAHBRYERGBHLEOMICAREZZRD N oo, 2B, FBEE &
300 mg/kg B GRETHEKRRICAE 2 HME, 100 mg/kg & 58 T AR KA B R EE
MROLNT=, AREEE LW EPL VT EENRAEAEEHIW LT,

TTURENY) O S3 el BB CIIATAR 23 BIZAE T L 7= 1000 mg/kg e 580 1 §) (Eh¥E 5
4104) bR & 2B EHR 21 705 23 Bl L BB M CEEO BT IEFICIToh,
MERETIINWTUOREMICLIRED HRECRATEHICEFT AL R -7,

714 HWHEROEHFZF (Table 14. Appendix 13-1~13-4)

HAERE AR 4 HAGESRCIMERESERMERER L OBICABZIIRD L
N ho7,

35



R-1134

7.15 HEROML (Table 15, Appendix 14-1~14-4)
HERT NI HAIROARZ 0 R4 A OMEICII A REE L SR ERGEREE DM
WEEBZETRD o T,

7.16 HWHER®OEE (Table 16. Appendix 15-1~15-4)
A0 KON 4 B OMEREAREI CITAEE 0~4 B O O ERMEIZ (T REE - &£ 955
WMEREHEORICABREZIRD ORI T,

717 BHTERORNEBEEHZEFAR (Table 17, Appendix 16-1~16-4)
WTNOEETRICLARPNEFT XA LN - T2,

718 HAERODHE® 4 BARBEMRE (Table 18, Appendix 17-1~17-4)
WTNOHARICLARMBEIZALN 2o T,
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8. EE

TIVENVEEY AT O 0 (B 23— . 100, 300 XY 1000 mg/kg %
Sprague-Dawley % SPF 7 v b OMEIZIZAIELAT 14 B BICHD 2 22 B # M & a8 L CHIAR AN
HET (42 HE) . BEICIZSEEAT 14 B BN 2 AR IR A VR SR W1 A a0 L T
4B ET (41~55 AT . FEACRCREMEIC T 42 B R OEE L, REESEHERO
AFEIE A ARG LTz, B2, 0 TN 1000 mg/kg BED —E DB >V T ik, MEHE
EHICA2 HR G Lo, 14 HEOEE IR A8 . B o M2 Mt Lz,

8.1 REELRESN
WTNORGHIZEBWTS, —RIKRIE, M2 Rk, ki, BH. AHEE
g, AL, B2, RREOCTEEE (BAEEZED) | WRFTHRE. R FHR
&, IRECHRETERICIERYER S OZBITBD SN o T,

1000 mg/kg & 5-1 O K K OFERR B B ME CHR pH WZIKAC R A8 D Sz ny, BlgMK
DR ZOFBHEMEBICETIILE N2V L0 b, EELEZNERITRV EHIE LT,
RECEEMED 1000 mg/kg % 58 THLHR 23 HIZ 1 FI2ME T L7z, 4ETCRTD —ARINREIC
BREHOBOBALNER, EEETORELNEBERICRTIZIAONL R -T2,
WHH R CIIRIRMICHTE O RAEN L, MEFOICITAIE oBEE. VoL
i I 45 R AR O ZEHE (CRIRE O F MR R, BRI R, SAT Y o 3,
Fifieh B N AR 0 ZEfid) . BB OREMBOIBERNHZE L, ERITAHTH -,
FRTEWT 1 FORORB T, FAHEOEIT, OB SKETRIMRBEORE, H (ZHE
B OERELEE) I3 AbhienZ &t B ER S & B L2 W B o RieE
BEEORR RV RZHESTEETHLFRENHEE SN0, BRI L IIEET
ERAJAN

IERALEE T RAE TIE, BICERABRO MY LB 1000 mg/kg B 580 #E & O
M (LR THRON, HRHERSOEEBLEZ N, ZbOE{IT., FHIE
TEICHETIIER L, I GERRHE) TR L2 L LEEORIEMEN
I T,

8.2 4HmERLEsMH

WTFNOREGFIZBWT Y, TRREETICELEZBER. RER, BRERKUE
MR RIIZ BB R G OREBIIRBD O NRh o7, B, ER, EIRWI, SR,
AR, ER=, SRR, LERSE, HAERK ARRETEROCHARCERYE
BREOZBIRDO N, RAHMB T OMAFREICLRESRDONLRNI Lk,
1000 mg/kg G REICHB W T LM E M O L REE. WX OXIGEE. SBEY O HEIRHE
Fro 0 R O BEATEN 0 & DO ALFEIENE ~ DB IT 72 LI L7,

MARTIE, A% 0 BDAKRBLE, L% 0KV 4 AOMEMARI N M, ETIR
ORIRBLERT A, A% 4 HOLEFRE CRIRBZERT RICHBRWE RS2 L 528330

37



R-1134

DHIRNT LS, 1000 mg/kg HEHEICEBWTH RO TERNRLE, BE KL OLIF
A7 E~DORE T 72 EH W LT,

INSEDFERNG, ARREMET CONINANBY AF N ERERNEBETSHZ LI
£V, 1000 mg/kg &5 HO RN B TR 23 BIC 1 FINELT L, HEAXOHE (FERE
) TIR pH [ZIEMEMERN, FICER G ORF LR RD S 7=hs . £ Ok
BRYEICRRNTL2EFZXONDIEEIALNRP T, LR o T, AERHE DK
HkEBREICXT OEEEE R O EE BT E 12300 mg/kg EHIBF LD, F-,
e B & R BB A AR A FEE IR T ABMEEBEN OEEEEIVTRY
1000 mg/kg & YW L7z,
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9.

SR

om0 R 2RO EBERE R R ERRE O

[2]

(3]

[4]

[5]

[6]

[7]

GC ZH W (R a—2ih) PBRENEEN) T —va ROV EN:
A (AR VY —F o2 — BB, RERE S - A-2584, 2013
)

B o7 0Ty beBv 14 R RIKER DRGSR
B (RGERERR) MMRSERY VY —F oz — RE%E S N-R041, 2013
)

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

Dunnett, CW. New tables for multiple comparisons with a control. Biometrics 1964;
20: 482-91.

Steel RGD. A multiple comparison rank sum test: Treatments versus control.
Biometrics 1959; 15: 560-72.

Siegel S, Castellan NJ. Jr. Nonparametric statistics for the behavioral sciences. 2nd
ed. New York: McGraw-Hill; 1988.

AR (1981) @ BRZHFEAM—FHE & 54711, pp.23-27,387-389, WA KFHKE,
WO
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Attached Data 1

REREE : A2584
RS
(TR NS AFILORFE)

RF—Y : PIEE
il : 20134€9 A 3 H
WEBRME : FANRALBRY XF N
(v FEEE : AVBRN)
BEER : ORI A 22 b (BRRETR)
EHR o DO ARY FAEUTICRT,
H
i
J &
40001 T 13000 T T 12000 l15lwl T L l1&ol T T 5?3
R : [FREEHESE R RBR 2 ERTIRBERICE
THEHE] (CER23F3A31H . ERBHK0331F S
B R 23-03- 29 FE 6 B |EALRKE 110331010
)
__ 2003 5 105 T 4
RBRETE

BRASAAR VY —F e ¥ — HBHEHFERT
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Attached Data 2 (1/2)

e B

WER

v
7

Q
I
m

5

=
i

ES

HAERE R R-1134
HERREE
(HBRMBEDREM)

BREHMERT &

2013®F 12 B 11 R
20134 98 3R (HBHEox~r ah)

TN ZNVEEY AT
(v M&EE : AVBRN)

OB A~ v (HRIETE)

BEMEDRALY ML EEEDO RS2 P D LT 5

L& AERFABIRNARY M THD,

1 PN ENBUAF LD IR PR TR
B B OV PR B BRIE ONS GC & W o R iR (K -
g ) PREMERAY F—va r ROREERR
(HREHRY I —F 22— HBRBIER., 2R
FEE 0 A-2584)

BEMD ALY bNVERFEDOARS b LEE
., FRERRARIL AR PABE LN, B, #
AR A AR R LR O — TR,

=2

(BRI FYESE R E EET 5 R
AR CER 2343 A 310 - A3 03318 8
B 230320 KM 6 B BRI R 110331010

)

LFEOTRESE

BAEHR Y ) —F 7 — MBI

12
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RSB

i

ARRRAEE

[

1/em

272
42

(HRHEOREN)
SR~ v

IR

(DR )

iR

Attached Data 2 (2/2)
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R-1134

Attached Data 3
RERE G : A-2584
HEAREE
(BREREP TN D A FLORRENRE)
HRBE : TNENEBT AF N
(= FES : AVBRN)
e (S : B (2—>)
REEGE : BET T AT, BHET (BBERN, FEHE : 1~10°C)
XIIERBE
RIEHRA : BET8 BMBREFE L%, EHE T4 FHRE
PR A '
Y : BEE (ANEROUEREOCEHRME (100) kT
ZRBFHROAUEBREOVLHEOREST 5% 100.0£10.0%
A,
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B e BERE (mg/mL)
(mg/mL) 0 GETC 8 BMRF LA,
MRES FWT 24 BREHE
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1.00 1.06 1.01
SEHE 1.05 1.02
BREFEE (%) 100 97.1
212 210
213 209
200 215 207
EHE 213 209
BER (%) 100 98.1
e : pii]
K : IR ESIIR2RRE EE T2 BRI B
THEE)] (FR23E3H31 8 X% 033153
B R 23-03-29 B 6 5. RELREE 110331010
)
_ 2003 , (0g | g
REFEE

BASHRY Y —F v &— HEBHRH
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Attached Data 4
SIS R
ARES R-1134
A P
AT P Mm% 5
S3¥T H 201342104 10 H
Vil o
Wi E : TN E B A F L
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Attached Data 5
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Attached Data 6
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R-1134
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Combined repeated dose toxicity study with the reproduction/developmental toxicity screening
test of dimethyl glutarate by oral administration in rats

Motor activity of male rats (Week 6 of administration)
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Combined repeated dose toxicity study with the reproduction/developmental toxicity screening

test of dimethyl glutarate by oral administration in rats
Motor activity of female rats (Main group, Lactation day 4)
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Fig.3 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening

test of dimethyl glutarate by oral administration in rats
Motor activity of female rats (Satellite group, Week 6 of administration)
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Fig.4 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening

test of dimethyl glutarate by oral administration in rats
Motor activity of male rats (Week 2 of recovery)
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Fig.b Combined repeated dose toxicity study with the reproduction/developmental toxicity screening

test of dimethyl glutarate by oral administration in rats
Motor activity of female rats (Week 2 of recovery)
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Combined repeated dose toxicity study with the reproduction/developmental toxicity screening

test of dimethyl glutarate by oral administration in rats

Body weight of male rats
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Fig.7 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening

test of dimethyl glutarate by oral administration in rats

Body weight of female rats (Main group)
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Fig.8 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening

test of dimethyl glutarate by oral administration in rats

Body weight of female rats (Satellite group)
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Fig.9 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening

test of dimethyl glutarate by oral administration in rats
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Combined repeated dose toxicity study with the reproduction/developmental toxicity screening
test of dimethyl glutarate by oral administration in rats

Food consumption of female rats (Main group)
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R-1134
Table 1-1 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Clinical signs in male rats (Administration period)

Day of administration

Dose Signs e e oo
mg/kg 1-7 8-14 15-21 22-28 29-35 36-42 43a)
0 No. of animals 12 12 12 12 12 12 7

No. of animals with abnormal findings 0 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0
300 No. of animals 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0
1000 No. of animals 12 12 12 12 12 12 7
No. of animals with abnormal findings 0 0 0 0 0 0 0

a): Day of necropsy
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Table 1-2 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Clinical signs in female rats during the pre-mating period (Main group)
Day of administration
Dose F i 5 o = e e e
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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R-1134
Table 1-3 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Clinical signs in dams during the gestation period (Main group)

Administration
Dose e o = e e e e
mg/kg 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23a)
0 No. of dams 1 11 131 11 11 11» 113 11 11 11 112 11 11 11 11 11 11 11 11 11 11 11 3 0
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 No. of dams 12 11 11 11 211 11 13 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 4 Q
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 No. of dams i 10 10 10 10 10 106 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 2 Q
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 1
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1
Decrease in spontaneous movement 0 0 0 0 0 0 0 0 0 0 0 o] 0 0 0 0 o] 0 0 0 0 0 1 0
Dead 0 o] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1

a): Gestation day
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R-1134
Table 1-4 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Clinical signs in dams during the lactation period (Main group)

Administration
Dose L < = e

mg/kg 0 1 2 3 4a) 5b)

0 No. of dams 11 11 11 11 11 11

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

100 No. of dams 11 11 11 11 11 11

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

300 No. of dams 10 10 10 10 10 10

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

1000 No. of dams 11 11 11 11 11 11

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

a): Lactation day
k): Day of necropsy
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R-1134

Table 1-5 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Clinical signs in female rats (Satellite group, Administration period)
Day of administration
Dose [ < = e
mg/kg 1-7 8-14 15-21 22-28 29-35 36-42 43a)
0 No. of animals 10 10 10 10 10 10 5
No. of animals with abnormal findings 0 0 0 0 0 0 0
1000 No. of animals 10 10 10 10 10 10 5
No. of animals with abnormal findings 0 0 0 0 0 0 0

a): Day of necropsy
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R-1134
Table 1-6 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Clinical signs in male rats (Recovery period)

Day of recovery

Dose L < = e e e e T T
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15a)
0 No. of animals 5 5 5 S 5 s 5 5 5 s 5 5 5 s 5

No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 No. of animals 5 5 5 5 5 5 5 5 5 S 5 5 5 S 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a): Day of necropsy
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R-1134
Table 1-7 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Clinical signs in female rats (Recovery period)

Day of recovery

Dose L < = e e e e T T
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15a)
0 No. of animals 5 5 5 S 5 s 5 5 5 s 5 5 5 s 5

No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 No. of animals 5 5 5 5 5 5 5 5 5 S 5 5 5 S 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a): Day of necropsy
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R-1134

Table 2-1 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 1 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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R-1134

Table 2-2 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 2 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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R-1134

Table 2-3 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 3 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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R-1134

Table 2-4 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 4 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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R-1134

Table 2-5 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 5 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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R-1134

Table 2-6 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 6 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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R-1134
Table 2-7 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Week 1 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter ||| eeemeeaeace mmemmmmcmmoos mmmmmmmmmms mmmmmmmmmao
No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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R-1134
Table 2-8 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Week 2 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter ||| eeemeeaeace mmemmmmcmmoos mmmmmmmmmms mmmmmmmmmao
No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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R-1134

Table 2-9 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 1)
Dose (mg/kg) 0 100 300 1000
Parameter = mem-memem---- mmcmmcmomo- mmmmmmmmmm- mmmmm--o---
No. of animals 11 11 10 12
Posture
Normal 11 11 10 12
Convulsion
None 11 11 10 12
Abnormal behavior
None 11 11 10 12
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R-1134

Table 2-10 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 7)
Dose (mg/kg) 0 100 300 1000
Parameter = mem-memem---- mmcmmcmomo- mmmmmmmmmm- mmmmm--o---
No. of animals 11 11 10 12
Posture
Normal 11 11 10 12
Convulsion
None 11 11 10 12
Abnormal behavior
None 11 11 10 12
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R-1134

Table 2-11 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 14)
Dose (mg/kg) 0 100 300 1000
Parameter = mem-memem---- mmcmmcmomo- mmmmmmmmmm- mmmmm--o---
No. of animals 11 11 10 12
Posture
Normal 11 11 10 12
Convulsion
None 11 11 10 12
Abnormal behavior
None 11 11 10 12
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R-1134

Table 2-12 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 20)
Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 11 11 10 12
Posture
Normal 11 11 10 12
Convulsion
None 11 11 10 12
Abnormal behavior
None 11 11 10 12
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R-1134

Table 2-13 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Lactation day 4)
Dose (mg/kg) 0 100 300 1000
Parameter = mem-memem---- mmcmmcmomo- mmmmmmmmmm- mmmmm--o---
No. of animals 11 11 10 11
Posture
Normal 11 11 10 11
Convulsion
None 11 11 10 11
Abnormal behavior
None 11 11 10 11
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R-1134
Table 2-14 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 1 of administration)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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R-1134
Table 2-15 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 2 of administration)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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R-1134
Table 2-16 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 3 of administration)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10




18

R-1134
Table 2-17 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 4 of administration)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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R-1134
Table 2-18 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 5 of administration)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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R-1134
Table 2-19 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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R-1134
Table 2-20 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 1 of recovery)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5
Abnormal behavior
None 5 5
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R-1134
Table 2-21 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 2 of recovery)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5
Abnormal behavior
None 5 5
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R-1134
Table 2-22 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Week 1 of recovery)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5
Abnormal behavior
None 5 5
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R-1134
Table 2-23 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Week 2 of recovery)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5
Abnormal behavior
None 5 5
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R-1134
Table 2-24 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: in-the-hand observation (Week 1 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 11 11 12

Soft 0 1 1 0

Reactivity to handling
Easy 12 12 12 12
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R-1134
Table 2-25 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: in-the-hand observation (Week 2 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 12 12 12

Soft 1 0 0 0

Reactivity to handling
Easy 12 12 12 12
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Table 2-26 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: in-the-hand observation (Week 3 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 10 11 11

Soft 0 2 1 1
Reactivity to handling

Easy 12 12 12 11

Slightly awkward 0 0 0 1
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Table 2-27 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: in-the-hand observation (Week 4 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-28 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: in-the-hand observation (Week 5 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-29 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: in-the-hand observation (Week 6 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-30 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: in-the-hand observation (Main group, Week 1 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-31 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: in-the-hand observation (Main group, Week 2 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 11 12 12

Soft 0 1 0 0

Reactivity to handling
Easy 12 12 12 12
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Table 2-32 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 1)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 11 11 10 12

Ease of removal from cage

Easy 11 11 10 12
Fur condition

Normal 11 11 10 12
Skin

Normal 11 11 10 12
Secretions-Eye, Nose

Absent 11 11 10 12
Exophthalmos

Absent 11 11 10 12
Palpebral closure

Normal 11 11 10 12
Mucosal membranes

Normal 11 11 10 12
Lacrimation

Normal 11 11 10 12
Piloerection

Absent 11 11 10 12
Pupil size

Normal 11 11 10 12
Salivation

None 11 11 10 12
Abnormal respiration

Absent 11 11 10 12
Vocalization

None 10 11 10 12

Soft 1 0 0 0

Reactivity to handling
Easy 11 11 10 12
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Table 2-33 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 7)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 11 11 10 12

Ease of removal from cage

Easy 11 11 10 12
Fur condition

Normal 11 11 10 12
Skin

Normal 11 11 10 12
Secretions-Eye, Nose

Absent 11 11 10 12
Exophthalmos

Absent 11 11 10 12
Palpebral closure

Normal 11 11 10 12
Mucosal membranes

Normal 11 11 10 12
Lacrimation

Normal 11 11 10 12
Piloerection

Absent 11 11 10 12
Pupil size

Normal 11 11 10 12
Salivation

None 11 11 10 12
Abnormal respiration

Absent 11 11 10 12
Vocalization

None 11 11 10 12

Reactivity to handling
Easy 11 11 10 12
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Table 2-34 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 14)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 11 11 10 12

Ease of removal from cage

Easy 11 11 10 12
Fur condition

Normal 11 11 10 12
Skin

Normal 11 11 10 12
Secretions-Eye, Nose

Absent 11 11 10 12
Exophthalmos

Absent 11 11 10 12
Palpebral closure

Normal 11 11 10 12
Mucosal membranes

Normal 11 11 10 12
Lacrimation

Normal 11 11 10 12
Piloerection

Absent 11 11 10 12
Pupil size

Normal 11 11 10 12
Salivation

None 11 11 10 12
Abnormal respiration

Absent 11 11 10 12
Vocalization

None 11 11 10 12

Reactivity to handling
Easy 11 11 10 12
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Table 2-35 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 20)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 11 11 10 12

Ease of removal from cage

Easy 11 11 10 12
Fur condition

Normal 11 11 10 12
Skin

Normal 11 11 10 12
Secretions-Eye, Nose

Absent 11 11 10 12
Exophthalmos

Absent 11 11 10 12
Palpebral closure

Normal 11 11 10 12
Mucosal membranes

Normal 11 11 10 12
Lacrimation

Normal 11 11 10 12
Piloerection

Absent 11 11 10 12
Pupil size

Normal 11 11 10 12
Salivation

None 11 11 10 12
Abnormal respiration

Absent 11 11 10 12
Vocalization

None 11 11 10 12

Reactivity to handling
Easy 11 11 10 12




001

R-1134
Table 2-36 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: in-the-hand observation (Main group, Lactation day 4)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 11 11 10 11

Ease of removal from cage

Easy 11 11 10 11
Fur condition

Normal 11 11 10 11
Skin

Normal 11 11 10 11
Secretions-Eye, Nose

Absent 11 11 10 11
Exophthalmos

Absent 11 11 10 11
Palpebral closure

Normal 11 11 10 11
Mucosal membranes

Normal 11 11 10 11
Lacrimation

Normal 11 11 10 11
Piloerection

Absent 11 11 10 11
Pupil size

Normal 11 11 10 11
Salivation

None 11 11 10 11
Abnormal respiration

Absent 11 11 10 11
Vocalization

None 11 11 10 11

Reactivity to handling
Easy 11 11 10 11
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Table 2-37 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 1 of administration)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-38 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 2 of administration)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-39 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 3 of administration)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-40 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 4 of administration)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-41 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 5 of administration)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-42 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-43 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: in-the-hand observation (Week 1 of recovery)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-44 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: in-the-hand observation (Week 2 of recovery)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-45 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: in-the-hand observation (Week 1 of recovery)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-46 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: in-the-hand observation (Week 2 of recovery)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-47 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: open field observation (Week 1 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12

Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

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

None 11 9 10 8

Small amount 3 2 4

No significant difference in any treated groups from control group.
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Table 2-48 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: open field observation (Week 2 of administration)

R-1134

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12

Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 0 0 1 0

Normal 12 12 11 12
Posture

Normal 12 12 12 12
Grooming

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

None 11 11 9 12

Small amount 1 1 3 0

No significant difference in any treated groups from control group.
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Table 2-49 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: open field observation (Week 3 of administration)

R-1134

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12

Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 0 0 0 1

Normal 12 12 12 11
Posture

Normal 12 12 12 12
Grooming

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

None 9 10 11 11

Small amount 3 2 1 1

No significant difference in any treated groups from control group.
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Table 2-50 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: open field observation (Week 4 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12

Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

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

None 12 10 11 12

Small amount 0 2 1 0

No significant difference in any treated groups from control group.
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Table 2-51 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: open field observation (Week 5 of administration)

R-1134

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12

Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 0 0 0 1

Normal 12 12 12 11
Posture

Normal 12 12 12 12
Grooming

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

None 11 10 10 11

Small amount 1 2 2 1

No significant difference in any treated groups from control group.
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Table 2-52 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: open field observation (Week 6 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12

Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

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

None 6 10 12 10

Small amount 6 2 0 2

No significant difference in any treated groups from control group.
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Table 2-53 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Week 1 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12

Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean:S.D.) 7+ 2 T+ 2 7+ 2 5+ 2*D
Defecation count (Mean+S.D.) 0+ 0 0+ O 0+ 0 0+ 0
Urination

None 12 12 12 11

Small amount 0 0 0 1

*: p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 2-54 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Week 2 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 12 12 12 12

Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean:S.D.) 8+ 3 T+ 2 7+ 2 7+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ O 0+ 0 0+ 0
Urination

None 12 12 12 11

Small amount 0 0 0 1

No significant difference in any treated groups from control group.
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Table 2-55 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Gestation day 1)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 11 11 10 12

Arousal

Normal 11 11 10 12
Convulsion

None 11 11 10 12
Abnormal behavior

None 11 11 10 12
Stereotypy

None 11 11 10 12
Gait

Normal 11 11 10 12
Posture

Normal 11 11 10 12
Grooming

None 11 11 10 12
Rearing (Mean+S.D.) 8+ 2 7+ 1 7+ 2 6+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 11 10 12

No significant difference in any treated groups from control group.
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Table 2-56 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Gestation day 7)
Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 11 11 10 12

Arousal

Normal 11 11 10 12
Convulsion

None 11 11 10 12
Abnormal behavior

None 11 11 10 12
Stereotypy

None 11 11 10 12
Gait

Normal 11 11 10 12
Posture

Normal 11 11 10 12
Grooming

None 11 11 10 12
Rearing (Mean+S.D.) 7+ 2 T+ 2 6+ 3 6+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 10 10 11

