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AR R & RBRIGITIC BT 2 REMRE TR OE RO B IZ DWW TR A B
IR - AT AR EERMFETHER CEDELERRE RS ER YY) b —F
oA - THEL., ZORELZRET D,

10



R-1261

3.14 HEREEEOESL

I > - s

KSR VY —F k¥ — HEGHER

11



R-1261

4. EH

RTUNFXT T v a— WIS, 100, 300 L1000 mg/kg D5 & T
Sprague-Dawley & SPF 7 » & (ZCEIHE & U CHERER 12 PC/RE, HEICIZRBE 2T D7
FEAZELRE & U TR BREE ) OY 1000 mg/kg BEIZA 10 PE&IBN) OREZIXAECHT 14
AR 2 22 B 28 L CHMATH £ T (42 B . ZSBECAREMEC 13 2CERRT 14 B R
I Z AR EC I R OV R AR 23 U C#2 7L 13 B £ T (50~64 B RE)) | FEAHEAEMEIC (X
42 Hi., WAl AEE L, KERSGHEEROVEFREEBEL R Lo, Bio, ARkt
FERE K TN 1000 mg/kg BED —H OBV (FE 5 VT & FEAEIAEME 5 PC) (2 D>WTIL, 42 H
MG L% 14 A OREIMZ#T. SHEEo it 2Re Lc, i, BHAK
SFRBEICITE R CTH D a— v lmad ks L,

4.1 REEEEMH
WTROBESEICBOWTHLRETEMITA LT, —IRE, M2 — SR eE 2,
FerEf AL, BD, BREHE, KE, SEE, LERFHRA, WFFRLEN(THED

FIRRAE N R B AR PR A 11, KB E RGO ZBITRD ko T,

1000 mg/kg i TlE, HETHR G THRICIRIZEED GELN | 5/ THRIZ BUN, ALT
K OWTIRE & O S E AR O Hiv, IERREEME T ALT X O E & O & E. ZBEF T
R E & O @ ENRD v,

300 mg/kg BETIE, RECHEME TG & TRHICHTIRE & O ®MES &2 vz,

B 44 T2 1000 mg/kg BEDOMECTRIZGE O SMEAR O b vz, 14 H M o E1E H
MIZ&k Y, ZoMOZbiFTHEE L, BHEMENRD bitl,

4.2 HEXESMN

BEHONTNOREICB N TS, BRYEERGIZI 2B IR NRN T,
IHEY) TiX, 1000 mg/kg FECHERED A% 13 H OKREN NIZAE 4~13 H OB OIE
BN ICERESRO S, HEHAEARORRBEEOSMENRD b,

INHORERNG . ARBREM T TR, AEBRWE ORER G BT 5 B
B OEEEE T, ETHTRY 300 mg/kg, METWI I E 100 mg/kg & HIWr L7,
— ., EEBABHEICHTIEBEEELOCESEEE L., WL BEBIY TIX
1000 mg/kg, "E2EY TIL 300 mg/kg & HIWT L 7=,
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(CERE234E3 A4 31 H @ AT 03314 8 5. FERk23-03-29 5% 6 5. B
FEE 110331010 7))

5.2 EHEBRAAI T4
. [T AL S E S TR DB O B HOWT - A2 W5 ME R 3k -
AR B AR T OF B R
(R 2343 H 31 AATIT3EER 0331 55 7 5EATBHAE EERE N FE. K23
03 - 29 BJFHE 5 SRRFEXEREEE/HE., RMAARE 110331009 5REA B
AREBCR R R4 @A) (REKE : SfceE7H 1H)
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o [BWMOEEROVERIZET 5L
(BZFn 48 42 10 H 1 HiEA% 105 &)
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6. HEBRMHRUAE
6.1 RER M E R U R
6.1.1 WERME

R E X R AL TEMRAX SIS GMP F T SN2 oWfERICES LT
DOifHE & bITHEA L, £72, BEBRAANIRARIN A X7 MLVORIEIZ XV Rtk
NHER I TW5 (Attachment 1)

Wit - I

E2yi FFI v F %7 (KPR : DDOR)
e GH 44 PR Dodecyloxirane

g2 12-2RF> T N TTh

CAS &= 3234-28-4

BN RERE S (2)-220 ({b5&1E)

A 1 AT R M

_(CHy)11CH3
0]

772 C,4H,50

o 212.38

i) I 0,395 R AR

W L/ i i 96°C/0.05kPa

b E : 0.84

By & y

ANF& : 1,500 mL

fEE (GC) 97.8%

RAESRAE e, WA, Bhim, =R E

R A7 15 R[RERMICANERLE L, HEEN (5725
1°C~10°C) 21T

B4 EoEE VEES OWMK % +5712AT v, v~ A7 | REIRBE, (R#ETF
WEOMY) 2 RHEEZER L, BEOBEMAER <, By
WX, B, ASFEEZRIEN, I DBVWET D,

RAES T P BR W) B AR AT = K OV SR ) B i L =

7 E MR BeHEMMKE TRICKASHER Y VS —FT 8 ¥ — HE
SHFZE AT TR E O FRAWUL A X7 b v % TR
L7 3R B 5 IR BRARRTICHERR L7 A= 7 b L LT
FETH Y ZEMICIEIL 22> 7= (Attachment 2) .

PR A7k RMER 1 g ZRAFRELE L TRAE L T,

B 4% h O LB ER% ORI THREEL,
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6.1.2 LRV
£ T D oa— L ilE
Bk : AEEFH
A =T — D B ET AV SRR A S

7y M (AR
: CAR2149 (20244 12 H 4 H) J O SKP4098 (2025 4

10 H 8 H)
RIS c SR
RIS T D BB E R

E o BERIE. ARBRICHESI - CTHEBELE TRTF USRI T o B ROV EMER BRI NS
GCEZ AW WHBRIE P IREREENY F—y a v O ESRER (B a— ) |
(MRESHARY I —F v 2 — RBRES : A-3221) Vg T, a— P Tomwk
BB OLZEMRICEHFRERI G OLNTWNEZ D, a—ila®IRL 72,

6.2 BEEAR R UNHR BR % oD R
6.2.1 LR Y NHHE
6.2.1.1 B A A
a—rihEZOEERAWE, BEERSBEEORGIZH WS BRI, WRYE 2 B0 5
IANZ 1 HRES T OB E T 7 AT HIE LT,

6.2.1.2 RExH
AT B4 50 & L Cor il L e BRI BRI & R U 2R fF T IRAF LT,

6.2.2 R AOHE!
6.2.2.1 SRR AL
ST EmHERRZFAM L, PR OMEH SRR S B 2 SR CRERE IS AR L
T L7z, JRFIEZ LI TICRT,
<M E#®R (200 mg/mL) >
1) #BRWEZERICE LK, WEEZE— T —ICHFRLT,
2) ZHICHEE (WBRYELIZIFERE) OBKREZINZ TEM Lz,
3) R A AL A —ITB LT,
4) REmmEART2, 3EPEN., TOREH A RATY X —IZ AT,
5) BMEREZMACHIERE L%, 7y 7 CTHEZ L CEERML, @ HERKE Lz,
6) Thrab—A—IZBL. PHEFKOMMIIVNERELZ A XY X —IZ8RILL
Tete, B0 &2 1 HRES T OWEOT 7 ZAfRICHE LT,
< HE#FE (60 mg/mL) >
1) BmU7-EmMHERRZ AT 103 5AR 3 mL>10 mL OFG) Lk, 7 v
TTEZLCEHENRML, PHERRKE L,
2) ENEE—A—IZB L, BRHEFKOREICVNEREL A ALY U —ITHILL

15
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Tete, BV &2 1 HEST OWEO T 7 Ao E LT,

<IEM &K (20 mg/mL) >

1) BELUEPHERERZHEETIEARN (1 mL-3 mL OFE) Lk, 7y 7T
Hx L CEIENR L, (MHERRKE LT,

2) Ehzb—h—IZB L, | BLESTO\BET T A I HoE LT,

6.2.2.2 RREE
BRTHS 2L CHR L, #i% 7 BUANICER L=,

6.2.2.3 RESEH
Bk G - 1°C~10°C) RfFE LT,

6.2.2.4 TEMN

AR VY —F 2 —ICBWT, RT VLA Fx 7 (v vy &5 OPEHE)
D 1 KT 200 mg/mL #K (BAK : 2 —00) I8 ET 7 2T (1°C~10°C) 8 H
MR AT £ R 24 R O Z EVEN TR ST % GRERE 5 A-3221", Attachment 3),

6.2.3 EER B DDA
IR 5 B OV O e e e 5 L 72 KR E O BRIR ((EEOEFTH» 544 10 mL
W) ICoWT, SR Y VY —F ¥ — WEBBHFEFIC I A e~ L7
77 (GC) EIC XV REREZ FEh Lz, 72k, #MEEGICHEH LegiRkic>nT
X, BHHBRNC T 21T o 72, TOME., KFIRIERIZE T D 8ERYE IR IE O £ H
WZXET 2 EIAIEL 97.0%~103.0%TH D . Wi b il (REFFAHMA  £REIC
R BHEE 100% £ 10%) ZW7- L2 &b, WRIEORBEICRIBEIZ 2o 72 &
HWr L7z (Attachment 4) . 728, KPEEITIHRASHR Y VS —F o % — #HE
BAFRFIC TR LN T —va VRBR OIS FETHDL (RBRE S
A-3221) V. SHTEOEN & LU TFICR L,
1) WESRYE

RFEULAXT T
2) fRYEME

WERE S — B L7 b D&Y E L LT LT,

A R D KTV R T
i - I
1RAF T L WRMERAFER O SHTE

3)  HE SRR B
BEBRIR & SRR AN L7 t% . BEMEAIC n=3 TEILL. LA TFORICHEWRIE R
BE A FIRFICRE L 72,
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- 1 RAR 2 AR
BRI mma | oeww |VERRE) wsw | mmes
(mL) (mL) (mL) (mL)
20 1 20 1 20 400
60 1 100 2.5 30 1200
200 1 100 2.5 100 4000
Wi 7' b
4) GCY AT A
BEER A M OV A —7—
GC HP6890N
I AEY e G2613A . .
T—FHo 75 LA G2614A Agilent Technologies Inc.
T A T b GC ChemStation G2070AJ
5) GC &S
VRN : HP-1 (0.32 mm [.D.x30 m, f&/Z 0.25 pm,
Agilent Technologies, Inc.)
F—7 RE : 140°C (Hold 1 min) —210°C (10°C/min, Hold 2 min)
TF—F (EAKFKN) 2TV v b
27U v b : 201
TN R : 200°C
XY UT HA : He
mEE— D AR R T7BE—F—F
it B : 2.00 mL/min
R H A= : Flame ionization detector (FID)
fe H i I : 230°C
H, it & : 45 mL/min
Air Jit & : 360 mL/min
AA 7T v TUE (N,)
30 mL/min
EA & : 1 puL

6) HE R R OMRGE
(1) FHEAKROCENE
FEALOCHHEL LEETLHRII RN,
(2) RABEEENS ORBE NERBREOGBHEMEICHKELZ 52X 5FS
B EBRAARTICEHME L 72 > A7 LGP O R FITH E R AEZ W72 LT,
AERET I E D D O L CHER ROEEMEICKEL B D FRIT R o7,

17
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6.3

= T DY e i

ABRRRURBORREH
FERRT A FTA C LV T o EHOERBRALE L SN T05, 7 M

AREBICES Vo THY ., ZoRBRIEHINLERZMDOT v |k

FREN LSO, BERERNSE THDL Z L bER LI,

6.4

ABRBYRUVES T

)W) T

A

feAa

NGB

LN

s - L3

P 5- B 4 1R 3 n

flEh 2k :
% - BIAL IR b oo Bl 5%

HELEN ) D E IR

7 v ~ (SPF)

Sprague-Dawley (Crl:CD(SD)]

AARF ¥ — LA - UNR—&th, EREET R Z —
7 18 fin

ME 56 DL, M 82 T

22 HH

10 3 fn

HE 48 DL, Mt 68 T

EEMIZOWT, KEAE (5SFE: BME 1, 3 B, LIk
O TR ERORE T A) | ASEKR RSN R, REEIR
He. BB ATEN K OB O BoE 7 & o — Rk iEE 22 (1
Bl/H) Z9%0 L7c, M —poREosls GEMX
6.122 HZ M) ZMEH 7%, B £ ToOMMICE
L7z (1| o B2, HESIMmE IR T, B0 Al E
TIZEENORER O (1 1) ROREAEOB L (1
B]) % 32hE U, IR BIRRE T 1% B0 0 Al E TR
ZEREL CHEM 27 GEMIX 6.12.5THSMR) |
Ry - BIEIIR B o — R iE . FEM 722 — R o Bl 52,
AT HDP DR HE CORBEHERS BROMBRE R KL
OWEJE ) (B 6~19 Hoo 14 BRE) IC®RERRL, M
RAICE L TZRERHTHDL Z L 2L LE L EHEES
2 HNDEW A BRI LT,

FRICRLEFIETERIN L 2O 5 b, (KEIN (B
W E DR E~FE TR ORE) MIEFH 72 B & B
MH (BEHBETH) ORBEIZE ST, FHOFEHIRK
HNTELETHEERDLIHDICHT T EZITo . 8
DOEfFFIZaryva—F 2 HWnWizT ey 772 Ak
WXV To7e (Tuy Z7EREICEID LERBEZR L,
AR N OBEN O IRE 5 2 BAEAIZHY T) .

P 5- B hr I 0D 1A E 0D 28 B i DA

HETX 351 g~424 ¢ CE¥)iE : 383 g) . MEiX 211 g~280 ¢
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R E A O L TE

®1. 08

(CE¥fE : 251 g) THO ., MEZNZEN FEHEED
+20% LN TH - 7=,

BB OFRIRSG M 2T 72 U CARE & 72 - 72 12 PUiX
RE TR EN Y (AEENY) & L TRkl E L, REEE
B OB T Liztk, 2020 412 A 2 HIZHRBEM S
b4 LT, 2 oMo a® ol 8 T, 2 PT (1M )E
B X, BEUT O 2020 45 10 A 28 HIZEERD B BR
STz, 7ok, R OERIN SN -BEW T, B PR
MicgE L,

907 5 KV 908 F =, g - B IR I & (K -
907 5=, Mt : 908 B=) ICNAE L., HoTRITEHE
2HELTINAELEZ (R 1BH)
ZOEYIRY IR (BENTHk)

fHEES

907

908

{48

M

M

i3

i3

;Y&

1001~1007
2001~2007
3001~3007
4001~4007

1101~1107
2101~2107
3101~3107
4101~4107
5101~5105
6101~6105

1008~1012
2008~2012
3008~3012
4008~4012

1108~1112
2108~2112
3108~3112
4108~4112
5106~5110
6106~6110

R
GEBSRLAES
B EIE

23°C £ 3°C
50% + 20%

1 B[ 10~15 [8]

i 1]
e

= VIR ILEL

i 15}

1 B 12 Ff (07:00~19:00)
K (a7 4032 AN KAt 770~ vy N EE

2019-10,

15T023061) % AN/ ST AF v 7 Fr—

(W440 x D275 x H180 mm : BRI AR 5)
AT BRES T E T Rtk 2L/ —
BEX T LARE 5 MEREE & 108/ —
RELH HERE 1 VS EE 2 DL/ —
IR AT ; 3L 13 BT 1AL/ — Y

HEETIN

[ AR B CRF-1 (y BRI . AU = Z VEERE TR K
2. vy FES 200305, 200520) A AT 2 L A
EARICANTHHRICERSE T,

G T AKEKE BB KEEICL Y ARICERS
NEA
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Rz U vyF AL b
M ERETEESORFHICE > T OE REREZ Y v F
A hNrH 2T,

6.6 g, RERUESHKFDEAYME
TROBAMEIZET D20 R EEOCRRENEENTHL Z L E2EER LT,
o RO M HEZE (Burofins Food and Product Testing, ffiid4m v 1)
o IRWMOgpHEEE (—REFEANBARES S & —, fiiideo v 1)
o KEIEICHER L 2 KE O RiEE (ZiltsT v 7 RSt 4 4 18)

6.7 1 DA

/NEY ] BAR D BN SN NEH ERE 2 ARMERICEE L. 2O
#Fa AR O AR L LT,
% DB T RRIE, BB, MER OB OMEEA X TE D X

I, AMTOETEEIY YT (2 LOE3 OHERKS
) o AR OWTITAER 13 HOERERERIZ, B
W E ST TR Z R T T L7 7 Xy b (HEX M,
MEX F) | RIERNE S Z2RT 240 A RE S 2 (KEH
ENEZ BT, Witk 7 K D58 CTRkAI L 7=,
=7 L CBESTHR. BB —DIIRBRERE (B Jliceasd
LIicr = 0L, RE S, ZRERK., &5
&, Nl BE S, HiEE S, ST ER (BEAOVIE
RECHEOME) | RS A (RECHE O MERE) K OV A
(RECREDOME) ZHAFE L=, 77— 7 LD EIZIXER
Fedr, MER K ONH R 5 D A% R L, sl 72 — IR AE
DB BEERAE D 2 VIZEDREREICIZ, F—Y I
NEHER L THEE~ORGEOHERZHIR L7,

