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3.11 HERBE

PR BR 1A B © 2021 % 9 H 30H
1 5 B le AT H : 20214 10 A 19 A
) A ff H : 20214 10 H 4H

KErBALE R (5B A)
: 20214F 10 A4 25 H

R B 4R A : 20214 11 H 8H
57 WP iR A : 20214 11 H 30 H
B HH& T MR A © 20214F 12 H 6 B (HEXROVIEAEIEE)
B8 BA 44 A : 20214 12 H 6H
REEh 435 K BA 4k H : 20214 12 H 14 H
(Al #& T H 4% B : 20214 12 H 20H
B lBRiE T A : 20214 12 A 28 H

EhrETH REMARTEmREKLTH)
20224 2 H 21 H
RERE T H : 20224 3 H 23 H

3.12 HERAEOEHEMICEEZRELELEEDLIIRERR
ABRICB U B O B IC BB A KT L7z L b 2 REEER T2 5> 72,

313 FRIBDIEANTELUNS-HBROGEMICEEZRE IRV OH
SERRUVRERBRIHEZICDGN =T &
ARBICBE L, RROGEIEICEELKETRVOH D FBIT R,
B, RBREEEICED RN 2 ERUTICERBRLE,

1) ZZEHEMED 1000 mg/kg BED 1] (B)F S 4101) ICHBWT, FIRKEIC FEREKE
B L., ST e l-o 7o, thas B/l OmR - BERIChEAZH R L, L
L. U/R2BIOARTHY . o TIIEBRYE R G OB I Th - 72
TEND, A X DB RIT TR &Ik L7,

2) HHEMEMERAEOEAERICE W T, UWTFoEWo ER/NME (WA A Z A4 F
R D R LTz,

i3 i3
A2 B RE B G- 31 T A& TR B REE - BiE S 1002 | BEASEIREE - #B%E 5 1102
F A B RE £ G- I A T ey — B et BREE - B & 5 5105
F A2 B B 8] 96 300 4 T Iy — m RN BIWE S 6108
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RERGHEE (RPRGEELEELZED) WA, fi&aE, A7 -, ®EEH (&
R EZEORAZET) MOREAR (HBRWERGTFREZ &) 1TRAAStER Y U —
Fr oy — HEGHIEHTOEMRFERERICRTT 5, 72720, BRREZOESRAE
R (R, MHE, M) R OBIHEEKICOWTITRBRK THRICEET S, £7-.
ELTBEER LU W TR, HAESR, £% 4 KO 13 HAEGFRICHERY E &
B OEBNRO LR 0, FEHFELEZ, BEOMREMRIIRBRK 7% 5EME
T 5,

FECRIEICET 2 AR 0E CRIER EERA, ET — 2 EORBRBERE B K OR
N ERE EFEART, RBREITT XSRS —F v & — o XHFZEAT)
ATHRBRIG TR E O GLP (RAFMEER IZRAFT 5, 723, Z OWIMIT AT & #@EF
TERt: S FME T 5,

AR R & RBRIG T ISR T 2 REMRE TR OE RO B WIZ S W TR A 7 B A
EIE - ATEEAS EERLBFETHER LFOELARRE RS HAR YY) —F
oA —MTHEL., ZOLELZRET D,
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4. EH

Benzenemethanol, 4-methyl-% 0.5 w/v% A F LB/ v — AFERICEE S, 100,
300 %X O 1000 mg/kg O $¢ 5 8 C Sprague-Dawley 52 SPF 7 v ~ (ZRBELHE & L CTHEMES
12 P/ MEIZ I AR B 24T D72 W IEASECRE & L CREMAR R BRAE & OV 1000 mg/kg BEIZA 10
VEZ3B800) OREIZITARRAT 14 A MICIN 2 ZBHIH 28 L CHIBERTH £ T (42 A ) |
RBREME I IR BLAT 14 A EICIN 2 A2 B W e OV R IR 208 L <%l 13 B £ T
(50~64 HIH]) | FEASECHEMEIZ T 42 B, SRAEIRE D iRE L. IE &G 3L OG5
AmM AR Uiz, T, BEASTBREE L O 1000 mg/kg BED —H 0@ (I 5 DT L I
RBLEEME S PC) [ DOWTIE, 42 HE& G L7% 14 BRI ORIEMIM 25310, #%E
DAEPEZ RF LTz, Zod, BHARREEICIIEATH D 0.5 wive A Frtrm — AR
WG L,

AEE B IX—BRRE, R — R BBLE . WeEmA., BH. BREB R, KE,
B, BEhERA, B, SB8lE. REd (BARKEET) | PR LE o RERNE
(T4, T3, TSH) . MiKFHE (BEZHRELEZT) | MELFHRE, fIHR, fEE
2R OREE T RA L L,

4.1 REHRESEMN

WTNOEGREICEBW T R TEMITIA LR T,

100 mg/kg B TIL, WTILOMREHBIZ B E R G OEEITRO bR o T,

300 mg/kg BETIE, #5 YK THRICB W T, MM T E oAl & R ERO#E
B, T L7 F=OFMENRRO bR, BIEMRK TRICITEE L, 20
hOMREE BICHBRDERGOREBIIRD Do T,

1000 mg/kg BECIE, MEECTICHEEN, MECTHITRE ., b BNV R, ARESHE
N OV E By 5 OB, KECAREI MO I M TR AT G- HIE IR E N, EE
OEE, MERECTEGHM& TRICEKEL OREIIRFT Y U LAOEME, &5 8
ETRICHECRMERE, ~ vV REKOA~Y b7 Uy MEOIKAE, 7R Bk 755
SRR ORI OEE, 7 V7 F=v, TARTXUBT I ) N T A7 2T
— B S OVF gk > 8 5t 8 8 0 (B L C afil /)N A 250 AR AIE M OV it 2 o o s B 8 D i i
MEETT VAV ERRAT 7 2 —BOEE, MGHHRLVEY (T4) RECKENRRD LI
7o WHZRA T, #5HMK TRICBW T, MlETKIRE B ®RIRCB T 2HRO
B, fiE oA & R EEOBBAR, BN OB IR B b B A o> 22 fa Al 23 2
HBive, BT, HETHRE BRICESO Q@ K7W, B0 % 1N o R ok
L 0D 4 i M B R 3= & £ 5 KR L IHE C i T K RS A o0 K e, RN B A oD ik A /3 2k
VB MR O A, IR ER O % 5 EEROEKR, B EROMER{bo#EMm, O
O/ NEE IR B I B 23 4 & A7z, [EIE IR TR W Tl B TR o faxt & Y
FEXRTEBIC A, SR, R ER R O 26 - BRI AR AR 7 O ffe b 25 & L2 Al 23 3R
HAvTz, HERECRERE OB BGIZIIT 2FROBEMB I HAVTZA, B RO FREE (X8R
L., EHEMEN RS I, TOMOE(LITER LT,

13
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4.2 AERESMN

100 & Of 300 mg/kg A CTIXMEMEBN Y O LERRERE ISR 5 /3T A — X [T E 5
DEBIITRDO NN &b, HWHEBMORZRRERE, BREELDTZHIE, YOI
BRMERF ﬂﬁﬁﬂ&U”ﬁ’%ﬁ@Jiﬁk/\@%@siiﬁb\&#’hﬁbf:o Fio, HEROWT D
MEHBICOHBRYERGICLIIEBEIRO LNV Enb, WoTENEE, &
% D E K bl N i@@tﬁk«@%ﬁfiﬂiiﬁu\HﬂJLﬁLf:o