Small amount 0 1 0 1

No significant difference in any treated groups from control group.
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Table 2-57 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Gestation day 14)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 11 11 10 12

Arousal

Normal 11 11 10 12
Convulsion

None 11 11 10 12
Abnormal behavior

None 11 11 10 12
Stereotypy

None 11 11 10 12
Gait

Normal 11 11 10 12
Posture

Normal 11 11 10 12
Grooming

None 11 11 10 12
Rearing (Mean+S.D.) 6+ 2 6+ 2 5+ 1 4+ 2*D
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 11 10 11

Small amount 0 0 0 1

*: p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 2-58 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: open field cobservation (Main group, Gestation day 20)

Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 11 11 10 12

Arousal

Normal 11 11 10 12
Convulsion

None 11 11 10 12
Abnormal behavior

None 11 11 10 12
Stereotypy

None 11 11 10 12
Gait

Normal 11 11 10 12
Posture

Normal 11 11 10 12
Grooming

None 11 11 10 12
Rearing (Mean+S.D.) 6+ 2 5+ 1 5+ 1 4+ 1*D
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 10 9 12

Small amount 0 1 1 0

*: p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 2-59 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Lactation day 4)
Dose (mg/kg) 0 100 300 1000
Parameter = memeeme-e-ooo mm-m--mo-o-- mmmm--m-o-- mmmm-------
No. of animals 11 11 10 11

Arousal

Normal 11 11 10 11
Convulsion

None 11 11 10 11
Abnormal behavior

None 11 11 10 11
Stereotypy

None 11 11 10 11
Gait

Normal 11 11 10 11
Posture

Normal 11 11 10 11
Grooming

None 11 11 10 11
Rearing (Mean+S.D.) 6+ 1 6+ 2 6+ 1 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 11 9 11

Small amount 0 0 1 0

No significant difference in any treated groups from control group.
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Table 2-60 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: open field observation (Satellite group, Week 1 of administration)

Dose (mg/kg) 0 1000
Parameter  meeee-e-oos mm---------
No. of animals 10 10

Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean:S.D.) 6+ 2 6+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ O
Urination

None 10 10

No significant difference between treated group and comntrol group.
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Table 2-61 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: open field observation (Satellite group, Week 2 of administration)

Dose (mg/kg) 0 1000
Parameter  meeee-e-oos mm---------
No. of animals 10 10

Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean:S.D.) 7+ 3 8+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ O
Urination

None 10 10

No significant difference between treated group and comntrol group.
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Table 2-62 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: open field observation (Satellite group, Week 3 of administration)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 10 10

Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean:S.D.) 7+ 2 94+ 2%T
Defecation count (Mean+S.D.) 0+ 0 0+ O
Urination

None 10 10

*: p<0.05 (Significant difference from control group)
T: Student's t-test
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Table 2-63 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: open field observation (Satellite group, Week 4 of administration)

Dose (mg/kg) 0 1000
Parameter  meeee-e-oos mm---------
No. of animals 10 10

Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean:S.D.) 8+ 3 9+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ O
Urination

None 10 9

Small amount 0

No significant difference between treated group and control group.
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Table 2-64 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: open field observation (Satellite group, Week 5 of administration)

Dose (mg/kg) 0 1000
Parameter  meeee-e-oos mm---------
No. of animals 10 10

Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean:S.D.) 9+ 4 9+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ O
Urination

None 10 9

Small amount 0

No significant difference between treated group and control group.
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Table 2-65 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: open field observation (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 1000
Parameter  meeee-e-oos mm---------
No. of animals 10 10

Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean:S.D.) 8+ 2 7+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ O
Urination

None 9 10

Small amount 1 0

No significant difference between treated group and control group.
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Table 2-66 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: open field observation (Week 1 of recovery)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 5 5

Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

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

None 4 4

Small amount 1 1

No significant difference between treated group and control group.



Iel

R-1134
Table 2-67 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in male rats: open field observation (Week 2 of recovery)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 5 5

Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

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

None 4 4

Small amount 1 1

No significant difference between treated group and control group.
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Table 2-68 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: open field cbservation (Week 1 of recovery)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 5 5

Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 9+ 4 7+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and comntrol group.
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Table 2-69 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Detailed clinical signs in female rats: open field cbservation (Week 2 of recovery)

Dose (mg/kg) 0 1000
Parameter | mmeeeeaeece mmmmmmaaa--
No. of animals 5 5

Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 9+ 4 7+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and comntrol group.
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Table 2-70 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Manipulative test of male rats (Week 6 of administration)

R-1134

Dose (mg/kg) 0 100 300 1000
Parameter | meeee-emceoc- mmmm------- mmmmmmm---- m-mmm------
No. of animals 5 5 5 5
Auditory response
Normal 5 5 5 5
Approach response
Normal 5 5 5 5
Touch response
Normal 5 5 5 5
Tail pinch response
Normal 5 5 5 5
Pupillary reflex
Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0O
Landing foot splay (mm: Mean+S.D.) 69+19 63+16 71+19 80+11

No significant difference in any treated groups from control group.
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Table 2-71 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Manipulative test of female rats (Main group, Lactation day 4)

R-1134

Dose (mg/kg) 0 100 300 1000
Parameter | meeee-emceoc- mmmm------- mmmmmmm---- m-mmm------
No. of animals 5 5 5 5
Auditory response
Normal 5 5 5 5
Approach response
Normal 5 5 5 5
Touch response
Normal 5 5 5 5
Tail pinch response
Normal 5 5 5 5
Pupillary reflex
Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0O
Landing foot splay {(mm: Mean+S.D.) 49420 44+13 59+21 43+16

No significant difference in any treated groups from control group.
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Table 2-72 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Manipulative test of female rats (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 1000
Parameter  meeeee-emceoeo- m----------
No. of animals 5 5
Auditory response
Normal 5 5
Approach response
Normal 5 5
Touch response
Normal 5 5
Tail pinch response
Normal 5 5
Pupillary reflex
Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 53+27 70+18

No significant difference between treated group and control group.
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Table 2-73 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Manipulative test of male rats (Week 2 of recovery)
Dose (mg/kg) 0 1000
Parameter  meeee----n- cm-mo-o--o-
No. of animals 5 5
Auditory response
Normal 5 5
Approach response
Normal 5 5
Touch response
Normal 5 5
Tail pinch response
Normal 5 5
Pupillary reflex
Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay {(mm: Mean+S.D.) 66+31 90+25

No significant difference between treated group and control group.
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Table 2-74 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Manipulative test of female rats (Week 2 of recovery)

R-1134

Dose (mg/kg) 0 1000
Parameter  meeeee-emceoeo- m----------
No. of animals 5 5
Auditory response
Normal 5 5
Approach response
Normal 5 5
Touch response
Normal 5 5
Tail pinch response
Normal 5 5
Pupillary reflex
Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay {(mm: Mean+S.D.) 56+21 66+ 9

No significant difference between treated group and control group.
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Table 2-75 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Grip strength of male rats (Week 6 of administration)

Dose Fore limb Hind limb
mg/kg g g
0 No. 5 5
Mean 1417 1014

S.D. 280 124

100 No. 5 5
Mean 1709 1083

S.D. 232 245

300 No 5 5
Mean 1643 1111

S.D. 299 54

1000 No. 5 5
Mean 1564 1114

S.D. 322 220

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 2-76 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Grip strength of female rats (Main group, Lactation day 4)

Dose Fore limb Hind limb
mg/kg g g
0 No. 5 5
Mean 1339 856

S.D. 181 205

100 No. 5 5
Mean 1478 802

S.D. 174 58

300 No 5 5
Mean 1355 815

S.D. 155 136

1000 No. 5 5
Mean 1451 958

S.D. 95 81

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 2-77 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Grip strength of female rats (Satellite group, Week 6 of administration)

Dose Fore limb Hind limb
mg/kg g g
0 No. 5 5
Mean 1020 670

S.D. 87 115

1000 No. 5 5
Mean 1179%* 742

S.D. 71T 68

No.: No. of animals
*: p<0.05 (Significant difference from control group)
T: Student's t-test
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Table 2-78 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Grip strength of male rats (Week 2 of recovery)
Dose Fore limb Hind limb
mg/kg g g
0 No 5 5
Mean 1638 1042
S.D. 321 53
1000 No. 5 5
Mean 1787 1103
S.D. 216 127

No.: No. of animals
No significant difference between treated group and control group.
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Table 2-79 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Grip strength of female rats (Week 2 of recovery)
Dose Fore limb Hind limb
mg/kg g g
0 No 5 5
Mean 1229 794
S.D. 219 57
1000 No. 5 5
Mean 1319 873
S.D. 283 72

No.: No. of animals
No significant difference between treated group and control group.
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Table 2-80 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Motor activity of male rats (Week 6 of administration)
Interval {(minutes)

Jolot= 1= i R e e
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 No 5 5 5 5 5 5 5

Mean 390 328 316 251 73 96 1454

S.D. 83 130 153 131 67 155 564

100 No. 5 5 5 5 5 5 5
Mean 428 365 312 215 71 178 1568

S.D. 27 38 74 171 o4 148 435

300 No. 5 5 5 5 5 5 5
Mean 398 345 263 285 171 230 1693

S.D. 65 75 121 139 157 161 560

1000 No. 5 5 5 5 S 5 5
Mean 427 377 310 256 170 245 1785

S.D. 37 27 101 152 163 153 485

Unit: Count
No.: No. of animals

No significant difference in any

treated groups from control group.
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Table 2-81 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Motor activity of female rats (Main group, Lactation day 4)
Interval {(minutes)
DOSE& = e e e e e e e e e e m e mmmmmm—mm-------
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 No. 5 5 5 5 5 5 5
Mean 395 136 63 65 122 96 877
S.D. 64 111 125 46 89 129 412
100 No 5 5 5 5 5 5 5
Mean 326 97 73 42 147 158 842
S.D. 73 33 80 37 130 150 310
300 No 5 5 5 5 5 5 5
Mean 390 324%* 205 68 116 101 1204
S.D. 119 50D 76 77 143 118 185
1000 No 5 5 5 5 S 5 )
Mean 354 128 84 58 161 112 896
S.D. 119 144 95 74 131 138 495

Unit: Count

No.: No. of animals

*: p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 2-82 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Motor activity of female rats (Satellite group, Week 6 of administration)

Interval {(minutes)

Jolot= 1= i R e e
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 No 5 5 5 5 5 5 5

Mean 408 314 259 214 163 177 1535
S.D. 42 28 145 145 145 150 168
1000 No. 5 5 5 5 5 5 5
Mean 393 327 222 192 203 280 1617
S.D. 32 48 162 175 137 98 483

Unit: Count
No.: No. of animals
No significant difference between treated group and control group.
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Table 2-83 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Motor activity of male rats (Week 2 of recovery)

Interval {(minutes)

Jolot= 1= i R e e
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 No 5 5 5 5 5 5 5

Mean 405 382 321 266 270 260 1904
S.D. 66 66 66 77 61 89 359
1000 No. 5 5 5 5 5 5 5
Mean 408 280 281 224 163 263 1618
S.D. 23 107 97 169 135 168 551

Unit: Count
No.: No. of animals
No significant difference between treated group and control group.
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Table 2-84 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Motor activity of female rats (Week 2 of recovery)

Interval {(minutes)

Jolot= 1= i R e e
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total (0-60)
0 No 5 5 5 5 5 5 5

Mean 397 388 318 251 246 256 1856
S.D. 49 60 67 138 86 60 275
1000 No. 5 5 5 5 5 5 5
Mean 407 365 346 321 309 288 2035
S.D. 44 28 51 26 33 48 138

Unit: Count
No.: No. of animals
No significant difference between treated group and control group.
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Table 3-1 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Body weight of male rats (Administration period)

Day of administration

DOSE e oo m e e e e —omo—— oo Gain
mg/kg 1 8 15 22 29 36 42 1-42
No. 12 12 12 12 12 12 12 12
0 Mean 423 446 470 486 508 530 538 115
S.D. 10 14 14 15 18 20 20 17
No 12 12 12 12 12 12 12 12
100 Mean 423 446 467 486 505 527 537 114
S.D. 11 14 18 17 20 22 22 13
No 12 12 12 12 12 12 12 1z
300 Mean 423 444 466 483 511 536 549 126
S.D. 9 13 14 16 20 21 22 20
No 12 12 12 12 12 12 12 12
1000 Mean 425 448 470 488 511 532 542 117
S.D. 9 12 15 18 21 24 26 24

Unit: g

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 3-2 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Body weight of female rats during the pre-mating period (Main group)
Day of administration
Dose  mmmmmem e e mmmm oo Gain
mg/kg 1 8 15 1-15
No. 12 12 12 12
0 Mean 251 265 275 24
S.D. 18 20 21 10
No 12 12 12 12
100 Mean 250 263 271 21
S.D. 18 17 22 9
No 12 12 12 12
300 Mean 249 266 276 26
S.D. 15 14 13 8
No 12 12 12 12
1000 Mean 250 264 274 24
S.D. 13 17 19 10
Unit: g
No.: No. of animals

No significant difference in any

treated groups from control group.
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Table 3-3 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Body weight of dams during the gestation period (Main group)

Administration
DOSE e e o e e oo oo Gain
mg/kg 0 7 14 20a) 0-20
No. 11 11 11 11 11
0 Mean 288 326 365 448 161
S.D. 25 26 29 34 17
No 11 11 11 11 11
100 Mean 283 319 355 433 149
S.D. 22 24 28 27 14
No 10 10 10 10 10
300 Mean 284 322 358 438 154
S.D. 15 17 20 20 11
No 12 12 12 12 12
1000 Mean 285 325 367 448 163
S.D. 18 22 28 40 32

Unit: g

No.: No. of dams

a): Gestation day

No significant difference in any treated groups from control group.
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Table 3-4 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Body weight of dams during the lactation period (Main group)

Administration
Dose 0 mmmmeem—mm-o---- Gain
mg/kg 0 4a) 0-4
No. 11 11 11
0 Mean 347 361 15
S.D. 41 28 19
No 11 11 11
100 Mean 336 343 7
S.D. 34 28 14
No 10 10 10
300 Mean 345 354 9
S.D. 19 18 8
No 11 11 11
1000 Mean 354 354 1
S.D. 31 30 36

Unit: g

No.: No. of dams

a): Lactation day

No significant difference in any treated groups from control group.
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Table 3-5 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Body weight of female rats (Satellite group, Administration period)

Day of administration

DOSE e oo m e e e e —omo—— oo Gain
mg/kg 1 8 15 22 29 36 42 1-42
No. 10 10 10 10 10 10 10 10
0 Mean 249 262 271 281 284 293 298 48
S.D. 16 18 20 21 22 25 25 12
No 10 10 10 10 10 10 10 10
1000 Mean 251 265 273 286 292 298 306 55
S.D. 15 18 18 21 22 20 23 12

Unit: g

No.: No. of animals
No significant difference between treated group and control group.
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Table 3-6 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Body weight of male rats (Recovery period)

Day of recovery

Dose  mmmmmem e e mmmm oo Gain
mg/kg 1 8 14 1-14
No. 5 5 5 5
0 Mean 527 540 547 20
S.D. 28 26 29 5
No 5 5 5 5
1000 Mean 541 553 556 14
S.D. 38 37 42 9

Unit: g

No.: No. of animals
No significant difference between treated group and control group.
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Table 3-7 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Body weight of female rats (Recovery period)
Day of recovery
Dose = = meeeeemeeececemeceee-eoo-- Gain
mg/kg 1 8 14 1-14
No. 5 5 5 5
0 Mean 286 288 295 9
S.D. 19 17 23 5
No 5 5 5 5
1000 Mean 308 317%* 314 6
S.D. 21 21T 18 5
Unit: g
No.: No. of animals

*: p<0.05

(Signific

T: Student's t-test

ant difference from control group)
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Table 4-1 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Food consumption of male rats (Administration period)
Day of administration
Dose = e e me e e m e e e m—mmmm-m----- - -
ng/kg 2 8 15 30 36 42
No. 12 12 12 12 12 12
0 Mean 24 24 23 23 23 20
S.D. 2 1 2 2 2 3
No 12 12 12 12 12 12
100 Mean 25 24 23 23 24 22
S.D. 2 3 2 2 2 2
No 12 12 12 12 12 12
300 Mean 24 23 22 23 25 23%*
S.D. 3 3 2 2 2 2D
No 12 12 12 12 12 12
1000 Mean 26 25 23 24 24 24 %%
S.D. 3 3 3 3 3 3D
Unit: g/rat/day
No.: No. of animals
*: p<0.05; **: p<0.01 (Significant difference from control group)

D: Dunnett's test
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Table 4-2 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Food consumption of female rats during the pre-mating period (Main group)
Day of administration
Dose = meemeeeeeemmmmm—m--—o-----
mg/kg 2 8 15
No. 12 12 12
0 Mean 16 18 18
S.D. 3 4 3
No 12 12 12
100 Mean 17 18 17
S.D. 3 2 3
No 12 12 12
300 Mean 17 18 17
S.D. 2 1 2
No 12 12 12
1000 Mean 18 18 17
S.D. 3 4 3

Unit: g/rat/day
of animals
No significant difference in any treated groups from control group.

No.: No.
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Table 4-3 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Food consumption of dams during the gestation period (Main group)

Administration
Dose = = meemeem e mmmmmmmmmmmm-------
mg/kg 1 7 14 20a)
No. 11 11 11 11
0 Mean 19 22 23 20
S.D. 4 2 2 4
No 11 11 11 11
100 Mean 17 23 23 21
S.D. 3 2 3 2
No 10 10 10 10
300 Mean 19 22 22 21
S.D. 2 3 2 2
No 12 12 12 12
1000 Mean 20 24 25 22
S.D. 3 3 4 4

Unit: g/rat/day

No.: No. of dams

a): Gestation day

No significant difference in any treated groups from control group.
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Table 4-4 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Food consumption of dams during the lactation period (Main group)

Administration
Dose = @ meemememmeeeee-—a--
mg/kg 2 4a)
No. 11 11
0 Mean 24 38
S.D. 5 5
No 11 11
100 Mean 21 31%
S.D. 6 68T
No 10 10
300 Mean 21 35
S.D. 5 3
No 11 11
1000 Mean 22 37
S.D. 16 20

Unit: g/rat/day

No.: No. of dams

a): Lactation day

*: p<0.05 (Significant difference from control group)
ST: Steel's test
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Table 4-5 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Food consumption of female rats (Satellite group, Administration period)
Day of administration
JoTo)= 1= i
ng/kg 2 8 15 30 36 42
No. 10 10 10 10 10 10
0 Mean 18 19 16 17 18 18
S.D. 3 3 4 3 3 2
No 10 10 10 10 10 10
1000 Mean 18 17 15 18 16 18
S.D. 2 3 3 3 2 2

Unit: g/rat/day
of animals

No.: No.

No significant difference between treated group and control group.
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Table 4-6 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Food consumption of male rats (Recovery period)

Day of recovery

Dose = meemeeeeeemmmmm—m--—o-----
mg/kg 2 8 14
No. 5 5 5
0 Mean 23 28 29
S.D. 1 2 1
No 5 5 5
1000 Mean 23 28 29
S.D. 4 3 6

Unit: g/rat/day
No.: No. of animals
No significant difference between treated group and control group.
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Table 4-7 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Food consumption of female rats (Recovery period)

Day of recovery

Dose = meemeeeeeemmmmm—m--—o-----
mg/kg 2 8 14
No. 5 5 5
0 Mean 18 20 20
S.D. 3 3 4
No 5 5 5
1000 Mean 16 21 21
S.D. 3 5 2

Unit: g/rat/day
No.: No. of animals
No significant difference between treated group and control group.
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Table 5-1 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Urinalysis of male rats (Week 6 of administration)

pH Protein 1) Ketone body 2) Glucose 3)

Dose I e T e e I R R L
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 >=9.0 - 4=+ 4+ - -+t -+ttt At

0 5 0 0 0 0 1 o] 1 2 1 o 1 2 2 0 0o 1 2 2 0 5 0 0 0 0
100 5 0 0 0 0 1 0 0 3 1 O 0 1 4 0 o 0 2 3 © 4 1 0 0 0
300 5 0 0 0 1 0 o] 0 2 2 0O 0 3 2 0 0 1 4 0 0 5 0 0 0 0
1000 5 0 1 4 0 0 0 0 Q Q 0o 0 5 0 0 4 1 0 0 © 5 0 0 0 0
1) - : 0 mg/dL +- : 15 mg/dL + : 30 mg/dL ++ : 100 mg/dL +++ : >=300 mg/dL
2) - : 0 mg/dL +- : 5 mg/dL + : 15 mg/dL ++ : 40 mg/dL +++ : 80 mg/dL
3) - : 0 mg/dL + : 100 mg/dL ++ : 250 mg/dL +++ : 500 mg/dL ++++ : »>=1000 mg/dL
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Table 5-2 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Urinalysis of male rats (Week 6 of administration)

Oc¢cult blood 4) Bilirubin 5) Urcbilincgen 6) Color 7)
Dose NOo. ==------c---c-oon mmmm-m-om--- | mmmmmmmmmmm---s mmmmm-—---
mg/kg - 4=+ 4+ -+ ++ A+t +- 4+t LY Y DY
0 5 1 4 0 0 O 4 1 0 0 5 0 0 0 0 5 0

100 5 2 3 0 0 © 2 3 0 0 5 0 0 0 0 5 0

300 5 1 3 1 0 0 5 0 0 0 5 0 0 0 0 5 0

1000 5 2 3 0 0 © 5 0 0 0O 5 0 0 0 0o 5 0
4) - : 0 mg/dL +- : 0.015 mg/dL + : 0.062 mg/dL ++ : 0.135 mg/dL +++ : 0.405 mg/dL
5) - : 0 mg/dL + : 0.8 mg/dL ++ : 1.6 mg/dL +4++ : 3.2 mg/dL
6) +- : 0.1-1.0 E.U./dL + : 2.0 E.U./AL ++ : 4.0 E.U./dL +++ : »>=8.0 E.U./dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-3 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats
Urinalysis of male rats (Week 6 of administration)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS ale]
Dose o i i
mg/kg - 4o+ttt B - -+ttt - -+t ottt -+ o+ R S S - 4o+ Attt
0 5 5 0 0 0 0 5 0 0 0 0 0 5 0 0 0 5 0 0 0 ¢ 5 0 0 1 4 0 0 0 5 0 0 0 0

100 5 5 0 0 0 O 5 0 0 0 0O 0 5 0 0 0 5 0 0 0 O 5 0 0 2 3 0 0 0 5 0 0 0 0

300 5 5 0 0 0 0 5 0 0 0 0 0 5 0 0 0 5 0 0 0 0 5 0 0 2 3 0 0 © 5 0 0 0 0
1000 5 5 0 0 0 O 5 0 0 0 O 0O 5 0 0 0 5 0 0 0 © 5 0 0 5 0 0 0 O 5 0 0 0 O
SEC Squamous Epithelial Cell - : Negative
SREC Small Round Epithelial Cell +- : Slight

PS Phosphate Salts + : Mild
Cco Calcium Oxalate ++ : Moderate

+++ : Severe
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Table 5-4 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Water intake and urinalysis of male rats (Week 6 of administration)
Water Urine Osmotic Na K cl
Dose No intake volume Pressure
ng/kg mL/24h mL/24h mosm/ kg mmol/24h mmol/24h mmol/24h
0 5 Mean 38 12.1 1725 0.89 2.79 1.22
S.D. 8 9.5 593 0.37 0.98 0.53
100 5 Mean 34 10.2 2084 1.01 3.33 1.38
S.D. 4 4.9 402 0.39 0.92 0.45
300 5 Mean 36 11.9 1944 1.18 3.57 1.49
S.D. 5 3.4 198 0.30 0.79 0.35
1000 5 Mean 46 15.7 2057 0.93 4.08 2.01
S.D. 12 8.8 522 0.47 1.17 0.61

No significant difference

in any treated groups from control group.
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Table 5-5 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

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

pH Protein 1) Ketone body 2) Glucose 3)
Dose NO. ------ccmmmmcmmmmc e mem e ecmemmmmmm- mmmmmmmmmmm-m-mo- | mmmmmmmmmmmm-mm- | mmmmmmmmmmmm------
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 >=9.0 - 4=+ 4+ - -+t -+ttt At
0 5 0 0 0 1 2 1 0 0 1 4 1 0 0 O 5 0 0 0 0 5 0 0 0 0