6.8 BERR., R5HME. #E5ERHBRVERESRBE Th o DERER
FBHERBRATA BT A4 20, B5REIT, BO&5 28R U, £58EE, &
HR¥E LT, RECHEMERE & B ICAQECRT 14 B, EIS, MEIIACHECBRAARE 28 B, M
XA M ORI 28 L CRAL 13 B E TL LOIEREREOMET 42 HW & L7z,
BHEREIIKERGHRBR T ENIIThbTWd 1 H1[E (7H/E) & L7,
EE &L, 42 BRI OB GHMAK T Lok, B E &5 ICEK L-2o i
PR RN QN BB MESE IO WTBIE T 5720, 14 BRI ORIEHIRM 2 3% T 7=,
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6.9 BE5AE
BE BT, TolEOROREITB T R BHEROKRE L LT,
BEARBIZSmLkg & L, ZVXR T AE Y T &2 A0 THRBRIE 2 B NI RETRE D
Beh Ul (BERFRTE) , 2720, BERBCOBERT CTHoTHBE, DIBROKT 255
o> THEEGZIT o 7o, BRI IRBEICITEE (2—0h) 2RSS Lz, 8T Eo
Fe G (F/RHAL 0 0.1 mL) (XEITOREZ EAEICHEH LT,

6.10 HEERUVHERK

P 5-#1% 100, 300 %X TY 1000 mg/kg @ 3 &L L, RBREEIT 2 o 0 HEREICEK
STHRREAZ N Z 72 4 BERERR & L7, 1 BEN 720 OBMMERII B 21T ) SREREE L CHRE
THERES 12 DT, ZRHL L 72 WIEASELRE & U Ak BRAE & OV A BB OIS 10 B & L
T=o 72B. BHAKHREE R YR A ERHCRIT D0 SPC, FERBLEEOMED 5 PLIX, Hk
B T ALARE, [EE & Lz, B E R 2 L OE 3I1TRT,

® 2. BEA (5

) p5 R R | 5 A3 B B
AR (me/ke) e wE | BHETRHIEEE | BEE T R R
(mg/mL)|(mL/kg) |Eh#n% | B |8l BimE s
I A Sk HR 0 0 5 7 1001-1007 5 1008-1012
1K & 100 20 5 12 |2001-2012
& 300 60 5 12 |3001-3012
= & 1000 200 5 7 4001-4007 5 4008-4012

& 3. BER ()

w5 WK | &5 A3 B B A B BE
R A (mg/lf';‘) e e | BER TR | RSET RSB | BIEKT RN R
(mg/mL)|(mL/kg) |8k | BimES (8wl 8iwEs |8k 8imEsS
LA S TR 0 0 5 12 | 1101-1112 5 5101-5105 5 [5106-5110
0 H & 100 20 5 12 | 2101-2112
& 300 60 5 12 |3101-3112
EHE | 1000 200 5 12 | 4101-4112 5 6101-6105 5 16106-6110

6.11 HEEDHTIRN

ARBROBHEREIL, BICEBLE TFFVAFFv 70 7y bE2HWE 14 B
AR A G HEERER (kG ERERBR) GUBRES  N-R096, F L& : 250, 500
F X 1000 mg/kg. 5 VE/BEME, MASHAR Y U —F o 2 —) | VOEREBEICH
E L, #EBRTAR TIE, 1000 mg/kg DHETHR I L AT B —/LOBIN, #4223
JERKROT VT I VOKTF, IFIREEOHEMAFED Hiv, 250 mg/kg L EO TR I
BB LR~~~ 7 Uy FOEIN, 500 mg/kg UL E O CHNKE & O T, 1000 mg/kg
DM THRIMLERBEFE D MEOE T, REEZLOIFBEEOHMARBO b, —T7,
1000 mg/kg IZB W T HHfEME L BITHETITA LT, —OREE, KRE, B &KX OF M
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IIWBME RS L DL B EELERD NN o7, TNHDI END,
ARBEOBHAERZ, REEXERREFRKICHEERBRT A RT7 400 CGhigbEwE
WZFR B REBR D FIEIZONT PR 2343 H 31 H) ) IR STV S BRERER O i
mEGETHDH 1000 mg/kg ([ZRE L, THEEUTZ ALK 3 TERLT 300 KW
100 mg/kg IZ3%E L7,

6.12 HERUBREDAE
B A OEFICE LTI To@EY & L,
¢ 5-BA 4k H . #& 5 1 H (Day of dosing 1, Day 1)
BHE1HEM»STH . 5 11 (Week of dosing 1, Week 1)
@@%ﬁa(%ﬁma@ﬂa)
: B8 1 H (Day 1 of recovery)
F{E1HM»STH : 18 13 (Week 1 of recovery)
YN AVAE : IER 0 B (Gestation Day 0)
KT H (MPER)
. %L 0 B (Lactation Day 0)
HA R : 4% 0 B (Postnatal Day 0)

6.12.1 —fiRIRAE D ERER

EEWIZOWT, EEHMFIEER 3 (BRI, BSEZLOEE 1~4 FFE%Z .,
7oL, B — R OB FE M B IR GRTE R GEEZO 2 E/H) | BIEREFIX
A 1[E (AT ; 07:00~12:30) |, FM B X 1R GlRoO o0k . ThE
NWAESE., FIROEL, PRt R, 38) | SRERE, BELTCITEIZR &0 —IRIEIC
3 féﬁ%“@ﬁﬁ%:/7~v“%4 RBEE Lz, 2B, BiWE FICRF - CTOFEMRE
2%, EEHM A 1R, &5 2 3 ROES 2 8L M2 —BoRE OB L ¥
Tﬁoho

6.12.2 MG —RREORE., HERE., EARUVEXES=ZDAITE
FEA e — R EBOBIZ T 2B OV T T (B EHIMPIXREY B o 5#%),
T Mo OV 22 B T M 1 3 5 - 401 R i R ORIl 48 BT P A o 1 [, A2 e A o V3 A2 i T i -

P 1B, ZEHIR T ORZREWIIZER A% 6 KON 13 B (R & O

AP FEESNTZE (RESWITER 1, 7. 14 020 B, B IEHEH 6 &
W13 H) IENERITHo T,

FERERA . IBAME LA EHENEIL, SO SIE (FEOHNE S 8~12 F.
ZRBOREME XA BE D S IRIE CEVE S A E WA SPE ) | FERELREME O BENE S 6~10
F) WCONWTTo 7z, HEHIMPIXZEEME CIXizA 13 8 (%5 50~53 H)
OITE GBI TE (5 37 B) (2. [EIE 5 B3 Aok BOEE K O & o i
HEZOWCRIEMMATHE (BE 9 H) K175 7,
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FEAN 7 —OR B O BIE R OB A OBLE - ARG RIZ OV TITEED 5 W\ iT A
a7 b LIcRFRiEE W CRE Lo, £2, &5 AORELM P o@lg, ma &k O
EIL, BIBEICH L TREEREDEREHIR (7714 MMh) L, 81WaE 7 & 4
WHLE L7RIETIT o 7o R LB REHEOWEILT 74 > RME LW TITo 72,

) ZEHMOBRA G REM Z R 41T LT,

x4 HERE, BEHAERVEXEHEMNETERE L - XEHFHBY

UL A St R T 1101, 1105, 1107, 1108, 1111
I H 2 2104, 2105, 2107, 2108, 2112
HhOR B 3101, 3102, 3104, 3110, 3111
= A = 4102, 4103, 4107, 4109, 4111

6.12.2.1 T —ARREOHE

1) 7—YNEIE
RE R BEATE

2) FITF-> ToORIE
=YL OMY LS, BE - KEORIE, R - Boow, RERZEH, R
B PSR RE FTALRE B, B AR AR AR (JRVR. WRIE. LB, BEALES. A IENL) |
N RU T T DN, N R U TREOIE R

3) A—T 74— FNBLE
TERRRE, A BEITE), WEAITE. ST B HREV. 2b BV R
Peittdn (BE#EE, BEIR)

6.12.2.2 HERE
BRI . B G. HbRS . W R e . B S, 22 v iE a5

6.12.2.3 #EHAE
BEFERI A ICHI & i &, CPU #— Y MODEL-RX-5 (7 A4 a—x= =71 v 7K
24t EHOWCHIE R O%EOR D ZHE Lz, BEEAELRO%E S S 2 BT,
FNENEHMEAEE L LT,

6.12.2.4 BHREEERE

EHREICS EHE, EREMH B BED & —NS-AS01 (MX&ftt=a—nu ¥
AT UR) ZHWTHBES&EAZWAE Lo, BUERMIZ | K& L, 10 5RRE D
0~60 43 DI &l 2 £ 5+ L 7=,
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6.12.3 AKERE

HE R OFEAZECREME 1T % 5 1. 8. 15, 22, 29, 36 (V42 HIiZ., [EEEWIXE 2 E
1, 8 XM 14 HIT, REHEMITES 1, 8, 15 K22 H, &40, 7, 14 LT* 20 A,
=30, 4, 7T K13 H, WONZ2EHMITHTR A ICKRELZRE L, £z, &5 M
HORERINE (R OFERBRM : %5 1 B bbb 42 B, QEBEHE : B85 1 B2
DG 15H, IR0 BB 20 H R OHHA 0 H 26835 13 H) KOV EIEHIF A+
OEREEMME (BE 1 B226E1E 14 B) Z2HHE L, SBRTHERoT-REIYMO
BH 0 HOMREXFZIC, FMBIZATAE 58 16 R S E-%, HxaEER
%m%L%MML\%@Mi$W¢(&5@W¢i&5m) WZHIE Uiz, BN
HEEh ) (B 5 2109, 3108) | 4R 25 H Ry ihEhd) (B3 5 2106, 3109, 4101,
4106) Ok A OKREN OB T OMOEEIZFFMOR LR L Lanizn, EE
CIER M H 7o e,

6.12.4 EE=AE

MR OVFEASECREME 1T 5 2. 8, 15, 30, 36 KON 42 HIZ, RIESIXEICEIE 2,
8 KON 14 HIT, AZECHEMEIZH G 2, 8 ROV IS A, #EIR 1, 7, 14 KOV 20 AIFNCHFEL
2,4, TR I3 HICENENEREEALREL, ATH ORREEEE OEND 1 LS O
1 FEEELZRB L, £, SHHOREBEHEE (ML OIERRHM : &5 1 Arb
515 AROEE 1 B6E1E 14 B, QBRHEM : &5 1 B26®&E5 15 A, EkR 0
H#E&%mﬁ&@&ﬂoa#%&ﬂwa)%%mbtoﬁﬁﬁﬁﬁi@m V)
&R OFETH (5 WFE P& EED 14772,

6.12.5 EIREE

ASEREME D 2B OV T, BEBEAN SRR E THEE (T B A B
L7z, R 58RI P OREEAICOWT, 2o A{l ERME SR 5 BG4
FIEOIIE L L, BERB L ORGSR S ROFEYE o R (MEES) | #le
BRIkt T DA MRE 2 R LB O S 27, AR IR IR N O 8
%@ﬁﬂ%%&é@’mz Bt 2 R (P) . M (BE) . BEBH (M)
e OFEfE R IEE] (D) 128 LT,

#xm%% OWNWTIE, REBEOREMRENPORBEETICE LEZAED D WVIEIRE

CHRME R G OEBRRBD N NoT-2 Lo, BERAEITENR LT,
xM%W¢®hf%ﬁi@%%‘%E%kﬁé s, RGOS EHBRICON

MO L LN, IREICIIREBRS TR o7,

6.12.6 REC

AEECHT B GRS T 8% RBCHE O A G HEN OB RE 53 F CHEEZE 1:1 TR
JE S, ER, BAOERIEKD 2 WITESRPICKE F 2R Lo b 02 KRNI & 7
mUllc, FBIEIMEEDr —Y~B T2 LIk 0iTo7z, BB Z 0 H &AL
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TRRETICE LB EZ RO R — LI L2 FERRTIRE 14 AR TH -7z,
SERDSHSL L7 s o Te MEI AR I RS T A 2488k 0 B & fiE LT, —RIRIEDBLZE
AE - BEEERE L ONC&K G 2k L, 25 BRICHBRZIT o7, B, ZRAMALIME
BT OWTIT, BUE LT2ER RIS < 7 — Z 135l 2 & Brok L 72,

6.13 HNBRUVEBEHE
6.13.1 BEIMDERE

RIRRESIMEEN X, IR 21 B O MEEE 25 BOFRTE T 1 B 21\ (4T - F1%) .
OGN RNIZE DK T 2HRT 5 & & HITodikie (RO & OV FE VR oIk
RE) ZEIE LIz, REMME»LDHMET  CREREMEE U, EEMMZ 0.5 B HAL
TRDIZ, B, DK T OMRIL 17:00 £ TE Lz, 0B/ K T LR8I
13 HECHARZHE Y, RED, ERAOEAZEESL L THBERBZBIZ L.
Pl 14 HICRESA A I Uz, (IR 25 H ORI £ T L7230y - 72 4 il o B
Y (B 2106, 3109, 4101, 4106) X, A Y 77 W AMEE T CERIMM%Z, I8
REARD D ORI KV 228 S & FIZ AT > 72, £ ORER., 36 (BHE S 2106,
3109 TN 4101) 1E, BERIFIRO SN2 oo ORELHE LIZ, b0 oD
YRR R O 7 — Z T D RSN Lz, 720 @ 1 6] (B &5 4106) (X FENICHE
IROJEBR GRS Hiclod . IR K O R & 2 Fidk Lz,

6.13.2 HAERDEHE

Bt 0 BICHAERBKOE R ZH 2, A CHERSE Uiz, HERIT DR
NEZEGDARBRFEOAEZAIRMICEBZ L, W2 HE L, HAERIEREZ @EK5]
WWHIE L, BIZATA RF—=U 2 AW, L& S AT O TR £ T o B
(AGD ; anogenital distance, ALPIAZEZSEEREIFERAE) Z & (0.1 mm HAL) L7,
REWICHE S8, ERIZT 7 VIR CTHEHE L THRE LT,

A% 13 B ECT . HBYO —BIREB R C R EOCREITEOA L2 MR LT,
FECRITARTREOFELBE L%, 77 VIR THEE L CTRIE L, AFRIE
% 0, 4, 7 KO 13 BITHKREZEEINCHE L, &AL CHEMERNZSEXE 2 R H L
Too Fio, REMNE (EHZOBNLAKAIB, EHRA4BDLLAEK THEROAER 4 H
MWHEKI3H) ZHRH L, A% 4 BOMROMRELORERER., 1 EE720 O
BE A SV (FEEZR[R O MEME 4 VT D) L7225 L H IR L7, MiERE» 8 ILIiC
7 WO W TCITHE 2T oo, BRANVSHIZMAERD 5> AR ZBIED 5
FEIZDONWT, I EICAE% 4 HERANRZ BAEB ISR, A Y 70T W AT ICB
fEL. BERER S (B : 555 0.6 mL) ZEAUE OV > TV F o2 — 7 (TiE S
fal 2 WV CERB L 727, ik i diz oy B (3,000 rpm, 49 1,600xg, 10 43[#) L CifLi
Rylo, Mg, BT L7 — ALtk (W02mL) . AU 7rbE L UFRICE LA
IV PIEITAR 2 —80°C DM (FFAHEIPH : —70°C LLF) (ZHRTF L, #RBRIG AT IS
ELENHEETAERZ 13 HBEORLE L EMRICEENRD NP> T2728,
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P FEME T RS T ECICHEE L, il L RiX, &0 oA shiz AR &
EBIZA Y TNT R AREE T CTHEKREIRD D Otz X0 28I d71%, BEFEL
7=,

At 13 BICRAEF RO Z Ml U, VI DWW LB/ A B 2 i < figk L7,
BREMNE CHEMED W AIEET D 5OV T B IED & ML 1T HERES 1 VT 422N,
A TNT R NREETICBE L, BERENR S iR (BEE . 5505 2.0 mL) % 0
OV IV TF a2 —T I ENFEZ A TERRL 72, migidE oo E (3,000 rpm, £
1,600xg, 10 53f)) L CliEZzH7z, MiFIEKEZ Licry—n Lk, AY XL
Ko (03 mLx3 A ; ZhEh 1 KT oK, &, Sicasid L) L, {8
BT~ O %R £ T-80°C OmmE (FFAHIM : —70°C LLT) IZhRFF LTz, il L7z
Wik, o oAEFRELEBIZA Y TNV T W AMEE T THERKENR S Otz L0 %
WIS, ARG I ZE R 2 VRSN R BN e OEEN O = 24 B /AR & IR
PICBIZE LT, 2REOEIEMRES 108 (HARTES - Mol LT FO1) @ FR I,
FH LTV UBRRREE 10% AL~ VIR CHEE L, BEEAHER. FEERICHRE LT
FRIRE & (Xt EE) AL AICHlEL, TOEFE LM A OKRENGKRE
100 g ¥7- 0 OFEXTE&EE R L,

Vo BEAREEEO AR 4 AR (BREMES 1101) OFRMEABERICHZ 227 (K

0.4 mL) 2%, MFEHRERERT SN T,

6.14 REBRZ&E
UTFToBM)EmAENRE Lz,
h 6 (45 38~39 H)
WK ONFEASELREME D SHE S VT (EDORENTE B 8~12 .
AL EHEME O FENE S 6~10 )
B8 238 ([EI1E 10~11 H)
[a 15 B D 2 E
BiResz vy b LI =@ EERICIAE L (&5 6 HRE T 5% ICINE
L7z) | R - BREAKTCT4RMREZ, WKWTHHER - BHEBEAKTTZEDOEZ D 20
MR ZBER L, RSICRHBMLEZEALROHECLOVBRE L, 2B, HAKICITHK
WMEHRW, £, RBRARICE., ATE2H0 1 B4 o KkE (HAL : mL/24h)
. MARERHWCERECTHELZ (lg=1mL AR LE)
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=5 RBRENDERH., AEERVOFERA#SEILE
1) 4EERRIZOVWT DORE