1000 mg/kg # Tix, ZZRCHTE G- FIRIZ I8 W T L il He R 1k 145 1T K 2 P B 2 5 =R o
e, BEMGBBBREBOBEMEAA LI, 26, ZEIXLESODOMRFNIAETH

> 7,

INHORERNG REEREM T Tk, AEBRME O KE B G FMHEICKH T 5 MW
mN ORI, MEE DIV TILY 100 mg/kg EHIW L7z, — . EEBAERME
WZxt 3 H MR E R OVEEE &L, WT BB L T EY & HIZ 300 mg/kg &
Lﬁ[./f\—-o

14
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5. 8

JEATG A EI - AEHEAR ERLEEEHAR (EFEWELZENREOEFIC
£ U . Benzenemethanol, 4-methyl-® 7 v M Z AW O & GIZ L5 KERGEHME- 4
EAE A FEEMARBRZIEwm L 720 T, TORBEE RS T 5,

6. HEHMHRUAE
6.1 RER Y E R U R IK
6.1.1 HERME

sy g ) > . - GLP CHElii S ok RICE ST
DIFHE L HICHEA LR, F2, BEBRBANTRARN AT MV ORIEIZ LV Rtk
e L7~ (Attachment 1)

g2y : Benzenemethanol, 4-methyl- (IFr 4MBE)
B4 D ARATF AR TUNT L a— )L

CAS &= : 589-18-4

BMARERE S 0 (3)-1049 ({BHFE)

A O oR M C

H,C CH,OH

ol o=V : CsHi00

o © 12217

4 ) D AR R

Eig=y : 60.0°C

s s/ 1 s s [ : 116°C/2.7kPa

AT & : 1500 g

fli : 99.8% (GC)

RAESRAE D R, MR

R AT 15 DR RN IR NS PR AT (RF A ELPH  1°C~10°C,
FEREITFFREHANTH-T2)

B EoEE  MEEG WK R+ oIATV., v AT REIRSE, RETF
WEOMU R REREEZERN L, BEOEMZH <, Y
Wiz, F.EEEZBRIEV, 2BV ET L,

R A7 T D BRI R AT E N OV BRI Y =R

15
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2 MR D BHEMBKE TRICERS LAY VY —F 7 —
i FE i CEE AR BRI E D IRV A T S L % R
L7ofE R & G HMBRMGATNICHER LI A7 ML EIZIE
FIERCTH D ZEMICHBEIL /2> 72 (Attachment 2)
PR A7 TR D BEBRWER 1 g RAFREE LTRF LT,
B4 O LB D ERBOERRIIAETREEL,
6.1.2 BEAR

4 Fp 0 0.5 Wiv% A FLE L — AR (BEFR 0.5%MC &)

o BRI, RRBRICYE ST > TZEHE L 72 [Benzenemethanol, 4-methyl- : £ & VL E MR

B ONT HPLC &2 W BRIE R IR E R EEANY 7 — v a v ROV EN - B — 3Bk

(AR 0.5 w% A TF e — 28K | (MASHERY IV F—Fvr 22— RBRE

B A-3318) DIZBWT, 0.5 wv% A F Lo —RRET COWBRYWE O ZEEMIC B
REENBOLNTNDEZEND, 0.5 wiv% A TF Lo — A EKE RN LT,

6.2 BEAR R SR BR % D R
6.2.1 PRV NOHHEC
VEEOAFLELO—R (AF Lo —2R 100, {LFEH. L7140 L5F006H
WA S, 2y FES LKFO118) L, W LR biRD - EOEH K (B
RIS T, MASHKRERMIETY;, 7y &S 0195, IC75) IZHRAICIx THltS
Bz, TNZEHBRLTAT LB —RAZRMIE, FIZEFHKEMNZ T 0.5%A K
&Lz, BEARIIWBRIERRY B, AR T B E S LGl L, AR 7 BLUWIC
BB A B ST B G I U7e . R REE O & B W 2 BRI, SR E 2 LY
WORNC 1 BN EEEZBET T AT /HE L, #BK &R C&E R L GrRHE
PH : 2°C~8°C, EHMEIXFAEMBENTH-T72)

6.2.2 R A
6.2.2.1 SRR AL

A EREKR (100 mg/mL %) ORI LB R GBRYE 2 FFE L, BERLERIC At
BatEHLFE CHBERE L 727, MEREOBAZINZ THRB L, BBEEZA ALY VX —1CK
L., BEARZMAZ T 100 mg/mL K E Lic, FEROMKHEREK (30 X 10 mg/mL i)
1% 100 mg/mL & Z BEFE AR U CRS U 7, #1351 BB T 286l 7
ZHBAZ o iE LT,

6.2.2.2 RREE
BERTHSZ—FE LU TR L, #8% 7 AUINICERE L,

6.2.2.3 RESHE
PEBIR TR RAE LT (FFAHLP : 2°C~8°C, FERMEIZFFAFMANTH >72)

16
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6.2.2.4 TE M4
A SR Y U —F & ¥ —I28 T, Benzenemethanol, 4-methyl- (2 v 3
= | 2 2o 100 memL i etk 059 Mo i ey s e
(1°C~10°C) 8 HMIRIFH . TIZ=IR 24 BEIRFHROREM - W—1EN R ST
W5 (GRABRE B A-3318D, Attachment 3) .

6.2.3 BER & D 747

KIal 2 G- R OVBE D e #& 4 G U 7= B I B o gl (B Hr . T2 545K 10 mL
BE) 2o T, MREHER Y U —F o & — HBSEAFZERNIC TEdiEE s o~
k227 (HPLC) ¥EIC XV RENE 2 FEM Lz, #IEEG I L2k >0
T, REFBENC O 21T o7, £ ORER. SRERICI T 2 R E R E O RR
IR %813 101.0%~104.3%, AR (CV) 11 1.0%~4.9%THY ., WIhb
FEAMGELYE (R EFF A - RIS T 5HIE 5 100% £ 10%., CV 5 10%EL ) % i
Ll e, EBREROFMBICHEIL 2> 7= & ¥l L7= (Attachment 4)

BB, KEEIRRESER Y VY —F v ¥ — @G TER LAY
T—YarlBRTHBIL ST FIETH D GAUBRE S A-3318) 1,

Sy MTIE DR 2 LU T IR L7z,

1) HESHE
Benzenemethanol, 4-methyl-
2) IREMEH
WEHRMENDL — OB LT b O EREYE L L TR L,

REH
g : Benzenemethanol, 4-methyl-
GlES DA AFRU VT 3 — )b
RAFRAT: D IR, AR
TRAF I . PRAFSRAED b DIRBLIL 22 o T2,
A T D HBGERT SR BERGFER OO =

3)  HESEHECR O FH
FRERBZAZ =7 = THALRB S, n=1 THRR L, LTORIZENAIESR
K2 B IC RS L 72,

1 kAR 2 AR 3 AR
% BRI I 7E FOR . 1 A BRI . 2 WA R S
(mg/mL) R 2 (mL) 2 (mL) £ 2 (mL)
(mL) (mL) (mL)
10 1 50 2.5 50 - - 1000
30 1 100 1 30 - - 3000
100 1 100 5 50 2 20 10000