1000 5 0 1 4 0 0 0 0 0 0 2 3 0 0 0 5 0 0 0 © 5 0 0 0 0
1) - 0 mg/dL +- : 15 mg/dL + : 30 mg/dL ++ 100 mg/dL +++ : >=300 mg/dL
2) - 0 mg/dL +- : 5 mg/dL + : 15 mg/dL ++ 40 mg/dL +++ : 80 mg/dL
3) - 0 mg/dL + : 100 mg/dL ++ : 250 mg/dL +++ 500 mg/dL ++++ : »>=1000 mg/dL
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Table 5-6 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Urinalysis of female rats (Satellite group, Week 6 of administration)

Oc¢cult blood 4) Bilirubin 5) Urcbilincgen 6) Color 7)

Dose No. =--=-------------- c-ece--co-ooos | mmmmmmm-mmmmees mmmmmmmm -
mg/kg - 4=+ 4+ -+ ++ A+t +- 4+t LY Y DY

0 5 5 0 0 0 0 4 1 0 0 5 0 0 0 0 5 0
1000 5 5 0 0 0 O 5 0 0 © 5 0 0 0 0 5 0
4) - : 0 mg/dL +- : 0.015 mg/dL + : 0.062 mg/dL ++ : 0.135 mg/dL +++ : 0.405 mg/dL
5) - : 0 mg/dL + : 0.8 mg/dL ++ : 1.6 mg/dL +++ : 3.2 mg/dL
6) +- : 0.1-1.0 E.U./dL + : 2.0 E.U./dL ++ : 4.0 E.U./dL +++ : »=8.0 E.U./dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-7 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

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

URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS ale]
Dose NOo. --------------—  mmmm oo - S e mmmmm- S mmmmmmmm——mm mmmmmmm— mmmmmmmm—mmmmm m—mmm—— - -----
mg/kg - 4o+ttt B - -+ttt - -+t ottt -+ o+ R S S - 4o+ Attt
0 5 5 0 0 0 O 5 0 0 0 0 0 5 0 0 0 5 0 0 0 0 5 0 0 3 2 0 0 0 5 0 0 0 0

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

+++ : Severe
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Table 5-8

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats
Water intake and urinalysis of female rats

(Satellite group,

Week 6 of administration)

R-1134

Water Urine Osmotic Na K Ccl

Dose No. intake volume Pressure
ng/kg mL/24h mL/24h mosm/ kg mmol/24h mmol/24h mmol/24h
0 5 Mean 32 .5 1584 0.73 2.33 1.02
S.D. 3 3.7 237 0.21 0.84 0.24
1000 5 Mean 38 12.3 1678 0.61 2.73 1.38
S.D. 8 4.0 588 0.24 0.59 0.32

No significant difference

between treated group and control group.
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Table 5-9 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Urinalysis of male rats (Week 2 of recovery)

pH Protein 1) Ketone body 2) Glucose 3)
Dose NO. ------ccmmmmcmmmmc e mem e ecmemmmmmm- mmmmmmmmmmm-m-mo- | mmmmmmmmmmmm-mm- | mmmmmmmmmmmm------
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 >=9.0 - 4=+ 4+ - -+t -+ttt At
0 5 0 0 0 0 o] 1 0 3 1 2 1 2 0 0 2 1 2 0 0 5 0 0 0 0

1000 5 0 0 0 0 0 0 0 4 1 1 0 4 0 0O 1 0 4 0 © 5 0 0 0 0
1) - 0 mg/dL +- : 15 mg/dL + : 30 mg/dL ++ : 100 mg/dL +++ : >=300 mg/dL
2) - 0 mg/dL +- : 5 mg/dL + : 15 mg/dL ++ : 40 mg/dL +++ : 80 mg/dL
3) - 0 mg/dL + : 100 mg/dL ++ : 250 mg/dL +++ : 500 mg/dL ++++ : »>=1000 mg/dL
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Table 5-10 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Urinalysis of male rats (Week 2 of recovery)
Oc¢cult blood 4) Bilirubin 5) Urcbilincgen 6) Color 7)
Dose NOo. ==------c---c-oon mmmm-m-om--- | mmmmmmmmmmm---s mmmmm-—---
mg/kg - 4=+ 4+ -+ ++ A+t +- 4+t LY Y DY
0 5 2 3 0 0 0 5 0 0 0 5 0 0 0 0 5 0
1000 5 2 3 0 0 © 5 0 0 © 5 0 0 0 0 5 0
4) - 0 mg/dL +- : 0.015 mg/dL + : 0.062 mg/dL ++ : 0.135 mg/dL +++ 0.405 mg/dL
5) - 0 mg/dL + : 0.8 mg/dL ++ : 1.6 mg/dL +++ : 3.2 mg/dL
6)  +- 0.1-1.0 E.U./dL + : 2.0 E.U./dL ++ : 4.0 E.U./4L +++ : »=8.0 E.U./dL
7) LY Light yellow Y : Yellow DY : Dark yellow
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Table 5-11 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Urinalysis of male rats (Week 2 of recovery)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS ale]
Dose o i i
mg/kg - 4o+ttt B - -+ttt - -+t ottt -+ o+ R S S - 4o+ Attt
0 5 5 0 0 0 O 5 0 0 o 0 5 0 0 0 4 1 0 0 O 5 0 0 0 3 2 0 0 5 0 0 0 0
1000 5 5 0 0 0 O 5 0 0 Q 0 5 0 0 0 5 0 0 0 O 5 0 0 0 5 0 0 © 5 0 0 0 0
SEC Squamous Epithelial Cell - Negative
SREC Small Round Epithelial Cell +- Slight
PS Phosphate Salts + Mild
co Calcium Oxalate ++ Moderate
+++ Severe
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Table 5-12

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Water intake and urinalysis of male rats

(Week 2 of recovery)

R-1134

Water Urine Osmotic Na K Ccl

Dose No. intake volume Pressure
ng/kg mL/24h mL/24h mosm/ kg mmol/24h mmol/24h mmol/24h
0 5 Mean 49 19.9 1904 1.74 6.01 2.36
S.D. 10 5.3 292 0.23 Q.97 0.21
1000 5 Mean 50 19.0 1858 1.48 4.99 2.02
S.D. 20 13.1 458 0.75 1.32 0.70

No significant difference between treated group and control group.
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Table 5-13 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Urinalysis of female rats (Week 2 of recovery)

pH Protein 1) Ketone body 2) Glucose 3)
Dose NO. ------ccmmmmcmmmmc e mem e ecmemmmmmm- mmmmmmmmmmm-m-mo- | mmmmmmmmmmmm-mm- | mmmmmmmmmmmm------
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 >=9.0 - 4=+ 4+ - -+t -+ttt At
0 5 0 0 0 0 3 o] 0 2 Q 4 0 1 0 O 4 1 0 0 © 5 0 0 0 0

1000 5 0 0 0 1 1 1 0 2 0 4 0 1 0 0O 4 1 0 0 © 5 0 0 0 0
1) - 0 mg/dL +- 15 mg/dL + 30 mg/dL ++ 100 mg/dL +++ : >=300 mg/dL
2) - 0 mg/dL +- 5 mg/dL + 15 mg/dL ++ 40 mg/dL +++ : 80 mg/dL
3) - 0 mg/dL + 100 mg/dL ++ 250 mg/dL 4+ 500 mg/dL ++++ : »>=1000 mg/dL
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Table 5-14 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Urinalysis of female rats (Week 2 of recovery)
Oc¢cult blood 4) Bilirubin 5) Urcbilincgen 6) Color 7)
Dose No. =--=-------------- c-ece--co-ooos | mmmmmmm-mmmmees mmmmmmmm -
mg/kg - 4=+ 4+ -+ ++ A+t +- 4+t LY Y DY
0 5 5 0 0 0 ©0 5 0 0 0 5 0 0 0 0 5 0
1000 5 5 0 0 0 O 5 0 0 © 5 0 0 0 0 5 0
4) - : 0 mg/dL +- : 0.015 mg/dL + : 0.062 mg/dL ++ : 0.135 mg/dL +++ 0.405 mg/dL
5) - : 0 mg/dL + : 0.8 mg/dL ++ : 1.6 mg/dL +++ : 3.2 mg/dL
6) +- : 0.1-1.0 E.U./dL + : 2.0 E.U./dL ++ : 4.0 E.U./4L +++ : »=8.0 E.U./dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-15 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Urinalysis of female rats (Week 2 of recovery)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS ale]
Dose o i i
mg/kg - 4o+ttt B - -+ttt - -+t ottt -+ o+ R S S - 4o+ Attt
0 5 5 0 0 0 O 5 0 0 o 0 5 0 0 0 5 0 0 0 0 5 0 0 1 4 0 0 0 5 0 0 0 0
1000 5 5 0 0 0 O 5 0 0 Q 0 5 0 0 0 5 0 0 0 O 5 0 0 0 5 0 0 © 5 0 0 0 0
SEC Squamous Epithelial Cell - Negative
SREC Small Round Epithelial Cell +- Slight
PS Phosphate Salts + Mild
co Calcium Oxalate ++ Moderate
+++ Severe
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Table 5-16

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats
Water intake and urinalysis of female rats

(Week 2 of recovery)

R-1134

Water Urine Osmotic Na K Ccl

Dose No. intake volume Pressure
ng/kg mL/24h mL/24h mosm/ kg mmol/24h mmol/24h mmol/24h
0 5 Mean 41 15.4 1698 1.22 3.74 1.62
S.D. 13 10.0 371 0.48 1.18 0.69
1000 5 Mean 39 10.9 1950 1.05 2.91 1.25
S.D. I} 5.2 491 0.37 Q.97 0.41

No significant difference between treated group and control group.
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Table 6-1 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Hematology of male rats (End of administration)

RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB

Dose No.
ng/kg 10E4/uL g/dL % fL j<s] g/dL % 10E4/pL 3 E} ng/dL
0 5 Mean 857 15.7 44.9 52.4 18.3 34.9 2.0 97.3 13.1 18.0 233
S.D. 30 0.6 1.7 0.9 0.3 0.5 0.3 8.7 1.3 0.8 26
100 5 Mean 901+* 15.6 44.9 49.9 17.3 34.7 1.8 104.0 13.7 17.7 249
S.D. 33D 0.3 0.9 1.2 0.5 0.2 0.2 9.1 1.9 2.1 3
300 5 Mean 890 15.7 45.0 50.6 17.6 34.8 1.9 112.7 12.6 17.4 239
S.D. 13 0.2 0.4 0.9 0.4 0.3 0.3 14.2 0.7 1.5 11
1000 5 Mean 885 15.5 44 .5 50.3 17.5 34.8 2.1 114 .4 12.7 17.0 238
S.D. 24 1.0 2.1 2.9 1.3 0.8 0.3 16.2 0.7 1.9 29

*: p<0.05 (Significant difference from control group)
D: Dunnett's test



08I

R-1134
Table 6-2 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Hematology of male rats (End of administration)

WBC Differential leukocyte ratio (%) Differential leukocyte counts (10E2/uL)
Dose Lo T e e I e R e
mg/kg 10E2/uL Lymph. Neut. Eosino. Baso. Mono. LuUcC Lymph. Neut. Eosino. Baso. Mono. Luc
0 5 Mean 74.2 69.9 25.8 1.8 0.3 2.0 0.2 51.7 19.2 1.4 0.2 1.5 0.2
S.D. 10.5 3.0 3.5 0.2 0.1 0.7 0.2 6.8 4.3 0.1 0.1 0.6 0.1
100 5 Mean 71.7 70.8 24.8 1.5 0.4 2.0 0.5 50.6 18.0 1.2 0.2 1.4 0.3
S.D. 14.6 5.1 5.2 0.4 0.1 0.7 0.2 10.2 5.5 0.5 0.1 0.5 0.2
300 5 Mean 84 .4 72.8 23.0 1.4 0.3 2.2 0.4 61.5 19.3 1.1 0.3 1.8 0.3
S.D. 7.8 5.7 5.0 0.3 0.1 0.6 0.1 7.9 4.0 0.3 0.1 0.5 0.1
1000 5 Mean 72.7 73.2 21.3 2.0 0.3 2.6 0.6 53.4 15.3 1.4 0.2 1.8 0.4
S.D. 12.7 4.5 4.6 0.6 0.1 0.5 0.4 10.8 4.0 0.3 0.1 0.3 0.3

LUC: Large unstained cells
No significant difference in any treated groups from control group.
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Table 6-3 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Hematology of female rats (Lactation day 5)
RBC HGB HCT MCv MCH MCHC Retic PLT PT APTT FIB
Dose No
ng/kg 10E4/uL g/dL % fL j<s] g/dL % 10E4/pL 3 E} ng/dL
0 5 Mean 706 13.3 39.2 55.6 18.9 34.0 7.6 134.2 11.9 13.9 317
S.D. 44 0.7 .6 3 6 0.9 2.6 20.5 1.2 1.7 84
100 5 Mean 700 13.4 39.0 55.7 19.1 34.3 6.8 131.0 12.3 13.8 243
S.D. 11 0.3 0.6 1.3 0.3 0.5 .6 14.3 0.7 1.9 32
300 5 Mean 686 13.0 38.1 55.6 19.0 34.1 7.7 137.0 12.2 15.0 284
S.D. 55 0.8 2.5 2.0 0.7 0.4 2.4 15.3 0.9 2.5 46
1000 5 Mean 743 14.0 40.6 54.6 18.9 34.6 6.5 130.4 11.9 14.1 311
S.D. 38 Q.7 2.2 1.9 0.7 0.4 1.2 20.5 0.6 1.2 53
No significant difference in any treated groups from control group.



81

R-1134
Table 6-4 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Hematology of female rats (Lactation day 5)

WBC Differential leukocyte ratio (%) Differential leukocyte counts (10E2/uL)
Dose Lo T e e I e R e
mg/kg 10E2/uL Lymph. Neut. Eosino. Baso. Mono. LuUcC Lymph. Neut. Eosino. Baso. Mono. Luc
0 5 Mean 110.2 60.3 36.1 0.8 0.2 2.0 0.5 66.5 39.8 0.8 0.3 2.3 0.5
S.D. 22.1 4.1 3.7 0.4 0.1 0.9 0.1 14.5 2.0 0.3 0.1 1.1 0.1
100 5 Mean 118.2 49.7* 47, 1** 0.6 0.2 2.1 0.3 59.9 54.5 0.7 0.3 2.5 0.4
S.D. 36.9 6.6D 6.4D 0.3 0.1 0.5 0.1 23.6 14.4 0.2 0.2 1.2 0.2
300 5 Mean 107.7 52.3 43.8 0.9 0.2 2.4 0.3 55.5 47.9 1.0 0.2 2.7 0.3
S.D. 22.2 5.0 4.7 0.3 0.1 0.6 0.2 7.6 14.3 0.5 0.1 0.9 0.2
1000 5 Mean 108.9 54.2 41.5 0.7 0.3 2.7 0.6 59.0 45.2 0.7 0.3 2.9 0.7
S.D. 6.7 5.3 4.0 0.3 0.1 0.8 0.3 6.9 5.2 0.3 0.1 0.9 0.3

LUC: Large unstained cells
*: p<0.05; **: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 6-5

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Hematology of female rats (Satellite group,

End of administration)

R-1134

RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB

Dose No.
ng/kg 10E4/uL g/dL % fL j<s] g/dL % 10E4/pL 3 E} ng/dL
0 5 Mean 781 14.8 41.7 53.4 18.9 35.5 2.4 111.9 12.1 15.2 184
S.D. 33 0.7 2.2 0.8 .3 0.6 0.3 8.8 0.4 1.5 14
1000 5 Mean 817 15.1 42 .6 52.2% 18.5 35.5 2.2 107.6 11.7 14.0 203
S.D. 24 0.3 1.2 0.7T 0.3 0.3 0.2 10.4 0.6 1.6 15

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

T: Student's t-test
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Table 6-6 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Hematology of female rats (Satellite group, End of administration)

WBC Differential leukocyte ratio (%) Differential leukocyte counts (10E2/uL)
Dose Lo et i e i R
mg/kg 10E2/uL Lymph. Neut. Eosino. Baso. Mono. LuUcC Lymph. Neut. Eosino. Baso. Mono. Luc
0 5 Mean 53.7 69.8 25.9 1.8 0.3 2.0 0.2 38.1 13.2 0.9 0.2 1.1 0.1
S.D. 12.9 7.2 7.3 0.4 0.1 0.5 0.1 12.3 2.4 0.2 0.1 0.4 0.1
1000 5 Mean 55.0 78.9 17.3 1.3 0.3 2.0 0.4 44.0 8.8% 0.7 0.2 1.1 0.2
S.D. 14.2 6.9 7.2 0.4 0.1 0.6 0.2 14.4 1.7T 0.2 0.1 0.3 0.2

LUC: Large unstained cells
*: p<0.05 (Significant difference from control group)
T: Student's t-test
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Table 6-7

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Hematology of male rats

(End of recovery)

R-1134

RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB

Dose No.
ng/kg 10E4/uL g/dL % fL j<s] g/dL % 10E4/pL 3 E} ng/dL
0 5 Mean 926 16.1 46.4 50.1 17.4 34.8 1.8 117.1 15.6 19.1 261
S.D. 38 0.7 2.5 1.6 0.4 0.4 0.5 5.1 2.3 1.5 38
1000 5 Mean 915 16.0 45.9 50.2 17.4 34.8 1.9 108.1 15.8 23.1%* 268
S.D. 28 0.7 1.8 1.6 0.7 0.4 0.5 15.2 1.9 2.3T 25

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

T: Student's t-test



981

Table 6-8

Hematology of male rats (End of recovery)

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

R-1134

WBC Differential leukocyte ratio (%) Differential leukocyte counts (10E2/uL)
Dose Lo et i e i R
mg/kg 10E2/uL Lymph. Neut. Eosino. Baso Mono LuUcC Lymph Neut. Eosino. Baso Mono Luc
0 5 Mean 74 .1 77.4 17.4 2.0 0. 2. 0.4 57.4 12.9 . 0. 1.8 0.3
S.D. 12.1 6.5 5.5 0.7 0. 0. 0.2 11.6 4.8 0.5 a. 0.7 0.1
1000 5 Mean 90.7 75.8 19.6 1.6 0. 2. 0.6 68.4 18.1 1.5 0. 2.0 0.5%
S.D. 16.2 2.9 2.7 0.6 0. 0. 0.2 10.6 .2 0.7 0. 0.4 0.1T

LUC: Large unstained cells

*:

T:

p<0.05 (Significant difference from control group)
Student's t-test
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Table 6-9

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Hematology of female rats (End of recovery)

R-1134

RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB

Dose No.
ng/kg 10E4/uL g/dL % fL j<s] g/dL % 10E4/pL 3 E} ng/dL
0 5 Mean 830 15.7 43.1 51.9 18.9 36.4 .4 137.4 12.5 15.6 201
S.D. 24 0.3 0.8 1.1 0.6 0.8 .5 46.8 0.8 1.6 21
1000 5 Mean 857 15.8 44 .2 51.5 18.5 35.8 .8% 121.7 12.8 15.3 181
S.D. 15 0.2 1.1 1.0 0.2 0.7 .2T 12.5 0.6 2.8 14

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

T: Student's t-test
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Table 6-10

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Hematology of female rats (End of recovery)

R-1134

WBC Differential leukocyte ratio (%) Differential leukocyte counts (10E2/uL)
Dose Lo et i e i R
mg/kg 10E2/uL Lymph. Neut Eosino. Baso Mono LuUcC Lymph Neut. Eosino. Baso Mono Luc
0 5 Mean 53.2 69.3 25. 2.4 0. 2. 0.3 37.0 13.4 1.3 0. 1.2 0.
S.D. 7 8.1 8. 0.9 0. 0. 0.3 .2 4.3 0.6 a. 0.5 0.1
1000 5 Mean 54 .7 79.6%* 15. 1.7 0. 2. 0.5 43.7 8.4% 1.0 0. 1.2 0.3
S.D. 8.6 5.1T 4. 0.4 0. 0. 0.2 8.4 2.1T 0.2 0. 0.4 0.1

LUC: Large unstained cells

*: p<0.05

T: Student's t-test

(Significant difference from control group)
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R-1134
Table 7-1 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Blood chemistry of male rats (End of administration)

AST ALT LDH r-GTP ALP TBA T-CHO TG PL T-BIL GLU
Dose No.
ng/kg I1U/L 1U/L I1U/L IU/L 1U/L umol/L mg/dL ng/dL mg/dL mg/dL ng/dL
0 5 Mean 62 26 52 1 357 10.1 51 27 76 0.0 134
S.D. 9 5 19 0 19 3.7 18 5 16 0.1 15
100 5 Mean 69 30 51 1 360 20.9 50 24 75 0.1 135
S.D. 15 7 17 0 96 31.3 9 7 9 0.0 6
300 5 Mean 59 28 46 1 482 9.5 49 41 81 0.1 154*
S.D. 13 5 18 0 107 4.4 9 9 15 0.0 4D
1000 5 Mean 64 26 45 1 374 9.0 47 26 74 0.0 134
S.D. 11 2 9 0 56 5.9 4 12 10 0.1 10

*: p<0.05 (Significant difference from control group)
D: Dunnett's test
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R-1134

Table 7-2 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Blood chemistry of male rats (End of administration)
BUN CRNN Na K Cl Ca P TP ALB A/G
Dose No
ng/kg mg/dL mg/dL mmol/L mmol /L mmol /L mg/dL mg/dL g/dL g/dL
0 5 Mean 12 0.23 144 4.6 108 9.7 6.0 5.6 3.2 1.35
S.D. 1 0.04 2 0.3 1 0.2 0. 0.1 0.1 .07
100 5 Mean 12 0.24 144 4.6 108 9.4 6.4 5.6 3.2 .30
S.D. 2 0.01 1 0.2 1 0.3 0.3 0.1 0.1 .08
300 5 Mean 12 0.24 142 4.9 107 9.7 6.3 5.7 3.2 .30
S.D. 1 0.04 1 0.4 2 0.3 0.6 0.1 0.1 .08
1000 5 Mean 14 0.27 144 4.9 108 9.7 6.3 5.6 3.3 .46
S.D. 1 0.05 1 0.2 1 0.3 0.6 0.2 0.1 .05

No significant difference in any treated groups from control group.
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Table 7-3

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Blood chemistry of female rats

(Lactation day 5)

R-1134

AST ALT LDH r-GTP ALP TBA T-CHO TG PL T-BIL GLU
Dose No.

ng/kg I1U/L 1U/L I1U/L IU/L 1U/L umol/L mg/dL ng/dL mg/dL mg/dL ng/dL
0 5 Mean 93 62 46 229 27.8 68 63 128 0.1 118
S.D. 29 18 17 0 27 7.9 13 20 19 0.0 16
100 5 Mean 67 43* 35 251 31.3 53 42 101 0.1 135
S.D. 8 5D 6 0 85 32.1 8 9 12 0.0 12
300 5 Mean 73 47 33 290 20.1 57 42 104 0.1 126
S.D. 8 7 5 0 159 6.4 20 13 32 0.1 12
1000 5 Mean 75 44* 40 Q 241 21.9 65 72 116 0.1 118
S.D. 13 4D 5 1 47 11.2 17 20 18 0.1 15

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

D: Dunnett's test
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Table 7-4

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Blood chemistry of female rats

(Lactation day 5)

R-1134

BUN CRNN Na K Cl Ca P TP ALB A/G
Dose No.
ng/kg mg/dL mg/dL mmol/L mmol /L mmol /L mg/dL mg/dL g/dL g/dL
0 5 Mean 16 0.23 141 4.1 106 10.3 .0 6.0 3.7 1.58
S.D. 2 0.02 2 0.4 2 0.3 0.7 0.2 0.2 11
100 5 Mean 13 0.23 140 4.5 106 10.1 6.5 5.9 3.5 1.47
S.D. 2 0.04 2 0.4 2 0.1 0.7 0.2 0.1 .08
300 5 Mean 13 0.23 141 4.3 106 10.1 6.9 6.0 3.5 1.43
S.D. 1 0.02 1 0.3 1 0.2 0.5 0.2 0.1 .06
1000 5 Mean 12%* 0.22 141 4.0 105 10.3 7.0 6.0 3.5 1.39
S.D. 2D 0.05 2 0.3 2 0.3 1.9 0.2 0.1 .19
*: p<0.05 (Significant difference from control group)

D: Dunnett's test
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Table 7-5

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Blood chemistry of female rats

(Satellite group,

End of administration)

R-1134

AST ALT LDH r-GTP ALP TBA T-CHO TG PL T-BIL GLU

Dose No.
ng/kg I1U/L 1U/L I1U/L IU/L 1U/L umol/L mg/dL ng/dL mg/dL mg/dL ng/dL
0 5 Mean 61 29 41 1 174 15.3 57 19 111 0.1 130
S.D. 11 0 44 8.5 16 5 33 0.0 16
1000 5 Mean 60 28 46 1 235 16.8 70 20 126 0.1 125
S.D. 12 14 8 1 109 9.8 15 I 20 0.0 14

No significant difference between treated group and control group.
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Table 7-6

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Blood chemistry of female rats

(Satellite group,

End of administration)

R-1134

BUN CRNN Na K Ccl Ca P TP ALB A/G
Dose No.
ng/kg mg/dL mg/dL mmol/L mmol /L mmol /L mg/dL mg/dL g/dL g/dL
0 5 Mean 16 0.30 142 4.3 108 9.7 4. 6.3 3.9 1.61
S.D. 2 0.03 2 0. 2 0.2 0.8 0.3 0.2 0.19
1000 5 Mean 15 0.29 142 4.2 107 9.9 4.2 6.4 3. 1.56
S.D. 1 0.02 1 0.2 1 0.3 0.2 0.4 0.3 0.15

No significant difference between treated group and control group.
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Table 7-7

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Blood chemistry of male rats

(End of recovery)

R-1134

AST ALT LDH r-GTP ALP TBA T-CHO TG PL T-BIL GLU

Dose No.
ng/kg I1U/L 1U/L I1U/L IU/L 1U/L umol/L mg/dL ng/dL mg/dL mg/dL ng/dL
0 5 Mean 69 34 48 1 303 19.2 53 28 82 0.1 135
S.D. 10 7 14 0 63 22.2 4 10 9 0.1 8
1000 5 Mean 74 36 51 1 314 23.7 52 26 78 0.1 127
S.D. 18 9 22 0 69 17.3 12 6 11 0.0 8

No significant difference between treated group and control group.
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Table 7-8

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Blood chemistry of male rats

(End of recovery)

R-1134

BUN CRNN Na K Ccl Ca P TP ALB A/G
Dose No.
ng/kg mg/dL mg/dL mmol/L mmol /L mmol /L mg/dL mg/dL g/dL g/dL
0 5 Mean 18 0.25 142 4.6 107 9.5 6.0 5.7 3.2 1.30
S.D. 2 0.02 2 0.2 2 0.2 0. 0.3 0.1 0.18
1000 5 Mean 16 0.26 144 4.4 107 9.5 5.5 6.1 3.4 1.24
S.D. 2 0.04 1 0.1 1 0.2 0.5 0.2 0.1 0.13

No significant difference between treated group and control group.