B H W 7E 7 1

pH ~VT 4 AT 4 v 7 ARBRE Y

B R E VNVT 4 AT 4 v 7 AR Y
TR CIT 4 AT 4y 7 ARBRKK Y
7=z NNT A AT 4 v 7 ARBEKY

18 i ~ VT 4 AT 4 v 7 AR Y

ey Le s CIT 4 AT 4y 7 ARBRKK Y
veey = VT 4 RT 4 v 7 AREBRA Y

= Al R 8 22

s BRI

PR (4 W E) ! HEWE (BN : mL)

2) 20 BFEJRICOWVWTOREAE

B E W 7E 7 15

JRE (20 FERIE) ™! HEWE (BN : mL)

BEIT KT (FAL : mOsm/kg)

TR L2 A F U RIREBME © (AL : mmol/24h)
RN A F B EME O (B : mmol/24h)
WK A F B EME © (AL : mmol/24h)
i FH 0 g

a): RAEHEE 2 U=7v727 500 (Siemens Healthcare Diagnostics Inc.)

b): BHEBEMNEERE A RXEFXAT— 3 OM-6060 (BMRXEMET—2 LA 7727 FU—)

o) : BEE LA B EE TBA-120FR (¥ /) U AT 4 HILV AT A AR S

Wl 4R OREE 20 FFR O R EZGF L T 24 FEM O R & (mL/24h) #HH L7,

W2 20 FMRICOVTREZIEL, WERE L 24 FHOREND 1 AY72 0 Ot &%
B L,

6.15 [MKRFERE
EEIZONTHMRATA (R&EGHH D WVIEEIE 14 H) 226 —K& (16~21 KfH)
Mo X7z, IR OZEREMENE QN IE A BLREME D & FE 5 VT (BB BN WA, 7272
L. RECHHEIZ 2 MIED SPL) 122\ T, A4 Y 77 U ARETICBE L, BEXE)
R72> 5 EDTA-2K MMEE ML) (BD Vacutainer : Becton, Dickinson and Company) (ZIfi
W (K 1mL) Z8BLZ, 607 MKRICONTE6-1) ([Zitdl L7ZHE K NHIEI
FOMELEZ, 72, BRI 2RI 2. 262>V T, May-Griinwald-Giemsa
Ye@iBIC LD MEBHEAZER L, R LT Hio, BEROBREN L L TiliE
(0.9 mL) % 3.8%7 = ) F U U AEKEIGRE (LK 9 FiTx L 1 KOEIE)
WCERER L. OB (3,000 rpm. #9 1,600X g, 1045/ 12X V&b -ImIEIC >
T#6-2) ICRHLHEHRB LOFIEIZ LV BRA Lo, ZRAMRSZHEN Y K Oz 25 H
RSB ONTHAE LR, 270, T ORBITREICIIRB LR -7,
H1: [F1E 14 H® 1000 mg/kg O 161 (B FE = 6108) OI/IMROBIEIZIE W T, ADVIA
(2 K 2 /N E B AR A % L7223, MBI ZR O N7 4 —a— O E#H<, o
REBEHEARIZB VTS M/MITIEF IS D22 &5  ADVIA JIEME O 2 4 I R E X
MOVEHETL, TOoEEOMERM LR,
H2: 100 mg/kg FEORZ R ARSI HEBIY 1 1 (B E S 2109) O ADVIA 2 H ORIEIZIH W
T, PIEIE R, HRRIC R AMERE S EORERREZRTERD RSN FllE
EEBL, BROLLNZP-T-HNEEEERALE,
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®6 MRFREDERD., ARERUVERAKSKTE

1) EDTA-2K MMLEIZ DWW T DR E
RAEH I E % LEEA
1L Bk £ (RBC) Ta—H% A b APY—3EY 10%(E4)/uL
~E BBV E(HGB) ST UAIANES B EY g/dL
~< 7 Yy MEHCT) RBC U MCV M b B H Y %
PR AR M ER A FE(MCV) Tua—H% A FA MY —EY fL
THRMER~FT 7 n & RBC LUHGB 25 H pg
(MCH)
W HRMERANE 7 m B RE HGB K OVHCT 226 Hiif @ g/dL
(MCHC)
7% 1L BR 75 7 53 A7 IF (RD W) TRIMEREBFEE A N7 T b OEUENR 2 L MCV 2 5 %
B

#8771 BR B (RETIC) Ta—H% A AU —JEY 10°(E9)/L
/MR (PLT) Ta—H% A AU —JEY 10%(E4)/pL
H I EKF (WBC) TJu—H% A FANY—7EY 10%(E2)/uL
i B 43 Ta—H% A b AFY =Y 10%(E2)/uL
2) 2 B MU U AMIE G 0B L iz onTomd (BFERBRA)
f AT H W& )5 15 HAL
Za ha e UEERE(PT) Coagulometric test” s
EPEALER 2 b = R

7T AT U EEM(APTT) Coagulometric test” s
747V ) —% & (FIB) Coagulometric test” mg/dL
o P I 7 B 2
a) : A MK FMRARE 7 N+ 7 21201 (Siemens Healthcare Diagnostics Inc.)
b) : MR EEE B # I E2#E  ACL Elite Pro (Instrumentation Laboratory)
E U /SER(LYMP), 4FHER(NEUT), 4FBREK(EOS). 4FHiJLER(BASO), HEK(MONO)

K OKRBIEG A B (LUC)

6.16 MAELFERE

MR FRRA D72 D OFRAML & FREIS, ~SU UIIRBRE (XY =2 b1~ )
MU DA S5SmL 80l : 7R SM) ICERIRL 72k (89 3 mL) % .05
(3,000 rpm., 9 1,600xg, 10 43f) L. E#EZFE US54 CcEICELL THEDL M
I OWT, RTICEHEBOHEEROFIEICLVRE L, REARBT MY &K OUEIRE
25 BRSBEMICOVWTHERAE L, 7L, TORBITREICIIIM LR T,
Fo. BEMEEAIAVRRE (R V=27 b1 A—bky 7, 6mL #ILAH : 7E
MRS T B L 72 iR G 4 mL) Z 040 EE (3,000 rpm, 9 1,600xg, 10 43 fH)
U IiE # 57, MiglE T4 (thyroxine) Z#MET H7-0, RABRE S, WMEEH, M
HE, REES. FREAHZHGTL LAY 7 B L o RIERZITHEL (8 0.5 mLx3
K, RN 1 AKFTOMHm, F, SO Lz, ) . RS ~D %N E £ T-80°C
DWW HE GFREP - —70°C LLTF) IZHRMFE LT,
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K7 MRELFHRENVDEE. AIRERVERAKSEGE

BAEEE B E 5 B
TANRT XTI/ FT A UV-rate ik IU/L
7 = 5 —F(AST)
TIS=rT I RTUR UV-rate £ IU/L
7 = 5 —¥(ALT)
TSV HRAT 7 X —F(ALP) Bessey-Lowry i @ 1U/L
Y-TNEINET A L-y-Z V4 IN-3- BV RFv-4-=kn7 =Y FiEY  IUL
N7 FH—E(y-GTP)
TRABYT 2 (TBA) 3a-8 Fu¥ v A5unAf KFe Rerfb—¥ pwmol/L
(3a-HSD){E @
=L 25 1w —/(T-CHO) CEH-COD-POD i ¥ mg/dL
U ZU%F A F(TG) LPL-GK-GPO-POD % ¥ mg/dL
U U EE (PL) PLD-ChOD-POD i ¥ mg/dL
ME UL (T-BIL) EY AL FFIF—FEY mg/dL
7' )L 3 — A (GLU) Jra—2xAFe KaFtr—EiEd mg/dL
JR$E %5 (BUN) Urease-LEDH 7% mg/dL
7 L7 F =2 (CRNN) Creatininase- creatmase-sarcosine oxidase-POD ¥& ® mg/dL
7~ VU 7 L (Na) A A B ERE Y mmol/L
VDRVANGS) A A RPEMmIE Y mmol/L
& (Cl) A IR ERRTE Y mmol/L
H VT A (Ca) OCPC i ¥ mg/dL
EREY 2 (P) PNP-XOD-POD % @ mg/dL
WH 7 B (TP) Biuret # ¥ g/dL
7 V7 IV (ALB) BCG i£ g/dL
7 0 B A
a) : WERALFE A B AT TBA-120FR (¥ ) U AT 4 WLV AT KA XA

6.17 HRILEVAEIE
6.17.1 I E X &R

6.16 B T DAL 7o 7 Je OVAS B B E W0 ONC FEACELHEME D g X N 6.13. 2 TH LT
RED O MIFIZONTHRLEY (T4) ZHE L, 2720, WEIXELROERL 13 A
DOREHORPEEZESL L CEML, WESKRIEBPWERGOREBLHE S DR
MBI T2 LoD FEREEEME, 23 14 AONEY L OERL 4 HOREY
WM EESW IO TITHEZ TR ho T, 3AICHELEMFZZD I H 1A
(R, H. HOIEICEL L) 2HEL, BROMBEIFXFLVECEHRO TIHE LT
RIF LTz, 7ok, KRR Y K OEIRE 25 B RS GEEIY OREHZ W TIRHEIE
EATOTHEEL,

6.17.2 A DX
BEICHT D MiFEIEL, W LTERET R I A T4 A2l &, ARG (RBRE
£# %) 2 LT,
AR c 110 V> 7V (ZEECREME 30 2 7 x3 AR AZELREME 20
BT Ix3 AR FEAZEREME 20 YV T x3 AR, Ak 13
DORE 20 2 T Ax3 AR, A% 4 HOREY 20 &
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V)

SN : 20204F 12 9 H (20204F 12 7 10 H#)
; RECEEIE (BB TRE) o7
20204 12 A 24 H (20204 12 A 25 HA&)
; BRSO T

6.17.3 RILEY (T4) BIZE

1) HmAEVHIESS
OT-200011

2) STk
RIA method (G(#HiL Attachment 5 M, EEHEZITHRMN)

3) MIEHEHE
T4

4) fFEZE - #B1E
FRLHIE BT 2 #AE FIRIE R T O SOP 12t - TiThbiLiz,

5) AL UAIE S E
ARG T IC BN THRLE CHEREFL/ER S, RBBEEE TR AE CHIE
WEFED PDF 7 7 A &2 AF L, Sl (R-1261) OEEEREFICTHRM LI,
F72. TORNEE YRR O RS ZIT Rk S E T,

6) GRS IMIE O
RIVE CRIEK T % OERME L, RAAE CRIEREEERZICRBRELE O
R HED W TERBRY T CHREHE L 7=,

6.18 HEZRE

6.18.1 B4R

A& GE B R OREIEHRME T RIS, Mk RE, mElbEmda ks o flliE
DI DRI LBy 3 8kt . € O OBEITA Y 70T R ARRRET T, ERE)
R D ORMIZ & 0 ZRIESHE, SAEL B TOREMME e FEMBR L, KRR
RS MEEN ) K OVEHR 25 B R EIMIC W TR, BRIl U TR 2283 S 7= %, #
BEATo T, 2B, BB OV TEHIRRHCERERE 2 7=,

6.18.2 HEEE

EFHICONT, RIITTHREOER MdER) 2HET DL L bIC, HXE
EEHBAOERENGARE 100 g K720 O EEZHEN Lz, mAMEORE (FHE
ZER<) IZOWTIEERMAICRIE L, €OEFHE TN L7, 2k, KR
W K OEIR 25 AR IREN) O JERE RIS OV TR, RIS L2 o 72,
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6.18.3 REBHBERE
RA R RIE Rk E R 8 IR Lm, & TORBAEMIC SV T Ao 55w /A%
U UREREE 10% R~ ) I TCHEE Lz, 7277 UL IRER R OV ) o FRFR1E 3%
TIENLT LT R 2.5%F LV~ R CTHEE, BEEOKEE LKRIXT 7 i CREE
L7zte, U VEERME 10% B~ U VI CRIE LT, BEOBREIZXROEY & LT,
1) RNT74a0ER~v XY -2 F Yy (HE) JeiEAER
LIFICREHE L 28 O SR AR REE T I DD THEEARER L 7=,
— BHRE TR R ORI T IR0 G R AR RSB A FER U 7o e R ONAS B R I
N IERELREME DA RE S VE (BYFE T B F5 WA, 7272 U, 28 BCEEME 13 40 5 IE o

5PC)
— MR 25 BRDBEY ., TOREMTHE (72720, ROBEBH B REOHE)
— KRS M E

L, FRIICBE L T, M ERGICL 2B enEbhnoloizd (B
IR AR OCRRREROEHIA LN R o ToT®) | £l A Ffi L
IR T e e O B REMEN: OV MERE D A= 5% 13 B IRE (S RHE O S IEMERES 1
Bl) 2OV TIE, EAERZITD RN T,

2) BT R A
BERIILUT 0@ v F i L7z,

<G IR FIRREE >

I A S R S O FH
B R B K

o OV s D RHBBICIBVW T R ERGEORELEZEZONDLE
fBIXH NI o ToTe®, BERITFER Lo T,

< [F14E & T IRE ] e R >

eyt D AR R E Ak

<IEHR 25 AR BRIV K O O 2B FIRE(T2 72 L L RO RE S R AED 56 O
FR)y RN BRST MEREEY A >

Ecyicd DA R A E AR

<G AR R IS BRI & FEHE L 72 20> o T2 e e OV AR B REENE DN A% 13 B RS >
W E R G X DB bR DR Do T2 IR OSBRI FEM L 7225 72,
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®BIFEFRENRZE/FEM

R ﬁ%ﬁ%@fﬁ P L
W (K. . TR N J
W J (B & L)
R T
D) J
IR Bk e
IR T
— T (Rl 0 7 - W)
TEE J
NI N N
N E T (R L LT)
G J 7
IR J 7
i 7 7
PR U o8 NE
B — <0 J
R EY ARG J
- N N
W X B IR (R D %)
2 J
D) J
= (R D %)
I (R D7)
o (R 7 D %)
E J
R J
T 7
B J
=D J
i J
= 7
% N T
=T (Rl 7 - W)
I J 7
el 7
ik J 7
Wi J
5 B/ PR B VA VA
BN/ e /A /A
B J
TR J 7
B R T J 7
E (LA ) T
LI (REH) T
e (R D %)
KB T
o B G TS
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S AR ﬁ%ﬁ%@fﬁ 9 R

N E

B DGR T

TR0 52 3 J

TLFE - ki e (LABC) ERANED ) 7

7% <—T (COW) (W B D70 J
GEfm (GP) (7 W B D 720) J
BRI (B L) (R D 5)

BHBHEY D DHEIVTR LI,
* A A L R a2 SR L 7e (fl oD MR PR B IR & SR .

7. T—A4FBRIZERALEEOYELA—42 R T LA
e MITOX-BOZO > %25 A (Version 9.3.1.1, = E&S ¥ 2T LAEH WIS H)
* PATHOSS ¥ 27 A (Pathology Operating Systems Ltd.)

7.1 ETfE AT

7.1.1 INTA—FDEH

PR R R, ZhR, HER, RF R8T 5 EWRER, £% 0K
O 4 BOMEHAZREZ &I, EIRMIM., SR, HAeSR SAREFR A% 4 KD 13
RAEGFREZEEHY () e, UTFoRickvEH L, B, HAEROKELY
AGD [ZOWTIIREMW Z & ICHEERNC EEZ RO T, Z O, AGD IZ4% 0 HOD
REDO ZFMR TR L TIEREL CNEURBLTSE 1 L TRAR) Lo, HEAFRORLIE/
BT REY () Z LI FSEERD 7z, ERERKHIZIEOEMT LD F—
HIVAaT BRI,

PEJE B 3R (%) = (MEJRHT RS 28 Lz By Bl 2t g 45) <100

RIEH (%) = (RBEWE/FRIEEME) x100

(ME ST HE DY Z R (%) = UM U 7o (UM 2 0F 4R & W72 jE) o B/ 28 8 U 7 i
(XIFAZ )R L7y o #] =100

HPE R (%) = (A2 V0 HA PE MEE/ AT IR EL) <100
BEREZAETL2HEWRIE (%) = (RERLZAT 2 BEWE/REME) <100
SRFET AR (%) = O REEIRE/ M ERE) =100

1% 0 HOMEE (%) = (BEHZERE/HARE) <100

e 4 HOMEH(%) = (1% 4 B OREALGFRBUAS% 4 B OALFRED <100
EHRIAM(B) =R 0O B S0 L7z H £ TOHE

IR (%) = (HPERE/ERIEE) x100

AR (%) = (AR HERE) <100

At 4 BAEGFE ) = (FEtk 4 BOAEGTFRE/MAERE %100

At 13 BHAEGFR %) = (A% 13 HOEF IR/ A% 4 BFREZOEE) %100
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7.1.2 ®RE

PR IRRE & SR B R 5 & O CTREZ1T - 7=, i#HTIZ13 . SAS Release 9.1.3

(SAS Institute Inc)ZfEH L7z, B, RERABHIIRERIZOALE D, KA

% OT — ZIEHABREAE D & BRI L7z,

1) RE., KREENE (BEXOIELERM - &5 1 A6 &E 42 A XOEE 1 A2
HEE 14 B, ZZBRCHEHE : &5 1 B0 8E5 15 B, R 0 B2 B4R 20 H KDY
A OBPOA 13 H, HAER : AZ 0N LAEZ 4H, A 4N LEE T
ALROVER 4 B204% 13 B) | BiE, REBEE (R OIELRHM . &5
1 ANGHEE 15 ALOEIE1B2HEIE 14 B, KRB : &5 1 B0 15
H, IR0 H2OAER 20 H X OMRH 0 H 2 H 13 H) . A—7 > 7 4 — /L R
WBLZ I T DHEEB L LD B [, ALK CHBERE, RBREDE RN
HAROEKE, MKFHRE, LEEFRELXCRERZ (&, HHRFEKRE) |
FAE IR BLES, YRR (EEEE) | KRR E TICE L B R, HIR
¥, HEEWRE., HAN S ENE., £ E. AGD., ILEE/ALEmEuL. B L
(BN OERE R ZE 2RO, BT L ICEONZED 2 VI EHEE 1A
HALE L, FTROBAKIZE> TRELE DY, 28, WPFholEsr4a Rz
FLEH/ AL A DR o oo I/ O W TR EIXI TR0 o 7=,