WL - A% ) — )L
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4) HPLC ¥ AT A

a4 B ORI A =T —
HPLC 2695 BN —v g Y 22—
2 2487 7 = 7 /L 2 UV/VIS FiH 2% | Waters Corporation
T — X ALER A R Empower
5) HPLC #I7E S
o : UV (JE#HE 230 nm)
717 I : Cosmocil 5C1g-MS-II (4.6 mm ID x 150 mm.,

K25 um, 74747 A7 Rt
7 I E R R E R

: 40°C
B EH D REBRIK A K — VIRIR (55 @ 45)
=— RV AR ) —)L
it : 1.0 mL/min
AEHEA & : 10 uL
F—r V7T R ERE

10°C

T 7 R[] : 10 43

6) MERS F D IREE

(1) FEAKOEHE
BEAKROHNE L2 LI LT HFERIT R o7,

(2) HBREHEE S OB L CREFREROGEMEICHEL X H5FES
VAT LA, HEEEERT- LT,
PR D> D O WK OV E S R O E RIS

2

I

fe G2 5 FRT o T,

6.3 HERRURRORIRER

FUERBRAT A RT A L0 Fo ANV EMBRALE L S Tnd, 7> b
A e E OB EMRBIES bR TEY . ZORBRICHEASNIRZHEDT > b
FRFER LSS, HRERPEE CH D Z L bBR LI,

6.4 ABRBYRVES T

&) it 7 v & (SPF)

N : Sprague-Dawley [Crl:CD(SD)]

G IR S HARF vy — LR - U RNR—ERD, EAAETE L X —
N IRE 3 fis 7 W

LN : HE 56 PE, i 82t

TRy - BAL 3 R ;21 H

$ 5 B 4 I 1 i ;10 i i
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6.5

B
R - BIL IR o Bl %

. Mk 48 DT, i 68 T

2RIz oW T, KERIE (5 Bidk 1. 3 B, LA

Ll EN ) D& IR

P 55- B 4 1R 1 T 6 DA

I E W O L E

BB
B EE S

W 1 EICLEROBES T BH) | BRI NSRS R B
Wae, B8 ITE RO 72 & o —fIRED#EIZ2 (1
m/H) %M L7, dEfMze —RkEoBEg G
6.12.2 HE M) ZHEMK TH%., B0 £ ToMMICEE
L7 (L) o FiC, HETmEgmg T, B s
TICEENOREREOMZ (1 1) KLOEEAEO#E (1
[B]) 2 52hE U, MEIX Mg IR T %, BES Al E ChREE
PERILL CTHERE# AR A GEMIX 6.12.5 THS ) |

DR - BB T O — KRR REM e —IRRE O BLER

AT H 2SR B £ TOREHER R HE O R L
OMEAH (B 6~19 B 14 BRE) ICRE N2 M
RANCE L ERERBFTHDL L 2R E L EEESE
AbNDEW IR LT,

D FEWCARLEFIECRIRLEZMO 5 b REEIN (K

5 W) El DR E~FE S TR ORE) A NEFR 22 B & BE 5 T
MH (E5ERTH) OREICESNT, FHOFELHRER
ENCTELRTHE LR XTI EITo 2. B
DEffFIZaryEa— 2T ay 7T % Mk
WZEVITo7e (Try Z7BEICKD NERBEZHER L.
AR M OBEN O IRE 5 2 BAEAIZHY T) .

D KX 363 g~442 g (CEHIH : 403 g) . MEIX 217 g~261 g

(CE¥fE - 240g) TH Y, MEZNZENEHIERED
+ 20% AN TH o 7=,

o (R ENY) ORISR 20 72 U TR & 2o 7o 12 PRI

RE TR EN Y (AEEY) & L TRk d L, REEE
B OB T Liztk, 2021 4F 11 H 22 BIZ#BRH»
HERAN LT, ZOMOFRREVY ORE 8 VL, M 2 Phik, #
%D 2021410 A 26 HICHRBRNA LR L2, 7235,

RO SN T-TEWIT, B EBEMICBE LT,

: 903 FEKN04 =, E - BT (7 -

903 52, M : 904 B=E) ICNAEL., B THIIEHL
2AELCINE LT (1K)
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6.6

6.7

i
IR e
LA
i 1
b

I 25 L%

i 15}

HEEYIN

BRETU vF A b

R1.EFZOHYRY DITR (D TKR)

fil G =& 5 903 904

48 i3 i3 i3 i3

1001~1007 | 1101~1107 | 1008~1012 | 1108~1112
2001~2007 | 2101~2107 | 2008~2012 | 2108~2112
3001~3007 | 3101~3107 | 3008~3012 | 3108~3112

W& 4001~4007 | 4101~4107 | 4008~4012 | 4108~4112
5101~5105 5106~5110
6101~6105 6106~6110

1 23°C £ 3°C

1 50% = 20%

1 B 10~15 [H]
1 H 12Ff (07:00~19:00)

K (a7 4 x AN ERE T Y, By VB

15T027071 J T8 15T029022) Z ANT-F T AF v 7 /7
— < (W440 x D275 x H180 mm : BEZ 13 4B k5 55)

D AN ORETET R 2R/ —Y

BEOX U AR 5 MEREE & 1 IR/ —

BRI AL I3 AE T L/ —

[ BRI R CRE-1 (y BRI . AU = > ZOVEERE T3 RR
2tk m oy b 210304, 210602 T 210803) &
TV AR IC AN THBICER S E T,

D HEGTE KEK Z BB KEEIC LD BHRICERS

w7,

D BMEREB X ORI > TUEYIRBRE= Y v F

A hNeH 2T,

M. RBRUSHKFDEAME
TROBAMEIZETIONMHREEOHENKENTH L Z L 2R LT,
fi B D 43 Hr # 45 E  (Eurofins Food and Product Testing, fiii4enm > K)
IR D s E (—RVEEANRBARES ST & — fiilee v )
KEEICER L 72 AKEOaHESE (CHtsT v 7St 44 1)

B4 O 8 A
/NEY I BAR

BYE 5

D AN S Tz N ) HRE A N IR I HEOE L SRR

Wz LTI oSz BB OEAL L,

cO BRSO RRIE, R MER OB OEAR X TE D K

AT TEEE Y YT (F2 KOFE3 OHMBEKS
) o HAERICOWTITAR 13 B OERERNEEIZ,
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B ST T AR T T LT Xy b (JEE M,
MEX F) | RIENE S Z2RT 240 HERE S 2 (KEH
ENEZ BN A > 7 TRICAH LGB Tl Lz,
=35 N1 CEESTR. BEEBE VIR ERE (B JLicasd
L7 =7V aRMA L, RE S, 58K, &5
B, M, BmES. HFIEES. fIRTER (BE&LOIE
RECEEOME) | RS H (RECEEOMERE) & OV H
(RBELREDOME) Z#FC LT, 77— 7 L O BRI
Fedir, VER L ONEAEE S O I A R L, sl 72 — Bk g
DBLZE . BEEMRE D 2 VIXEDRERICIE, 7F—Y I
NEHEIR L THEE~ORGEOERZHIR L7,

6.8 BERR., RE5HME. BERHRUVEEHRBEE T 0 DOFRER
FHERBRT A R T A4 iy, BERKIT, BROE5E2BIR L, R REITIXE
BHERBR T EOIIThLTWbd 1 H LE (7H/E) & Lz, REHEOM R NIERE
HEOHMEDO T DOEEEMIZ OV T, R ER G ITER L2 b o rditE, Kt
WCIZBEBRMEEEELZBET L 0ICHY EEZZ6ND 14 AHOREHMEZHEL, £
DRI H T,