L6l

Table 7-9

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Blood chemistry of female rats

(End of recovery)

R-1134

AST ALT LDH r-GTP ALP TBA T-CHO TG PL T-BIL GLU

Dose No.
ng/kg I1U/L 1U/L I1U/L IU/L 1U/L umol/L mg/dL ng/dL mg/dL mg/dL ng/dL
0 5 Mean 73 41 37 1 162 14.1 64 15 115 0.1 123
S.D. 23 27 1 39 12.8 10 5 15 0.0 17
1000 5 Mean 81 37 52 1 155 26.9 65 18 116 0.1 123
S.D. 44 22 29 0 42 24.3 8 2 13 0.0 12

No significant difference between treated group and control group.
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Table 7-10

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Blood chemistry of female rats

(End of recovery)

R-1134

BUN CRNN Na K Ccl Ca P TP ALB A/G
Dose No.
ng/kg mg/dL mg/dL mmol/L mmol /L mmol /L mg/dL mg/dL g/dL g/dL
0 5 Mean 19 0.30 143 4.4 110 9.8 4.8 6.4 3.8 1.45
S.D. 3 0.03 0 0.3 1 0.2 0.9 0.3 0.2 0.08
1000 5 Mean 19 0.29 142% 4.2 108%* 10.0 4.5 6.4 3.9 1.51
S.D. 3 0.02 1T 0.2 1T 0.2 0.3 0.3 0.2 0.03

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

T: Student's t-test
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Table 8-1 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats
Organ weight of male rats (End of administration)

R-1134

Body Brain Pituitary Thyroid Thymus Heart Liver

Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g{g/100g BW) g{g/100g BW)
No. 7 7 7 7 7 7 7
Absolute 0 Mean 525 2.14 13.6 23.3 316 1.53 13.22
S.D. 8 0.05 1.3 4.0 71 0.09 0.87
No 12 12 12 12 12 12 12
100 Mean 515 2.12 14.1 21.4 286 1.51 13.19
S.D. 21 0.08 1.9 2.6 61 0.09 0.88
No 12 12 12 12 12 12 12
300 Mean 525 2.15 12.4 22.4 276 1.53 14.25
S.D. 22 0.09 1.8 3.9 55 0.12 1.38
No. 7 7 7 7 7 7 7
1000 Mean 516 2.16 13.4 23.6 264 1.45 13.38
S.D. 14 0.08 1.3 6.8 79 0.08 1.33
No 7 7 7 7 7 7
Relative 0 Mean 0.41 2.6 4.5 60 0.29 2.52
S.D. 0.01 0.2 0.8 14 0.02 0.18
No. 12 12 12 12 12 12
100 Mean 0.41 2.7 4.2 55 0.29 2.56
S.D. 0.02 0.4 0.5 10 0.02 0.13
No. 12 12 12 12 12 12
300 Mean 0.41 2.4 4.3 53 0.29 2.71
S.D. 0.02 0.3 0.8 11 0.03 0.19
No. 7 7 7 7 7
1000 Mean 0.42 2.6 4.6 51 0.28 2.59
S.D. 0.02 0.3 1.3 15 0.01 0.25

No significant difference in any treated groups from control group.
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Table 8-2 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Organ weight of male rats

(End of administration)

R-1134

Spleen Kidney Adrenal Testis Epididymis Seminal Prostate

Dose (R+L) (R+L) (R+L) (R+L) vesicle
mg/kg g(g/100g BW) g(g/100g BW) mg(mg/100g BW) g(g/100g BW) mg(mg/100g BW) g{g/100g BW) g{g/100g BW)
No. 7 7 7 7 7 7 7
Absolute 0 Mean 0.80 3.56 63 3.27 1305 1.92 1.38
S.D. 0.16 0.16 8 0.24 115 0.23 0.24
No. 12 12 12 12 12 12 12
100 Mean 0.70 3.51 63 3.34 1297 1.81 1.38
S.D. 0.08 0.31 12 0.32 159 0.29 0.24
No. 12 12 12 12 12 12 12
300 Mean 0.76 3.46 61 3.33 1368 1.84 1.35
S.D. 0.09 0.17 7 0.24 101 0.24 0.21
No. 7 7 7 7 7 7 7
1000 Mean 0.75 3.46 61 3.14 1341 1.86 1.38
S.D. 0.08 0.34 7 0.13 127 0.32 0.24
No. 7 7 7 7 7 7 7
Relative 0 Mean 0.15 0.68 12 0.62 249 0.37 0.26
S.D. 0.03 0.03 2 0.05 23 0.05 0.05
No. 12 12 12 12 12 12 12
100 Mean 0.14 0.68 12 0.65 252 0.35 0.27
S.D. 0.02 0.06 3 0.08 35 0.07 0.05
No. 12 12 12 12 12 12 12
300 Mean 0.15 0.66 12 0.64 261 0.35 0.26
S.D. 0.02 0.04 2 0.05 18 0.05 0.04
No. 7 7 7 7 7 7 7
1000 Mean 0.15 0.67 12 0.61 260 0.36 0.27
S.D. 0.02 0.07 2 0.04 24 0.06 0.05

No significant difference in any treated groups from control group.
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Table 8-3 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats
Organ weight of female rats (Main group, End of administration)

R-1134

Body Brain Pituitary Thyroid Thymus Heart Liver

Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g{g/100g BW) g{g/100g BW)
No. 11 11 11 11 11 11 11
Absolute 0 Mean 332 2.00 18.4 16.0 211 1.07 11.07
S.D. 26 0.06 3.2 2.3 66 0.12 1.17
No 11 11 11 11 11 11 11
100 Mean 321 2.03 17.6 15.4 243 1.03 10.49
S.D. 27 0.08 2.9 2.2 128 0.07 0.76
No 10 10 10 10 10 10 10
300 Mean 328 2.01 19.3 15.7 224 1.04 10.44
S.D. 18 0.07 1.4 2.0 45 0.06 0.76
No. 11 11 11 11 11 11 11
1000 Mean 328 1.96 17.2 15.5 191 1.05 10.74
S.D. 25 0.08 1.6 2.3 84 0.09 1.06
No 11 11 11 11 11 11
Relative 0 Mean 0.60 5.5 4.8 63 0.32 3.33
S.D. 0.05 0.8 0.6 18 0.02 0.25
No. 11 11 11 11 11 11
100 Mean 0.63 5.5 4.8 73 0.32 3.27
S.D. 0.04 0.6 0.7 32 0.02 0.15
No. 10 10 10 10 10 10
300 Mean 0.62 5.9 4.8 68 0.32 3.18
S.D. 0.04 0.5 0.7 12 0.02 0.17
No 11 11 11 11 11 11
1000 Mean 0.60 5.2 4.8 57 0.32 3.27
S.D. 0.05 0.5 1.0 24 0.03 0.19

No significant difference in any treated groups from control group.
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R-1134
Table 8-4 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Organ weight of female rats (Main group, End of administration)

Spleen Kidney Adrenal Ovary Uterus

Dose (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 11 11 11 11 11
Absolute 0 Mean 0.66 2.27 75 110.4 744
S.D. 0.10 0.13 12 12.3 201
No 11 11 11 11 11
100 Mean 0.68 2.23 79 105.9 732
S.D. 0.09 0.12 12 12.5 151
No 10 10 10 10 10
300 Mean 0.73 2.24 77 103.0 715
S.D. 0.15 0.09 9 10.0 130
No. 11 11 11 11 11
1000 Mean 0.71 2.45 82 107.9 780
S.D. 0.12 0.26 12 11.4 110
No 11 11 11 11 11
Relative 0 Mean 0.20 0.69 23 33.4 222
S.D. 0.03 0.05 5 4.1 48
No. 11 11 11 11 11
100 Mean 0.21 0.70 25 33.1 230
S.D. 0.03 0.06 5 3.6 54
No. 10 10 10 10 10
300 Mean 0.22 0.68 24 31.4 218
S.D. 0.04 0.04 3 3.3 38
No 11 11 11 11 11
1000 Mean 0.22 0.75 25 33.0 240
S.D. 0.04 0.13 4 3.1 44

No significant difference in any treated groups from control group.
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R-1134

Table 8-5 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Organ weight of female rats (Satellite group, End of administration)
Body Brain Pituitary Thyroid Thymus Heart Liver
Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g{g/100g BW) g{g/100g BW)
No. 5 5 5 5 5 5 5
Absolute 0 Mean 295 2.02 17.9 15.5 291 0.94 7.71
S.D. 28 0.07 2.4 2.8 48 0.07 0.46
No 5 5 5 5 5 S 5
1000 Mean 290 1.96 17.1 16.7 312 0.91 7.97
S.D. 28 0.07 2.6 2.2 60 0.05 0.57
No. 5 5 5 5 5 5
Relative 0 Mean 0.69 6.1 5.3 99 0.32 2.63
S.D. 0.08 0.8 .2 12 0.03 0.20
No. 5 5 5 5 5
1000 Mean 0.68 5.9 5.8 107 0.31 2.75
S.D. 0.06 1.0 0. 14 0.02 0.14

No significant difference between treated group and control group.
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R-1134

Table 8-6 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Organ weight of female rats (Satellite group, End of administration)
Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 5 5 5 5 5
Absolute 0 Mean 0.48 2.03 74 92.9 608
S.D. 0.03 0.12 11 17.4 126
No 5 5 5 5 5
1000 Mean 0.51 1.96 73 92.6 632
S.D. 0.06 0.11 7 13.5 99
No. 5 5 5 5 5
Relative 0 Mean 0.17 0.70 25 31.4 210
S.D. 0.02 0.07 3 4.0 60
No. 5 5 5 5 5
1000 Mean 0.18 0.68 25 31.9 220
S.D. 0.01 0.06 1 3.8 47

No sgignificant difference between treated group and

control group.
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R-1134

Table 8-7 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Organ weight of male rats (End of recovery)
Body Brain Pituitary Thyroid Thymus Heart Liver
Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g{g/100g BW) g{g/100g BW)
No. 5 5 5 5 5 5 5
Absolute 0 Mean 512 2.19 13.9 25.1 274 1.35 12.80
S.D. 28 0.09 2.5 4.4 54 0.04 1.12
No 5 5 5 5 5 ) 5
1000 Mean 523 2.20 13.2 23.5 294 1.44%* 12.92
S.D. 40 0.09 1.6 6.1 66 0.07T 1.70
No. 5 5 5 5 5 5
Relative 0 Mean 0.43 2.7 4.9 54 0.26 2.49
S.D. 0.02 0.4 0.7 9 0.02 0.12
No. 5 5 5 5 5 5
1000 Mean 0.42 2.5 4.5 56 0.28 2.46
S.D. 0.04 0.2 1.0 11 0.02 0.18

*: p<0.05 {(Significant difference from control group)
T: Student's t-test
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R-1134

Table 8-8 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Organ weight of male rats (End of recovery)
Spleen Kidney Adrenal Testis Epididymis Seminal Prostate
Dose (R+L) (R+L) (R+L) (R+L) vesicle
mg/kg g(g/100g BW) g(g/100g BW) mg(mg/100g BW) g(g/100g BW) mg(mg/100g BW) g{g/100g BW) g{g/100g BW)
No. 5 5 5 5 5 5 5
Absolute 0 Mean 0.69 3.43 57 3.26 1291 1.90 1.29
S.D. 0.03 0.18 5 0.16 94 0.28 0.10
No 5 5 5 5 5 ) 5
1000 Mean 0.79% 3.61 59 3.31 1411%* 1.89 1.31
S.D. 0.07T 0.30 6 0.22 49T 0.18 0.18
No. 5 5 5 5 5 5 5
Relative 0 Mean 0.14 0.67 11 0.64 252 0.37 0.25
S.D. 0.01 0.04 1 0.04 23 0.06 0.03
No. 5 5 5 5 5 5 5
1000 Mean 0.15 0.69 11 0.63 272 0.36 0.25
S.D. 0.01 0.06 2 0.04 29 0.03 0.03

*: p<0.05 {(Significant difference

T: Student's t-test

from control group)
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R-1134

Table 8-9 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Organ weight of female rats (End of recovery)
Body Brain Pituitary Thyroid Thymus Heart Liver
Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g{g/100g BW) g{g/100g BW)
No. 5 5 5 5 5 5 5
Absolute 0 Mean 275 1.96 16.5 15.7 266 0.87 6.46
S.D. 18 0.06 2.7 2.7 67 0.07 0.52
No 5 5 5 5 5 ) 5
1000 Mean 296 2.00 16.5 16.8 293 0.93 7.14
S.D. 18 0.09 1.4 2.4 64 0.05 0.74
No. 5 5 5 5 5 5
Relative 0 Mean 0.71 6.0 5.7 98 0.32 2.35
S.D. 0.05 0.9 0.9 30 0.03 0.08
No. 5 5 5 5 5 5
1000 Mean 0.68 5.6 5.7 99 0.31 2.40
S.D. 0.03 0.5 0.8 21 0.02 0.14

No significant difference between treated group and control group.
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R-1134

Table 8-10 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Organ weight of female rats (End of recovery)
Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 5 5 5 5 5
Absolute 0 Mean 0.50 1.76 65 90.1 552
S.D. 0.08 0.10 9 18.4 134
No 5 5 5 5 5
1000 Mean 0.59 2.06%*% 73 96.3 488
S.D. 0.13 0.14T 9 19.0 47
No. 5 5 5 5 5
Relative 0 Mean 0.18 0.64 24 33.0 200
S.D. 0.02 0.03 2 7.4 42
No. 5 5 5 5 5
1000 Mean 0.20 0.70% 25 32.5 165
S.D. 0.03 0.03T 3 6.0 9
*: p<0.05; **: p<0.01 (Significant difference from control group)
T: Student's t-test
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Table 9-1 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Gross pathological findings (End of administration period (D42))

Organs Sex: M M M M
Dose (mg/kg) : 0 100 300 1000
Findings Number : 7 12 12 7
Epididymis
Focus,white,unilateral 0 0 1 o]
Stomach
Focus,dark red,glandular stomach 0 0 1 0
M : Male
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Table 9-2 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Gross pathological findings (End of administration period (D42))
Organs Sex: F F
Dose (mg/kg) : 0 1000
Findings Number : 5 5
all tissues
Not remarkable 5 5

F

Female

210
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Table 9-3 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Gross pathological findings (End of administration period (L4))

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

Findings Number : 11 11 10 11
Kidney

Discoloration,pale,bilateral 0 0 0 1
Lung (bronchus)

Focus,dark red 0 0 2 0
Stomach

Focus,dark red,glandular stomach 0 1 2 1
Thymus

Small 0 0 0 1

F : Female

211
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Table 9-4 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Gross pathological findings (End of recovery period)
Organs Sex: M M
Dose (mg/kg) : 0 1000
Findings Number : 5 5
all tissues
Not remarkable 5 5

M

Male
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R-1134
Table 9-5 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Gross pathological findings (End of recovery period)

Organs Sex: F F

Dose (mg/kg) : 0 1000

Findings Number : 5 5
Stomach

Focus,dark red,glandular stomach 1 Q

F : Female
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Table 9-6 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Gross pathological findings (Undelivered)
Organs Sex: F F F
Dose (mg/kg) : 0 100 300
Findings Number : 1 1 2
all tissues
Not remarkable 1 1 2

F

Female
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Table 9-7 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Gross pathological findings (Found dead)

Organs Sex: F

Dose (mg/kg) : 1000

Findings Number : 1
Stomach

Focus,dark red, forstomach 1

F : Female
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Table 10-1 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (End of administration period (D42))

Organs Sex: M M M M
Dose (mg/kg) : 0 100 300 1000
Findings Number : 7 12 12 7
Adrenal
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Bone+Bone marrow, femoral
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Cerebrum
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Cerebellum{pons)
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Epididymis
Number examined 5 1 2 5
Not remarkable s 1 2 5
Eye
Number examined 5 1 2 5
Not remarkable 5 1 1 5
Dysplasia,retinal 0 0 1 0
minimal 0 0 1 o]
Heart
Number examined 5 1 2 5
Not remarkable 5 1 1 3
Cell infiltration 0 0 1 2
minimal 0 0 1 2
Intestine, duodenum
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Intestine, jejunum
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Intestine, ileum(Peyer's patch)
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Intestine, cecum
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Intestine, colon
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Intestine, rectum
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Kidney
Number examined 5 1 2 5
Not remarkable 5 1 2 4
Regeneration, tubular 0 0 0 1
minimal 0 0 0 1
M : Male
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Table 10-2 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (End of administration period (D42))

Organs Sex: M M M M
Dose (mg/kg) : 0 100 300 1000
Findings Number : 7 12 12 7
Liver
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Lung (bronchus)
Number examined 5 1 2 5
Not remarkable 5 1 1 5
Hemorrhage 0 0 1 0
minimal 0 0 1 0
Lymph node,mesenteric
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Lymph node, submandibular
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Mammary gland, inguinal
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Pancreas
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Parathyroid
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Pituitary
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Prostate
Number examined 5 1 2 5
Not remarkable 1 1 1 3
Cell infiltration 4 0 1 2
minimal 4 0 1 2
Salivary gland, submandibular
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Sciatic nerve
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Seminal vesicle(coagulating gland)
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Skeletal muscle, femoral
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Spinal cord, thoracic
Number examined 5 1 2 5
Not remarkable 5 1 2 5
Spleen
Number examined 5 1 2 5
Not remarkable 3 0 0 4
M : Male
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Table 10-3 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (End of administration period (D42))

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

Spleen (continued)

Hematopoiesis, extramedullary 2 1 2 1
minimal 2 1 2 1

Stomach

Number examined 5 6 6 5

Not remarkable 5 6 6 4

Hyperplasia, squamous,limiting ridge 0 0 0 1

minimal 0 0 0 1

Testis

Number examined 5 1 2 5

Not remarkable 5 1 2 5
Thymus

Number examined 5 1 2 5

Not remarkable 5 1 2 5
Thyroid

Number examined 5 1 2 5

Not remarkable 5 1 2 5
Trachea

Number examined 5 1 2 5

Not remarkable 5 1 2 5
Urinary bladder

Number examined 5 1 2 5

Not remarkable 5 1 2 5
M : Male
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Table 10-4 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (End of administration period (D42))

Organs Sex: F F
Dose (mg/kg) : 0 1000
Findings Number : 5 5
Adrenal
Number examined 5 5
Not remarkable 5 5
Bone+Bone marrow, femoral
Number examined 5 5
Not remarkable 5 5
Cerebrum
Number examined 5 5
Not remarkable 5 5
Cerebellum{pons)
Number examined 5 5
Not remarkable 5 5

Eye

Number examined 5 5
Not remarkable 5 4
Dysplasia,retinal 0 1
minimal 0 1
Heart
Number examined 5 5
Not remarkable 5 5
Intestine, duocdenum
Number examined 5 5
Not remarkable 5 5
Intestine, jejunum
Number examined 5 5
Not remarkable 5 5
Intestine, ileum(Peyer's patch)
Number examined 5 5
Not remarkable 5 5
Intestine, cecum
Number examined 5 5
Not remarkable 5 5
Intestine, colon
Number examined 5 5
Not remarkable 5 5
Intestine, rectum
Number examined 5 5
Not remarkable 5 5
Kidney
Number examined 5 5
Not remarkable 5 3
Regeneration, tubular 0 1
minimal 0 1
Fibrosis 0 1
minimal 0 1

Liver
Number examined
Not remarkable

U,
n ;

F : Female
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Table 10-5 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (End of administration period (D42))

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

Lung (bronchus)

Number examined 5 5
Not remarkable 4 4
Hemorrhage 0 1
minimal 0 1
Cell infiltration 1 0
minimal 1 0
Lymph node,mesenteric
Number examined 5 5
Not remarkable 5 5
Lymph node, submandibular
Number examined 5 5
Not remarkable 5 5
Mammary gland, inguinal
Number examined 5 5
Not remarkable 5 5
Ovary
Number examined 5 5
Not remarkable 5 4
Atrophy 0 1
minimal 0 1
Pancreas
Number examined 5 5
Not remarkable 5 5
Parathyroid
Number examined 5 5
Not remarkable 5 5
Pituitary
Number examined 5 5
Not remarkable 5 5
Salivary gland,submandibular
Number examined 5 5
Not remarkable 5 5
Sciatic nerve
Number examined 5 5
Not remarkable 5 5
Skeletal muscle, femoral
Number examined 5 5
Not remarkable 5 5
Spinal cord, thoracic
Number examined 5 5
Not remarkable 5 5
Spleen
Number examined 5 5
Not remarkable 3 4
Hematopoiesis, extramedullary 2 1
minimal 2 1
Stomach
Number examined 5 5
Not remarkable 5 2

F : Female
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Table 10-6 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (End of administration period (D42))

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

Stomach (continued)

Hyperplasia, squamous, limiting ridge 0 3
minimal 0 3

Thymus

Number examined 5 5

Not remarkable 5 5
Thyroid

Number examined 5 5

Not remarkable 5 5
Trachea

Number examined 5 5

Not remarkable 5 5
Urinary bladder

Number examined 5 5

Not remarkable 5 5
Uterus

Number examined 5 5

Not remarkable 5 5
Vagina

Number examined 5 5

Not remarkable 5 5

F : Female
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Table 10-7 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
Dose (mg/kg) : 0 100 300 1000
Findings Number : 11 11 10 11
Adrenal
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Bone+Bone marrow, femoral
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Cerebrum
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Cerebellum{pons)
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Eye
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Heart
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Intestine, duodenum
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Intestine, jejunum
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Intestine, ileum(Peyer's patch)
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Intestine, cecum
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Intestine, colon
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Intestine, rectum
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Kidney
Number examined 5 0 0 5
Not remarkable 3 0 0 2
Regeneration, tubular 1 0 0 3
minimal 1 0 0 3
Cell infiltration 1 0 0 0
minimal 1 0 0 0
Liver
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Lung (bronchus)
Number examined 5 0 0 5
Not remarkable 5 0 0 5

F : Female
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Table 10-8 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
Dose (mg/kg) : 0 100 300 1000
Findings Number : 11 11 10 11