A HE O V- S 5 Y R 72

Dunnett Steel ™ Student @ Aspin-Welch
g e E t AR E D tRE
p<0.05, 0.01 p<0.05, 0.01 p<0.05, 0.01 p<0.05, 0.01
AR A% o] {45 TE T AR A5 T AR A%
| *: F=g,%/s,°
ALERAE T (725, s,°>s,°)

2) iR, AREER, HAER A% 4KN 13 BEFERICONTR, BEY I L
WCELNT-RE 1 ERBLE U, B D &I EBEE CERERZE %2R D, Wilcoxon
DNELL TR E &2 4T - 7= (A EAKYE 0.05 KT 0.01, M) ©, 2k, WFhoBEIC
bAREFE R ITHON o Told, AEBRFERIZOWVTREITITDRNo T,
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3) MEEMIRE R, KRR, MEOZHRE, HERKOROMEE (% 0K 4 H)
IZOWTIE, RO R 2R Li-8hintk., QBB M2 (TR S B 7 i
B, EiRIMEBN AL, A VL PEREEh W B, MERE VR B LS & | Fisher O E#
MR BIEICLVRELRIT o 7= (HE/AKA0.05 X 0.01, @) 7, ¥k, W
NOBICUHAERFEIRITAONR o220, BRE W2 AT 5 BRI RIZH
WTREII TR N7,

8. MHERHER

8.1 — %Ik AE

f& R % Table 1-1~1-12, Appendix 1-1~1-36 |2/~ L 7=,

1)  # 5 HiH
HER OFEREAEME CIE, EHMEZBL, WTFhoBIC S BRFE XA LN -
77
RECREMECIX, ZERT. IR ORA MO REHMEZE L, WTho#yict
DB REE ZORE IIAON RN oI,

2) [Bl{E I
FEEHMZEC, WThoBmIZ b REIIRO Do T,

8.2 T —RREOSRR. HERE., EHAERVEXEHEDATE
8.2.1 T —REOHE
8.2.1.1 T—UREER
f& R % Table 2-1~2-24, Appendix 2-1~2-76 |2/~ L 724
1)  # 5 HiH
WT O BIIRT R ORAT 2G50 KB ER G ICEAET 5 EEX 60
HREIIHA DN Do T,
2)  [E11E 4
WT OB bR ER G ICEET L2 EEZ NI RFE IR o T,

8.2.1.2 FITHE-TOERE
i B % Table 2-25~2-86. Appendix 2-77~2-152 1277 L 7=,
1) &5 Wi
WT OB BIIRF R ORAT 250 R ER G ICEET 5 E 2 60
LEREIHAD NI oI,
2) [EEHIH
WTNOBIC R E KRG ICHAET 2 EEX 0N RE XN o T,

8.2.1.3 FA—TT74—IL FRERE
fili B & Table 2-87~2-158, Appendix 2-153~2-304 (2R L 7=,
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1)

2)

5

WTNOEPIC BIERERT R ORAT 2 E O, B ER G ICEET S EE2x 6N
HEFEILIH NI Do T2,

ZECEEMED 1000 mg/kg BETIE, B BEE L LE_NED B3 0 B &5 2 B
HE B, TR 14 BICHEREMEEZ R L2, IEREAME O FRBIERAH 5
VIR IR O O BIERF I B E I XA LT, Wb RO 7T — X
(Min.—Max. ; %5 2 : 6-8, #LiE 14 B : 4-7. 127Kk, 2015-2020 4£) O#i
FHNTH DL Z &b, AHMNEHHRENO L TERRERNAEZL ULz, T
fth(Z 100 mg/kg BETHEZE 13 B DN H BN 0 AR BEA G IBEE & b~ & e il
DROLNTEN, HEICEELZWETHY . BB AEEL K LT,
FEAZELREMED 1000 mg/kg BETIL, &5 3D H BV [T AR BAE & L
NREBERIRMENZRD ST, F OMOBER SIC R 1T DT, RER RO
Y57 —4% (Min.—Max. ; 6-9, 12 #Bk, 2015-2020 4F) O#WPENTH D Z & »n
. EHNEBEEANOLEL THREAEEZE L WL,

ZOMITIE, MERE L H 2D BN D R OV 3 o 8 B2 AR o FREE & &9k B i &
BEBELEOMICEFRD N2 -T2,

a7 11 [

WTHOEMIC LR E R GICHET L5 EZZ 0N BEITAON R ST,
B> 1000 mg/kg B ClaIE 2 O H BV [AIE S BEAR BREE & b~ B 7 (Kl
DO LN, BE 1 BEIEFTEIALNLT, RBREFOT T — X
(Min.—Max. : 3—6. 12 B, 2015-2020 ) O#FHANTH D Z &b, AR
LRGN O Z L TRIBHFEZE & Ik L,

FOMAZIE, MEREE HITE D B0 B K OVHE 3 o 5 £ B kF BRBE &
1000 mg/kg &t & ORI EILRO bisho Tz,

v

8.2.2 HeERE
i B % Table 2-159~2-163. Appendix 2-305~2-318 |2/~ L 7=,

1)

2)

PGS T R A

W OB IR BS, SO ROG, MBS, RS, BALR S X Oz
BRI ER G ICEET D L ERAONDREITH LN T,

[ 96 9 ] & T 8 Ao A

W OB B BS, SO OG, MBS, RS, BALRS K Oz
BRI ER G ICEET D L ERAONDRE TR LN T,

8.2.3 EAH
5 %% Table 2-164~2-168. Appendix 2-319~2-332 {2 7% L 7=,

1)

P G- R T B D E
e FEAZBLAEME K OV A BE AR IE T U, BEACST IRAE & S R B R G & OIS &I
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2)

R BTz,
[ 7 11 3 1 3 )
BERE & B IS BER T FREE & 1000 mg/kg BE & ORICEITRO bisino Tz,

8.2.4 BREBE
fti % Fig. 1~5, Table 2-169~2-173, Appendix 2-333~2-346 |2/~ L 72,

1)

2)

8.3

5 T R E

KR OV A B B ME C U, BEMAS e FREE & BB E R B RE L OMICZE TR O b7
Mmolz, 7ok, REEME TIX 100 mg/kg B CTHIEB 4% 20~30 47 OEB) &I
KX IREE & I RAEREEARBO NN, ARBICEELZ2WE{LTHY , B3
M 72 B 72 &l L7,

e 7 11 T 1 3

HETIE, 1000 mg/kg Bf & BRI IREE & ORI Z TR O N ho Tz, Ik, M
T, HEBH AR T2 30~40 43 O EBE) B I B GTIREE L LA EREHEAED i
. EOMOPERE S K ORET &ICERFIIAONT, RBREHOY RT —
(Min.—Max. ; 89—291, 12 B, 2015-2020 4) OHFHANTH L Z &b, &
BA S BEL AN O 2L TR A B ZE &R L7,

rE

it % Fig. 6~8, Table 3-1~3-7. Appendix 3-1~3-22 |Z/R L7z,

1)

2)

8.4

¥ 51 /]

HETIT, BRSO & S E R G L OMICEITRE D ool
RBECREE Clx, RBCHT. MR L ORI o & MM 28 U, B IREE & & 88w
B ELoMIZETRO N T,

FEAZEOREME CIX, BEARKHBREE L 1000 mg/kg BE & ORI EITRO SN2 o7z,
(115 4] FH]

MERE & S IR FRBE L 1000 mg/kg BE & ORFICZITRD e o T,

BEHE

fti % Fig. 9~11, Table 4-1~4-9, Appendix 4-1~4-28 (TR L7,

1)

5

HETIE, BURXHRAE & SR E R 5 L ORI EITED b ho T,
RELERME T U, AR AT M O L 0 4 W1 [ 2 0 U A ol FREE & & 9k B i B ¢ 5- B
EDOMICEITRD -T2, 300 mg/kg BECTHEEAR 14 B K& ORI & o #:
BRI BRI E LA E R EEARO b, HEICEE L nWELT
HY . RFH A E AL LT,

FEAS O REME Tl BEASHIREE &S 1000 mg/kg BE & ORICEITRD bR oT-,
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2) [=lfE HIR
HERE & B IR IR & 1000 mg/kg BE & OMICAERZTRD LR o7,

8.5 REE (EKEANEZED)

fE 3% Table 5-1~5-21, Appendix 5-1~5-30 {2/~ L 7=,

1) BHSHRMKTERE
EHEBIZOWTE, WTFNoOEWIZHLBEITALNRN- T,
EREEBAIZOWTIE, HED 1000 mg/kg #F THRIEEE AT EEE & LLANF B2
EENFRD b, ZOMIZiE, WTNOREEB IV T H MR L b I Bkt
PREE L KR E R G ORI EZITRD bR o T,

2) [EEHIRE TR A
EWEBIZSOWTE, WTFho@Emict BEXALNE o T,
EEEBIZOW T, BED 1000 mg/kg BE TIRIRIE I EARXTRERE & L _F B e
EENFED b, ZOMIZiE, WTNOREHEB IV T H MR L b Ikt
PRAEEL 1000 mg/kg HEE OMICHERZITRO LR N -T2,

8.6 mEZHRE

i B % Table 6-1~6-5. Appendix 6-1~6-14 (278 L 7=,

1) BHHIRKTHRRAE
TR OV EEREME ik, WP O E B2 W T b BHA S BRE & K95 E % 5
BEOMICETRD N ho T,
FEAZBEHEME TIX, 1000 mg/kg TR FREE & L X MCV Y MCH IZH E 72 &
EARD LN, BHET 587 A —F TR EITR <, Wb kB oy 5
7 — 4 (Min.—Max. ; MCV : 51.7-55.7, MCH : 18.0-19.7, 12 #&B&. 2015-2020
) OFENTH L Z Lo b AFEZEBEFEN O CHRAEHAEZ L HE L
7~

2)  [EE IR T iR A
KETIE. 1000 mg/kg #F T APTT (B BBE & LA B R SENTRD b3,
B g 27 A= IR F TR, RBREFOE R T — ¥ (Min.—Max. ;
15.3-20.8, 12 &R, 2015-2020 /) OHPPHANTH 2 Z &b A BRY 2 B) i JH
WO ZEAL THEFIEHIA B2 &l L7,
METIE, WTFNOBREHB IZBWT S EAESREEE 1000 mg/kg # & DOMIZ X
B BT,

8.7 mEELFERE
it 8 & Table 7-1~7-5, Appendix 7-1~7-14 2/~ L 7=,
1) HH5 WM TR
HETIET, 1000 mg/kg B CTHEAHIREE & b= ALT & " BUN ([ZFH B 72 @3589
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2)

8.8

LT, EDOMIT 1000 mg/kg FE THAL FEE L L CLICHAERSE. Ca KT
TP A ERARE TR H AV 03, W v s B FREE & bt 6% LA T O 70 28
@f%@\ﬁﬁm&@%ﬁf % (Min.—Max. ; Cl : 106—108, Ca: 9.6—10.4,
TP : 5.6-6.3, 12 &Bk, 2015-2020 /) OFHANTH L Z &b ABAZ B
PHN D22k CTRFER A E 22 & fllkr L7z,

DB T, W OREIE B IZB W T b B B & KRy ER 5/ & O
RMHZ TR O e o T,

FEARBEHEMETIE. 1000 mg/kg #F THAR L L LR ALT ICAERSMHEDNRED S
iz, £ DOMIZ 1000 mg/kg #F THEA ST HEE & A TG LY Na ICH B2 RENFE
DO, BT HRT A =FICREFE TR, WTbERBER O 2T — ¥
(Min.—Max. ; TG : 13-52, Na: 140-143, 12 #Br. 2015-2020 4F) O#PHN T
HDHZEnD, AHENEIEIENO L THRBIA EZE L L=,

B 16 A & T g

ETIE, WTFNoBmEBHBIZE W TS EMARTREEEL 1000 mg/kg #F & ORMIZ I
BN T,

HETIE, 1000 mg/kg #F THEA B & B T-BA ICHA BE2MEME, CLICARERE
ERBD SN, BT 57 A =X ICRFERL, W bR o =
7 —4# (Min.-Max. ; T-BA : 12.1-28.4, Cl: 107-110, 12 &k, 2015-2020 4)
DHEFIFANTH 2 Z Lo AFAZBH AN O Z L CIFEIA B2 & CHIB L7z,

mEPRILE VEERTE

i AR VE IR ERE A E (Attachment 5, A& A FIZIHAT) ISR LT,

1)

2)

8.9

A BC REE £ G- B R TR

T4 R FEITIE, BEARRTIREE &L SR ER G L OMICEITRBD 5Nk o T,
At 13 Bl

T4 JREEIZIE, B E ORBIIRBO bR oT-, 7238, 100 mg/kg #F THAA T
HEEL AN FEREMEARO bR, HEIZEELRVWELTH D | HFEAR
BHEGE LW LT,

REEE

At L% Table 8-1~8-8, Appendix 8-1~8-30 (TR L 7=,

1)

G- IR TR

HETIX. 1000 mg/kg B THBER T FREE & bb A~ BTl o> #8 k8 B 12 A & e S 2358 9
b, E Oz, 1000 mg/kg FET %%%iﬁ@%@ﬂi%c:ﬁﬂxxﬂﬁﬁiktl:f\ﬁ
EREMENFRO b, HEEICAHEZITR L MoAMREOB&IZRTE
Tz & R DO 5T — % (Min.—Max.:108.2-140.4, 6 7B, 2015-2020
) OFENTH L Z L0 b A ZEBEFEN O CHRBHAEZ L HB L
7=
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2)

8.10

AP EME T I, B FREE & HE ) 1000 mg/kg BE T T o ek K OV 6 B B2
B mfE, 300 mg/kg BECTHEOMERICAEREMHEIRBRO LN, 0B
300 mg/kg HE TN D A ek B BT AR FREE & BN A B R ST DALY
HAEICEHELZ2WETHY . BB AEZELE MBI L,

FEARBHEEME TIL, 1000 mg/kg Ff THFg O HE X B & ICH B R SMENFED bivlc,
Z OAIZ 1000 mg/kg BE T 0> 18 & B & ISR BRBE & b~ B 22 R E 23 3R
ST, BERKTHREE L LR 10% R OB AREH THY . B OE 7T —
% (Min.—Max. : 0.30—0.34, 10 #&Br. 2015-2020 %) OFFHWANTH D Z &
Mh | PR ENE PN O TERIEHIA EE &I LT,

EE-RlhE

ETIE, WTNORMEEREIZE W TH AR REEL 1000 mg/kg #F & ORIZ I
WO LN ho Tz,

HETIEL. 1000 mg/kg #E T R MR 0 A o K OVFE % 8 &S EAR G IR & b~ B e
BN b,

BIRFr R

At % Table 9-1~9-6. Appendix 9-1~9-116 {2/~ L 7=,

1)

2)

8.11

P 5 WM T e L OVEI 1 I K T R

RECEEMERE R O FERELBEME O W T OB LR E R G ORBELEZ LR
LZARATRIZA LN o T, 2B, WL D OEas I AR ZEL A 2 iz nd,
Z O BLE PR AR ST R BUIR DL 2~ D R B % 5B L 2 W BRIk & &
b,

2B AR T MEEY ) S OENR 25 B R ih@hi

RRINEAL L7227 > 72 100 KO 300 mg/kg BEDOMES 1 6] (&S 2109 LY
3108) . AR 25 HE T2 L7220y > 72 100 LY 300 mg/kg REDO S 141 (Ehy
%5 2106 K1Y 3109) & 1000 mg/kg BED 2 4] (Ehi&E 5 4101 KL 4106) T,
WAL DRSS WIREY R F XA DL d o T,

REEEFRE

i %% Table 10-1~10-18, Appendix 9-1~9-116 |Z7= L 7=,

1)

2)

P - R T e S ONEE ) T e A

RBLREHERE X OFEZBAEME O T OB LB ER G ORELEZZ N
LHEACITH NI o T, BENTEEIIOT RS, Z O AR OV B
PEAR, EifE, B BRBAERED LIIMEBEEE(LE B X BT,
RRBASESLMEREEN Y . IT0R 25 B AR5 s &k V% O 22 Bl AH F 1

AT MEREEN Y (B 5 2009 & 2109, 3008 & 3108) Tik, Frand &
EACIZ A BN o T,

IR 25 ARyGENY (B35 2106, 3109, 4101, 4106) M URAETH > 7=
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W D AZBAR T (5 2006, 3009, 4001) Tlk., FFid T X ZBkizA LN
T FICAREORKF & Z 2 5N A REEMFENEIL L RSN hho Tz,