FHEOEGHMIILL To®Y & Lz,

ZECEE () D ZZBLAT 14 H MR OZRBLBRAA H 225 28 H H
ARERE () D ASECHT 14 HREI R OB H 22523 13 HE T

B (MO ZA) @ REHF ORGP H 25 42 HfH

6.9 B5AHE
B HJTER, FomEOROESICBO TR 2MEROZRE L L,
FeHEAREIT 10mL/kg &L, ZLXT 7 VEHY 5 2 AW THRBRIK 2 B NI 58 6l R
OS5 L (BRgaid) o 2720, B5RFICOEER Cho2iE, oK T %
Ffo TG 21T o 7o, A RBEIZIZEAR (0.5% MC k) ZRERICE G LTz, @i
LG E (FAREA 0.1 mL) [ XETOKREELEICRE L,

6.10 H‘EERUVEHERK

Fe 58X, ZREREIX 100, 300 &8 1000 mg/kg @ 3 &L L. BEHASEEEZ N2 72
ARERERR & L=, F72. FECECREIX 1000 mg/kg O 1 FHE L L., B REEZ N Z 72 2
BEAERR & Lo, 1 BN o@Ed, REEECIXARE CHEMES 12E8 L, 20955
HED BRI BEER N BREOA 5 A RIEEY & L, FERELRE CITARECHE 10
IEE L, 20 bLEAREOSILERIEEYE Lz, B EE 2 K OE 3ITRT,
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® 2. AR ()

o pER WK | &5 B RE

AR (me/ke) R KE | WO TRSIREE | BIE T RS R
(mg/mL) | (mL/kg) |8k | BinES |BWwik| BwES

I R sk R 0 0 10 7 1001-1007 5 1008-1012

I H & 100 10 10 12 | 2001-2012

& 300 30 10 12 |3001-3012

&R 1000 100 10 7 4001-4007 5 4008-4012

& 3. R ()

T B | 5 A2 Bl FEAZ B BE
PR (mg/é) e AE | BSKTRRRMAEE | BSE TR REE | BIEK T RRR R
(mg/mL)|(mL/kg) |8k | BimES (8wl 8iwEs |8k 8imEsS
I ARk R 0 0 10 12 | 1101-1112 5 5101-5105 5 15106-5110
1K & 100 10 10 12 | 2101-2112
O & 300 30 10 12 [3101-3112
EHE | 1000 100 10 12 | 4101-4112 5 6101-6105 5 16106-6110

6.11 BRE=EDHRTEHEMN

MAESHAR Y VY —F & &% —%0E L= [Benzenemethanol, 4-methyl- : 7 v ~ %
Az 14 AR ER D &5 HEERR (5 ERERR) GEBRES  N-R112, &5
i 0250, 500 X TF 1000 mg/kg, 5 VC/RE/ME) | 2 TiX, 1000 mg/kg OHfEMETH 5% —

PEICIE BN 2S 7 & 4, MERE CHAER B oI, 7 7 =7 2 ) T v 27 =7 —F (ALT)
O, MFIREE O, KRB MG, B i EkE &k OB IE YL Bk E o # 0
TANRTX VBT I ) F T A7 =27 —F (AST) O, BIBESEOHIM, M T~
E/7u b UREROASY M7 Uy MEOK T, #ARMERE OB, 7LV BV HRRAT 7
% —+% (ALP) O, MIREEOK TR O L=y, ML LI TITA LT,
MEDARTE, HEREO B &K OFIRICITEBRDE R GIC K26 N mEE TR L
Nighnolz, ooz e, KRBoSHEREZ, BHERBRIA KT 4 Ul
IEFWEFIRLARDO TIEZHOWT CERL23F3 A 31 H) ] RSN TV DR
BHREHETH S 1000 mg/keg ICHE L, FTHEHL T A ALK 3 THRL T 300 &
100 mg/kg IZ%E L7,

6.12 ®BERUVAE
BRI OV THRAEZ EE L7z, RBRAOERICEL TIXLLTO#EY & L,
e 5-Bis A : %51 H (Day of dosing 1, Day 1)
BHE 1S TH #5138 (Week of dosing 1, Week 1)
FERG A (5 42 B3R H)
: [\l 1 H (Day 1 of recovery)

BE 1 A2 7H : [B178 13 (Week 1 of recovery)
RN A : IEHR 0 H (Gestation Day 0)
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& TH (HER) :#®%L0H (Lactation Day 0)
HA R : 4% 0 H (Postnatal Day 0)

6.12.1 — KRB D ER SR

EEWICON T, BEHI T CIECREME O IEIR R O IL M 2 & ) 1340 3 8] (&
B, WEEBZLOES 1~4 8%, 72770, M2 Mok ie o B2 £ 0 138 550
EELGE#%O 2E/A) . BHEMMTIEER 1E (FRT; 07:00~12:30) . FHIR A1
E(%@@t@@%%%ﬁﬁ) %n%néﬁiw’EW@%ﬁ Pett ey (R, #E) |
KR, BEROITH R L0 RREBICBITL2RFOFEEL 7 —F A R HBIE
L7z, £/, 8% FI ﬁof@ﬁ”%ﬁﬁlmi&ﬁ%ﬁﬁk%@ H D AR 2 [A]
TV, 85 2 LIRIEEEM e — R B O BlEE (6.12.2 THZ M) L3R TITo 7,

6.12.2 MG —RREORE., HERE., EARUVEXREH=ZDATE
P R R OB IT. 2EWICHOVWTITo RSP IEIRE Y 0K E5%
1~4 B ORI B AR) o MENR OFEACEEREME (X & 58RI P R OValE M 4 1 [, &
ﬁaﬁiﬁkﬁaii&ﬁﬂﬁﬁ&ﬁ%ﬁﬁaﬁqjﬁﬁ 1 [E, R R O RAZRE TR 61 6 TN 13
CHEIREAR R R ORI R IR E S N B (REBWITAENR 1, 7, 14 LTV 20 H.,
%@%i&L6&UHH)V%M%MﬁORO
BERERRAE ., BOMEROHBEE R E T, SHEO S (HEOHENEE 8~12 &,
AR ELREME 134 BE O Sy iEIE CEYV T B A E WIS 5 PL | JEARECREME O BENE H 6~10
F) WCOWTITo 7z, BEHIM P IXAZEREME T3z 13 B (&5 50~52 H) IZ
Of TG HH&E TIHE (5 36 B) (2. [ IR IR A S B K O e S R oDt
HEZ W RIS T (B8 8 A) 121772,
B —OIRRE DB R OB REME IO W X EIE D 5 W iF 2 a2 7k Uik Sk
FRWZ, iz, BHEEOEEME T OB, Ra &k OHEL, BlEFicx L T&kE
BREOEREHIR (77402 NMb) L, 8WaE T o X LAICEE LIZIRETIT- 72,

7L, BIEHEORTEIZTIA4 > FMELARWTITo -,
) REREMOREI LB A E 4107 LT,

=4 BERE., EHAERVEREBENTZERE L -XEHESY
R B & 5
PR FRAE | 1102, 1103, 1104, 1105, 1106
1K B 2101, 2103, 2104, 2105, 2112
o =B 3102, 3103, 3105, 3107, 3108
i B BRINIEIR 25 HIZES>THORDM Thond, MEAEBWIIWV 20,
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6.12.2.1 T —RREOHE