Lymph node,mesenteric

Number examined 5 0 0 5
Not remarkable 5 0 0 5
Lymph node, submandibular
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Mammary gland, inguinal
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Ovary
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Pancreas
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Parathyroid
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Pituitary
Number examined 5 0 0 5
Not remarkable 5 0 0 4
Cyst,pars intermedia 0 0 0 1
minimal 0 0 0 1
Salivary gland, submandibular
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Sciatic nerve
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Skeletal muscle, femoral
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Spinal cord, thoracic
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Spleen
Number examined 5 0 0 5
Hematopoiesis, extramedullary 5 0 0 5
minimal 1 0 0 1
mild 4 0 0 4
Stomach
Number examined 5 5 5 5
Not remarkable 5 5 4 4
Erosion/ulcer,glandular stomach 0 0 1 1
minimal 0 0 1 1
Thymus
Number examined 5 0 0 5
Not remarkable 5 0 5

F : Female
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Table 10-9 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
Dose (mg/kg) : 0 100 300 1000
Findings Number : 11 11 10 11
Thyroid
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Trachea
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Urinary bladder
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Uterus
Number examined 5 0 0 5
Not remarkable 5 0 0 5
Vagina
Number examined 5 0 0 5
Not remarkable 5 0 0 5

F : Female
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Table 10-10 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (End of recovery period)

Organs Sex: M M
Dose (mg/kg) : 0 1000
Findings Number : 5 5
Adrenal
Number examined 1 0
Not remarkable 1 0
Bone+Bone marrow, femoral
Number examined 1 0
Not remarkable 1 o]
Cerebrum
Number examined 1 0
Not remarkable 1 0
Cerebellum{pons)
Number examined 1 0
Not remarkable 1 o]
Epididymis
Number examined 1 0
Cell debris, lumen 1 0
minimal 1 0
Eye
Number examined 1 0
Not remarkable 1 0
Heart
Number examined 1 0
Not remarkable 1 o]
Intestine, duodenum
Number examined 1 0
Not remarkable 1 0
Intestine, jejunum
Number examined 1 0
Not remarkable 1 0
Intestine, ileum(Peyer's patch)
Number examined 1 0
Not remarkable 1 0
Intestine, cecum
Number examined 1 0
Not remarkable 1 0
Intestine, colon
Number examined 1 0
Not remarkable 1 o]
Intestine, rectum
Number examined 1 0
Not remarkable 1 0
Kidney
Number examined 1 0
Regeneration, tubular 1 o]
minimal 1 0
Liver
Number examined 1 0
Not remarkable 1 o]
M : Male
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Table 10-11 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (End of recovery period)

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

Lung (bronchus)

Number examined 1 0

Not remarkable 1 0
Lymph node,mesenteric

Number examined 1 0

Not remarkable 1 o]
Lymph node, submandibular

Number examined 1 0

Not remarkable 1 0
Mammary gland, inguinal

Number examined 1 0

Not remarkable 1 o]
Pancreas

Number examined 1 0

Not remarkable 1 0
Parathyroid

Number examined 1 0

Not remarkable 1 0
Pituitary

Number examined 1 0

Not remarkable 1 0
Prostate

Number examined 1 0

Cell infiltration 1 0

minimal 1 0

Salivary gland, submandibular

Number examined 1 0

Not remarkable 1 0
Sciatic nerve

Number examined 1 0

Not remarkable 1 0
Seminal vesicle{coagulating gland)

Number examined 1 0

Not remarkable 1 0
Skeletal muscle, femoral

Number examined 1 0

Not remarkable 1 o]
Spinal cord, thoracic

Number examined 1 0

Not remarkable 1 0
Spleen

Number examined 1 0

Not remarkable 1 0
Stomach

Number examined 5 5

Not remarkable 5 5
M : Male
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Table 10-12 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (End of recovery period)

Organs Sex: M M
Dose (mg/kg) : 0 1000
Findings Number : 5 5
Testis
Number examined 1 0
Atrophy, seminiferous tubular 1 0
minimal 1 0
Thymus
Number examined 1 0
Not remarkable 1 0
Thyroid
Number examined 1 0
Not remarkable 1 0
Trachea
Number examined 1 0
Not remarkable 1 0
Urinary bladder
Number examined 1 0
Not remarkable 1 o]
M : Male
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R-1134
Table 10-13 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (End of recovery period)

Organs Sex: F F
Dose (mg/kg) : 0 1000
Findings Number : 5 5
Stomach
Number examined 5 5
Not remarkable 4 4
Erosion/ulcer,glandular stomach 1 0
minimal 1 0
Hyperplasia, squamous, limiting ridge 0 1
minimal 0 1

F : Female
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Table 10-14 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (Undelivered)

Organs Sex: F F F
Dose (mg/kg) : 0 100 300
Findings Number : 1 1 2
Adrenal
Number examined 1 1 2
Not remarkable 1 1 2
Bone+Bone marrow, femoral
Number examined 1 1 2
Not remarkable 1 1 2
Cerebrum
Number examined 1 1 2
Not remarkable 1 1 2
Cerebellum{pons)
Number examined 1 1 2
Not remarkable 1 1 2
Eye
Number examined 1 1 2
Not remarkable 1 1 2
Heart
Number examined 1 1 2
Not remarkable 0 0 2
Cell infiltration 1 1 0
minimal 1 1 o]
Intestine, duodenum
Number examined 1 1 2
Not remarkable 1 1 2
Intestine, jejunum
Number examined 1 1 2
Not remarkable 1 1 2
Intestine, ileum(Peyer's patch)
Number examined 1 1 2
Not remarkable 1 1 2
Intestine, cecum
Number examined 1 1 2
Not remarkable 1 1 2
Intestine, colon
Number examined 1 1 2
Not remarkable 1 1 2
Intestine, rectum
Number examined 1 1 2
Not remarkable 1 1 2
Kidney
Number examined 1 1 2
Not remarkable 1 1 2
Liver
Number examined 1 1 2
Not remarkable 1 1 2
Lung (bronchus)
Number examined 1 1 2
Not remarkable 1 1 2

F : Female
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Table 10-15 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (Undelivered)

Organs Sex: F F F
Dose (mg/kg) : 0 100 300
Findings Number : 1 1 2

Lymph node,mesenteric

Number examined 1 1 2
Not remarkable 1 1 2
Lymph node, submandibular
Number examined 1 1 2
Not remarkable 1 1 2
Mammary gland, inguinal
Number examined 1 1 2
Not remarkable 1 0 2
Hyperplasia,lobular, acinar 0 1 0
minimal 0 1 0
Ovary
Number examined 1 1 2
Not remarkable 1 0 2
Increased,eosinophilic large corpus luteum 0 1 0
minimal 0 1 0
Pancreas
Number examined 1 1 2
Not remarkable 1 1 2
Parathyroid
Number examined 1 1 2
Not remarkable 1 1 2
Pituitary
Number examined 1 1 2
Not remarkable 1 1 2
Salivary gland, submandibular
Number examined 1 1 2
Not remarkable 1 1 2
Sciatic nerve
Number examined 1 1 2
Not remarkable 1 1 2
Skeletal muscle, femoral
Number examined 1 1 2
Not remarkable 1 1 2
Spinal cord, thoracic
Number examined 1 1 2
Not remarkable 1 1 2
Spleen
Number examined 1 1 2
Not remarkable 1 1 2
Stomach
Number examined 1 1 2
Not remarkable 1 1 2
Thymus
Number examined 1 1 2
Not remarkable 1 1 1
Atrophy 0 o] 1
minimal 0 0 1

F : Female
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Table 10-16 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (Undelivered)

Organs Sex: F F F
Dose (mg/kg) : 0 100 300
Findings Number : 1 1 2
Thyroid
Number examined 1 1 2
Not remarkable 1 1 2
Trachea
Number examined 1 1 2
Not remarkable 1 1 2
Urinary bladder
Number examined 1 1 2
Not remarkable 1 1 2
Uterus
Number examined 1 1 2
Not remarkable 1 1 2
Vagina
Number examined 1 1 2
Not remarkable 1 0 2
Mucification 0 1 0
minimal 0 1 0

F : Female
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Table 10-17 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (Found dead)

Organs Sex: F
Dose (mg/kg) : 1000
Findings Number : 1
Adrenal
Number examined 1
Hypertrophy, cortical cell 1
minimal 1
Bone+Bone marrow, femoral
Number examined 1
Hypocellularity,bone marrow 1
minimal 1
Cerebrum
Number examined 1
Not remarkable 1
Cerebellum({pcns)
Number examined 1
Not remarkable 1
Eye
Number examined 1
Not remarkable 1
Heart
Number examined 1
Not remarkable 1
Intestine, duodenum
Number examined 1
Not remarkable 1
Intestine, jejunum
Number examined 1
Not remarkable 1
Intestine, ileum(Peyer's patch)
Number examined 1
Not remarkable 1
Intestine, cecum
Sample autolysed 1
Intestine, colon
Number examined 1
Not remarkable 1
Intestine, rectum
Number examined 1
Not remarkable 1
Kidney
Number examined 1
Vacuolation, tubular cell 1
mild 1
Liver
Number examined 1
Not remarkable 1
Lung (bronchus)
Number examined 1
Not remarkable 1

F : Female
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Table 10-18 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (Found dead)

Organs Sex: F
Dose (mg/kg) : 1000
Findings Number : 1

Lymph node,mesenteric

Number examined 1
Atrophy 1
moderate 1
Lymph node, submandibular
Number examined 1
Atrophy 1
mild 1
Mammary gland, inguinal
Number examined 1
Not remarkable 1
Ovary
Number examined 1
Not remarkable 1
Pancreas
Number examined 1
Not remarkable 1
Parathyroid
Number examined 1
Not remarkable 1
Pituitary
Number examined 1
Not remarkable 1
Salivary gland, submandibular
Number examined 1
Not remarkable 1
Sciatic nerve
Number examined 1
Not remarkable 1
Skeletal muscle, femoral
Number examined 1
Not remarkable 1
Spinal cord, thoracic
Number examined 1
Not remarkable 1
Spleen
Number examined 1
Atrophy, lymphoid 1
moderate 1
Stomach
Number examined 1
Ulcer, forestomach 1
minimal 1
Thymus
Number examined 1
Atrophy 1
severe 1

F : Female
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Table 10-19 Combined repeated dose toxicity study with the reproduction/developmental
toxicity screening test of dimethyl glutarate by oral administration in rats
Histopathological findings (Found dead)

Organs Sex: F
Dose (mg/kg) : 1000

Findings Number : 1
Thyroid

Number examined 1

Not remarkable 1
Trachea

Number examined 1

Not remarkable 1
Urinary bladder

Number examined 1

Not remarkable 1
Uterus

Number examined 1

Not remarkable 1
Vagina

Number examined 1

Not remarkable 1

F : Female
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Table 11 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Estrous cycle in female rats during the pre-mating period (Main group)
Count of estrus Mean duration Index of animals
Dose No. 0f = =;cccccmmmcecemce e c e e s e mem s e e s e of cycles with abnormal
mg/kg animals 0 1 2 3 4 Mean+S.D Mean+S.D. estrous cycle (%)a)
0 12 o] o] 0 3 9 3.8+0.5 4.1+0.3 0/12( 0.0)
100 12 0 0 0 3 9 3.8+0.5 4.2+0.3 0/12( 0.0)
300 12 0 0 0 3 9 3.8+40.5 4.2+0.3 0/12( 0.0)
1000 12 0 o] 0 3 9 3.8+0.5 4.2+0.2 0/12( 0.0)
a): (No. of animals with abnormal estrous cycle / No. of animals examined)x100

No significant difference in any treated groups from control group.
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Table 12 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Mating and fertility of animals
Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. copulation index index No. of copulation index index
mg/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) <)

0 12 .4+3. 12/12(100.0) 11/12( 91.7) 12 3.443.5 12/12(100.0) 11/12¢( 91.7)
100 12 L7+1. 12/12(100.0) 11/12¢( 91.7) 12 2.7+1.1 12/12(100.0) 11/12¢( 91.7)
300 12 .5+0. 12/12(100.0) 10/12( 83.3) 12 2.540.7 12/12(100.0) 10/12( 83.3)

1000 12 L4+1. 12/12(100.0) 12/12(100.0) 12 2.4+1.2 12/12(100.0) 12/12(100.0)
a): (No. of copulated animals / No. of mated animals)x100

b): (No. of males which impregnated females / No. of copulated males)x100

¢): (No. of pregnant females / No. of copulated females)x100

No significant difference in any treated groups from control group.
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Table 13 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Delivery data on dams

No. of No. of No. of
No. of females Gestation Gestation No. of implan- Implan- Delivery still- No. of External e)
Dose pregnant with index length corpora tation tation index borns live- abnor-
ng/kg females liveborns % a) in days lutea sites index % b) % c) (%)d) borns malities (%) f)
Total 11 11 100.0 194 180 2 165 0
0 Mean 22.0 17.6 16.4 83.0 93.2 ( 1.2) 15.0 ( 0.0)
S.D. 0.4 1.4 1.6 8.4 6.7 ( 2.7) 1.2 ( 0.0)
Total 11 11 100.0 174 161 5 146 0
100 Mean 21.8 15.8 14.6 92.5 93.7 ( 2.7) 13.3%* ( 0.0)
S.D. 0.4 2.2 2.4 8.2 4.9 ( 6.8) 2.08T ( 0.0)
Total 10 10 100.0 163 163 3 142 0
300 Mean 21.8 16.3 16.3 100.0*x* 89.9 ( 2.0) 14.2 ( 0.0)
$.D. 0.4 2.2 2.2 0.0J 12.3 ( 3.2) 1.7 ( 0.0)
Total 11 11 100.0 177 165 3 149 o]
1000 Mean 21.9 l16.1 15.0 90.9 92.9 ( 1.7) 13.5 ( 0.0)
S.D. 0.3 2.4 4.2 20.6 7.0 (2.9 3.6 ( 0.0)

(No. of females which delivered liveborns / No. of pregnant females)x100
b): (No. of implantation sites / No. of corpora lutea)x100
(No. of delivered pups / No. of implantation sites)x100
(No. of stillborns / No. of delivered pups)x100
e): No. of delivered pups with external abnormalities
f): (No. of delivered pups with external abnormalities / No. of delivered pups)x100
*: p<0.05; **: p<0.01 (Significant difference from control group)
ST: Steel's test
J: Wilcoxon's rank sum test
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Table 14 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Viability index of pups
Viability
No. of No. of Live birth No. of live pups index on
Dose No. of live- delivered index No. of ---------------- postnatal
ng/kg dams borns pups % a) dams Day 0 Day 4 day 4 % b)
Total 11 165 167 11 165 161
0 Mean 15.0 15.2 98.8 15.0 14.6 97.5
S.D. 1.2 1.1 2.7 1.2 1.4 4.5
Total 11 146 151 11 146 136
100 Mean 13.3 13.7 97.3 13.3 12.4 93.0
S.D. 2.0 2.4 6.8 2.0 3.3 19.4
Total 10 142 145 10 142 138
300 Mean 14.2 14.5 98.0 14.2 13.8 97.2
S.D. 1. 1.8 .2 1.7 1.8 4.7
Total 11 149 152 11 149 148
1000 Mean 13.5 13.8 98.3 13.5 13.5 99.4
S.D. 3.6 3.8 2.9 3.6 3.6 2.0

a): (No. of liveborns / No. of delivered pups)x100
b): (No. of live pups on postnatal day 4 / No. of liveborns)x100
No significant difference in any treated groups from control group.
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Table 15 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Sex ratic of pups
Liveborns Stillborns Sex ratio of Sex ratio of Postnatal day 4 Sex ratio of
---------------------------------- delivered liveborns EE e T live pups
Dose No. of No. of No. of No. pups No. No. on day 4
mg/kg dams males females males females a) b) dams males females c)
Total 81 84 1 1 79 82
0 11 Mean 7.4 7.6 0. 0. 0.49 0.49 11 7. 7. 0.49
S.D. 2.3 1.6 0. 0. 0.12 0.12 2. 1. 0.13
Total 86 60 2 3 82 54
100 11 Mean 7.8 5.5 0. 0. 0.58 0.59 11 7. 4. 0.63
S.D. 1.5 1.0 0. 0. 0.06 0.06 1. 2. 0.14
Total 81 61 1 2 80 58
300 10 Mean 8.1 6.1 0. 0. 0.57 0.57 10 8. 5. 0.58
S.D. 2.6 2.5 0. 0. 0.15 0.16 2 2. 0.18
Total 71 78 2 1 71 77
1000 11 Mean 6.5 7.1 0. 0. 0.46 0.46 11 6. 7. 0.47
S.D. 2.7 2.3 0. 0. 0.13 0.12 2. 2. 0.12

a): No. of delivered males / No. of delivered pups

b): No. of liveborn males / No.

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

of liveborns

No significant difference in any treated groups from control group.
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Table 16 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Body weight of pups

Male Female

Jolo)= 1= R e e e e R R e
mg/kg 0 4a) Gain 0 4a) Gain

No. 11 11 11 11 11 11
0 Mean 6.6 10.1 3.5 6.2 .6 .4
S.D. 0.3 0.6 0.6 0.4 0.7 0.5

No 11 11 11 11 10 10
100 Mean 6.7 10.0 3.3 6.2 9.7 3.5
S.D. 0.5 1.7 1.4 0.4 1.1 0.9

No 10 10 10 10 10 10
300 Mean 6.5 10.0 3.5 6.2 9.6 3.4
S.D. 0.4 1.0 0.7 0.4 1.1 0.8

No 11 11 11 11 11 11
1000 Mean 6.9 9.8 2.9 6.4 9.3 2.9
S.D. 0.7 1.3 1.1 0.7 1.2 0.9

Unit: g

No.: No. of dams
a): Postnatal day
No significant difference in any treated groups from control group.
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Table 17 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Externally for gross abnormalities in dead pups

344

Dose (mg/kg) 0 100 300 1000
Male
No. of pups examined 1 5 0 0
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 2 5 2 1
No. of pups with abnormal findings 0 0 0 0
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Table 18 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Externally for gross abnormalities in pups on postnatal day 4

(474

Dose (mg/kg) 0 100 300 1000
Male
No. of pups examined 79 82 80 71
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 82 54 58 77
No. of pups with abnormal findings 0 0 0 0
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Appendix 1-1 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in male rats (Administration period)
Dose (mg/kg): 0

Day of administration
Animal = = - e s e e o e — o
number 1-7 8-14 15-21 22-28 29-35 36-42 43a)

1001 - - - - - - -
1002 - - - - - - -
1003 - - - - - - -
1004 - - - - - - -
1005 - - - - - - -
1006 - - - - - - -
1007 - - - - - - -
1008 - - - - - -
1009 - - - - - -
1010 - - - - - -
1011 - - - - - -
1012 - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 1-2 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in male rats (Administration period)
Dose (mg/kg): 100

Day of administration
Animal = = - e s e e o e — o
number 1-7 8-14 15-21 22-28 29-35 36-42 43a)

2001 - - - - - - -
2002 - - - - - - -
2003 - - - - - - -
2004 - - - - - - -
2005 - - - - - - -
2006 - - - - - - -
2007 - - - - - - -
2008 - - - - - - -
2009 - - - - - - -
2010 - - - - - - -
2011 - - - - - - -
2012 - - - - - - -

a): Day of necropsy
-: No abnormal findings



19 74

R-1134
Appendix 1-3 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in male rats (Administration period)
Dose (mg/kg): 300

Day of administration
Animal = = - e s e e o e — o
number 1-7 8-14 15-21 22-28 29-35 36-42 43a)

3001 - - - - - - -
3002 - - - - - - -
3003 - - - - - - -
3004 - - - - - - -
3005 - - - - - - -
3006 - - - - - - -
3007 - - - - - - -
3008 - - - - - - -
3009 - - - - - - -
3010 - - - - - - -
3011 - - - - - - -
3012 - - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 1-4 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in male rats (Administration period)
Dose (mg/kg): 1000

Day of administration
Animal = = - e s e e o e — o
number 1-7 8-14 15-21 22-28 29-35 36-42 43a)

4001 - - - - - - -
4002 - - - - - - -
4003 - - - - - - -
4004 - - - - - - -
4005 - - - - - - -
4006 - - - - - - -
4007 - - - - - - -
4008 - - - - - -
4009 - - - - - -
4010 - - - - - -
4011 - - - - - -
4012 - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 1-5 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in female rats during the pre-mating period (Main group)
Dose (mg/kg): 0

Day of administration
Animal 0 m e o oo oo oo oo oo
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

1101 - - - - - - - - - - - - - - -
1102 - - - - - - - - - - - - - - -
1103 - - - - - - - - - - - - - - -
1104 - - - - - - - - - - - - - - -
1105 - - - - - - - - - - - - - - -
1106 - - - - - - - - - - - - - - -
1107 - - - - - - - - - - - - - - -
1108 - - - - - - - - - - - - - - -
1109 - - - - - - - - - - - - - - -
1110 - - - - - - - - - - - - - - -
1111 - - - - - - - - - - - - - - -
1112 - - - - - - - - - - - - - - -

-: No abnormal findings



8¥C

R-1134
Appendix 1-6 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in female rats during the pre-mating period (Main group)
Dose (mg/kg): 100

Day of administration
Animal 0 m e o oo oo oo oo oo
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

2101 - - - - - - - - - - - - - - -
2102 - - - - - - - - - - - - - - -
2103 - - - - - - - - - - - - - - -
2104 - - - - - - - - - - - - - - -
2105 - - - - - - - - - - - - - - -
2106 - - - - - - - - - - - - - - -
2107 - - - - - - - - - - - - - - -
2108 - - - - - - - - - - - - - - -
2109 - - - - - - - - - - - - - - -
2110 - - - - - - - - - - - - - - -
2111 - - - - - - - - - - - - - - -
2112 - - - - - - - - - - - - - - -

-: No abnormal findings
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Appendix 1-7 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in female rats during the pre-mating period (Main group)
Dose (mg/kg): 300

Day of administration
Animal 0 m e o oo oo oo oo oo
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

3101 - - - - - - - - - - - - - - -
3102 - - - - - - - - - - - - - - -
3103 - - - - - - - - - - - - - - -
3104 - - - - - - - - - - - - - - -
3105 - - - - - - - - - - - - - - -
3106 - - - - - - - - - - - - - - -
3107 - - - - - - - - - - - - - - -
3108 - - - - - - - - - - - - - - -
3109 - - - - - - - - - - - - - - -
3110 - - - - - - - - - - - - - - -
3111 - - - - - - - - - - - - - - -
3112 - - - - - - - - - - - - - - -

-: No abnormal findings
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Appendix 1-8 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in female rats during the pre-mating period (Main group)
Dose (mg/kg): 1000

Day of administration
Animal 0 m e o oo oo oo oo oo
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

4101 - - - - - - - - - - - - - - -
4102 - - - - - - - - - - - - - - -
4103 - - - - - - - - - - - - - - -
4104 - - - - - - - - - - - - - - -
4105 - - - - - - - - - - - - - - -
4106 - - - - - - - - - - - - - - -
4107 - - - - - - - - - - - - - - -
4108 - - - - - - - - - - - - - - -
4109 - - - - - - - - - - - - - - -
4110 - - - - - - - - - - - - - - -
4111 - - - - - - - - - - - - - - -
4112 - - - - - - - - - - - - - - -

-: No abnormal findings
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Appendix 1-9 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in dams during the gestation period (Main group)
Dose (mg/kg): 0

Administration
L= 4 e e i il
number 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23a)

1101 - - - - - - - - - - - - - - - - - - - - - - d

1102 - - - - - - - - - - - - - - - - - - - - - - d

1103 - - - - - - - - - - - - - - - - - - - - - - d

1104 - - - - - - - - - - - - - - - - - - - - - - d

1105 - - - - - - - - - - - - - - - - - - - - - - - d
1106 - - - - - - - - - - - - - - - - - - - - - - -/d
1107 - - - - - - - - - - - - - - - - - - - - - - d

1108 - - - - - -
1109 - - - - - -
1110 - - - - - - - - - - - - - - - - - - - - - - -/d
1111 Non-pregnant

1112 - - - - - -

a): Gestation day

-: No abnormal findings

d: Delivery

/d: Found delivery after the observation of general conditions.
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Appendix 1-10 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in dams during the gestation period (Main group)
Dose (mg/kg): 100

Administration
L= 4 e e i il
number 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23a)