8.12 THEHA

i B % Table 11, Appendix 10-1~10-8 (275 L 7=,

PEJE I B SR RS WM R B R OV MR B R R ) 1ok, S e &
FHRMEE G OMICETRD N0 o T,

8.13 XRELRE

At % Table 12-1 &Y 12-2, Appendix 11-1~11-8 IZ/R L 7=,

RIBARANL T - 72 100 LT 300 mg/kg BEOK 1 ML ZFRE  ZZHL S A £ TITHHRE 12
B 10~11MOREBE L, ZRE TICHE Lz A, ZRREKOZIERICITB AR
PREEE R E R G E OMIZZTRO N ho T, ok, R 25 AIZE-T
BRI TH > 72 100 LT 300 mg/kg BEDOE 1 B E 1000 mg/kg BED 1 H13 55 K % He
RTCETARETH ST,

8.14 HNWMBELVICHBRUBEEIRGE

fiti % Table 13,14, Appendix 12-1~12-413-1~13-4 i TNZ Table 1-5~1-7, Appendix
1-17~1-28 27k L 7=,

OYMRRAE TIR. MEARMIMT. HPESR . BRI o, HAES HERS. HAER
B, PEE (R 0 B) K OVFERE W BUT I ot BRE & 25 0 BRI B 4% G- & D[R TR
oo, o, WTHNOBIZHAREERITALN RN o7,

TEYRENY) D3 IRE T IR 25 BICE > TH RO TH - 72 100 & T 300 mg/kg
FEDA 1L 1000 mg/kg BED 2 il &2 fR& | 4E0R 21.5 725 23.0 BICRFIA 5L, Ik
BROFEBEOUHITER ITITbN Tz, MERETIEZ., WTFhoREmics BED, &
BRORAATHICERE XA DR 5T,

8.15 W4 'R® Anogenital Distance (AGD)

i B % Table 15, Appendix 14-1~14-4 |28 L 7=,

A% 0 B AGD IZi%, MEREE & B R & SR E I 5 &L ORI EITR O
Lo T,

8.16 HAERDERFMH

At % Table 16, Appendix 15-1~15-4 [Z/R L7,

At 4 KO 13 BOAEFERBE OEFERICIT, BRI L SR ERGEE L O
MICZITRBD bR oz,
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8.17 HAERODML

#t 4t % Table 17, Appendix 16-1~16-4 |Z/R L 7=,

At 4 B OMEEITIR, BHAKREE & BB E R GRE L OMICZEZITRO b ho
7o

8.18 HHERDHEKE

At % Table 18-1 & Y 18-2, Appendix 17-1~17-8 IZ/R L 7=,

1000 mg/kg # Tix, MEMEDOEH 13 HOEREI OCITAEHE 4~13 H QM O REIG I &
(AR REE & LA EREELARO BT,

Z DAl HE O MERER I NS AT 0~4.4~7 K TDV4~13 B O OREBINEIZ X,
BER S FRRE & BRI E & G L ORICZITRO bR o T,

8.19 HTERORERHEFRR
#t 4t % Table 19, Appendix 18-1~18-4 |Z/R L 7=,
WTFNOFRTIRICH WIRMEF XA N o T,

8.20 IHIHERDELE/FEwHE

#& B % Table 20, Appendix 19-1~19-4 |Z/R L 7=,

AR U oo FLEA/ AL BT 1 AR BB & SR E R G L oM ETRDO b
T, HRMERGORELEZ N DIENITHALNIR -T2,

8.21 HAERDA#% 13 BEBZRAAR
At 3% Table 21, Appendix 20-1~20-4 (27~ L 7=,
WTHROEIC S WIRME T IXA o T,

8.22 WHHERDHBREEE

i B % Table 22-1 K O 22-2, Appendix 21-1~21-8 1T~ L 7=,

1000 mg/kg FE T, BT BREE & Lo~k o5 R (4 5112 A7 3 70 B B OF FBR R 4 F
BRICABRRBMENRBD b, T oMk, Mk b FOR IR E B I B IREE &
KW ERESREE OMICEITRO N T2,

9. ELRRUH

RFEAFXRTTo0 0 GHIREE : =— 2 H) . 100, 300 M O% 1000 mg/kg %
Sprague-Dawley & SPF 7 v b OREIZILAELAT 14 A 2N 2 A2 B 1 R A a8 L C 5 i
HET (42 HE) . MEICIXAELAT 14 B IS0 & 22 B 1 F X OVAE i 1 FE] - 3 L CH 3L
13 BE T (50~64 AM) . FEXRECEEMECIT 42 AR, Th2nmflko&E L, KiE
5L OVEER A A RE Lo, B2, 0 X TN 1000 mg/kg BED —H OB IZ D
WTIE, MEREE 1242 BRI G L7-% 14 BRIOBE S A3, #rE2 bo
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e LT,

9.1 REEEEMH

WTNOBEGEICB W THRTEWILA LT, —IREE, FEM 72—k aEEL 22,
FerEM AL, B), BREHE, (KE, SEE, LEFHRA, LFTRLVEN(THED
FIRRAE N B AR PR A 11, KB E RGO ZBITRD bk ol,

R T, #5& THRICHED 1000 mg/kg B TRIZBED EMEATRO HAVIZH,
BAkE, REXORPEREZICETTIRDONT, m%@fﬁﬁ%ﬁ%ﬂﬁﬁﬁ%h
RN e D EEFNERII W L, 2k BIEK THEIZH HEO 1000 mg/kg
HCRESZEEOEENPRO DTN, BHETEERERICMONT A —Z TR ITh
W2 EnD, BETIERITR WD &ML,

M L F A CTiX, BUN O EfE2NHED 1000 mg/kg BE THREK TRICRO b, &
BREs O 57 — 4 (Min.—Max. : 13-19, 12 B, 2015-2020 4) O#iPH%Z EED
WM ERGORBELEZ LN, BMOBEMERKICEE LA ONR N L,

BEFRERITMEO EHW Lz, ALT O SR OFEAZBLREMED 1000 mg/kg BET
BHEKETRIZED b1, AR OE =7 — % (Min.—Max. : f ; 32-47, #ff ; 28-93,
12 3Bk, 2015-2020 &) OFIPHZ ML BRI BB ER G OB L E 2 bhvien, i
HEE BRI O BEAMKICRE XA LN RN LD EBEENERITE D &L,
I DOELIXEE I TR R L, BIEERR LT,

SREEETIE, BSETRICHED 1000 mg/kg Bf, RECHEHED 300 & Y 1000 mg/kg
BRI N FEACBLREMED 1000 mg/kg BE CHFIRE E O SEAR D b, BRI O 5
7 — % (Min.—Max.[ #f %t / 8 %t ] : #E ; 12.59-15.35/2.45-2.84 | CURE7/I
9.73-12.28/3.12-3.49, M ; 6.70-8.88/2.40-2.78, 10 #&ABR. 2015-2020 4F) DO#iPH %
EEY BB ERGE DR L EZ SN, WIS IO BB ICEZ T 1T DN
N ENDL, BEFNERIIE D EHE L2, 2 o iXEE R T RHIIXIE R
L. BHEMELS A BT, IEH’E%TH%‘ [ZHED 1000 mg/kg #F T HUR MR E & I12 S E 2337
DTN BEKRTRICEFT TR DT HEMAMKIC L RE XA N L0 b,
BeSR I E P 5T B L2 W B R B2 &l LT,

9.2 HEXESMN

1000 mg/kg FEIZI W T H HEREBI Y O A FEMEREICR T 2 /37 A — X ICHBRWE & 5
DEBIBD LN LD MIEBMORER, BEERLKOZIEEE. BEYHOLT
BRAERE, MR OB ITE) 72 &~ DREIT /e LI LT,

umm@kgﬁﬁmw®éﬁl3E@%Eﬁ@ﬁ$%4qsa®%®méﬁm5mﬁ
ERBD I, WEWORE~OEBENE 2 Hiviz, 1000 mg/kg B TREHAE T o FR
%Mﬁi%®mﬁﬂmﬁgntﬂ RITR O (45 5 3G D0 H i |2 BESE L 7= 254k D W RE I 23 &
ZHNDHOO, FRBICHIBHE T IZA T, miEHR R LE (THIZ S R ITR
ORI &b, BEEFHERORWELE B L, £OMiZiX 1000 mg/kg

43



R-1261

BBV TH, HAROWTNOBREHRBICOHBRMER G ICL 22BN,
WZENS, BOTERNIEE KOS T AELFEME R E~DO B T L LT,

INLORERNS, ARREET TRT VAL XU I v ERERAKRET S Z LI
X0, WBYEICERNT 2 EEZLOND ERE(LE LT, BEKTHEIZ 1000 mg/kg
REDOIECRIZBED EM, 54 T HEZ 1000 mg/kg BEDIET BUN, ALT K Ol &
BEOEE, JELRBEME T ALT X OWFIRE O SE., REREHE D 300 % T 1000 mg/kg
OB EROSM, [EKTHEIC 1000 mg/kg BEOME TRIZFEDSMNED B
Tzo L7eido T, AYEBRMEOKEEGHEEICRT 2 BMERE L OVEEEEIX, BT
WL H 300 mg/kg, METUW ALY 100 mg/kg SR L7z, — . AEFERE A FMEICR
THMEEE L O EE R, SR OREY O VTN b HBRYE O F BN
DAV o723, 1000 mg/kg BEC BV ICHEE R MMHE LB D OGN b, WT
LB EY TIL 1000 mg/kg, VBN TiX 300 mg/kg & HIEr L7,

10. &E X

1) EHE: FTUAAFT T 0 B R OZEMEREBOEONT GC EE W 7= # 5k
W EREEAY T = a o JOZEERER (K a—h) (RS
VI —=Fr g — WBRE S  A-3221, 2020 )

2) JEYIEA : FTUAART T Ty FEMWE 14 HRERKER D8RG EERER
(B ERERER) (RSt R Yy V¥ —F ¥ — BRBRES  N-R096., 2020
)

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

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

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

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

7)  MeCTHIIE (1981) @ FEZNEEAL — FHi & 43 Hr—11, pp.23-27, 387-389, HULL K K

A N
IN .
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RFvFH T
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202141 H 12 H
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LWk 23-03-29 BRI 6 5, BRERSRREE 110331010
)
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A3221_DF-1/2

CERTIFICATE OF ANALYSIS
(Stability of Dodecyloxirane in Dose Formulations)

Study number: A-3221

Test article: : Dodecyloxirane (I.ot No. -

Vehicle: Cornoil

Form: Solution

Analyte: Dodecyloxirane

Storage conditions: Put into a brown glass bottle, stored under refrigeration (acceptable
range: 1°C to 10°C) and then at room temperature (acceptable range:
1°Cto 30°C)

Storage period: Stored at room temperature for 24 hours after storage under
refrigeration for 8 days

Acceptance criteria

Stability: The residual rate [the proportion of the mean concentration after

storage to initial (100)] should be within 100.0% + 10.0%.

Results: The results are described on the next page.
Judgment: Passed

This study was conducted in compliance with the following GLP regulations:
“The Good Laboratory Practice for New Chemicals”, (YakuShokuHatsu 0331 No. 8, Heisei
23-03-29 SeiKyoku No. 6, KanHoKiHatsu No. 110331010, the Ministry of Health, Labour and
Welfare, the Ministry of Economy, Trade and Industry, and the Ministry of Environment,
Japan, March 31, 2011)

Celebon |9 2020

Date

Study director
Gotemba Laboratory, BoZo Research Center Inc.
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A3221 DF-2/2

CERTIFICATE OF ANALYSIS
(Stability of Dodecyloxirane in Dose Formulations)

Study number: A-3221
Results:
Measured concentration
Concentration (mg/mL})
(mg/mL) No. —
Initial After storage
1 0.997 0.995
2 0.978 0.997
1 3 0.976 1.00
Mean 0.984 0.997
Residual rate (%) (100) 1013
1 210 203
2 202 203
200 3 203 203
Mean 205 203
Residual rate (%) (100) 99.0
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Attachment 4 (1/2)
oI iE SR
IR : R-1261
AT L BERS
MiE H . 20204210} 22 H

2 B
WRE : NI = A €= 1 15,7-
BRE {4 : o—

& HE : AR
FHHLH : 2020410 H 22 H
I 7E S S i : RF N FHFT T

St A e
BEFF A FAEIC T S E A ;5 100% + 10%

“

/‘\%1:7EE‘ .

KR fH T 7 e S FoREITX T D HIE
(mg/mL) (mg/mL) = (%)

19.3
20 19.6 19.4 97.0
19.4

60.1
60 60.2 60.2 100.3
60.4

202
200 205 204 102.0
204

HE

=
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R-1261
e

I D F e $ L

20204 12 H 1 H

brvntxe sy (ny MESIIER
-

iR

20204F 12 H 1 H

RF vt 50

FOREIZ T DS 100% = 10%

E-FIN )

B

RIS T 2 E &

(mg/mL) (mg/mL) T (%)
20.5

20 20.2 20.3 101.5
20.3
62.5

60 61.7 61.8 103.0
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200 204 205 102.5
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HE 1
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OT-200011

RO EF Y OB OE OB O E

TRFVILAFOISY Sy FERNV-BORBREICKIRERSSH - £HERESET
HEHREBR (HBREE R-1261) 1 I2HITS
RILEVRE

OT-200011

MRXEHERS VY —F ¥ —
T151-0065 HEHABEA R KILHET 36-7

-
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OT-200011

1. GLP =

R VHESE : OT-200011

BT Ul EFRRE : [RFvAdXT Ty Ty beRWEROELGICLD
KRG B2 AR ARG R GARE B R-1261) |
BT ARALECHE

AVEREIILLT O GLP &AEEZ B L CEMLZH D TY .

o [HBILEWELE R AR R T 2RBEHRICE T2 KK
(ERL 23331 H AR E 8B, Fak23-03-298FH 65, 8
A E 110331010 &)

RREEE
XSRSV —F & — D EHFERT
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OT-200011

2. BX
1 GLP BEIBZE oo ittt eeer e ettt e s e tbb e et s et et sttt 2
2. H R e e aans 3
3. RV VB B IR EE e 5
3.1 TRV T BT B oo 5
3.2 RAVE VHITERRE e 5
3.3 = S T ST 5
3.4 TS LT T i e 5
3.4,1 GLP oo 5
3.5 AR B B e e 5
3.6 B R D T e e e ra e 5
3.7 B R T T oo e 5
3.8 N X & O USSR 5
3.9 i - SR RRRRRURRRTOROT 6
3.10 5 SRR PRRURRTN 6
3.1 REBRBEOGEEICEEEZRIE L LB BREER 6
3.12 g TR 6
313 B R E R DB i 7
A, B e et ae e 8
5. BRI oo e 9
5.1 B B ittt e a e 9
5.2 BBl e 10
(T = A 3 SRR 10
6.1 T A T e 11
6.1.1 T T e eeeiii e oottt e et e e e e e e e e e aaaart e e et aaaraa 11
6.1.1.1 Cal-1/2 LR Cal-1/4 DFHEL oo 11
6.1.1.2 e Y =R SRUPRR 11
6.2 R % O OUPSRRORRT 12
6.3 BB AL SR DR oo e 12
6.4 B T oo e 12
T B R T e et 13
I U 6 = OO PR RRUROPRP 14
8.1 EOA (ZELEEFR M THRHEBIMI) it 14
8.2 PDI3 (A 13 HIEEIM) oot 14
R - - PRSP PURRUUPPPPPPIN 14
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0OT-200011

Tables
Table 1
Table 2

B R R A e

Hormone concentrations in rat serum of EOA (Male) .......