1) »7r—UNEE
RE A HETE

2) FITHi - TOBE L IER O
=N EDORV LS S, #E - HEORRE, IR - Roowy. IRERZEH. IR
e PRSI RE . ATAUREIEE . B AR RE (WUR., WR¥E, 2B, BEALER, AR |
N RYCTICHRT DRIE, N R U TREOR S

3 FA—F T 4 — FINEIE
ERRAE, R, REITE., WEATE., ST, BB HiEW., b B2V R
Pty (BE#EE, BEIR)

6.12.2.2 HERE
A7 — R BB I T BB S, BRI . BERREC IS . R SG. MELY
W ZEh IR A RO A A LT,

6.12.2.3 EHAE
BEREMAE ICBI i &, CPU #—¥ MODEL-RX-5 (7 A4 a—=x=> =71 v 7K
St ARV TCHI R OO 71 %2 E LT,

6.12.2.4 BREHATE

EHREICS EHE, EREBMH B BED & —NS-AS01 (MX&ftt=a—nu ¥
AT UR) ZHWTHSES&ELWE Lo, BUERMIZ | KE L, 10 RRE D
0~60 77 ORI EfE &2 HEFH LT,

6.12.3 KERE

MR OVFEAZECREME I T & 5 1, 8, 15, 22, 29, 36 KN 42 BIZ, [RIEE X FIZAE
1, 8 N 14 HIZ, ZREHMEIIRSG 1, 8, 15 KUV 22 H, &4z 0, 7. 14 LV 20 H |
23 0. 4, 7T XN 13 AT ONWTHBAICKELE L, £, &5
BiE o EEENE (RO : &5 1 Arb&RE 42 B, KR : &5 1
HHRE 15 0, EE 0 B2 DR 20 H X OMZE 0 B2 13 H) K OEIEH
M oRESEMNE (B8 1 B25EE 14 B) 25HE Lz, DBENF%E -
MOEH 0 B OREILFHZIC, S B IERTA 208 16~19 FFfHit R S 7%, HHXTER
BERERERHACHlHEANC, Z2oMid/Fard GREEMPE&RERD ICRE L, R&
AR HEEN Y (B 5 2109) | 4EER 25 AR RENY) (Eh)& 5 4101~4112) D)
B OREN QNS AZBL I 1 OHE DR EITFEM O SR & Lz, IREEIZITM S
Hihnot,
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6.12.4 EEEEAIE

HEK OFEAZ B REME I 5 2, 8. 15, 30, 36 XU 42 B2, [BIE&EMILHIZEIE 2,
8 KON 14 HIT, ZECREMEIZIRE 2, 8 ROV 1S A, MR 1, 7, 14 KL O*20 HIF TR TL
204, TEQN 13 HIZENENIREEEZRAE L., ATHOKEER L OENG 1LY O
1 FEEELZRB L, £, SHMHOREBEE (ML OIERRHEM : &5 1 Arb
Fh 15 AR OEIE 1 B6E1E 14 B, ZERBEM : &5 1 B20&E5 158, EIRO0
AR 20 H R O¥RIL 0 B O 13 B) 25 Uiz, #A &/ &0 @ 3l
&R OFETH (5 WFE P& ERD 14772,

6.12.5 BRRE

RECREME D I SN T, REFBANORZRMN.E THER (AT R4 2R
LT, AT (P)  B1EH (B) . ZIE&M (M) ROFEMEIKRIES (D) (oL,
SRR IR YR N O RS OB G BT, SZBELHT IR G T O BLERKE R 0> b FE K ]
BROEEHDROEEH £ TORE (HEEH) | BIEMEBIWEI R4 2 155 5 2
WamR LB BEOE G 2RO, ZEMETORRIREHERZANET S L0
5. IREIZIIKMSE R o7z,

HAZBHEMEIZ SV TIE, REFICB W TEEREICEFESRO N0, Bk
BIXFERM L 720> 72,

6.12.6 R Bd

RECRTEE G WK T %, REREO R & GREN O EERE 523 F CHEREZ 1:1 THRAR
fEEE, B, BRNICERERS 5 WITESE RIS F2HER LI D2 AR E R
LT, REBHEHZOOHEEER L TCREEFTICE LB E R, MM X
LREHMIIRE 14 B TH o7z, KRS LWl HIM& T B 28k 0 A &
HELT, —REOBIZE, (KAE - BEEEHEI NG 2/ L., 25 H&IZ 6.16
HICRRTHREZIT- T2, REARRSMEWIC OV TIX, WELLERERICESS T —
ZIXFEAm A B RSN L T2,

6.13 SNBRUHBEHE
6.13.1 BEYDEE

IR SEMEEBN 1L, R 21 B O 0FEE 25 HOFRTE T 1 B 218 (481 - %) .
OGN DK T 2R T 5 & & HITodikie (RO & OV FE VR oIk
RE) 2 LTz, KRR T £ CEEEBE L U, SIEME %2 0.5 A HAL
TROZ, B, DK T OMRIL 17:00 £ TE Lz, DB & T L-Raiiizsl
13 BECHARZHE Y, RED, ERAOEAZEESL L THBEREBZEZ L.
B 14 BIZ 6,16 HICFLTMRAEZIT o7, MR 25 HOFETE TIZHB| L 720> 72 12
Bl OB Y (BYE 5 4101~4112) 1E, A Y 7T W ARREE T CTHRM% ., 18 RKENIR
MO ORI LV ZHEIEIE, 6. 16 HICEITHMREITo72, TO/ME., ERITRDDL
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N7 o ORI EHE L, 2o 0B OMEIRME 07 — X 1352 5 BRSN L
7=

6.13.2 HERDERE

A0 BICHAERKEOER (GLHETIR) 2z, 2hbaxdbECTHER
Bl L HERITAENEZ GDAERT O ELZAIRMICEZ L B EZHE L,
HAVIIEEZBEEIICHE L, FIZATA RF—=V 2 BT, ILMkE» LA SR
DFHTR E TOHREE (AGD ; anogenital distance, L A5 22 & [ BEE) 2 & (0.1 mm
HAL) L7cth, MEMWICHE S, FEER (FORTCR) 177 Vi TREE L TR
FLT=,

MAERNGA% 13 BETHEA 1B, RBEYO—BIREBLERFICE C TR K ORI
BOFBEHRA L, FCHREREOABRENRBICLVBE L%, 77 VIHCTHEE
LT L, AFRITAER 0, 4, 7 KO 13 BICHEEZFEERINCHE L, &M HEAL
THEHERC TP EZ R L=, 72, (REMENE (A% o b4A% 408, A% 40
MHEKRTHKOAER 4B PDA% 13 H) 28 Uiz, 41% 4 B ORI OfERE & OME
HAEH, 1 EYN7Z0 OMEREE 8L (FTRERIRY MM 4 VL3 D) L7225 XK 95T
Lo, BASNTHAERD S BLEREDIED 5 EIZSWT, BT EI2AE% 4 HERSL
WEMIEBIZIERY, 4V 77 CWARBETICEHKE L, BRI Mk (B &
9 0.6 mL) ZHELBOY > TN F 2 — TS ESE 2 TV TR L 72, Mg E Oy
B (3,000 rpm, # 1,600xg, 10 43f) L CiyEZz2 &7, Mgk, B2 Llc7—nL
et (K 0.2mL) , AY 7L Bl LARLE CJIERBRGET~OEITH 2
—80°C DM E (RFAHB : —70°C LLF) 12ffF L, RABRGATICEE Lz, il 7=
RiZ, o oS shizHAERE L bicA Y 70T W AFRREET THEKXEIRD S Ok
Mz kD 2EWEESEt%, BIEL,