2101 - - - - - - - - - - - - - - - - - - - - - - d
2102 - - - - - - - - - - - - - - - - - - - - - - d
2103 - - - - - - - - - - - - - - - - - - - - - - d
2104 - - - - - - - - - - - - - - - - - - - - - - d
2105 - - - - - - - - - - - - - - - - - - - - - -/d

2106 - - - - - - - - - - - - - - - - - - - - - - -/d
2107 - - - - - - - - - - - - - - - - - - - - - - -/d
2108 - - - - - - - - - - - - - - - - - - - - - - d
2109 - - - - - - - - - - - - - - - - - - - - - - -/d
2110 Non-pregnant

2111 - - - - - - - - - - - - - - - - - - - - - - -/d
2112 - - - - - - - - - - - - - - - - - - - - - -/d

a): Gestation day

-: No abnormal findings

d: Delivery

/d: Found delivery after the observation of general conditions.
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Appendix 1-11 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in dams during the gestation period (Main group)
Dose (mg/kg): 300

Administration
L= 4 e e i il
number 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23a)

3101 - - - - - - - - - - - - - - - - - - - - - - -/d
3102 - - - - - - - - - - - - - - - - - - - - - -/d

3103 - - - - - - - - - - - - - - - - - - - - - - d
3104 - - - - - - - - - - - - - - - - - - - - - -/d

3105 Non-pregnant

3106 - - - - - - - - - - - - - - - - - - - - - - d
3107 - - - - - - - - - - - - - - - - - - - - - - -/d
3108 - - - - - - - - - - - - - - - - - - - - - - d
3109 Non-pregnant

3110 - - - - - - - - - - - - - - - - - - - - - - d
3111 - - - - - - - - - - - - - - - - - - - - - -
3112 - - - - - - - - - - - - - - - - - - - - - -

2 0

a): Gestation day

-: No abnormal findings

d: Delivery

/d: Found delivery after the observation of general conditions.
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Appendix 1-12 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in dams during the gestation period (Main group)
Dose (mg/kg): 1000

Administration
) L= 1 i
number 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23a)
4101 - - - - - - - - - - - - - - - - - - - - - - d
4102 - - - - - - - - - - - - - - - - - - - - - - -/d
4103 - - - - - - - - - - - - - - - - - - - - - - d
4104 - - - - - - - - - - - - - - - - - - - - - - A +
4105 - - - - - - - - - - - - - - - - - - - - - - -/d
4106 - - - - - - - - - - - - - - - - - - - - - - d
4107 - - - - - - - - - - - - - - - - - - - - - - -/d
4108 - - - - - - - - - - - - - - - - - - - - - - -/d
4109 - - - - - - - - - - - - - - - - - - - - - - d
4110 - - - - - - - - - - - - - - - - - - - - - -/d
4111 - - - - - - - - - - - - - - - - - - - - - - d
4112 - - - - - - - - - - - - - - - - - - - - - - d

a): Gestation day
-: No abnormal findings

A: Decrease in spontaneous movement
+: Dead

d: Delivery

/

d: Found delivery after the observation of general conditions.
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Appendix 1-13 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in dams during the lactation period (Main group)
Dose (mg/kg): 0

Administration
Dam = = @ mmmmm s mm s oo m oo m o —m—o———-o-o-
number 0 1 2 3 4a) 5b)

1101 - - - - - -
1102 - - - - - -
1103 - - - - - -
1104 - - - - - -
1105 - - - - - -
1106 - - - - - -
1107 - - - - - -
1108 - - - - - -
1109 - - - - - -
1110 - - - - - -
1111 Non-pregnant

1112 - - - - - -

a): Lactation day
k): Day of necropsy
-: No abnormal findings
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Appendix 1-14 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in dams during the lactation period (Main group)
Dose (mg/kg): 100

Administration
Dam = = @ mmmmm s mm s oo m oo m o —m—o———-o-o-
number 0 1 2 3 4a) 5b)

2101 - - - - - -
2102 - - - - - -
2103 - - - - - -
2104 - - - - - -
2105 - - - - - -
2106 - - - - - -
2107 - - - - - -
2108 - - - - - -
2109 - - - - - -
2110 Non-pregnant

2111 - - - - - -
2112 - - - - - -

a): Lactation day
k): Day of necropsy
-: No abnormal findings
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Appendix 1-15 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in dams during the lactation period (Main group)
Dose (mg/kg): 300

Administration
Dam = = @ mmmmm s mm s oo m oo m o —m—o———-o-o-
number 0 1 2 3 4a) 5b)

3101 - - - - - -
3102 - - - - - -
3103 - - - - - -
3104 - - - - - -
3105 Non-pregnant

3106 - - - - - -
3107 - - - - - -
3108 - - - - - -
3109 Non-pregnant

3110 - - - - - -
3111 - - - - - -
3112 - - - - - -

a): Lactation day
k): Day of necropsy
-: No abnormal findings
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Appendix 1-16 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in dams during the lactation period (Main group)
Dose (mg/kg): 1000

Administration
Dam = = @ mmmmm s mm s oo m oo m o —m—o———-o-o-
number 0 1 2 3 4a) 5b)

4101 - - - - - -
4102 - - - - - -
4103 - - - - - -
4104c)

4105 - - - - - -
4106 - - - - - -
4107 - - - - - -
4108 - - - - - -
4109 - - - - - -
4110 - - - - - -
4111 - - - - - -
4112 - - - - - -

a): Lactation day

k): Day of necropsy

¢): Died on day 23 of gestation
-: No abnormal findings
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Appendix 1-17 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in female rats (Satellite group, Administration period)
Dose (mg/kg): 0

Day of administration
Animal = = - e s e e o e — o
number 1-7 8-14 15-21 22-28 29-35 36-42 43a)

1113 - - - - - - -
1114 - - - - - - -
1115 - - - - - - -
1116 - - - - - - -
1117 - - - - - - -
1118 - - - - - -
1119 - - - - - -
1120 - - - - - -
1121 - - - - - -
1122 - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 1-18 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in female rats (Satellite group, Administration period)
Dose (mg/kg): 1000

Day of administration
Animal = = - e s e e o e — o
number 1-7 8-14 15-21 22-28 29-35 36-42 43a)

4113 - - - - - - -
4114 - - - - - - -
4115 - - - - - - -
4116 - - - - - - -
4117 - - - - - - -
4118 - - - - - -
4119 - - - - - -
4120 - - - - - -
4121 - - - - - -
4122 - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 1-19 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in male rats (Recovery period)
Dose (mg/kg): 0

Day of recovery
ANIimal  mmm e e oo oo e e o

number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15a)

1008 - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - -
1011 - - - - - - - - - - - - - -
1012 - - - - - - - - - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 1-20 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in male rats (Recovery period)
Dose (mg/kg): 1000

Day of recovery
ANIimal  mmm e e oo oo e e o

number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15a)

4008 - - - - - - - - - - - - - - -
4009 - - - - - - - - - - - - - - -
4010 - - - - - - - - - - - - - - -
4011 - - - - - - - - - - - - - - -
4012 - - - - - - - - - - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 1-21 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in female rats (Recovery period)
Dose (mg/kg): 0

Day of recovery
ANIimal  mmm e e oo oo e e o

number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15a)

1118 - - - - - - - - - - - - - - -
1119 - - - - - - - - - - - - - - -
1120 - - - - - - - - - - - - - - -
1121 - - - - - - - - - - - - -
1122 - - - - - - - - - - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 1-22 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual clinical signs in female rats (Recovery period)
Dose (mg/kg): 1000

Day of recovery
ANIimal  mmm e e oo oo e e o

number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15a)

4118 - - - - - - - - - - - - - - -
4119 - - - - - - - - - - - - - - -
4120 - - - - - - - - - - - - - - -
4121 - - - - - - - - - - - - - -
4122 - - - - - - - - - - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 2-1 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 1 of administration)
Dose (mg/kg): 0

Animal number (1001-1012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-2 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 1 of administration)
Dose (mg/kg): 100

Animal number (2001-2012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-3 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 1 of administration)
Dose (mg/kg): 300

Animal number (3001-3012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-4 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 1 of administration)
Dose (mg/kg): 1000

Animal number (4001-4012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-5 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 2 of administration)
Dose (mg/kg): 0

Animal number (1001-1012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-6 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 2 of administration)
Dose (mg/kg): 100

Animal number (2001-2012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-7 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 2 of administration)
Dose (mg/kg): 300

Animal number (3001-3012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-8 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 2 of administration)
Dose (mg/kg): 1000

Animal number (4001-4012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-9 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 3 of administration)
Dose (mg/kg): 0

Animal number (1001-1012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe



VLT

R-1134
Appendix 2-10 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 3 of administration)
Dose (mg/kg): 100

Animal number (2001-2012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-11 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 3 of administration)
Dose (mg/kg): 300

Animal number (3001-3012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-12 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 3 of administration)
Dose (mg/kg): 1000

Animal number (4001-4012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-13 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 4 of administration)
Dose (mg/kg): 0

Animal number (1001-1012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe



8LT

R-1134
Appendix 2-14 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 4 of administration)
Dose (mg/kg): 100

Animal number (2001-2012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-15 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 4 of administration)
Dose (mg/kg): 300

Animal number (3001-3012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-16 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 4 of administration)
Dose (mg/kg): 1000

Animal number (4001-4012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-17 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 5 of administration)
Dose (mg/kg): 0

Animal number (1001-1012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-18 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 5 of administration)
Dose (mg/kg): 100

Animal number (2001-2012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-19 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 5 of administration)
Dose (mg/kg): 300

Animal number (3001-3012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-20 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 5 of administration)
Dose (mg/kg): 1000

Animal number (4001-4012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-21 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 6 of administration)
Dose (mg/kg): 0

Animal number (1001-1012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-22 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 6 of administration)
Dose (mg/kg): 100

Animal number (2001-2012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-23 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 6 of administration)
Dose (mg/kg): 300

Animal number (3001-3012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-24 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: home cage observation
(Week 6 of administration)
Dose (mg/kg): 1000

Animal number (4001-4012)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-25 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Week 1 of administration)
Dose (mg/kg): 0

Animal number (1101-1112)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-26 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Week 1 of administration)
Dose (mg/kg): 100

Animal number (2101-2112)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-27 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Week 1 of administration)
Dose (mg/kg): 300

Animal number (3101-3112)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe



6T

R-1134
Appendix 2-28 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Week 1 of administration)
Dose (mg/kg): 1000

Animal number (4101-4112)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-29 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Week 2 of administration)
Dose (mg/kg): 0

Animal number (1101-1112)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-30 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Week 2 of administration)
Dose (mg/kg): 100

Animal number (2101-2112)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-31 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Week 2 of administration)
Dose (mg/kg): 300

Animal number (3101-3112)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-32 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Week 2 of administration)
Dose (mg/kg): 1000

Animal number (4101-4112)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-33 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Gestation day 1)
Dose (mg/kg): 0

Animal number (1101-1112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Posture a) N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
NP: Non-pregnant
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Appendix 2-34 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Gestation day 1)
Dose (mg/kg): 100

Animal number (2101-2112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Posture a) N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
NP: Non-pregnant
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Appendix 2-35 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Gestation day 1)
Dose (mg/kg): 300

Animal number (3101-3112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP NP
Posture a) N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
NP: Non-pregnant
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Appendix 2-36 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Gestation day 1)
Dose (mg/kg): 1000

Animal number (4101-4112)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-37 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Gestation day 7)
Dose (mg/kg): 0

Animal number (1101-1112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Posture a) N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
NP: Non-pregnant



0¢

R-1134
Appendix 2-38 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Gestation day 7)
Dose (mg/kg): 100

Animal number (2101-2112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Posture a) N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
NP: Non-pregnant
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Appendix 2-39 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Gestation day 7)
Dose (mg/kg): 300

Animal number (3101-3112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP NP
Posture a) N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
NP: Non-pregnant



F0€

R-1134
Appendix 2-40 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Gestation day 7)
Dose (mg/kg): 1000

Animal number (4101-4112)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-41 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Gestation day 14)
Dose (mg/kg): 0

Animal number (1101-1112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Posture a) N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
NP: Non-pregnant
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R-1134
Appendix 2-42 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Gestation day 14)
Dose (mg/kg): 100

Animal number (2101-2112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Posture a) N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
NP: Non-pregnant
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Appendix 2-43 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Gestation day 14)
Dose (mg/kg): 300

Animal number (3101-3112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP NP
Posture a) N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
NP: Non-pregnant
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R-1134
Appendix 2-44 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Gestation day 14)
Dose (mg/kg): 1000

Animal number (4101-4112)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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R-1134
Appendix 2-45 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Gestation day 20)
Dose (mg/kg): 0

Animal number (1101-1112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Posture a) N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
NP: Non-pregnant
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R-1134
Appendix 2-46 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Gestation day 20)
Dose (mg/kg): 100

Animal number (2101-2112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Posture a) N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
NP: Non-pregnant
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R-1134
Appendix 2-47 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Gestation day 20)
Dose (mg/kg): 300

Animal number (3101-3112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP NP
Posture a) N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
NP: Non-pregnant
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R-1134
Appendix 2-48 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Gestation day 20)
Dose (mg/kg): 1000

Animal number (4101-4112)

Parameter = s e e
1 2 3 4 5 6 7 8 2 10 11 12
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 2-49 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Lactation day 4)
Dose (mg/kg): 0

Animal number (1101-1112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Posture a) N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
NP: Non-pregnant
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R-1134
Appendix 2-50 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Lactation day 4)
Dose (mg/kg): 100

Animal number (2101-2112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Posture a) N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
NP: Non-pregnant
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Appendix 2-51 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Lactation day 4)
Dose (mg/kg): 300

Animal number (3101-3112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP NP
Posture a) N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
NP: Non-pregnant
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R-1134
Appendix 2-52 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: home cage observation
(Main group, Lactation day 4)
Dose (mg/kg): 1000

Animal number (4101-4112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12
D
Posture a) N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched

b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
D: Dead
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Appendix 2-53

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats: home cage observation

(Satellite group, Week 1 of administration)

Dose (mg/kg): 0

R-1134

Parameter

Animal number (1113-1122)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-54

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats: home cage observation

(Satellite group, Week 1 of administration)

Dose (mg/kg): 1000

R-1134

Parameter

Animal number (4113-4122)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-55

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats: home cage observation

(Satellite group, Week 2 of administration)

Dose (mg/kg): 0

R-1134

Parameter

Animal number (1113-1122)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-56

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats: home cage observation

(Satellite group, Week 2 of administration)

Dose (mg/kg): 1000

R-1134

Parameter

Animal number (4113-4122)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-57

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats: home cage observation

(Satellite group, Week 3 of administration)

Dose (mg/kg): 0

R-1134

Parameter

Animal number (1113-1122)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-58

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats: home cage observation

(Satellite group, Week 3 of administration)

Dose (mg/kg): 1000

R-1134

Parameter

Animal number (4113-4122)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-59

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats: home cage observation

(Satellite group, Week 4 of administration)

Dose (mg/kg): 0

R-1134

Parameter

Animal number (1113-1122)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-60

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats: home cage observation

(Satellite group, Week 4 of administration)

Dose (mg/kg): 1000

R-1134

Parameter

Animal number (4113-4122)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-61

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats: home cage observation

(Satellite group, Week 5 of administration)

Dose (mg/kg): 0

R-1134

Parameter

Animal number (1113-1122)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-62

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats: home cage observation

(Satellite group, Week 5 of administration)

Dose (mg/kg): 1000

R-1134

Parameter

Animal number (4113-4122)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-63

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats: home cage observation

(Satellite group, Week 6 of administration)

Dose (mg/kg): 0

R-1134

Parameter

Animal number (1113-1122)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-64

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats: home cage observation

(Satellite group, Week 6 of administration)

Dose (mg/kg): 1000

R-1134

Parameter

Animal number (4113-4122)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-65

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats: home cage observation

(Week 1 of recovery)

Dose (mg/kg): 0

R-1134

Parameter

Animal number (1008-1012)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-66

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats: home cage observation

(Week 1 of recovery)

Dose (mg/kg): 1000

R-1134

Parameter

Animal number (4008-4012)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-67

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats: home cage observation

(Week 2 of recovery)

Dose (mg/kg): 0

R-1134

Parameter

Animal number (1008-1012)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-68

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats: home cage observation

(Week 2 of recovery)

Dose (mg/kg): 1000

R-1134

Parameter

Animal number (4008-4012)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-69

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats: home cage observation

(Week 1 of recovery)

Dose (mg/kg): 0

R-1134

Parameter

Animal number (1118-1122)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-70

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats: home cage observation

(Week 1 of recovery)

Dose (mg/kg): 1000

R-1134

Parameter

Animal number (4118-4122)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-71

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats: home cage observation

(Week 2 of recovery)

Dose (mg/kg): 0

R-1134

Parameter

Animal number (1118-1122)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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Appendix 2-72

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats: home cage observation

(Week 2 of recovery)

Dose (mg/kg): 1000

R-1134

Parameter

Animal number (4118-4122)

Posture a)
Convulsion b)

Abnormal behavior c) 0 0 0 0 0

a) N: Normal,

b) 0: None, 1:
c) 0: None, 1:

F: Flattened, H: Hunched
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
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R-1134
Appendix 2-73 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 1 of administration)
Dose (mg/kg): 0

Animal number (1001-1012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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R-1134
Appendix 2-74 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 1 of administration)
Dose (mg/kg): 100

Animal number (2001-2012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
O F OO0 000000 O0O O OoOC
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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R-1134
Appendix 2-75 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 1 of administration)
Dose (mg/kg): 300

Animal number (3001-3012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
O F OO0 O0O0OO0O0oO00OO0 0o oo

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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R-1134
Appendix 2-76 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 1 of administration)
Dose (mg/kg): 1000

Animal number (4001-4012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-77 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 2 of administration)
Dose (mg/kg): 0

Animal number (1001-1012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
O F OO0 O0OO0OO0O0O 00O O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-78 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 2 of administration)
Dose (mg/kg): 100

Animal number (2001-2012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-79 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 2 of administration)
Dose (mg/kg): 300

Animal number (3001-3012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-80 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 2 of administration)
Dose (mg/kg): 1000

Animal number (4001-4012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-81 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 3 of administration)
Dose (mg/kg): 0

Animal number (1001-1012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-82 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 3 of administration)
Dose (mg/kg): 100

Animal number (2001-2012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
O HEF OO OO0 O0OOCO oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 000000 OC0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-83 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 3 of administration)
Dose (mg/kg): 300

Animal number (3001-3012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OF OO0 00000 0C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-84 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 3 of administration)
Dose (mg/kg): 1000

Animal number (4001-4012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 OO0 0O0OCOC oo
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-85 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 4 of administration)
Dose (mg/kg): 0

Animal number (1001-1012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-86 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 4 of administration)
Dose (mg/kg): 100

Animal number (2001-2012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-87 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 4 of administration)
Dose (mg/kg): 300

Animal number (3001-3012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-88 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 4 of administration)
Dose (mg/kg): 1000

Animal number (4001-4012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-89 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 5 of administration)
Dose (mg/kg): 0

Animal number (1001-1012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-90 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 5 of administration)
Dose (mg/kg): 100

Animal number (2001-2012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-91 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 5 of administration)
Dose (mg/kg): 300

Animal number (3001-3012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-92 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 5 of administration)
Dose (mg/kg): 1000

Animal number (4001-4012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-93 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 6 of administration)
Dose (mg/kg): 0

Animal number (1001-1012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-94 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 6 of administration)
Dose (mg/kg): 100

Animal number (2001-2012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-95 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 6 of administration)
Dose (mg/kg): 300

Animal number (3001-3012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-96 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 6 of administration)
Dose (mg/kg): 1000

Animal number (4001-4012)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-97 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Week 1 of administration)
Dose (mg/kg): 0

Animal number (1101-1112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-98 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Week 1 of administration)
Dose (mg/kg): 100

Animal number (2101-2112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-99 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Week 1 of administration)
Dose (mg/kg): 300

Animal number (3101-3112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-100 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Week 1 of administration)
Dose (mg/kg): 1000

Animal number (4101-4112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-101 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Week 2 of administration)
Dose (mg/kg): 0

Animal number (1101-1112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-102 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Week 2 of administration)
Dose (mg/kg): 100

Animal number (2101-2112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
O HEF OO OO0 O0OOCO oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-103 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Week 2 of administration)
Dose (mg/kg): 300

Animal number (3101-3112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-104 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Week 2 of administration)
Dose (mg/kg): 1000

Animal number (4101-4112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-105 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Gestation day 1)
Dose (mg/kg): 0

Animal number (1101-1112)

Parameter oo oo
1 2 3 4 5 6 7 8 ¢ 10 11 12
NP
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 o] 0 0 0 0 o] 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) o 0o o0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 1 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1l: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
NP: Non-pregnant
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Appendix 2-106 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Gestation day 1)
Dose (mg/kg): 100

Animal number (2101-2112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c¢)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucogal membranesg g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

C O OO0 C OO0 00O oo
C OO0 00000000 0oC OO0
C OO 00O 000000 oOCC
SO O0OO0OC OO0 00O oOC
C OO0 00000000 C oo
C OO O0OC OO0 00O oOC
C OO0 00000000 0C OO0
S OO0 00000000 CocC
SO0 O0CC OO0 oOa
OO0 CO0O000 00O
C OO0 000000000 o0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1l: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
NP: Non-pregnant
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Appendix 2-107 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Gestation day 1)
Dose (mg/kg): 300

Animal number (3101-3112)

Parameter oo oo
1 2 3 4 5 6 7 8 ¢ 10 11 12
NP NP
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 o] 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0
Pupil size j) o o0 0 © 0 o0 o0 o 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1l: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
NP: Non-pregnant
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Appendix 2-108 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Gestation day 1)
Dose (mg/kg): 1000

Animal number (4101-4112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-109 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Gestation day 7)
Dose (mg/kg): 0

Animal number (1101-1112)

Parameter oo oo
1 2 3 4 5 6 7 8 ¢ 10 11 12
NP
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 o] 0 0 0 0 o] 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) o 0o o0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1l: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
NP: Non-pregnant
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Appendix 2-110 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Gestation day 7)
Dose (mg/kg): 100

Animal number (2101-2112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c¢)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucogal membranesg g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

C O OO0 C OO0 00O oo
C OO0 00000000 0oC OO0
C OO 00O 000000 oOCC
SO O0OO0OC OO0 00O oOC
C OO0 00000000 C oo
C OO O0OC OO0 00O oOC
C OO0 00000000 0C OO0
S OO0 00000000 CocC
SO0 O0CC OO0 oOa
OO0 CO0O000 00O
C OO0 000000000 o0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1l: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
NP: Non-pregnant
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Appendix 2-111 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Gestation day 7)
Dose (mg/kg): 300

Animal number (3101-3112)

Parameter oo oo
1 2 3 4 5 6 7 8 ¢ 10 11 12
NP NP
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 o] 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0
Pupil size j) o o0 0 © 0 o0 o0 o 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1l: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
NP: Non-pregnant
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Appendix 2-112 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Gestation day 7)
Dose (mg/kg): 1000

Animal number (4101-4112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-113 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Gestation day 14)
Dose (mg/kg): 0

Animal number (1101-1112)

Parameter oo oo
1 2 3 4 5 6 7 8 ¢ 10 11 12
NP
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 o] 0 0 0 0 o] 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) o 0o o0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1l: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
NP: Non-pregnant
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Appendix 2-114 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Gestation day 14)
Dose (mg/kg): 100

Animal number (2101-2112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c¢)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucogal membranesg g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

C O OO0 C OO0 00O oo
C OO0 00000000 0oC OO0
C OO 00O 000000 oOCC
SO O0OO0OC OO0 00O oOC
C OO0 00000000 C oo
C OO O0OC OO0 00O oOC
C OO0 00000000 0C OO0
S OO0 00000000 CocC
SO0 O0CC OO0 oOa
OO0 CO0O000 00O
C OO0 000000000 o0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1l: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
NP: Non-pregnant
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Appendix 2-115 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Gestation day 14)
Dose (mg/kg): 300

Animal number (3101-3112)

Parameter oo oo
1 2 3 4 5 6 7 8 ¢ 10 11 12
NP NP
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 o] 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0
Pupil size j) o o0 0 © 0 o0 o0 o 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1l: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
NP: Non-pregnant
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Appendix 2-116 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Gestation day 14)
Dose (mg/kg): 1000

Animal number (4101-4112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-117 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Gestation day 20)
Dose (mg/kg): 0

Animal number (1101-1112)