Hormone concentrations in rat serum of PD13 (Pups).......
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OT-200011

3. FRILEVATEEREHRE
3.1 RILEVAEES
OT-200011

3.2 RILE VBIE %78
TRFINFAFRVTy Ty hEAVWEROBRECLAIRERESE - £MBERE
MOEARER (BRBRES R-1261) | BT AFLEVHE

3.3 B #4

[RFINFHRTT Ty bEAVWERDOBRECIIKEREST - EMBLER
SRR (RBREE R-1261) | KBWTERESN-ILEFORLVEVBE 2R ET
A EEHBE LT,

3.4 E5F LI EE

3.4.1 GLP

e THHILFDHFICRIABRE R T 2RBRMERICE T 2 EHE)
(FRL 2343 H 310 : A 0331H 85, Fak23-03-298FRE 65, &R
A 110331010 5)

3.5 BRI ES
RASHERY U —F & — RSP RAT
T412-0039  FRlE BB i~ & 1284

3.6 B ERIB PR
BRASHER SV S —F & — D IIHFRF
T300-2611 HIERHOILHFRALR 8 F
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MRS AR S Y J—F & — HEREOFRET AR

38 HEBRIEH
BRARHRY U —F e s— 2 EHEF  BRRZERM
I
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OT-200011

3.9 HYE

3.10 HfE
OBk 2 48 A 20204 12 H 10 A, 20204 12 A 25 H
HESM 202045 12 H 17 B ~20204 12 A 28 H
R RS EERE 202143 A 18 H

311 HEBHEOEEMHICEEERELEEEOLNIREER
BMBRIILR o,

3.12 EHORE
UTFORMEHIEBRERE 7 7 A VB LIAR, REERY U —F R
— O I EFTOBBRERRICRET D, OHMITRLEr WERSEEIERE S

FMET 5, PIMBETHROBE IOV T, RBRIER & KRRV h—F 8 v
=D T RFTOBTHEL, TORBERET D,

1) AEREREEORA

2) REREEEDHE L

3) RBGIEELEHEDOEL

4y AT — & ROE O OE S E

5)  AwERE#REEFEORA

6) BIFFRE
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OT-200011

4. EH
[FFIAAXT Ty Ty bERAOWEROKRGIC LD RER G B, AMBER
PEOFA R (RBRFEE R-1261) | B W THEIRE N EOA (REMER 5/ T R EH)
) RO'PDI3 (4% 13 HIEEMY) omETORLEY (T4) BEZHE L,
FORERE, EOA T T4 BERBANEHLETOREREOMIZARRITIRDDL
Niedroiz, —J, PDI3 TIHEAEHCHERETARO b,
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OT-200011
5. HEREM
5.1 W=

HREF R-1261 (FFINAHRVT o Ty benWERBROBEICLANER 5 E
M- AR AR HOFERER) OBEHRE TRIZTRT,

BEEE ()
A2 W

M (fjf) BHRTIEEREE | FER T e

Bk | BmEEs | gk | 9BES
Pt R 0 7 1001-1007 5 1008-1012
EKHE 100 12 2001-2012
GRS 300 12 3001-3012 :
=& 1000 7 4001-4007 5 4008-4012
BEmE ()

Eg pyiakisa Ik A B HE

HERE (ﬁg/k:t) B 55T RS R B BT R AR B4 9% T B SRR Y

ik | BmES B | BwES B &5
LR R 0 12 1101-1112 5 5101-5105 5 5106-5110
K& 100 12 2101-2112
T HE 300 12 3101-3112
=R 1000 12 4101-4112 5 6101-6105 5 6106-6110

60




R-1261

Attachment 5 (10/16)

OT-200011
52  BK
Text-Table 1
R Ifn. ¥ 4K
7 Bt . , AR BB RSB
: MR 7L 2
(ife. %) BeE®/T EERT HBERT BEET
REEIIREE MESUBREE B MREE BERE
# 10 5 5% — -
ﬁ%{ﬁ%fﬁﬁ ME 15 53) _ Sa) Sa)
i 5 5 — - _
1&%% Mﬁ 5 Sa) — — —
wpg S " - B -
7 30t S 5 - - -
w10 5 5 - -
l’%;ﬁg ME 15 53) _ 5&) Sa)
rEmicmz, £EZ4BRC 13 EORY (REHOZEARHOR
@b sETo. FH40ES)
a) : RBMROAR 4 BREDIE, RBREECHEOHITICIVEL
o,
ZEFa—7 8 M 3R, B (E®AH) 1A R (EHRI13A) 3R, AF
290 A
KBRKEER o —80°C OB HE GFAGE : -70°CT) . EHEIEIFEGENATT
RAF G Hol,
35 S RIAT7AARBT CHEINE,
BBl FARMVCHEEINZES (REBRES, R, REHEB., RBE
T, W4, AT ROBREAH) b i, RREFCmER
B4 &80 i,
RBREFTO -80°C MHWE (FFAHE : -70°CLLT) . EUEFHFALEHENT
R RM Hotn,
MR Ed: REREM 16 AN, BE UBBRMEE 3 EE T,
(=70°C L TF) WER EFEORENTERL 2,
BAROBH W BEBOBROMBIL, "RAE LV AEREEERZICERELED

RRICE S CRRGAT CRET D,

6. MERUFE
S U7 B (Text-Table 1) Z2HAWTC TR 6.1 1RV, HRAE 2 (T4) EE LR

E LT,

HEHFEERCRES Y PIRBET 518 % TR (Text-Table 2, Text-Table 3) 2”7,
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0T-200011

Text-Table 2
mE v HIE
BRAEER I EH B Bhr E-TAii T € 46 B
T4 RIA i ng/mL N R 1AL 5.7 ~ 340.0 ng/mL
5 R0 8 e B
Hred v~ (AccuFLEXy7010, H %)

Text-Table 3
L
* v b : RIA-gnost®-T4 (Cisbio Bioassays)
EyeaE-JLe 1 2~8°C (HEHEIIHFARMHANTH >, )
Lot No. (fiF#IE) 0 2730 (1/26/2021)
Calibrator (FEREE) : Cal-0, 1 (22.6 ng/mL) , 2 (49.0 ng/mL) . 3 (100.0 ng/mL) .
4 (196.0 ng/mL) , 5 (340.0 ng/mL)

6.1 TytAHi&
6.1.1 T4 AI%E
6.1.1.1 Cal-1/2 R U Cal-1/4 )&

Cal-1 & Cal-0 & 1:1 (60 uL : 60 pL) TIEAE L. Cal-1/2 (F/REE : 11.3 ng/mL)
&L, &bz, Cal-1/2 & Cal-0% 1 :1 (30 uL: 30 uL) TEA L. Cal-1/4 (TR
JRE 5.7 ng/mL) & U7, FARYAAZMEABIRE L,

6.1.1.2 RIERE

1) £%##20 uL % Ab F 2 — 7 (Antibody-coated tube) IZMZ = (TC 2K<) ,

2) '"’I-T4 tracer (1 mL) 2 F 2—T7ICHEML, S7=% LTHELE,

3) TCI DWW Tik tracer # I AF v 7 Fa—7 (HET A FF2—7 WATSON)
(el 11 -l sl

4) 23°CEBREDA VFaX—HFNTA5~55 53 (=R : 50 590) EBE 5 Lk,

5) Fa—THNOBREET AL L—ZTRELE (TCE2KR) .

6) Hr=hTo B8 —TFa2—70 " (60 W) DBHNBMIEER (cpm) ZREL
77
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OT-200011

6.2 T— 5 R

Magellan Tracker ver. 7.0 ¥ 7 + 7 =7 (Tecan) %AWV T, BHBREEER (cpm)
O ARED T4 REZHH LT,

X W% RE (ng/mL. $EHRR) | Y &SR E (cpm) OWEMEE L, &
REEOTTy M OREREER L,

ML, RARHTEE TRICR LT,

) FAHiK
MAEE e BOTRE R (opm)  BIERE
T4 4 XF A—4%— Marquardt (EHMT : 1/YH) NGRS 1AL AMEORE LA

6.3 I 7E B 3L &% 14 D FTi
AHEIE, UTFTORERYEGEZETHEZL W o bHERN E Lz, E
IE Microsoft office Excel 2010 (Ver.14.0) THE (RAHE THE) L,
1) TC R U Cal-0
o TC KT Cal-0 D FH Bt 5 R A Cal-1/4 O EH R BREBREB L TV 5,
o PHHHBEFERIIUTOHAERXNOEH L UMNIKASE | {0 THER)

TH A AE (pm) = —PPHRFECE (opm) O

2) HEYERE
*  duplicate TORBIBHBREFBROED 2 FRE TH D,
o WEEE (ERBREOEY) ORRBEICKTZEEN Cal-1/4. Cal-5 T
100+£25.0% LA, Cal-1/2~-4 ® 5 5 4 3B ET 100£20.0% LN TH D,
© R (%) BUTOHERNLEM L UMNRRE 1 LETRF) .
A e

BE (%) = FARE x 100

3) QC
duplicate “C o Il Bl fi 5 B 5 3038 D 25 43 2 {5 AT C L 0> DRI T8 18 B (f8l 8 BE oD S 1)
DEFREHBAANTSH D,

6.4 HlE
BRI LR H Lo T2,
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R-1261
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OT-200011

7. #REHERAT

MEEBIZOWCTROBEXRICRT HEICE > TRE LT, £HEO EZHHE (Mean)
EOME#FEZE (SD) OB HICIE., L F 1 Microsoft Office Excel 2010 (Ver.14) SP2

81T D AVERAGE BA% K% O STDEV B# % v 7z, fighricid SAS Release 9.1.3 %
fEHA L,

A HEO T AR R 2
=2
LI
>3

i

<0.0l, FESE  p>0.05, E40¥ p<0.05, RESH#
EPal g
Dunnett Steel Student Aspin-Welch
RE DIE DLRE DLRIE
p<0.05, 0.01 p<0.05, 0.01 p<0.05, 0.01 p<0.05, 0.01
i {1 #% RE i R E o e e A0 ot TE
ke Pmg2/gy2
mE e T P F=sifs

(72 3B. 51%>s,%)
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OT-200011

8. HERUER

8.1 EOA (REMHBRERTHESM)

T4 R ERE DR R % Table 1 IR LTz,

T4 R IEAN B 2 COREREOMICAEBERRD LMo 12,

8.2 PD13 (%% 13 BIR&EW)

T4 PRI E DL R % Table 2 127 Lz,

T4 PR ERICB O CHBIEL OMICEERIETRAD N, FHAERD
EARRCREEZERD DN T,

9. A
(RFINAFTTY Ty bEAOEROBRGICLIRERGEE AR EE
HEOFERBR (RBREFS R-1261) | ICBWTEHR XN EOA (GRERER 58 T R kEE)
%) ROPD13 (44 13 B RE@) omEHoRAE L (T4) BEZE L,
ZOREFRE, BOA TIE T4 BEIHARNBREETOREREOMCARZZRD L
highole, —F5, PDI3 TIHEAEH TAERIETHIRD L,
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OT-200011
Table 1 Hormone concentrations in rat serum of EOA (Male)
Animal T4 Animal T4 Animal T4 Animal T4
No. {ng/mL) No. (ng/mL) No. (ng/mL) No. (ng/mL)
1001 31.6 2001 243 3001 30.9 4001 27.1
1002 26.1 2002 31.0 3002 27.4 4002 25.8
1003 27.2 2003 23.0 3003 26.0 4003 38.4
1004 30.4 2004 345 3004 37.0 4004 21.5
1005 28.4 2005 20.9 3005 33.3 4005 20.5
Mean 28.7 Mean 26.7 Mean 30.9 Mean 26.7
SD 2.3 SD 5.8 SD 4.5 SD 7.1
n 5 n 5 n 5 n 5

EOA: End of administration
No significant difference in any treated groups from vehicle control group.

Table 2 Hormone concentrations in rat serum of PD13 (Pups)
Animal T4 Animal T4 Animal T4 Animal T4

No. (ng/mL) No. (ng/mL) No. (ng/mL) No. (ng/mL)
1101 48.1 2104 38.9 3101 45.1 4102 39.6
1105 40.1 2105 36.9 3102 40.3 4103 41.0
1107 38.7 2107 34.4 3104 38.5 4107 33.5
1108 40.2 2108 31.8 3110 36.3 4109 40.2
1111 42.7 2112 35.6 3111 32.5 4111 36.9
Mean 42.0 Mean 35.5% Mean 38.5 Mean 38.2
SD 3.7 SD 2.7 SD 4.7 SD 3.1
n 5 n 5 n 5 n 5

PD13: Postnatal day 13
Animal No.: Dam No. of pups
*: p <0.05, Dunnett's test
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OT-200011
EEMRIIE
BVECHTEES : OT-200011
e U RIERE s TRF g%y Iy Iy beRWERORECLARE
BEFEYE - EEBEBHEIFCREBR BRREE R-1261) | B
F B RLVEVHIE

AREIIU T RT R TEBSN D & 2 RIERLET,

o [HBULFEMES IR >ARL R T HRBRMERICRE T2 K1)
(ER 2343 H 31 H : RERK 0331 8B, FE23-03-298BFHE 65, B
PRAFEE 110331010 &)

B, WERTREOWMYVEREL, MERLE L

B RERH(TH
e WEEAERT
WEHA LESEEN ikl phliiegligle E (LR A
B P BT
- ~D W H
R N s 20204 10 A 20 H

St 2020 10 A 22 H 202010 A 23 H

M (Ehy)

20204 10 H 22 H

2020 12 A 10 H 20204 12 A 10 B 20204 12 A 10 H

e HE (T4)

et s R (e

2020 12 A 17H 20204 12 H17H 20204 12 A4 17H

2020 12 4 25 H 20204 12 H 28 H 20205 12 A 28 H

EORE)

RNAVE L HIERE 20214 2 H 18 H

fE R A 20214 2 A 19 H 202142 H 250 20214 2H 258
BERER 202143 A 15 H 202143 H 15SH 202143 A 15H

gg;ymﬁ 20214 3A 170 202143 A 18 H 20214 3 A 18 H
=

202/ O p/Pn
B AHR SV p—F F—
o < R
SR B8 5 T 15 M e 2 P A
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Activity

(Count)

R-1261

500 r
—6—Dodecyloxirane 0 mg/kg
—A -Dodecyloxirane 100 mg/kg
400 F - --f}--Dodecyloxirane 300 mg/kg
TR ~. —¢O— Dodecyloxirane 1000 mg/kg
300 f
200
100 f
0 L L L L J
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.1 Dodecyloxirane: An oral combined repeated dose toxicity study

with the reproduction/ developmental toxicity screening test in rats

Motor activity of male rats (Week 6 of administration)
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Activity

(Count)