Atk 13 BICREFROMERN Z MR U VI DWW AL/ AL B 2 i~ figk L7,
SO BRNWIAIZ SEZRIRL, KL O EIELICHEREL 12RO, Y 7L T7 W
ANFREE TICBAIE LS R 2 H O CIEREAR» DM Lz (B 4558 2.0 mL) . £
L 7o R IR AL ER D o PV TF 2 — 7B L CiE Lo B (3,000 rpm, £ 1,600%g,
105M) L, MiE&aH7-, MEITE ISy — v L%, R 7e L U BERICHTE
(1 03mLx3AK) L, ThThithT7—r Tk, F. HOH T LT, FLrEy
HEFERIG P~ O AR £ T-80°C DM (FFAHIF : —70°C LLF) ITfRFF LT,
B L7200, o oAFEREEBITA Y 70T W AREET T RENIRD 5 O hi
&0 RIS AERAETEAR DR ERR L ICERE 2 (KO3, MalEN & O N
OFEHEGRE - Mk Z WIRAICBIZE Lo, BIEOHAERMERES 10T (HAERES MO
L OVFOL) I2OWTIEARIB A2 LTV U BEE 10% KL~ VR CHEEL, HE
FRES, FEERICHESF Lz, FOIRIRER (xrEE) 1346 —#HICHE L, #KR
HOREICXT H2/HEMERL N L,
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6.14 ERRERE
6.14.1 R#&&E
UTo@EamaEstsge Lz,
Beh ol (5 37~38 H) : HEXROFELBHMORKREE 5 VT (EOHENE
8~12 &, FEREBEMEDOFENTEF 6~10 &)
FE 28 (EIE 9~10 H) : [FEESHHOLSEY
BResE Ty b LIy —IC@EEBNICIAE L (5 6 HRE T 5% ICNE
L7z) | MR- BIRHEBAKTCTA4RMEREZ, KWTHHER - BHEBEAKTTZOHD 20
MR ZBER L, RSICRHRBMLEZEALOHEICEOVRE L, 2B, HAKICITHK
WAEHAWE, £, RBRAERICE., BTE2H0 1 B4 0o kE (HAL : mL/24h)
. MARERAWCERECTHELZ (lg=1mL AR LE)

®5. RBRENDEH., AEERVOFERAMSELE
1) 4EERRIZOVWT DRAE

BRAHEH B E J5 1k

pH NNT A4 AT 4 v 7 ARG Y

g NI E STINT 4 AT 4y 7 AR
TR LT 4 AT 4 T ARERE D

T a— R 2 IVT 4 AT 4 v 7 AERAK D

& if. VIVT AT A v T AR

| A P SIVT 4 AT 4 v T AR
ey /)—5rr SNT A RT 4y 7 AREBME Y

= Al R 22

bk BRI

JRE (4 FpR ) *! AERE (BAL: mL)

2) 20 FERIZO W T O R4

BRAEH B E J5 1k

JRE (20 FERTE) ! AENE (BAL: mL)

BEIT KR BETED (BAL . mOsm/kg)

FhU T LE2 A A BwREMRE 9 (BAL : mmol/24h)
YTy NE2 A L EPREMEE © (BEAZ : mmol/24h)
HFE? A A BRIEMIE O (EAL : mmol/24h)
o FH 0 E B A

a): RAEHEE 2 V=727 500 (Siemens Healthcare Diagnostics Inc.)

b): BHEBENEERE FRXEFXAT— 32 OM-6060 (BMRXEET—2 LA 7727 FU—)

c) : BERILF A BN E TBA-120FRE (¥ /) L AT 4 Vv AT KA

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

E2: 20 MRICOVTCREZREL, WERE L 24 BHOREND 1 BY 70 OHEEZ
B L,

6.14.2 FRERRED - ORI

B G T R ORIER T OFHEF RS, SRS ZH DT T OXR 6 1> THHRE
ME U Thlxicekiin Lz, 2B OV THIERTA (R&REG R H 25 0I3EIE 14 /)
B (R 16~21 BFfH]) #E & S 70, PRl i3 K& O A2 B ME T OV I 22 B i oD 45
S (BWE SR WIE, 72720 ZRBEMEIZ D IED 5U0) O EEBRED 5
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1TV, REARRASLMEEN Y L OUEIRE 25 BRI WIZ OV TIX, MRS, &EERE O
AL T e AT R ERICEm LT,

X6 BRRRED-OHOHRM

mikFhE | mERRE | mk¥EhE | RAAECVHE
it IR —%, (8 16~21 KfH) A
JR A TNT WA
£ 1. 5B AL PN
[ N 7o N »
PR EDTA-2K TS Frvya L
B 1 & 1 mL 0.9 mL 3 mL 9 4 mL
BD Vacutainer J xS MY R Y= b I~ RV MILA
7 i 7 (Brect'on, v A{%‘Mﬁﬁﬂ@%& ) ‘/j [N AP - &> 76 mL
Dickinson and (g / 7 = > SmLEEMA (57 B (FvERk
Company) Wi, 9/1, viv) | EREXE4E) KX th)
s 1 4% i 4% 15
3000 rpm,
L | BOIHEITDR 2 1600 e, #1600 =g 10 571 | ¢ L0
10 43I CRBIERIE )
A 4T HIC 1 (A

6.14.2.1 MRERE

BoNZMEIZONTER TICRHRBMLZEHBEARAE L, £/, BRI K 2 ERICHH
Z BEFHNT SOV T, May-Griinwald-Giemsa Y2 87512 X D MRS HFIEA Z /ERL L 7=
D, BERITFER Lo Tz, RBARSIHEEN Y K ORI 25 A RS BEIMIZ OV T
FRAE L7, EORGEITMREICIIR MR LR o7z,

K7 MEFRENDEE. BAEERVERHESILGE

AT H W E J5 v AL
7R L ER %X (RBC) Tua—H%A AR =D 104(E4)/uL
~FZ m B E(HGB) VT UARNES O EEEY g/dL
~~ ~7 Vv MEMHCT) RBC TN MCV 25 Hi @ %
SRR ML ER A AE(MCV) Ta—HA FARY—EY fL
AR MR~ 2 v B B (MCH) RBC X " HGB 5 F H 2 pg
EYRMER~E 7 2 B EMCHC) HGB RO HCT 2258 H g/dL
7R L BR 25 75 53 A i (RDW) HRMERAEME A N7 T ADOEHE(R 2 & %
MCV 22 bR »
8 7% 1. ER 2 (RETIC) Ta—H A kAR =LY 10°(E9)/L
ifiL /N ER (PLT) Tua—H%A KA R —ED 104(E4)/uL
[ 1 BB (WBC) Ta—H%A KA RY—ED 10%(E2)/pL
i BR ) JE ZJa—%A KA Y —1ED 10°(E2)/pL
filf P 0 E H 2

a) . A MK FMRAIEE 7 Ko 7 2120i (Siemens Healthcare Diagnostics Inc.)