Parameter oo oo
1 2 3 4 5 6 7 8 ¢ 10 11 12
NP
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 o] 0 0 0 0 o] 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) o 0o o0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1l: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
NP: Non-pregnant
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Appendix 2-118 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Gestation day 20)
Dose (mg/kg): 100

Animal number (2101-2112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c¢)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucogal membranesg g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

C O OO0 C OO0 00O oo
C OO0 00000000 0oC OO0
C OO 00O 000000 oOCC
SO O0OO0OC OO0 00O oOC
C OO0 00000000 C oo
C OO O0OC OO0 00O oOC
C OO0 00000000 0C OO0
S OO0 00000000 CocC
SO0 O0CC OO0 oOa
OO0 CO0O000 00O
C OO0 000000000 o0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1l: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
NP: Non-pregnant
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Appendix 2-119 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Gestation day 20)
Dose (mg/kg): 300

Animal number (3101-3112)

Parameter oo oo
1 2 3 4 5 6 7 8 ¢ 10 11 12
NP NP
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 o] 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0
Pupil size j) o o0 0 © 0 o0 o0 o 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1l: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
NP: Non-pregnant
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Appendix 2-120 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Gestation day 20)
Dose (mg/kg): 1000

Animal number (4101-4112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C
OO0 0000000 O0O00
OO 000000000000

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-121 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Lactation day 4)
Dose (mg/kg): 0

Animal number (1101-1112)

Parameter oo oo
1 2 3 4 5 6 7 8 ¢ 10 11 12
NP
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 o] 0 0 0 0 o] 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) o 0o o0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1l: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
NP: Non-pregnant



98¢

R-1134
Appendix 2-122 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Lactation day 4)
Dose (mg/kg): 100

Animal number (2101-2112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c¢)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucogal membranesg g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

C O OO0 C OO0 00O oo
C OO0 00000000 0oC OO0
C OO 00O 000000 oOCC
SO O0OO0OC OO0 00O oOC
C OO0 00000000 C oo
C OO O0OC OO0 00O oOC
C OO0 00000000 0C OO0
S OO0 00000000 CocC
SO0 O0CC OO0 oOa
OO0 CO0O000 00O
C OO0 000000000 o0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1l: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
NP: Non-pregnant
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Appendix 2-123 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Lactation day 4)
Dose (mg/kg): 300

Animal number (3101-3112)

Parameter oo oo
1 2 3 4 5 6 7 8 ¢ 10 11 12
NP NP
Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 o] 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0
Pupil size j) o o0 0 © 0 o0 o0 o 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0
Vocalization m) 0 0 0 0 0 0 0 0 0 0
Reactivity to handling n) 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1l: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
NP: Non-pregnant
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Appendix 2-124 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Main group, Lactation day 4)
Dose (mg/kg): 1000

Animal number (4101-4112)
Parameter -

Ease of removal from cage a)
Fur condition b)

Skin c¢)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucogal membranesg g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

C O OO0 C OO0 00O oo
C OO0 00000000 0oC OO0
C OO 00O 000000 oOCC
C OO0 00000000 C oo
C OO O0OC OO0 00O oOC
C OO0 00000000 0C OO0
S OO0 00000000 CocC
SO0 O0CC OO0 oOa
O 0O 00000000 C oo
OO0 CO0O000 00O
C OO0 000000000 o0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1l: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive
n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
D: Dead
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Appendix 2-125 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Satellite group, Week 1 of administration)
Dose (mg/kg): 0

Animal number (1113-1122)
Parameter

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-126 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Satellite group, Week 1 of administration)
Dose (mg/kg): 1000

Animal number (4113-4122)
Parameter

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-127 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Satellite group, Week 2 of administration)
Dose (mg/kg): 0

Animal number (1113-1122)
Parameter

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult



6¢
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Appendix 2-128 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Satellite group, Week 2 of administration)
Dose (mg/kg): 1000

Animal number (4113-4122)
Parameter

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-129 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Satellite group, Week 3 of administration)
Dose (mg/kg): 0

Animal number (1113-1122)
Parameter

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-130 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Satellite group, Week 3 of administration)
Dose (mg/kg): 1000

Animal number (4113-4122)
Parameter

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-131 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Satellite group, Week 4 of administration)
Dose (mg/kg): 0

Animal number (1113-1122)
Parameter

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-132 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Satellite group, Week 4 of administration)
Dose (mg/kg): 1000

Animal number (4113-4122)
Parameter

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-133 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Satellite group, Week 5 of administration)
Dose (mg/kg): 0

Animal number (1113-1122)
Parameter

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult



86¢

R-1134
Appendix 2-134 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Satellite group, Week 5 of administration)
Dose (mg/kg): 1000

Animal number (4113-4122)
Parameter

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-135 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Satellite group, Week 6 of administration)
Dose (mg/kg): 0

Animal number (1113-1122)
Parameter

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-136 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Satellite group, Week 6 of administration)
Dose (mg/kg): 1000

Animal number (4113-4122)
Parameter

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
S OO0 OO0 00O oo
CcC O 00000000 0o 0o oo C
OO 00O 0000 C OO oo
OO 000000000 O OO0
C O 0000000000 OoCC
S OO0 OO0 O
C O 00000000 oo oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-137 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 1 of recovery)
Dose (mg/kg): 0

Animal number (1008-1012)
Parameter e

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
SO O0O0 OO0 00CO oo
CcC O 000000 00C OO0 oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-138 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 1 of recovery)
Dose (mg/kg): 1000

Animal number (4008-4012)
Parameter e

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
SO O0O0 OO0 00CO oo
CcC O 000000 00C OO0 oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult



0¥

R-1134
Appendix 2-139 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 2 of recovery)
Dose (mg/kg): 0

Animal number (1008-1012)
Parameter e

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
SO O0O0 OO0 00CO oo
CcC O 000000 00C OO0 oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-140 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in male rats: in-the-hand observation
(Week 2 of recovery)
Dose (mg/kg): 1000

Animal number (4008-4012)
Parameter e

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
SO O0O0 OO0 00CO oo
CcC O 000000 00C OO0 oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-141 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Week 1 of recovery)
Dose (mg/kg): 0

Animal number (1118-1122)
Parameter e

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
SO O0O0 OO0 00CO oo
CcC O 000000 00C OO0 oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-142 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Week 1 of recovery)
Dose (mg/kg): 1000

Animal number (4118-4122)
Parameter e

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
SO O0O0 OO0 00CO oo
CcC O 000000 00C OO0 oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-143 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Week 2 of recovery)
Dose (mg/kg): 0

Animal number (1118-1122)
Parameter e

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
SO O0O0 OO0 00CO oo
CcC O 000000 00C OO0 oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-144 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual detailed clinical signs in female rats: in-the-hand observation
(Week 2 of recovery)
Dose (mg/kg): 1000

Animal number (4118-4122)
Parameter e

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection 1)

Pupil size j)

Salivation k)

Abnormal respiration 1)
Vocalization m)
Reactivity to handling n)

OO 00O 0000 C OO oo
OO 000000000 O OoOC0C
C O 0000000 C OO oCCo
SO O0O0 OO0 00CO oo
CcC O 000000 00C OO0 oo C

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult

b) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

£f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) O0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

n) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult
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Appendix 2-145

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 1 of administration)

Dose (mg/kg): 0

open field observation

R-1134

Animal number (1001-1012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 4 5 5 4 3 5 5 4 6 2 4 10

Defecation count 0 0 0 0 0 0 2 0 0 0 o] 0

Urination h) 0 0 0 Q 1 0 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-146

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 1 of administration)

Dose (mg/kg): 100

open field observation

R-1134

Animal number (2001-2012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 4 6 1 6 2 5 3 4 3 3 1 6

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 1 0 0 0 1 o] 0 1 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-147

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 1 of administration)

Dose (mg/kg): 300

open field observation

R-1134

Animal number (3001-3012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 3 4 2 0 4 4 8 5 1 2 3 5

Defecation count 0 0 0 0 0 0 0 0 0 0 1 0

Urination h) 0 0 0 Q 1 0 0 0 o] 0 1 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-148

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 1 of administration)

Dose (mg/kg): 1000

open field observation

R-1134

Animal number (4001-4012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 4 1 1 6 5 4 3 2 2 4 4 2

Defecation count 0 0 0 0 0 0 0 1 0 0 4 0

Urination h) 0 0 0 Q 0 0 0 1 1 0 1 1

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-149

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 2 of administration)

Dose (mg/kg): 0

open field observation

R-1134

Animal number (1001-1012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 6 4 7 2 10 4 4 3 3 4 7 7

Defecation count 0 0 0 0 2 2 2 0 0 0 o] 0

Urination h) 0 0 0 Q 1 0 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-150

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 2 of administration)

Dose (mg/kg): 100

open field observation

R-1134

Animal number (2001-2012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 5 4 [ 4 1 3 4 8 2 6 0 4

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 0 0 1 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-151

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 2 of administration)

Dose (mg/kg): 300

open field observation

R-1134

Animal number (3001-3012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 U 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 3 6 9 0 4 5 5 3 2 2 2 3

Defecation count 0 0 0 0 0 0 0 0 0 0 3 2

Urination h) 0 1 1 Q 0 0 0 0 o] 1 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-152

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 2 of administration)

Dose (mg/kg): 1000

open field observation

R-1134

Animal number (4001-4012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 6 4 4 4 4 4 3 5 1 4 1 7

Defecation count 0 0 0 1 0 0 0 0 0 0 2 0

Urination h) 0 0 0 Q 0 0 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-153

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 3 of administration)

Dose (mg/kg): 0

open field observation

R-1134

Animal number (1001-1012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 5 7 7 3 5 4 2 4 3 2 8 5

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 1 0 0 Q 0 0 0 0 o] 0 1 1

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-154

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 3 of administration)

Dose (mg/kg): 100

open field observation

R-1134

Animal number (2001-2012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 1 2 5 3 1 4 4 7 3 2 4 5

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 1 0 0 1 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-155

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 3 of administration)

Dose (mg/kg): 300

open field observation

R-1134

Animal number (3001-3012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 4 4 4 2 5 5 5 3 4 4 1 6

Defecation count 0 0 0 0 0 0 0 0 0 1 o] 2

Urination h) 0 0 0 Q 0 0 0 0 o] 1 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-156

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 3 of administration)

Dose (mg/kg): 1000

open field observation

R-1134

Animal number (4001-4012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 U 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 4 4 3 4 4 7 3 2 3 5 0 3

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 0 0 0 o] 0 1 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-157

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 4 of administration)

Dose (mg/kg): 0

open field observation

R-1134

Animal number (1001-1012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 5 6 5 6 5 5 3 5 5 6 5 7

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 0 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-158

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 4 of administration)

Dose (mg/kg): 100

open field observation

R-1134

Animal number (2001-2012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 5 3 4 4 3 5 4 7 4 4 7 5

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 1 0 0 1 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-159

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 4 of administration)

Dose (mg/kg): 300

open field observation

R-1134

Animal number (3001-3012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 8 3 7 4 4 5 5 4 4 4 3 4

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 1 0 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-160

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 4 of administration)

Dose (mg/kg): 1000

open field observation

R-1134

Animal number (4001-4012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 4 7 7 7 9 3 3 5 5 4 0 3

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 0 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-161

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 5 of administration)

Dose (mg/kg): 0

open field observation

R-1134

Animal number (1001-1012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 4 3 [ 4 4 4 5 4 5 4 6 6

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 0 0 0 o] 0 Q 1

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-162

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 5 of administration)

Dose (mg/kg): 100

open field observation

R-1134

Animal number (2001-2012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 7 4 [ 6 4 4 5 [ 3 5 5 5

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 0 0 1 o] 1 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-163

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 5 of administration)

Dose (mg/kg): 300

open field observation

R-1134

Animal number (3001-3012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 7 4 5 4 6 6 5 5 5 2 4 3

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 1 0 Q 1 0 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-164

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 5 of administration)

Dose (mg/kg): 1000

open field observation

R-1134

Animal number (4001-4012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 U 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 4 6 5 8 7 2 3 5 4 2 1 6

Defecation count 0 0 0 0 0 0 0 0 0 0 4 0

Urination h) 0 0 0 Q 0 0 0 0 o] 0 1 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-165

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 6 of administration)

Dose (mg/kg): 0

open field observation

R-1134

Animal number (1001-1012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 5 4 3 5 6 4 7 3 5 4 7 8

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 1 0 1 Q 1 0 0 0 1 0 1 1

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-166

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 6 of administration)

Dose (mg/kg): 100

open field observation

R-1134

Animal number (2001-2012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 2 4 7 2 6 2 3 3 6 6 7 4

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 1 0 1 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-167

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 6 of administration)

Dose (mg/kg): 300

open field observation

R-1134

Animal number (3001-3012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 6 2 5 3 5 6 4 3 6 3 4 6

Defecation count 0 0 0 0 0 0 0 0 0 1 o] 0

Urination h) 0 0 0 Q 0 0 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-168

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:
(Week 6 of administration)

Dose (mg/kg): 1000

open field observation

R-1134

Animal number (4001-4012)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 5 5 1 5 6 5 5 5 3 5 2 2

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 1 0 0 0 0 o] 0 1 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-169

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group, Week 1 of administration)

Dose (mg/kg): 0

open field observation

R-1134

Animal number (1101-1112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 8 6 & 11 7 7 9 [ 5 10 3 7

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 0 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-170

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group, Week 1 of administration)

Dose (mg/kg): 100

open field observation

R-1134

Animal number (2101-2112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 9 8 5 6 8 8 3 [ 8 7 3 8

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 0 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-171

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group, Week 1 of administration)

Dose (mg/kg): 300

open field observation

R-1134

Animal number (3101-3112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 8 8 4 6 11 6 6 9 7 7 9 7

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 0 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-172

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group, Week 1 of administration)

Dose (mg/kg): 1000

open field observation

R-1134

Animal number (4101-4112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 5 4 7 6 2 4 4 8 6 7 2 6

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 0 0 0 1 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount



LeY

Appendix 2-173

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group, Week 2 of administration)

Dose (mg/kg): 0

open field observation

R-1134

Animal number (1101-1112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 8 8 7 11 13 6 8 10 4 6 4 6

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 0 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-174

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group, Week 2 of administration)

Dose (mg/kg): 100

open field observation

R-1134

Animal number (2101-2112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 9 8 5 10 6 10 5 [ 7 6 8 8

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 0 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-175

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group, Week 2 of administration)

Dose (mg/kg): 300

open field observation

R-1134

Animal number (3101-3112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 9 8 [ 4 8 8 10 7 6 6 9 7

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 0 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-176

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group, Week 2 of administration)

Dose (mg/kg): 1000

open field observation

R-1134

Animal number (4101-4112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 7 9 8 7 4 5 4 10 7 10 5 9

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 1 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-177

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group,
Dose (mg/kg)

Gestation day 1)

: 0

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

open field observation

R-1134

Animal number (1101-1112)

Parameter oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Arousal a) 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0
Stereotypy 4) 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 Q 0 Q 0 0 Q 0 0
Posture f) N N N N N N N N N N N
Grooming g} 0 0 0 0 0 0 0 0 0 0 0
Rearing 8 9 5 7 12 8 8 9 4 9 5
Defecaticon count 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0 0

Reduced awareness, 0: Normal, 1: Increased alertness,

a) -2: Unconscious/semi-conscious, -1:

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

¢) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight,
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2:
h) 0: None, 1: Small amount, 2: Moderate amount,

NP: Non-pregnant

2:

Moderate, 3: Markedly

Numerocus bouts (more than four)

3:

Large/excessive amount

2:

Markedly alert
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Appendix 2-178

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group,
Dose (mg/kg)

Gestation day 1)

: 100

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

open field observation

R-1134

Animal number (2101-2112)

Parameter oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Arousal a) 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0
Stereotypy 4) 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 Q 0 Q 0 0 Q 0 0
Posture f) N N N N N N N N N N N
Grooming g} 0 0 0 0 0 0 0 0 0 0 0
Rearing 6 7 [ 7 9 9 6 6 7 10 7
Defecaticon count 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0 0

Reduced awareness, 0: Normal, 1: Increased alertness,

a) -2: Unconscious/semi-conscious, -1:

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

¢) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight,
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2:
h) 0: None, 1: Small amount, 2: Moderate amount,

NP: Non-pregnant

2:

Moderate, 3: Markedly

Numerocus bouts (more than four)

3:

Large/excessive amount

2:

Markedly alert
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Appendix 2-179

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group,
Dose (mg/kg):

Gestation day 1)

300

open field observation

R-1134

Animal number (3101-3112)

Parameter oo oo

1 2 3 4 5 6 7 8 2 10 11 12
NP NP

Arousal a) 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

Stereotypy 4) 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 Q Q 0 0 0 0 0

Posture f) N N N N N N N N N N

Grooming g} 0 0 0 0 0 0 0 0 0 0

Rearing 8 10 4 6 7 7 8 7 6 5

Defecaticon count 0 0 0 0 0 0 0 0 0 0

Urinaticn h) 0 0 0 0 0 0 0 0 0 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

¢) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Mocderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

NP: Non-pregnant
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Appendix 2-180

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group, Gestation day 1)

Dose (mg/kg): 1000

open field observation

R-1134

Animal number (4101-4112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 6 4 8 5 3 7 5 7 7 9 4 7

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 0 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-181

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group,
Dose (mg/kg)

Gestation day 7)

: 0

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

open field observation

R-1134

Animal number (1101-1112)

Parameter oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Arousal a) 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0
Stereotypy 4) 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 Q 0 Q 0 0 Q 0 0
Posture f) N N N N N N N N N N N
Grooming g} 0 0 0 0 0 0 0 0 0 0 0
Rearing 7 6 4 8 10 9 7 8 3 10 7
Defecaticon count 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0 0

Reduced awareness, 0: Normal, 1: Increased alertness,

a) -2: Unconscious/semi-conscious, -1:

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

¢) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight,
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2:
h) 0: None, 1: Small amount, 2: Moderate amount,

NP: Non-pregnant

2:

Moderate, 3: Markedly

Numerocus bouts (more than four)

3:

Large/excessive amount

2:

Markedly alert
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Appendix 2-182

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group,
Dose (mg/kg)

Gestation day 7)

: 100

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

open field observation

R-1134

Animal number (2101-2112)

Parameter oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Arousal a) 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0
Stereotypy 4) 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 Q 0 Q 0 0 Q 0 0
Posture f) N N N N N N N N N N N
Grooming g} 0 0 0 0 0 0 0 0 0 0 0
Rearing 9 7 8 ] 5 6 5 2 5 10 6
Defecaticon count 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 1 0 0 0 0 0 0 0 0

Reduced awareness, 0: Normal, 1: Increased alertness,

a) -2: Unconscious/semi-conscious, -1:

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

¢) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight,
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2:
h) 0: None, 1: Small amount, 2: Moderate amount,

NP: Non-pregnant

2:

Moderate, 3: Markedly

Numerocus bouts (more than four)

3:

Large/excessive amount

2:

Markedly alert
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Appendix 2-183

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group,
Dose (mg/kg)

Gestation day 7)

¢ 300

open field observation

R-1134

Animal number (3101-3112)

Parameter oo oo

1 2 3 4 5 6 7 8 2 10 11 12
NP NP

Arousal a) 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0

Stereotypy 4) 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 Q Q 0 0 0 0 0

Posture f) N N N N N N N N N N

Grooming g} 0 0 0 0 0 0 0 0 0 0

Rearing 10 5 3 4 5 3 12 9 5 6

Defecaticon count 0 0 0 0 0 0 0 0 0 0

Urinaticn h) 0 0 0 0 0 0 0 0 0 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

¢) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Mocderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

NP: Non-pregnant
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Appendix 2-184

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group, Gestation day 7)

Dose (mg/kg): 1000

open field observation

R-1134

Animal number (4101-4112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 6 4 9 7 3 7 3 7 4 8 5 5

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 1 0 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-185

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group,
Dose (mg/kg)

Gestation day 14)

: 0

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

open field observation

R-1134

Animal number (1101-1112)

Parameter oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Arousal a) 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0
Stereotypy 4) 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 Q 0 Q 0 0 Q 0 0
Posture f) N N N N N N N N N N N
Grooming g} 0 0 0 0 0 0 0 0 0 0 0
Rearing 6 7 4 7 9 8 8 4 4 6 5
Defecaticon count 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0 0

Reduced awareness, 0: Normal, 1: Increased alertness,

a) -2: Unconscious/semi-conscious, -1:

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

¢) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight,
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2:
h) 0: None, 1: Small amount, 2: Moderate amount,

NP: Non-pregnant

2:

Moderate, 3: Markedly

Numerocus bouts (more than four)

3:

Large/excessive amount

2:

Markedly alert
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Appendix 2-186

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group,
Dose (mg/kg)

Gestation day 14)

: 100

open field observation

R-1134

Animal number (2101-2112)

Parameter oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Arousal a) 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0
Stereotypy 4) 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 Q 0 Q 0 0 Q 0 0
Posture f) N N N N N N N N N N N
Grooming g} 0 0 0 0 0 0 0 0 0 0 0
Rearing 7 5 8 7 5 5 3 3 7 7 6
Defecaticon count 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0 0

Reduced awareness, 0: Normal, 1: Increased alertness, 2:

a) -2: Unconscious/semi-conscious, -1:

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

¢) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight,
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2:
h) 0: None, 1: Small amount, 2: Moderate amount,

NP: Non-pregnant

2:

Moderate, 3: Markedly

Numerocus bouts (more than four)

3:

Large/excessive amount

Markedly alert
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Appendix 2-187

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group,
Dose (mg/kg)

Gestation day 14)

¢ 300

open field observation

R-1134

Animal number (3101-3112)

Parameter oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP NP
Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0
Stereotypy 4) 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 Q Q 0 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g} 0 0 0 0 0 0 0 0 0 0
Rearing 7 6 5 4 4 4 6 4 7 6
Defecaticon count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

Reduced awareness, 0: Normal, 1: Increased alertness, 2:

a) -2: Unconscious/semi-conscious, -1:

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

¢) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight,
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2:
h) 0: None, 1: Small amount, 2: Moderate amount,

NP: Non-pregnant

2:

Moderate, 3: Markedly

Numerocus bouts (more than four)

3:

Large/excessive amount

Markedly alert
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Appendix 2-188

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group, Gestation day 14)

Dose (mg/kg): 1000

open field observation

R-1134

Animal number (4101-4112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 4 2 [ 6 2 2 2 8 5 4 6 5

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 1 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-189

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group,
Dose (mg/kg)

Gestation day 20)

: 0

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

open field observation

R-1134

Animal number (1101-1112)

Parameter oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Arousal a) 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0
Stereotypy 4) 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 Q 0 Q 0 0 Q 0 0
Posture f) N N N N N N N N N N N
Grooming g} 0 0 0 0 0 0 0 0 0 0 0
Rearing 6 6 4 6 10 5 4 6 3 9 4
Defecaticon count 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0 0

Reduced awareness, 0: Normal, 1: Increased alertness,

a) -2: Unconscious/semi-conscious, -1:

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

¢) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight,
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2:
h) 0: None, 1: Small amount, 2: Moderate amount,

NP: Non-pregnant

2:

Moderate, 3: Markedly

Numerocus bouts (more than four)

3:

Large/excessive amount

2:

Markedly alert
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Appendix 2-190

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group,
Dose (mg/kg)

Gestation day 20)

: 100

open field observation

R-1134

Animal number (2101-2112)

Parameter oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Arousal a) 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0
Stereotypy 4) 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 Q 0 Q 0 0 Q 0 0
Posture f) N N N N N N N N N N N
Grooming g} 0 0 0 0 0 0 0 0 0 0 0
Rearing 4 6 5 5 5 7 4 4 5 7 4
Defecaticon count 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 1 0 0 0 0

Reduced awareness, 0: Normal, 1: Increased alertness, 2:

a) -2: Unconscious/semi-conscious, -1:

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

¢) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight,
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2:
h) 0: None, 1: Small amount, 2: Moderate amount,

NP: Non-pregnant

2:

Moderate, 3: Markedly

Numerocus bouts (more than four)

3:

Large/excessive amount

Markedly alert
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Appendix 2-191

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group,
Dose (mg/kg)

Gestation day 20)

¢ 300

open field observation

R-1134

Animal number (3101-3112)

Parameter oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP NP
Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0
Stereotypy 4) 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 Q Q 0 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g} 0 0 0 0 0 0 0 0 0 0
Rearing 6 6 5 4 6 5 4 5 6 6
Defecaticon count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 1 0

Reduced awareness, 0: Normal, 1: Increased alertness, 2:

a) -2: Unconscious/semi-conscious, -1:

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

¢) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight,
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2:
h) 0: None, 1: Small amount, 2: Moderate amount,

NP: Non-pregnant

2:

Moderate, 3: Markedly

Numerocus bouts (more than four)

3:

Large/excessive amount

Markedly alert
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Appendix 2-192

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group, Gestation day 20)

Dose (mg/kg): 1000

open field observation

R-1134

Animal number (4101-4112)

Parameter oo oo oo
1 2 3 4 5 6 7 8 2 10 11 12

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0

Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0 0 0

Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0

Gait e) 0 0 0 0 0 0 0 0 0 0 0 0

Posture f) N N N N N N N N N N N N

Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0

Rearing 3 4 [ 5 2 5 4 5 5 4 3 5

Defecation count 0 0 0 0 0 0 0 0 0 0 o] 0

Urination h) 0 0 0 Q 0 0 0 0 o] 0 Q 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)

h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-193

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group,
Dose (mg/kg)

Lactation day 4)

: 0

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

open field observation

R-1134

Animal number (1101-1112)

Parameter oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Arousal a) 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0
Stereotypy 4) 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 Q 0 Q 0 0 Q 0 0
Posture f) N N N N N N N N N N N
Grooming g} 0 0 0 0 0 0 0 0 0 0 0
Rearing 7 6 5 5 8 6 6 7 6 6 6
Defecaticon count 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0 0

Reduced awareness, 0: Normal, 1: Increased alertness,

a) -2: Unconscious/semi-conscious, -1:

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

¢) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight,
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2:
h) 0: None, 1: Small amount, 2: Moderate amount,

NP: Non-pregnant

2:

Moderate, 3: Markedly

Numerocus bouts (more than four)

3:

Large/excessive amount

2:

Markedly alert
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Appendix 2-194

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group,
Dose (mg/kg)

Lactation day 4)

: 100

open field observation

R-1134

Animal number (2101-2112)

Parameter oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP
Arousal a) 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0
Stereotypy 4) 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 Q 0 Q 0 0 Q 0 0
Posture f) N N N N N N N N N N N
Grooming g} 0 0 0 0 0 0 0 0 0 0 0
Rearing 6 5 4 7 7 10 6 4 7 I 4
Defecaticon count 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0 0

Reduced awareness, 0: Normal, 1: Increased alertness, 2:

a) -2: Unconscious/semi-conscious, -1:

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

¢) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight,
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2:
h) 0: None, 1: Small amount, 2: Moderate amount,

NP: Non-pregnant

2:

Moderate, 3: Markedly

Numerocus bouts (more than four)

3:

Large/excessive amount

Markedly alert
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Appendix 2-195

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group,
Dose (mg/kg)

Lactation day 4)

¢ 300

open field observation

R-1134

Animal number (3101-3112)

Parameter oo oo
1 2 3 4 5 6 7 8 2 10 11 12
NP NP
Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0
Stereotypy 4) 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 Q Q 0 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g} 0 0 0 0 0 0 0 0 0 0
Rearing 6 5 4 6 6 7 7 6 5 7
Defecaticon count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 1 0

Reduced awareness, 0: Normal, 1: Increased alertness, 2:

a) -2: Unconscious/semi-conscious, -1:

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

¢) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight,
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2:
h) 0: None, 1: Small amount, 2: Moderate amount,

NP: Non-pregnant

2:

Moderate, 3: Markedly

Numerocus bouts (more than four)

3:

Large/excessive amount

Markedly alert
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Appendix 2-196

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Main group,
Dose (mg/kg)

Lactation day 4)

: 1000

open field observation

R-1134

Animal number (4101-4112)

Parameter oo oo
1 2 3 4 5 6 7 8 2 10 11 12
D
Arousal a) 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0
Stereotypy 4) 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 Q 0 0 Q 0 0 0
Posture f) N N N N N N N N N N N
Grooming g} 0 0 0 0 0 0 0 0 0 0 0
Rearing 5 2 10 5 6 5 8 2 4 6 4
Defecaticon count 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0 0

Reduced awareness, 0: Normal, 1: Increased alertness, 2:

a) -2: Unconscious/semi-conscious, -1:

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

¢) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight,
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2:
h) 0: None, 1: Small amount, 2: Moderate amount,

D: Dead

2:

Moderate, 3: Markedly

Numerocus bouts (more than four)

3:

Large/excessive amount

Markedly alert
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Appendix 2-197

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Satellite group, Week 1 of administration)

Dose

(mg/kg): 0

open field observation

R-1134

Parameter

Animal number (1113-1122)

Arousal a)
Convulsion b)
Abnormal behavior c)
Stereotypy d)

Gait e)

Posture f)

Grooming g)

Rearing

Defecation count
Urination h)

cCcohrhoOoBEooo0ooo
ocoowoHFooooo
cCoOnNO oo o000
cocnoBEoOo o000
OO WVWOoEHOOOOoOOo
cCowvoBooooo
coh~MoOoHFoOooOOOO
cConoOoZoo0oooo
CouvoBEoOOoOoOO
OOk O OO0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1:

b) 0: None, 1: Minor,

c) 0: None, 1: Minor,

d) 0: None, 1: Minor,

e) U: No/minimal location,

f) N:

g) 0:

h) 0: None, 1: Small amount, 2:

0:

Moderate, 3: Severe
Moderate, 3: Severe
Moderate, 3: Severe

Increased alertness,

Normal, 1: Slight, 2: Moderate, 3: Markedly
Normal, F: Flattened, H: Hunched
None, 1l: Occasional bouts (up to four), 2: Numerous bouts (more than four)

Moderate amount, 3: Large/excessive amount

2:

Markedly alert
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Appendix 2-198

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Satellite group, Week 1 of administration)

Dose

(mg/kg): 1000

open field observation

R-1134

Parameter

Animal number (4113-4122)

Increased alertness,

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0

Gait e) ¢} 0 0 0 0 ¢} 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing 7 8 4 7 6 12 5 5 3 4
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1:

b) 0: None, 1: Minor, Moderate, 3: Severe

c) 0: None, 1: Minor, Moderate, 3: Severe

d) 0: None, 1: Minor, Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

2:

Markedly alert
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Appendix 2-199

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Satellite group, Week 2 of administration)

Dose

(mg/kg): 0

open field observation

R-1134

Parameter

Animal number (1113-1122)

Increased alertness,

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0

Gait e) ¢} 0 0 0 0 ¢} 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing 4 5 9 10 8 10 3 10 9 6
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1:

b) 0: None, 1: Minor, Moderate, 3: Severe

c) 0: None, 1: Minor, Moderate, 3: Severe

d) 0: None, 1: Minor, Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

2:

Markedly alert
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Appendix 2-200

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Satellite group, Week 2 of administration)

Dose

(mg/kg): 1000

open field observation

R-1134

Parameter

Animal number (4113-4122)

Increased alertness,

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0

Gait e) ¢} 0 0 0 0 ¢} 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing 10 13 8 9 9 6 5 7 8 4
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1:

b) 0: None, 1: Minor, Moderate, 3: Severe

c) 0: None, 1: Minor, Moderate, 3: Severe

d) 0: None, 1: Minor, Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

2:

Markedly alert
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Appendix 2-201

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Satellite group, Week 3 of administration)

Dose

(mg/kg): 0

open field observation

R-1134

Parameter

Animal number (1113-1122)

Increased alertness,

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0

Gait e) ¢} 0 0 0 0 ¢} 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing 4 7 7 10 9 9 7 7 4 5
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1:

b) 0: None, 1: Minor, Moderate, 3: Severe

c) 0: None, 1: Minor, Moderate, 3: Severe

d) 0: None, 1: Minor, Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

2:

Markedly alert
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Appendix 2-202

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Satellite group, Week 3 of administration)

Dose

(mg/kg): 1000

open field observation

R-1134

Parameter

Animal number (4113-4122)

Increased alertness,

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0

Gait e) ¢} 0 0 0 0 ¢} 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing s 13 9 6 11 10 7 10 11 5
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1:

b) 0: None, 1: Minor, Moderate, 3: Severe

c) 0: None, 1: Minor, Moderate, 3: Severe

d) 0: None, 1: Minor, Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

2:

Markedly alert
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Appendix 2-203

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Satellite group, Week 4 of administration)

Dose

(mg/kg): 0

open field observation

R-1134

Parameter

Animal number (1113-1122)

Increased alertness,

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0

Gait e) ¢} 0 0 0 0 ¢} 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing 6 12 9 9 6 10 4 13 8 3
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1:

b) 0: None, 1: Minor, Moderate, 3: Severe

c) 0: None, 1: Minor, Moderate, 3: Severe

d) 0: None, 1: Minor, Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

2:

Markedly alert
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Appendix 2-204

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Satellite group, Week 4 of administration)

Dose

(mg/kg): 1000

open field observation

R-1134

Parameter

Animal number (4113-4122)

Increased alertness,

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0

Gait e) ¢} 0 0 0 0 ¢} 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing 8 14 8 5 g8 11 8 8 7 8
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 1 0 0 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1:

b) 0: None, 1: Minor, Moderate, 3: Severe

c) 0: None, 1: Minor, Moderate, 3: Severe

d) 0: None, 1: Minor, Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

2:

Markedly alert
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Appendix 2-205

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Satellite group, Week 5 of administration)

Dose

(mg/kg): 0

open field observation

R-1134

Parameter

Animal number (1113-1122)

Increased alertness,

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0

Gait e) ¢} 0 0 0 0 ¢} 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing 4 12 9 g 11 13 3 10 15 3
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1:

b) 0: None, 1: Minor, Moderate, 3: Severe

c) 0: None, 1: Minor, Moderate, 3: Severe

d) 0: None, 1: Minor, Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

2:

Markedly alert
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Appendix 2-206

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Satellite group, Week 5 of administration)

Dose

(mg/kg): 1000

open field observation

R-1134

Parameter

Animal number (4113-4122)

Increased alertness,

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0

Gait e) ¢} 0 0 0 0 ¢} 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing g 12 7 6 11 10 11 8 9 6
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 1 0 0 0 0 0 0 0 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1:

b) 0: None, 1: Minor, Moderate, 3: Severe

c) 0: None, 1: Minor, Moderate, 3: Severe

d) 0: None, 1: Minor, Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

2:

Markedly alert
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Appendix 2-207

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Satellite group, Week 6 of administration)

Dose

(mg/kg): 0

open field observation

R-1134

Parameter

Animal number (1113-1122)

Increased alertness,

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0

Gait e) ¢} 0 0 0 0 ¢} 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing 6 10 7 9 8 8 4 9 9 5
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 1 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1:

b) 0: None, 1: Minor, Moderate, 3: Severe

c) 0: None, 1: Minor, Moderate, 3: Severe

d) 0: None, 1: Minor, Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

2:

Markedly alert
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Appendix 2-208

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Satellite group, Week 6 of administration)

Dose

(mg/kg): 1000

open field observation

R-1134

Parameter

Animal number (4113-4122)

Increased alertness,

Arousal a) 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 o] 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0

Gait e) ¢} 0 0 0 0 ¢} 0 0 0 0
Posture f) N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0
Rearing 2 10 5 4 7 11 10 8 8 7
Defecation count 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1:

b) 0: None, 1: Minor, Moderate, 3: Severe

c) 0: None, 1: Minor, Moderate, 3: Severe

d) 0: None, 1: Minor, Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

2:

Markedly alert
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Appendix 2-209

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:

(Week 1 of recovery)
Dose (mg/kg): 0

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

open field observation

R-1134

Parameter

Animal number (1008-1012)

Arousal a) 0 0 0 0 0

Convulsion b) 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0

Stereotypy d) 0 0 0 0 0

Gait e) ¢} 0 0 0 0

Posture f) N N N N N

Grooming g) 0 0 0 0 0

Rearing 6 4 4 9 8

Defecation count 0 0 0 0 0

Urination h) 0 0 0 0 1

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-210

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:

(Week 1 of recovery)
Dose (mg/kg): 1000

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

open field observation

R-1134

Parameter

Animal number (4008-4012)

Arousal a) 0 0 0 0 0

Convulsion b) 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0

Stereotypy d) 0 0 0 0 0

Gait e) ¢} 0 0 0 0

Posture f) N N N N N

Grooming g) 0 0 0 0 0

Rearing 6 3 3 2 3

Defecation count 0 0 0 0 0

Urination h) 0 0 0 1 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-211

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:

(Week 2 of recovery)
Dose (mg/kg): 0

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

open field observation

R-1134

Parameter

Animal number (1008-1012)

Arousal a) 0 0 0 0 0

Convulsion b) 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0

Stereotypy d) 0 0 0 0 0

Gait e) ¢} 0 0 0 0

Posture f) N N N N N

Grooming g) 0 0 0 0 0

Rearing 4 2 3 5 6

Defecation count 0 0 0 0 0

Urination h) 0 0 0 0 1

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-212

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in male rats:

(Week 2 of recovery)
Dose (mg/kg): 1000

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

open field observation

R-1134

Parameter

Animal number (4008-4012)

Arousal a) 0 0 0 0 0

Convulsion b) 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0

Stereotypy d) 0 0 0 0 0

Gait e) ¢} 0 0 0 0

Posture f) N N N N N

Grooming g) 0 0 0 0 0

Rearing 2 3 3 o] 2

Defecation count 0 0 0 1 0

Urination h) 0 0 1 0 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-213

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Week 1 of recovery)
Dose (mg/kg): 0

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

open field observation

R-1134

Parameter

Animal number (1118-1122)

Arousal a) 0 0 0 0 0

Convulsion b) 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0

Stereotypy d) 0 0 0 0 0

Gait e) ¢} 0 0 0 0

Posture f) N N N N N

Grooming g) 0 0 0 0 0

Rearing 7 6 13 12 5

Defecation count 0 0 0 0 0

Urination h) 0 0 0 0 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-214

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Week 1 of recovery)
Dose (mg/kg): 1000

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

open field observation

R-1134

Parameter

Animal number (4118-4122)

Arousal a) 0 0 0 0 0

Convulsion b) 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0

Stereotypy d) 0 0 0 0 0

Gait e) ¢} 0 0 0 0

Posture f) N N N N N

Grooming g) 0 0 0 0 0

Rearing 7 8 7 6 6

Defecation count 0 0 0 0 0

Urination h) 0 0 0 0 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-215

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Week 2 of recovery)
Dose (mg/kg): 0

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

open field observation

R-1134

Parameter

Animal number (1118-1122)

Arousal a) 0 0 0 0 0

Convulsion b) 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0

Stereotypy d) 0 0 0 0 0

Gait e) ¢} 0 0 0 0

Posture f) N N N N N

Grooming g) 0 0 0 0 0

Rearing S 6 10 14 4

Defecation count 0 0 0 0 0

Urination h) 0 0 0 0 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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Appendix 2-216

dimethyl glutarate by oral administration in rats

Individual detailed clinical signs in female rats:

(Week 2 of recovery)
Dose (mg/kg): 1000

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

open field observation

R-1134

Parameter

Animal number (4118-4122)

Arousal a) 0 0 0 0 0

Convulsion b) 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0

Stereotypy d) 0 0 0 0 0

Gait e) ¢} 0 0 0 0

Posture f) N N N N N

Grooming g) 0 0 0 0 0

Rearing 7 9 7 5 6

Defecation count 0 0 0 0 0

Urination h) 0 0 0 0 0

a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount
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R-1134
Appendix 2-217 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual manipulative test of male rats (Week 6 of administration)
Dose (mg/kg): 0

Animal number (1008-1012)

Parameter 0000000 m-----mmm-mm—m—o-o—o-o---
8 9 10 11 12
Auditory response a) 0 0 0 0 0
Approach response b) 0 0 0 0 0
Touch response c) 0 0 0 0 0
Tail pinch response d) 0 0 0 0 0
Pupillary reflex e) P P P p P
Aerial righting reflex
(Total score) 0 0 0 0 0
Landing foot splay (mm) 53 69 54 69 100

a) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

d) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds
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R-1134
Appendix 2-218 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual manipulative test of male rats (Week 6 of administration)
Dose (mg/kg): 100

Animal number (2008-2012)
Parameter e e

Auditory response a) 0 0
Approach response b) 0 0
Touch response c) 0 0
Tail pinch response d) 0 0
Pupillary reflex e) P P
Aerial righting reflex

(Total score) 0 0 0 0 0
Landing foot splay (mm) 42 52 83 71 66

a) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

d) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds
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Appendix 2-219

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats
Individual manipulative test of male rats (Week 6 of administration)
Dose (mg/kg): 300

R-1134

Parameter

Animal number (3008-3012)

Auditory response a)
Approach response b)
Touch response c)

Tail pinch response d)
Pupillary reflex e)
Aerial righting reflex
(Total score)

Landing foot splay (mm)

g o o o o

0

102

0 0 0 0
o] 0 0 0
Y] 0 0 0
0 0 0 0
P P P P
0 0 0 0

52 67 72 60

a) -2: None, -1: Weak,

0:

Normal,

1:

Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction
¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

d) -2: None, -1: Weak,

0:
e) P: Pass, both, F: Failed, neither,

Normal,

1:

Exaggerate
L: Left pupil responds,

R: Right pupil responds
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R-1134
Appendix 2-220 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual manipulative test of male rats (Week 6 of administration)
Dose (mg/kg): 1000

Animal number (4008-4012)
Parameter e e

Auditory response a) 0 0
Approach response b) 0 0
Touch response c) 0 0
Tail pinch response d) 0 0
Pupillary reflex e) P P
Aerial righting reflex

(Total score) 0 0 0 0 0
Landing foot splay (mm) 62 88 83 79 87

a) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

d) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds
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R-1134
Appendix 2-221 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual manipulative test of female rats (Main group, Lactation day 4)
Dose (mg/kg): 0

Animal number (1102-1112)
Parameter e e

Auditory response a) 0 0
Approach response b) 0 0
Touch response c) 0 0
Tail pinch response d) 0 0
Pupillary reflex e) P P
Aerial righting reflex

(Total score) 0 0 0 0 0
Landing foot splay (mm) 77 27 60 45 38

a) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

d) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds
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R-1134
Appendix 2-222 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual manipulative test of female rats (Main group, Lactation day 4)
Dose (mg/kg): 100

Animal number (2102-2112)
Parameter e e

Auditory response a) 0 0
Approach response b) 0 0
Touch response c) 0 0
Tail pinch response d) 0 0
Pupillary reflex e) P P
Aerial righting reflex

(Total score) 0 0 0 0 0
Landing foot splay (mm) 27 40 60 53 40

a) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

d) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds
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R-1134
Appendix 2-223 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual manipulative test of female rats (Main group, Lactation day 4)
Dose (mg/kg): 300

Animal number (3101-3108)
Parameter e e

Auditory response a) 0 0
Approach response b) 0 0
Touch response c) 0 0
Tail pinch response d) 0 0
Pupillary reflex e) P P
Aerial righting reflex

(Total score) 0 0 0 0 0
Landing foot splay (mm) 47 80 40 85 44

a) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

d) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds
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R-1134
Appendix 2-224 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual manipulative test of female rats (Main group, Lactation day 4)
Dose (mg/kg): 1000

Animal number (4101-4111)
Parameter e e

Auditory response a) 0 0
Approach response b) 0 0
Touch response c) 0 0
Tail pinch response d) 0 0
Pupillary reflex e) P P
Aerial righting reflex

(Total score) 0 0 0 0 0
Landing foot splay (mm) 42 35 68 25 45

a) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

d) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds
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R-1134
Appendix 2-225 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual manipulative test of female rats (Satellite group, Week é of administration)
Dose (mg/kg): 0

Animal number (1118-1122)
Parameter e e

Auditory response a) 0 0
Approach response b) 0 0
Touch response c) 0 0
Tail pinch response d) 0 0
Pupillary reflex e) P P
Aerial righting reflex

(Total score) 0 0 0 0 0
Landing foot splay (mm) 37 56 39 98 33

a) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

d) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds
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R-1134
Appendix 2-226 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual manipulative test of female rats (Satellite group, Week é of administration)
Dose (mg/kg): 1000

Animal number (4118-4122)
Parameter e e

Auditory response a) 0 0
Approach response b) 0 0
Touch response c) 0 0
Tail pinch response d) 0 0
Pupillary reflex e) P P
Aerial righting reflex

(Total score) 0 0 0 0 0
Landing foot splay (mm) 45 76 59 78 91

a) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

d) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds
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R-1134
Appendix 2-227 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual manipulative test of male rats (Week 2 of recovery)
Dose (mg/kg): 0

Animal number (1008-1012)

Parameter 0000000 m-----mmm-mm—m—o-o—o-o---
8 9 10 11 12
Auditory response a) 0 0 0 0 0
Approach response b) 0 0 0 0 0
Touch response c) 0 0 0 0 0
Tail pinch response d) 0 0 0 0 0
Pupillary reflex e) P P P p P
Aerial righting reflex
(Total score) 0 0 0 0 0
Landing foot splay (mm) 36 45 52 96 103

a) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

d) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds
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Appendix 2-228 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual manipulative test of male rats (Week 2 of recovery)
Dose (mg/kg): 1000

Animal number (4008-4012)

Parameter 0000000 m-----mmm-mm—m—o-o—o-o---
8 9 10 11 12
Auditory response a) 0 0 0 0 0
Approach response b) 0 0 0 0 0
Touch response c) 0 0 0 0 0
Tail pinch response d) 0 0 0 0 0
Pupillary reflex e) P P P p P
Aerial righting reflex
(Total score) 0 0 0 0 0
Landing foot splay (mm) 63 88 117 68 114

a) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

d) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds
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Appendix 2-229 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual manipulative test of female rats (Week 2 of recovery)
Dose (mg/kg): 0

Animal number (1118-1122)
Parameter e e

Auditory response a) 0 0
Approach response b) 0 0
Touch response c) 0 0
Tail pinch response d) 0 0
Pupillary reflex e) P P
Aerial righting reflex

(Total score) 0 0 0 0 0
Landing foot splay (mm) 28 58 47 86 59

a) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

d) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds
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Appendix 2-230 Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of
dimethyl glutarate by oral administration in rats
Individual manipulative test of female rats (Week 2 of recovery)
Dose (mg/kg): 1000

Animal number (4118-4122)
Parameter e e

Auditory response a) 0 0
Approach response b) 0 0
Touch response c) 0 0
Tail pinch response d) 0 0
Pupillary reflex e) P P
Aerial righting reflex

(Total score) 0 0 0 0 0
Landing foot splay (mm) 62 68 66 54 78

a) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

d) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds
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Appendix 2-231

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual grip strength of male rats

(Week 6 of administration)

R-1134

Dose (mg/kg): 0
Animal Fore limb Hind limb
number g g
1008 1347 922
1009 1043 870
1010 1728 1183
1011 1307 1023
1012 1662 1072
Mean 1417 1014
S.D. 280 124
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Appendix 2-232

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual grip strength of male rats

(Week 6 of administration)

R-1134

Dose (mg/kg): 100
Animal Fore limb Hind limb
number g g
2008 1321 868
2009 1811 1059
2010 1685 827
2011 1808 1284
2012 1920 1377
Mean 1709 1083
S.D. 232 245
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Appendix 2-233

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual grip strength of male rats

(Week 6 of administration)

R-1134

Dose (mg/kg): 300
Animal Fore limb Hind limb
number g g
3008 1970 1146
3009 1545 1134
3010 1388 1127
3011 1361 1016
3012 1952 1134
Mean 1643 1111
S.D. 299 54
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Appendix 2-234

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual grip strength of male rats

(Week 6 of administration)

R-1134

Dose (mg/kg): 1000
Animal Fore limb Hind limb
number g g
4008 1443 931
4009 1472 1121
4010 1162 945
4011 1725 1095
4012 2017 1476
Mean 1564 1114
S.D. 322 220
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Appendix 2-235

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual grip strength of female rats

(Main group,

Lactation day 4)

R-1134

Dose (mg/kg): 0
Animal Fore limb Hind limb
number g g
1102 1310 659
1103 1130 720
1104 1206 775
1108 1514 967
1112 1535 1158
Mean 1339 856
S.D. 181 205
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Appendix 2-236

Combined repeated dose toxicity study with the reproduction/developmental toxicity screening test of

dimethyl glutarate by oral administration in rats

Individual grip strength of female rats

(Main group,

Lactation day 4)

R-1134

Dose (mg/kg): 100
Animal Fore limb Hind limb
number g g
2102 1633 883
2103 1427 814
2104 1581 721
2105 1552 788
2112 1197 804
Mean 1478 802
S.D. 174 58
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