R-1261

500 r
—6—Dodecyloxirane 0 mg/kg
—A -Dodecyloxirane 100 mg/kg
400 r --f+--Dodecyloxirane 300 mg/kg
—O— Dodecyloxirane 1000 mg/kg
300 f
\e\n\f °
200 } -
~~~~~~~~~~~~~~~~~ A
100 e T a
: ‘ .=
0 L L L L L J
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.2 Dodecyloxirane: An oral combined repeated dose toxicity study

with the reproduction/ developmental toxicity screening test in rats

Motor activity of female rats (Main group, Lactation Dayl3)
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Activity

(Count)

R-1261

500 r
—6—Dodecyloxirane 0 mg/kg
—¢O— Dodecyloxirane 1000 mg/kg
400 f
300 f
200
100
0 L L L L L J
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.3 Dodecyloxirane: An oral combined repeated dose toxicity study

with the reproduction/ developmental toxicity screening test in rats

Motor activity of female rats (Non-mating group, Week 6 of administration)
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Activity

(Count)

R-1261

500 r
—6—Dodecyloxirane 0 mg/kg
—O— Dodecyloxirane 1000 mg/kg
400 f
300 f
200
100 f
0 J
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.4 Dodecyloxirane: An oral combined repeated dose toxicity study

with the reproduction/ developmental toxicity screening test in rats

Motor activity of male rats (Week 2 of recovery)
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Activity

(Count)

R-1261

500 r
—6—Dodecyloxirane 0 mg/kg
400 —O— Dodecyloxirane 1000 mg/kg
300 f
200
100 f
0 L L L L L J
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.5 Dodecyloxirane: An oral combined repeated dose toxicity study

with the reproduction/ developmental toxicity screening test in rats

Motor activity of female rats (Non-mating group, Week 2 of recovery)
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Fig.6

R-1261

——

—6—Dodecyloxirane 0 mg/kg
—A--Dodecyloxirane 100 mg/kg
--fF--Dodecyloxirane 300 mg/kg

—O— Dodecyloxirane 1000 mg/kg

| Administration period |  F Recovery period—
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(day)

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Body weight of male rats
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Fig.7

R-1261

—6—Dodecyloxirane 0 mg/kg

—A--Dodecyloxirane 100 mg/kg
--f=+--Dodecyloxirane 300 mg/kg

—O— Dodecyloxirane 1000 mg/kg

F— Pre-mating period— |——— Gestation period ——— |—Lactation period —]

7/ s
1 8 15 0 7 14 20 0 4 7 13

(day)

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Body weight of female rats (Mating group)
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R-1261

—6—Dodecyloxirane

0 mg/kg

—O— Dodecyloxirane 1000 mg/kg
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(day)

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Body weight of female rats (Non-mating group)
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Fig.

R-1261

—6—Dodecyloxirane 0 mg/kg

—A--Dodecyloxirane 100 mg/kg
--fZ+--Dodecyloxirane 300 mg/kg

—O— Dodecyloxirane 1000 mg/kg
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Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Food consumption of male rats
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R-1261

—6—Dodecyloxirane 0 mg/kg
s — A -Dodecyloxirane 100 mg/kg
--f=+--Dodecyloxirane 300 mg/kg

—O— Dodecyloxirane 1000 mg/kg
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10 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Food consumption of female rats (Mating group)
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11 Dodecyloxirane: An oral combined repeated dose toxicity study

with the reproduction/ developmental toxicity screening test in rats

Food consumption of female rats (Non-mating group)
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Table 1-1 Dodecyloxirane: An oral combined repeated dose toxicity study Study No. : R-1261
with the reproduction/ developmental toxicity screening test in rats

Clinical signs Period : FO before mating Day 1-15, FO mating Day 15-43

Sex : Male Species : Rat
Test article /Day
Dose Signs 1 2 3 4 5 6 7 8 9 10 1M 12 13 14 15 16 17 18 19 20 21
Dodecyloxirane ~ Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg Number of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dodecyloxirane  Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg Number of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dodecyloxirane  Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg Number of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dodecyloxirane  Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg Number of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 1-2 Dodecyloxirane: An oral combined repeated dose toxicity study Study No. : R-1261
with the reproduction/ developmental toxicity screening test in rats

Clinical signs Period : FO before mating Day 1-15, FO mating Day 15-43

Sex : Male Species : Rat
Test article /Day
Dose Signs 22 23 24 25 26 27 28 29 30 3 32 33 34 3 36 37 38 39 40 41 42
Dodecyloxirane  Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg Number of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dodecyloxirane  Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg Number of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dodecyloxirane ~ Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg Number of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dodecyloxirane  Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg Number of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 1-3

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Clinical signs

Period : FO before mating Day 1-15, FO mating Day 15-43

Study No. : R-1261

Sex : Male Species : Rat

Test article /Day
Dose Signs 43 a)
Dodecyloxirane  Number of animals 7

0 mg/kg Number of animals with abnormal findings 0
Dodecyloxirane  Number of animals 12
100 mg/kg Number of animals with abnormal findings 0
Dodecyloxirane  Number of animals 12
300 mg/kg Number of animals with abnormal findings 0
Dodecyloxirane  Number of animals 7
1000 mg/kg Number of animals with abnormal findings 0

a): Day of necropsy



8

Table 1-4

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Clinical signs

Period : FO before mating Day 1-15

Study No. : R-1261

Sex : Female Species : Rat

Test article /Day

Dose Signs 1 2 3 4 5 6 7 8 9 10 1M 12 13 14 15
Dodecyloxirane ~ Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg Number of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dodecyloxirane  Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg Number of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dodecyloxirane ~ Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg Number of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dodecyloxirane  Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg Number of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 1-5

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats
Clinical signs in dams

Period : FO gestation Day 0-25

Study No. : R-1261

Sex : Female Species : Rat
Test article /Day
Dose Signs 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20
Dodecyloxirane  Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg Number 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
Dodecyloxirane  Number of dams 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg Number 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
Dodecyloxirane ~ Number of dams 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg Number 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
Dodecyloxirane  Number of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
1000 mg/kg Number of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 1-6

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Clinical signs in dams

Period : FO gestation Day 0-25

Study No. : R-1261

Sex : Female Species : Rat

Test article /Day

Dose Signs 21 22 23 24 25
Dodecyloxirane  Number of dams 12 4 0 0 0
0 mg/kg Number of dams with abnormal findings 0 0 0 0 0
Dodecyloxirane  Number of dams 10 1 0 0 0
100 mg/kg Number of dams with abnormal findings 0 0 0 0 0
Dodecyloxirane  Number of dams 10 0 0 0 0
300 mg/kg Number of dams with abnormal findings 0 0 0 0 0
Dodecyloxirane  Number of dams 1 2 1 1 1
1000 mg/kg Number of dams with abnormal findings 0 0 0 0 0
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Table 1-7

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats
Clinical signs in dams

Period : FO lactation Day 0-14

Study No. : R-1261

Sex : Female Species : Rat

Test article /Day

Dose Signs 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 a)
Dodecyloxirane ~ Number of dams 7 12 12 12 12 12 12 12 12 12 12 12 12 12 12

0 mg/kg Number of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dodecyloxirane  Number of dams 8 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 mg/kg Number of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dodecyloxirane ~ Number of dams 7 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 mg/kg Number of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dodecyloxirane  Number of dams 9 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg Number of dams 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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Table 1-8 Dodecyloxirane: An oral combined repeated dose toxicity study Study No. : R-1261
with the reproduction/ developmental toxicity screening test in rats

Clinical signs Period : Administration day 1-43(non-mating group)

Sex : Female Species : Rat
Test article /Day
Dose Signs 1 2 3 4 5 6 7 8 9 10 1M 12 13 14 15 16 17 18 19 20 21
Dodecyloxirane ~ Number of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg Number of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dodecyloxirane  Number of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg Number of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 1-9 Dodecyloxirane: An oral combined repeated dose toxicity study Study No. : R-1261
with the reproduction/ developmental toxicity screening test in rats
Clinical signs Period : Administration day 1-43(non-mating group)
Sex : Female Species : Rat
Test article /Day
Dose Signs 22 23 24 25 26 27 28 29 30 3 32 33 34 3 36 37 38 39 40 41 42
Dodecyloxirane  Number of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 mg/kg Number of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dodecyloxirane  Number of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 mg/kg Number of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 1-10 Dodecyloxirane: An oral combined repeated dose toxicity study Study No. : R-1261
with the reproduction/ developmental toxicity screening test in rats

Clinical signs Period : Administration day 1-43(non-mating group)
Sex : Female Species : Rat
Test article /Day
Dose Signs 43 a)
Dodecyloxirane  Number of animals 5
0 mg/kg Number of animals with abnormal findings 0
Dodecyloxirane  Number of animals 5
1000 mg/kg Number of animals with abnormal findings 0

a): Day of necropsy
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Table 1-11 Dodecyloxirane: An oral combined repeated dose toxicity study Study No. : R-1261
with the reproduction/ developmental toxicity screening test in rats

Clinical signs Period : Recovery Day 1-15
Sex : Male Species : Rat
Test article /Day
Dose Signs 1 2 3 4 5 6 7 8 9 10 1M 12 13 14 15 a)
Dodecyloxirane  Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
0 mg/kg Number of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dodecyloxirane  Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Number of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a): Day of necropsy



Table 1-12 Dodecyloxirane: An oral combined repeated dose toxicity study Study No. : R-1261
with the reproduction/ developmental toxicity screening test in rats
Clinical signs Period : Recovery Day 1-15 (non-mating group)
Sex : Female Species : Rat

Test article /Day
1

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

[9)]
[$)]
[9)]
[$)]
[9)]
[$)]
[9)]
[$)]
[$)]

Dodecyloxirane  Number of animals 5 5 5 5 5 5

0 mg/kg Number of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dodecyloxirane  Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Number of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

06

a): Day of necropsy
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Table 2 -1 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : FO before mating
Generation : FO Sex : Male Week : 1 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 12 0 0 12 0
0 mg/kg
Dodecyloxirane n 12 0 0 12 0
100 mg/kg
Dodecyloxirane n 12 0 0 12 0
300 mg/kg
Dodecyloxirane n 12 0 0 12 0
1000 mg/kg
Abnormal NC
behavior
Test article
Dose 0 1 2 3
Dodecyloxirane n 12 0 0 0
0 mg/kg
Dodecyloxirane n 12 0 0 0
100 mg/kg
Dodecyloxirane n 12 0 0 0
300 mg/kg
Dodecyloxirane n 12 0 0 0
1000 mg/kg

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

Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe
Not calculated : NC
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Table 2 -2 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : FO before mating
Generation : FO Sex : Male Week : 2 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 12 0 0 12 0
0 mg/kg
Dodecyloxirane n 12 0 0 12 0
100 mg/kg
Dodecyloxirane n 12 0 0 12 0
300 mg/kg
Dodecyloxirane n 12 0 0 12 0
1000 mg/kg
Abnormal NC
behavior
Test article
Dose 0 1 2 3
Dodecyloxirane n 12 0 0 0
0 mg/kg
Dodecyloxirane n 12 0 0 0
100 mg/kg
Dodecyloxirane n 12 0 0 0
300 mg/kg
Dodecyloxirane n 12 0 0 0
1000 mg/kg

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

Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe
Not calculated : NC
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Table2-3 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : FO mating
Generation : FO Sex : Male Week : 3 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 12 0 0 12 0
0 mg/kg
Dodecyloxirane n 12 0 0 12 0
100 mg/kg
Dodecyloxirane n 12 0 0 12 0
300 mg/kg
Dodecyloxirane n 12 0 0 12 0
1000 mg/kg
Abnormal NC
behavior
Test article
Dose 0 1 2 3
Dodecyloxirane n 12 0 0 0
0 mg/kg
Dodecyloxirane n 12 0 0 0
100 mg/kg
Dodecyloxirane n 12 0 0 0
300 mg/kg
Dodecyloxirane n 12 0 0 0
1000 mg/kg

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

Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe
Not calculated : NC
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Table2-4 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : FO mating
Generation : FO Sex : Male Week : 4 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 12 0 0 12 0
0 mg/kg
Dodecyloxirane n 12 0 0 12 0
100 mg/kg
Dodecyloxirane n 12 0 0 12 0
300 mg/kg
Dodecyloxirane n 12 0 0 12 0
1000 mg/kg
Abnormal NC
behavior
Test article
Dose 0 1 2 3
Dodecyloxirane n 12 0 0 0
0 mg/kg
Dodecyloxirane n 12 0 0 0
100 mg/kg
Dodecyloxirane n 12 0 0 0
300 mg/kg
Dodecyloxirane n 12 0 0 0
1000 mg/kg

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

Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe
Not calculated : NC
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Table2-5 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : FO mating
Generation : FO Sex : Male Week : 5 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 12 0 0 12 0
0 mg/kg
Dodecyloxirane n 12 0 0 12 0
100 mg/kg
Dodecyloxirane n 12 0 0 12 0
300 mg/kg
Dodecyloxirane n 12 0 0 12 0
1000 mg/kg
Abnormal NC
behavior
Test article
Dose 0 1 2 3
Dodecyloxirane n 12 0 0 0
0 mg/kg
Dodecyloxirane n 12 0 0 0
100 mg/kg
Dodecyloxirane n 12 0 0 0
300 mg/kg
Dodecyloxirane n 12 0 0 0
1000 mg/kg

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

Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe
Not calculated : NC
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Table2-6 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : FO mating
Generation : FO Sex : Male Week : 6 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 12 0 0 12 0
0 mg/kg
Dodecyloxirane n 12 0 0 12 0
100 mg/kg
Dodecyloxirane n 12 0 0 12 0
300 mg/kg
Dodecyloxirane n 12 0 0 12 0
1000 mg/kg
Abnormal NC
behavior
Test article
Dose 0 1 2 3
Dodecyloxirane n 12 0 0 0
0 mg/kg
Dodecyloxirane n 12 0 0 0
100 mg/kg
Dodecyloxirane n 12 0 0 0
300 mg/kg
Dodecyloxirane n 12 0 0 0
1000 mg/kg

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

Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe
Not calculated : NC
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Table2-7 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : FO before mating
Generation : FO Sex : Female Week: 1 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 12 0 0 12 0
0 mg/kg
Dodecyloxirane n 12 0 0 12 0
100 mg/kg
Dodecyloxirane n 12 0 0 12 0
300 mg/kg
Dodecyloxirane n 12 0 0 12 0
1000 mg/kg
Abnormal NC
behavior
Test article
Dose 0 1 2 3
Dodecyloxirane n 12 0 0 0
0 mg/kg
Dodecyloxirane n 12 0 0 0
100 mg/kg
Dodecyloxirane n 12 0 0 0
300 mg/kg
Dodecyloxirane n 12 0 0 0
1000 mg/kg

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

Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe
Not calculated : NC
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Table2-8 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : FO before mating
Generation : FO Sex : Female Week: 2 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 12 0 0 12 0
0 mg/kg
Dodecyloxirane n 12 0 0 12 0
100 mg/kg
Dodecyloxirane n 12 0 0 12 0
300 mg/kg
Dodecyloxirane n 12 0 0 12 0
1000 mg/kg
Abnormal NC
behavior
Test article
Dose 0 1 2 3
Dodecyloxirane n 12 0 0 0
0 mg/kg
Dodecyloxirane n 12 0 0 0
100 mg/kg
Dodecyloxirane n 12 0 0 0
300 mg/kg
Dodecyloxirane n 12 0 0 0
1000 mg/kg

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

Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe
Not calculated : NC
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Table2-9 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Home cage observation

Period : FO gestation

Study No. : R-1261

Generation : FO Sex : Female Day: 1 Species : Rat
Posture NC Convulsion NC
Test article
Dose N 0 2
Dodecyloxirane n 12 0 12 0
0 mg/kg
Dodecyloxirane n 10 0 10 0
100 mg/kg
Dodecyloxirane n 10 0 10 0
300 mg/kg
Dodecyloxirane n 1 0 11 0
1000 mg/kg
Abnormal NC
behavior
Test article
Dose 0 3
Dodecyloxirane n 12 0 0
0 mg/kg
Dodecyloxirane n 10 0 0
100 mg/kg
Dodecyloxirane n 10 0 0
300 mg/kg
Dodecyloxirane n 11 0 0
1000 mg/kg

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

Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe
Not calculated : NC
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Table 2-10 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Home cage observation

Period : FO gestation

Study No. : R-1261

Generation : FO Sex:Female Day:7 Species : Rat
Posture NC Convulsion NC
Test article
Dose N 0 2
Dodecyloxirane n 12 0 12 0
0 mg/kg
Dodecyloxirane n 10 0 10 0
100 mg/kg
Dodecyloxirane n 10 0 10 0
300 mg/kg
Dodecyloxirane n 11 0 11 0
1000 mg/kg
Abnormal NC
behavior
Test article
Dose 0 3
Dodecyloxirane n 12 0 0
0 mg/kg
Dodecyloxirane n 10 0 0
100 mg/kg
Dodecyloxirane n 10 0 0
300 mg/kg
Dodecyloxirane n 11 0 0
1000 mg/kg

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

Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe
Not calculated : NC
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Table 2 - 11

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Home cage observation

Period : FO gestation

Study No. : R-1261

Generation : FO Sex : Female Day : 14 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 2
Dodecyloxirane n 12 0 12 0
0 mg/kg
Dodecyloxirane n 10 0 10 0
100 mg/kg
Dodecyloxirane n 10 0 10 0
300 mg/kg
Dodecyloxirane n 11 0 11 0
1000 mg/kg
Abnormal NC
behavior
Test article
Dose 0 1 2 3
Dodecyloxirane n 12 0 0
0 mg/kg
Dodecyloxirane n 10 0 0
100 mg/kg
Dodecyloxirane n 10 0 0
300 mg/kg
Dodecyloxirane n 11 0 0

1000 mg/kg

Posture) N: Normal, F: Flattened, H: Hunched
Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe

Not calculated : NC
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Table 2 - 12

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Home cage observation

Period : FO gestation

Study No. : R-1261

Generation : FO Sex : Female Day : 20 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 2
Dodecyloxirane n 12 0 12 0
0 mg/kg
Dodecyloxirane n 10 0 10 0
100 mg/kg
Dodecyloxirane n 10 0 10 0
300 mg/kg
Dodecyloxirane n 11 0 11 0
1000 mg/kg
Abnormal NC
behavior
Test article
Dose 0 1 2 3
Dodecyloxirane n 12 0 0
0 mg/kg
Dodecyloxirane n 10 0 0
100 mg/kg
Dodecyloxirane n 10 0 0
300 mg/kg
Dodecyloxirane n 11 0 0

1000 mg/kg

Posture) N: Normal, F: Flattened, H: Hunched
Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe

Not calculated : NC
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Table 2-13 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Home cage observation

Period : FO lactation

Study No. : R-1261

Generation : FO Sex : Female Day:6 Species : Rat