o U NER(LYMP)., HFHER(NEUT). #HFBRER(EOS). - LER(BASO). HEK(MONO)M ¥
KA IEYL 55k (LUC)
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1L 9 = A A oD 7 AE
MYE P IH H P H 2|
5108, 6103 A H /)R BE SR O AT REME A7 1m] 30 E

6.14.2.2 HRERBRE
FoONTZMBEIZOVWTER SICHRBM UIZEE 2 RE L, ZRAMSLHESE Y & ORIk
25 HRIBEWIC OV THRA L72S, £ ORRKITIREIIIBE Lo 72,

® 8 HERRENDHERBD. ARZRUEAKSBLE

A EE B E 5 1% HQL
r ha v UEERE (PT) Coagulometric test® s
EHALE Y P e v AR ST 2 F BER] (APTT) Coagulometric test® $
747U )55 (FIB) Coagulometric test® mg/dL
filt R A2 B2

a) : MREEE B B Hr%E  ACL Elite Pro (Instrumentation Laboratory Corporation)

6.14.2.3 Mm&ILFRE
BoNT MOV TE I ICHMOTH A L7, 2RSS Y) I OAEIR 25
BARDBLEIC OV THRE L2, £ OBGRITIREICIIXER L7222 7,

® 9 MRILFHRENDEE., AEERVERAKSELGE

AT H W EFH % B
TARG XTI/ T A UV-rate i IU/L
7 =7 —F(AST)
TI=TI ) RNTUR UV-rate 7% 1U/L
7 = 7 —¥(ALT)
TNH U HRAT 7 X —F(ALP) Bessey-Lowry i IU/L
Y-ZNVHEINVRET R L-y-Z Vv Z I)V3-FNVARFv-d-=tna7=U Kk IU/L
N7 FH—E (y-GTP)
KB W2 (TBA) Jo-t R ¥ X5 m A4 KTk e sF —+E pmol/L
(30-HSD)# @
@=L 27 v —/L(T-CHO) CEH-COD-POD i mg/dL
U ZUtEZA R(TG) LPL-GK-GPO-POD £ ® mg/dL
Y “JEE(PL) PLD-ChOD-POD i ® mg/dL
eV L e (T-BIL) YA AFX—EEY mg/dL
7' )L 3 — A (GLU) TNa—AF e RasF—FEiE mg/dL
JKFEZEF(BUN) Urease-LEDH £ ® mg/dL
7 L7 F =2 (CRNN) Creatininase-creatinase-sarcosine oxidase-POD % @ mg/dL
7~ VU 7 A (Na) A A B PEMRE Y mmol/L
VU A(K) A A U EPEMmE Y mmol/L
¥ (CD A R E L Y mmol/L
J1 )V I(Ca) OCPC £ ¥ mg/dL
MY > (P) PNP-XOD-POD ik @ mg/dL
K& X7 B (TP) Biuret % @ g/dL
7V 7 I (ALB) BCG £ ® g/dL
16 1T 22 B 2

a) : BEIRALFEHEV AT EEE  TBA-120FRE (V¥ U AT 4 WV AT A XS )
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6.15 HRILEVAEE
6.15.1 MmAERHOER, AERER., RERUVEN

1)

2)

3)

AR /B L R T
6. 142 HTHELN-IMEREHI Y V7V F 2 —7120F (8 0.5mLx 3 AK) L,
ENENZE T T — U THlR, F, ICEAST LT EfTRFE T-80°C O mEE (FF
BAE : —70°C LAT) ICfRTF L7z, ARk, RBRES. ARy, mamg., o
BH&S . BREUEA B ROV I AR L 7~ & A L7,
T E x5
6.14.2 TH TG 5 A 7= e M O A B BEME I OV FE A e BEME D ifn 75 M OV 6.13. 2 TH THF B
Ni=E#% 4 XV 13 BIREMWOIMTEIC SV T T4 (thyroxine) ZHIE L7-, 728,
BEVTHE R OVER 13 B O REM ORE &2 B U CEM L., & RE R ISR
MEBEBRGORBLEHESNIBRENALONTZZ LD, FEREREME, WA 14 H
DR E R O 4 B OB CICEEEIMIC OV T HHREEZIT- 72, 3 ARl
DELEMFEIZZEO S B 1A (R, H., MOMAICELE L) 2HIEL., FERolm
HEIXARLE U RERAO T E UTHREFE L, HEROIEREBEMEICR T 2HE/KT
BED T4 ICHEBERIBMEPABD NG, AT VHEHO THE L TRIT
L7z 1fis 2 v T, BEL OVFERRELREME I BT 2 G & TREOREBHZSOWT T3
(tritodothyronine) % U TSH (thyroid stimulating hormone) ZHIE L 7=, 2%,
R B AR ASL B ) J QMR 25 B RSB ORBHZ S W TIE, BIEZ1TH T8
FE LT,
ﬁﬂ@iﬁ
BECHT 2 MG, B LZRETRIAT A A2 RS, RBRGIT GAB
FALF %) ITER LT,
AT RURHK D 95T
(RECHEERE 30 V-0 73 AR AZBLREME 15 > 713
A FEATECREME 20 Yo T ux3 A, A% 13 B OB
1597 NAx3 AR, E%4BOREM 15V T )
EATH : 2021912 A 7H (2021412 A 8 HA)
; RRELEEIE (BB THE) o7
2021 412 A 27 B (2021 4F 12 H 28 H#)
LRy T

6.15.2 FRIRAILE VEIE

1)

2)

RIVE CRER S

OT-210006

ST Ik

RIA method (F¥MHIX Attachment 5 &)
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3) HIEHEHE
FARRALvE > (T4, T3, TSH)

4) 1B - #ME
REZ BT 2 B E FIRILRER G T O SOP IZE - 7=,

5)  RLE HIE R E
RBGTICBWTARLE CHEREEMER SN, RBREMLE TR LVE CHE
WEED PDF 77 A L2 AT L, YRk (R-1273) ORMEHREZIZHRM LT,
T, TONEE YRR O RKEETIC RS,

6) FEAIME O MLEE
LR CHERKR T % OEAMIEIL. BT CRERE EEREICRREMLE DR
RIZE DS W THEBRG T CRIE L 72,

6.16 JREFRE

6.16.1 B4R

ARG E B R OREIEHRME T IS, mMikFRE, BERRA, LREFERELT
WE CED T OISR L -8 I3tk L. £ OMOEWITA Y 7 VT W AR
TTERBIIRD D OMIT £V ZHIE S AR RO T O E /R 2 FE B4
L7c, ZRAKSIHMEB Y K OUEIR 25 B AR BREIMIC ST, BRif L Thkin 22 2658
SHER, FIMziTo7, B, BEWIZ OV TIEIRIFICERER 2 B A T,

6.16.2 HEEEMNE

EFPICOVTE 10 IR LEGEOER (EMERE) 2HETD L L bic, #IkR
AOREICHT 2 EREHM Lz, WUEORE XA FfHICRE Lz, 2B,
AR PESEHEEN ) [ OV AR 25 A ROV IREY IS DV T, IRESICIIRR L7 o 72,