Posture NC Convulsion NC
Test article
Dose N 0 2
Dodecyloxirane n 12 0 12 0
0 mg/kg
Dodecyloxirane n 10 0 10 0
100 mg/kg
Dodecyloxirane n 10 0 10 0
300 mg/kg
Dodecyloxirane n 10 0 10 0
1000 mg/kg
Abnormal NC
behavior
Test article
Dose 0 3
Dodecyloxirane n 12 0 0
0 mg/kg
Dodecyloxirane n 10 0 0
100 mg/kg
Dodecyloxirane n 10 0 0
300 mg/kg
Dodecyloxirane n 10 0 0
1000 mg/kg

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

Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe
Not calculated : NC
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Table 2 - 14

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Home cage observation

Period : FO lactation

Study No. : R-1261

Generation : FO Sex : Female Day: 13 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 2
Dodecyloxirane n 12 0 12 0
0 mg/kg
Dodecyloxirane n 10 0 10 0
100 mg/kg
Dodecyloxirane n 10 0 10 0
300 mg/kg
Dodecyloxirane n 10 0 10 0
1000 mg/kg
Abnormal NC
behavior
Test article
Dose 0 1 2 3
Dodecyloxirane n 12 0 0
0 mg/kg
Dodecyloxirane n 10 0 0
100 mg/kg
Dodecyloxirane n 10 0 0
300 mg/kg
Dodecyloxirane n 10 0 0

1000 mg/kg

Posture) N: Normal, F: Flattened, H: Hunched
Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe

Not calculated : NC
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Table 2 - 15

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : Administration (non-mating group)
Generation : FO Sex : Female  Week: 1 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 10 0 0 10 0
0 mg/kg
Dodecyloxirane n 10 0 0 10 0
1000 mg/kg
Abnormal NC
behavior

Test article
Dose 0 1 2 3
Dodecyloxirane n 10 0 0 0
0 mg/kg
Dodecyloxirane n 10 0 0 0

1000 mg/kg

Posture) N: Normal, F: Flattened, H: Hunched
Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe

Not calculated : NC
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Table 2 - 16

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : Administration (non-mating group)
Generation : FO Sex : Female Week: 2 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 10 0 0 10 0
0 mg/kg
Dodecyloxirane n 10 0 0 10 0
1000 mg/kg
Abnormal NC
behavior

Test article
Dose 0 1 2 3
Dodecyloxirane n 10 0 0 0
0 mg/kg
Dodecyloxirane n 10 0 0 0

1000 mg/kg

Posture) N: Normal, F: Flattened, H: Hunched
Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe

Not calculated : NC
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Table 2 - 17

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : Administration (non-mating group)
Generation : FO Sex : Female Week: 3 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 10 0 0 10 0
0 mg/kg
Dodecyloxirane n 10 0 0 10 0
1000 mg/kg
Abnormal NC
behavior

Test article
Dose 0 1 2 3
Dodecyloxirane n 10 0 0 0
0 mg/kg
Dodecyloxirane n 10 0 0 0

1000 mg/kg

Posture) N: Normal, F: Flattened, H: Hunched
Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe

Not calculated : NC
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Table 2 - 18

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : Administration (non-mating group)
Generation : FO Sex : Female Week: 4 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 10 0 0 10 0
0 mg/kg
Dodecyloxirane n 10 0 0 10 0
1000 mg/kg
Abnormal NC
behavior

Test article
Dose 0 1 2 3
Dodecyloxirane n 10 0 0 0
0 mg/kg
Dodecyloxirane n 10 0 0 0

1000 mg/kg

Posture) N: Normal, F: Flattened, H: Hunched
Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe

Not calculated : NC
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Table 2 - 19

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : Administration (non-mating group)
Generation : FO Sex : Female Week: 5 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 10 0 0 10 0
0 mg/kg
Dodecyloxirane n 10 0 0 10 0
1000 mg/kg
Abnormal NC
behavior

Test article
Dose 0 1 2 3
Dodecyloxirane n 10 0 0 0
0 mg/kg
Dodecyloxirane n 10 0 0 0

1000 mg/kg

Posture) N: Normal, F: Flattened, H: Hunched
Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe

Not calculated : NC
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Table 2 - 20

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : Administration (non-mating group)
Generation : FO Sex : Female Week: 6 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 10 0 0 10 0
0 mg/kg
Dodecyloxirane n 10 0 0 10 0
1000 mg/kg
Abnormal NC
behavior

Test article
Dose 0 1 2 3
Dodecyloxirane n 10 0 0 0
0 mg/kg
Dodecyloxirane n 10 0 0 0

1000 mg/kg

Posture) N: Normal, F: Flattened, H: Hunched
Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe

Not calculated : NC
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Table 2 - 21 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : Recovery
Generation : FO Sex : Male Week : 1 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 5 0 0 5 0
0 mg/kg
Dodecyloxirane n 5 0 0 5 0
1000 mg/kg
Abnormal NC
behavior

Test article
Dose 0 1 2 3
Dodecyloxirane n 5 0 0 0
0 mg/kg
Dodecyloxirane n 5 0 0 0
1000 mg/kg

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

Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe
Not calculated : NC
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Table 2 - 22 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : Recovery
Generation : FO Sex : Male Week : 2 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 5 0 0 5 0
0 mg/kg
Dodecyloxirane n 5 0 0 5 0
1000 mg/kg
Abnormal NC
behavior

Test article
Dose 0 1 2 3
Dodecyloxirane n 5 0 0 0
0 mg/kg
Dodecyloxirane n 5 0 0 0
1000 mg/kg

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

Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe
Not calculated : NC
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Table 2 - 23 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : Recovery (non-mating group)
Generation : FO Sex : Female  Week: 1 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 5 0 0 5 0
0 mg/kg
Dodecyloxirane n 5 0 0 5 0
1000 mg/kg
Abnormal NC
behavior

Test article
Dose 0 1 2 3
Dodecyloxirane n 5 0 0 0
0 mg/kg
Dodecyloxirane n 5 0 0 0
1000 mg/kg

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

Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe
Not calculated : NC
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Table 2 - 24 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

Home cage observation Period : Recovery (non-mating group)
Generation : FO Sex : Female Week: 2 Species : Rat
Posture NC Convulsion NC
Test article
Dose N F H 0 1 2
Dodecyloxirane n 5 0 0 5 0
0 mg/kg
Dodecyloxirane n 5 0 0 5 0
1000 mg/kg
Abnormal NC
behavior

Test article
Dose 0 1 2 3
Dodecyloxirane n 5 0 0 0
0 mg/kg
Dodecyloxirane n 5 0 0 0
1000 mg/kg

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

Convulsion) 0: None, 1: Minor, 2: Moderate, 3: Severe
Abnormal behavior) 0: None, 1: Minor, 2: Moderate, 3: Severe
Not calculated : NC
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Table 2 - 25 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

In-the-hand observation Period : FO before mating
Generation : FO Sex : Male Week : 1 Species : Rat
Ease of remov- NC Fur condition NC
al from cage
Test article
Dose -1 0 1 2 3 0 1 2 3
Dodecyloxirane n 0 12 0 0 0 12 0
0 mg/kg
Dodecyloxirane n 0 12 0 0 0 12 0
100 mg/kg
Dodecyloxirane n 0 12 0 0 0 12 0
300 mg/kg
Dodecyloxirane n 0 12 0 0 0 12 0
1000 mg/kg
Skin NC Secretions- NC Exophthalmos NC
Eye, Nose
Test article
Dose 0 1 2 3 0 1 0 1
Dodecyloxirane n 12 0 0 0 12 0 12
0 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 12
100 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 12
300 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 12
1000 mg/kg

Ease of removal from cage) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
Fur condition) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

Skin) 0: Normal, 1: Slight, 2: Moderate, 3: Severe

Secretions-Eye, Nose) 0: Absent, 1: Present

Exophthalmos) 0: Absent, 1: Present

Not calculated : NC
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Table 2 - 26 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats
In-the-hand observation

Period : FO before mating

Study No. : R-1261

Generation : FO Sex : Male Week : 1 Species : Rat
Palpebral NC Mucosal NC Lacrimation NC
closure membranes
Test article
Dose 0 1 2 3 0 1
Dodecyloxirane n 12 0 0 0 12 0 0 0 12 0
0 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 0 0 12 0
100 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 0 0 12 0
300 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 0 0 12 0
1000 mg/kg
Piloerection NC Pupil size NC Salivation NC

Test article
Dose 0 1 -1 0 2 3
Dodecyloxirane n 12 0 0 12 0 0 12 0 0 0
0 mg/kg
Dodecyloxirane n 12 0 0 12 0 0 12 0 0 0
100 mg/kg
Dodecyloxirane n 12 0 0 12 0 0 12 0 0 0
300 mg/kg
Dodecyloxirane n 12 0 0 12 0 0 12 0 0 0
1000 mg/kg

Palpebral closure) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
Mucosal membranes) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

Lacrimation) 0: Absent, 1: Present

Piloerection) 0: Absent, 1: Present

Pupil size) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

Salivation) 0: None, 1: Slight, 2: Moderate, 3: Marked

Not calculated : NC
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Table 2 - 27 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

In-the-hand observation Period : FO before mating
Generation : FO Sex : Male Week : 1 Species : Rat
Abnormal NC Vocalization NC
respiration
Test article
Dose 0 1 2 3 0 1 2
Dodecyloxirane n 12 0 0 0 12 0
0 mg/kg
Dodecyloxirane n 12 0 0 0 12 0
100 mg/kg
Dodecyloxirane n 12 0 0 0 12 0
300 mg/kg
Dodecyloxirane n 12 0 0 0 12 0
1000 mg/kg
Reactivity to NC
handling
Test article
Dose -1 0 1 2 3
Dodecyloxirane n 0 12 0 0 0
0 mg/kg
Dodecyloxirane n 0 12 0 0 0
100 mg/kg
Dodecyloxirane n 0 12 0 0 0
300 mg/kg
Dodecyloxirane n 0 12 0 0 0
1000 mg/kg

Abnormal respiration) 0: None, 1: Slight, 2: Moderate, 3: Severe

Vocalization) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

Reactivity to handling) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Awkward, 3: Very Awkward
Not calculated : NC
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Table 2 - 28 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

In-the-hand observation Period : FO before mating
Generation : FO Sex : Male Week : 2 Species : Rat
Ease of remov- NC Fur condition NC
al from cage
Test article
Dose -1 0 1 2 3 0 1 2 3
Dodecyloxirane n 0 12 0 0 0 12 0
0 mg/kg
Dodecyloxirane n 0 12 0 0 0 12 0
100 mg/kg
Dodecyloxirane n 0 12 0 0 0 12 0
300 mg/kg
Dodecyloxirane n 0 12 0 0 0 12 0
1000 mg/kg
Skin NC Secretions- NC Exophthalmos NC
Eye, Nose
Test article
Dose 0 1 2 3 0 1 0 1
Dodecyloxirane n 12 0 0 0 12 0 12
0 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 12
100 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 12
300 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 12
1000 mg/kg

Ease of removal from cage) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
Fur condition) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

Skin) 0: Normal, 1: Slight, 2: Moderate, 3: Severe

Secretions-Eye, Nose) 0: Absent, 1: Present

Exophthalmos) 0: Absent, 1: Present

Not calculated : NC
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Table 2 - 29 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats
In-the-hand observation

Period : FO before mating

Study No. : R-1261

Generation : FO Sex : Male Week : 2 Species : Rat
Palpebral NC Mucosal NC Lacrimation NC
closure membranes
Test article
Dose 0 1 2 3 0 1
Dodecyloxirane n 12 0 0 0 12 0 0 0 12 0
0 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 0 0 12 0
100 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 0 0 12 0
300 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 0 0 12 0
1000 mg/kg
Piloerection NC Pupil size NC Salivation NC

Test article
Dose 0 1 -1 0 2 3
Dodecyloxirane n 12 0 0 12 0 0 12 0 0 0
0 mg/kg
Dodecyloxirane n 12 0 0 12 0 0 12 0 0 0
100 mg/kg
Dodecyloxirane n 12 0 0 12 0 0 12 0 0 0
300 mg/kg
Dodecyloxirane n 12 0 0 12 0 0 12 0 0 0
1000 mg/kg

Palpebral closure) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
Mucosal membranes) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

Lacrimation) 0: Absent, 1: Present

Piloerection) 0: Absent, 1: Present

Pupil size) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

Salivation) 0: None, 1: Slight, 2: Moderate, 3: Marked

Not calculated : NC
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Table 2 - 30 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

In-the-hand observation Period : FO before mating
Generation : FO Sex : Male Week : 2 Species : Rat
Abnormal NC Vocalization NC
respiration
Test article
Dose 0 1 2 3 0 1 2
Dodecyloxirane n 12 0 0 0 12 0
0 mg/kg
Dodecyloxirane n 12 0 0 0 12 0
100 mg/kg
Dodecyloxirane n 12 0 0 0 12 0
300 mg/kg
Dodecyloxirane n 12 0 0 0 12 0
1000 mg/kg
Reactivity to NC
handling
Test article
Dose -1 0 1 2 3
Dodecyloxirane n 0 12 0 0 0
0 mg/kg
Dodecyloxirane n 0 12 0 0 0
100 mg/kg
Dodecyloxirane n 0 12 0 0 0
300 mg/kg
Dodecyloxirane n 0 12 0 0 0
1000 mg/kg

Abnormal respiration) 0: None, 1: Slight, 2: Moderate, 3: Severe

Vocalization) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

Reactivity to handling) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Awkward, 3: Very Awkward
Not calculated : NC
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Table 2 - 31 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

In-the-hand observation Period : FO mating
Generation : FO Sex : Male Week : 3 Species : Rat
Ease of remov- NC Fur condition NC
al from cage
Test article
Dose -1 0 1 2 3 0 1 2 3
Dodecyloxirane n 0 12 0 0 0 12 0
0 mg/kg
Dodecyloxirane n 0 12 0 0 0 12 0
100 mg/kg
Dodecyloxirane n 0 12 0 0 0 12 0
300 mg/kg
Dodecyloxirane n 0 12 0 0 0 12 0
1000 mg/kg
Skin NC Secretions- NC Exophthalmos NC
Eye, Nose
Test article
Dose 0 1 2 3 0 1 0 1
Dodecyloxirane n 12 0 0 0 12 0 12
0 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 12
100 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 12
300 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 12
1000 mg/kg

Ease of removal from cage) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
Fur condition) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

Skin) 0: Normal, 1: Slight, 2: Moderate, 3: Severe

Secretions-Eye, Nose) 0: Absent, 1: Present

Exophthalmos) 0: Absent, 1: Present

Not calculated : NC
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Table 2 - 32

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

In-the-hand observation Period : FO mating
Generation : FO Sex : Male Week : 3 Species : Rat
Palpebral NC Mucosal NC Lacrimation NC
closure membranes
Test article
Dose 0 1 2 3 1 0 1
Dodecyloxirane n 12 0 0 0 12 0 0 0 12 0
0 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 0 0 12 0
100 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 0 0 12 0
300 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 0 0 12 0
1000 mg/kg
Piloerection NC Pupil size NC Salivation NC

Test article
Dose 0 1 -1 0 2 2 3
Dodecyloxirane n 12 0 0 12 0 0 12 0 0 0
0 mg/kg
Dodecyloxirane n 12 0 0 12 0 0 12 0 0 0
100 mg/kg
Dodecyloxirane n 12 0 0 12 0 0 12 0 0 0
300 mg/kg
Dodecyloxirane n 12 0 0 12 0 0 12 0 0 0

1000 mg/kg

Palpebral closure) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
Mucosal membranes) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

Lacrimation) 0: Absent, 1: Present

Piloerection) 0: Absent, 1: Present

Pupil size) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

Salivation) 0: None, 1: Slight, 2: Moderate, 3: Marked

Not calculated : NC
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Table 2 - 33 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

In-the-hand observation Period : FO mating
Generation : FO Sex : Male Week : 3 Species : Rat
Abnormal NC Vocalization NC
respiration
Test article
Dose 0 1 2 3 0 1 2
Dodecyloxirane n 12 0 0 0 12 0
0 mg/kg
Dodecyloxirane n 12 0 0 0 12 0
100 mg/kg
Dodecyloxirane n 12 0 0 0 12 0
300 mg/kg
Dodecyloxirane n 12 0 0 0 12 0
1000 mg/kg
Reactivity to NC
handling
Test article
Dose -1 0 1 2 3
Dodecyloxirane n 0 12 0 0 0
0 mg/kg
Dodecyloxirane n 0 12 0 0 0
100 mg/kg
Dodecyloxirane n 0 12 0 0 0
300 mg/kg
Dodecyloxirane n 0 12 0 0 0
1000 mg/kg

Abnormal respiration) 0: None, 1: Slight, 2: Moderate, 3: Severe

Vocalization) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

Reactivity to handling) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Awkward, 3: Very Awkward
Not calculated : NC
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Table 2 - 34 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

In-the-hand observation Period : FO mating
Generation : FO Sex : Male Week : 4 Species : Rat
Ease of remov- NC Fur condition NC
al from cage
Test article
Dose -1 0 1 2 3 0 1 2 3
Dodecyloxirane n 0 12 0 0 0 12 0
0 mg/kg
Dodecyloxirane n 0 12 0 0 0 12 0
100 mg/kg
Dodecyloxirane n 0 12 0 0 0 12 0
300 mg/kg
Dodecyloxirane n 0 12 0 0 0 12 0
1000 mg/kg
Skin NC Secretions- NC Exophthalmos NC
Eye, Nose
Test article
Dose 0 1 2 3 0 1 0 1
Dodecyloxirane n 12 0 0 0 12 0 12
0 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 12
100 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 12
300 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 12
1000 mg/kg

Ease of removal from cage) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
Fur condition) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

Skin) 0: Normal, 1: Slight, 2: Moderate, 3: Severe

Secretions-Eye, Nose) 0: Absent, 1: Present

Exophthalmos) 0: Absent, 1: Present

Not calculated : NC
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Table 2 - 35

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

In-the-hand observation Period : FO mating
Generation : FO Sex : Male Week : 4 Species : Rat
Palpebral NC Mucosal NC Lacrimation NC
closure membranes
Test article
Dose 0 1 2 3 1 0 1
Dodecyloxirane n 12 0 0 0 12 0 0 0 12 0
0 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 0 0 12 0
100 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 0 0 12 0
300 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 0 0 12 0
1000 mg/kg
Piloerection NC Pupil size NC Salivation NC

Test article
Dose 0 1 -1 0 2 2 3
Dodecyloxirane n 12 0 0 12 0 0 12 0 0 0
0 mg/kg
Dodecyloxirane n 12 0 0 12 0 0 12 0 0 0
100 mg/kg
Dodecyloxirane n 12 0 0 12 0 0 12 0 0 0
300 mg/kg
Dodecyloxirane n 12 0 0 12 0 0 12 0 0 0

1000 mg/kg

Palpebral closure) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
Mucosal membranes) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

Lacrimation) 0: Absent, 1: Present

Piloerection) 0: Absent, 1: Present

Pupil size) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

Salivation) 0: None, 1: Slight, 2: Moderate, 3: Marked

Not calculated : NC
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Table 2 - 36 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

In-the-hand observation Period : FO mating
Generation : FO Sex : Male Week : 4 Species : Rat
Abnormal NC Vocalization NC
respiration
Test article
Dose 0 1 2 3 0 1 2
Dodecyloxirane n 12 0 0 0 12 0
0 mg/kg
Dodecyloxirane n 12 0 0 0 12 0
100 mg/kg
Dodecyloxirane n 12 0 0 0 12 0
300 mg/kg
Dodecyloxirane n 12 0 0 0 12 0
1000 mg/kg
Reactivity to NC
handling
Test article
Dose -1 0 1 2 3
Dodecyloxirane n 0 12 0 0 0
0 mg/kg
Dodecyloxirane n 0 12 0 0 0
100 mg/kg
Dodecyloxirane n 0 12 0 0 0
300 mg/kg
Dodecyloxirane n 0 12 0 0 0
1000 mg/kg

Abnormal respiration) 0: None, 1: Slight, 2: Moderate, 3: Severe

Vocalization) 0: None, 1: Soft, 2: Moderate, 3: Loud/aggressive

Reactivity to handling) -1: Atypically docile, 0: Easy, 1: Slightly awkward, 2: Awkward, 3: Very Awkward
Not calculated : NC
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Table 2 - 37 Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

In-the-hand observation Period : FO mating
Generation : FO Sex : Male Week : 5 Species : Rat
Ease of remov- NC Fur condition NC
al from cage
Test article
Dose -1 0 1 2 3 0 1 2 3
Dodecyloxirane n 0 12 0 0 0 12 0
0 mg/kg
Dodecyloxirane n 0 12 0 0 0 12 0
100 mg/kg
Dodecyloxirane n 0 12 0 0 0 12 0
300 mg/kg
Dodecyloxirane n 0 12 0 0 0 12 0
1000 mg/kg
Skin NC Secretions- NC Exophthalmos NC
Eye, Nose
Test article
Dose 0 1 2 3 0 1 0 1
Dodecyloxirane n 12 0 0 0 12 0 12
0 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 12
100 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 12
300 mg/kg
Dodecyloxirane n 12 0 0 0 12 0 12
1000 mg/kg

Ease of removal from cage) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
Fur condition) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

Skin) 0: Normal, 1: Slight, 2: Moderate, 3: Severe

Secretions-Eye, Nose) 0: Absent, 1: Present

Exophthalmos) 0: Absent, 1: Present

Not calculated : NC
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Table 2 - 38

Dodecyloxirane: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Study No. : R-1261

In-the-hand observati