6.16.3 REABERE
BRAEX GBS ER10ITR LT, 2EMICO OV TERENRBE/MEE Y vk
TR 10% AL~ VIR CTHEE L, 72720, IRERE O RIL Y VBEiRME 3% 7 V4
NT AT E R2.5%R N~ CECEE. BRLXOBE LKIT7 7 K CEE L-E.
U VR 10% AR~ Y SR TRAF L, UBEOREIZRO@EY & LT,
1) RTT74 @Al E O~ bXFT U2 A4 Yy (HE) YA ER
PUFICREE L 728 O S A X R A8 B /AR D WD CREARERL L 72,
—  BHAET R KCOVEE A& T IR OO ] AR R LS BRI A FEHE L 7 BE K OV AR Bl B
N FERECREME D A BE S VE (V& 5035 WIE, 7272 L, SECEEME T 23 ieliE o

5 Jt)
— HEHR 25 BARWGEIY . & O AZE A T I
— KRR ME B Y

FORBICBI L Tl R ER G IC L 2B kN RbN o Tolzd CREIWIC
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MR R ORRBEREOLEEIIA LN RN o T2720) | Il 2 36 L 722 )
o T2 1 M OV A BCREMEE QNS MERE D A 1% 13 B IR 8 (2 RHE O & I8 MERES 1 1))
WZOWTIE, EAEREZITD R T2,

2) ik

LU oa@ v =i L7,

FEEBIHRED TS L —F 4 I To@mY & Lz,
#7754 1 (Not remarkable)

% (Minimal)

R (Mild)

HHZE R (Moderate)

= (Severe)

<HBEGAET Ry AE >
B AR ST BB e % s ) B A
DR R AR LA

o K OV B D HEO A ERE TR LA RS, B OB B, M

< [EE & T B AR A >

Ecyicd

DOAZERE K ONIERBLRED i & RE TIPS, fE, MR, K
BRAE. H. Bk, BERICEBREICERT S EEbNS
BAERRBO b7z d AR OMEHERICOWT L8R
L7,

D AR R AR ML

<HEHR 25 AR IREN e OV O S BAAH Tl 2R A RS M Eh 4 >

Eoyita

D AR R A E R

®10. REFRENRGBE/HR

I %%fﬁ R E
W6 CRME, /K. #8) N N
Ik B N (e L)
FhE (Has) N
A B R NE
TR % NE
[FEES \*
N— K — I} (P17 D H - W)
TR v
R iR N N
sy ' (FRERE L Q)
FS N N
Jig fit N N
I ik N N
B U 2N V*
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@ W miLiE R
IR U o R N
SN R () N
O i N N
H K & ik (BRAFE D H)
KRE N
i (REXEET) v
& (~RTF D H)
iE (BRAFE D H)
H N
+ W N
72 gy N
L7 N
=1 N
it B N
B 15 N
7H T MR NE
RN (A7 D Z + W)
JFF ik N N
1A i v
Xl N N
JBE bt N
i B/ DN B /A VA
K0 ER e v/ VA
AT ST R/ VA N/
FiaE (BRI & ) N N
LR (R e
J¥a - (BRAF D H)
KR NE
J¥a & & (BRAF D H)
KR B NE
KR VY 85 5 NE
& (R '
A AR Y 22 7 i AT v
NP9 25 - BRMERR R (LABC) (T &M E D H) v
71 78— (COW) (&R E D H) N
f23£ 08 (GP) (EEWEDH) N
M BH (BRAFE D H)
AR (EIEA2 %5 LiZFEN) (PRTED )

HEHHEFELH DHEIVTR LT,
oM AR L. R A SRR Lo (fh oo RN ME RS B IR AR A SR

7. T—AEERIZEFALEEFaYEL -3 X T A

e MITOX-BOZO ¥ 25 A (Version 9.3.1.1. =H E&S ¥ 2T LA E &)
+ PATHOSS5 ¥ A7 A (Pathology Operating Systems Ltd.)
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8. NTA—ZADEH

PEEI IR R KRR, TR, HER RERELET 2B RBEE, A% oKk
O 4 HOVELZREZ LS, MR, o, MASR, AREHE E% 4 KD 13
AAEFRE2REY () Lo, UToRcIvEH LA, B, HEROKERD
AGD [Z DWW TIXREMW Z & MERERNC S-S A2 kD 7=, T OFS. AGD 1Z4:% 0 H DR
HO SRR TR L TEHEL UMNRMLTH 1AL E TRR) Lz, BEAEFR oI/
BiXEY (E) Z P E Rz, ERERKIIEIEOEYM T LD h—2 v
AaT BRI,

PEE I B 3R (%) = (MEJRHI RS 28 L8 Bu Bl 2t g 45) <100
RIEZFE (%) = (RBEWE/FRIEBE) <100
(M ST D) Z JE 3 (%) = VAR U 7= (UM & iR iR & B 7= 1) o 4%/

R LTz ME(CUT AR R L=l O %) 100
HUPE SR (%) = (A= V2 P MEE /AT R EED) %100
REREZAETL2HEWREIE (%) = (RERLZAHT 2 BEWE/EME) <100
ShFEH AR (%) = OhREE IR/ ERE) =100
%0 HOVEE (%) = (BEHARE/ AR <100
s 4 HOMEH(%) = (1% 4 B OBEALFRBUA% 4 B OALFRED %100
EHRIAM(B) =R 0O B S0 L7z H £ ToHE
IR (%) = (PR ERIEE) *x100
AR (%) = (AR MERE) <100
At 4 BAEGFE ) = (FEk 4 BOAEGTFRE/MAERE %100
A% 13 BAEGFER%) = (4% 13 BOAEFRE/ A% 4 BFRBEZOIRE) %100

9. HETEEAT
BRSO BB & BB B & 58 & O CTRIE 21T o 7o, MATIZIL . SAS Release 9.1.3

(SAS Institute Inc)ZEH L7z, o, KEABMHIZRRBRIZOALE D, RKELHE

% OT — ZIEHABREAE D O BRI L7z,

1) {K=E, FEHENE, BiE, REHE, -7 70—V NNBIEICKEIT 58k
Besrb By EE, BAOKOCAREDE, REEOEEMNHEBE LK OEKE, M
WREmA, BERRE, MK FRELCREERE (5. HHRREERE) | BIEH
FELEE, MEY BERS) | RERETICE L B, SRR, FKR%%. ©
FEW S, WA, FEREER . AGD., HLI/FimEUL. TRLOBEXKITHE > THR
E L7,
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A5 HE O 2 E R E R 22

Bartlett I &

p>0.01, &5 1K p
TR

<0.01, R

F & *

p>0.05, %5 /3% p<0.05, %45
oy HCME

Dunnett Steel ™ Student @ Aspin-Welch
R E R E t R Dt fRIE
p<0.05, 0.01 p<0.05, 0.01 p<0.05, 0.01 p<0.05, 0.01
i {8 R o R A E it R AR E i {8 R

*: F=g12/g,2

(728, si12>s52)

ERAE T

2) i, AR, EFERICOWVTIE, I LI FHEECERERFEEZRD,
Wilcoxon O NANLFIEE 21T > 72 (K 0.05 LT 0.01, W) . 2B, W
NOBCHAERFE VIR LN holzizd, AFRERIZONVTHREIZITDA
nolz,

3) MEMIRER, KTRE, MHHEOZHRE, HEREKQRROMIZO W TR, £#O
PEE R 2R L Bd. BRI, MEA TR S B - BV A, AR IREEEY )
. HAERHEME ), MR A S & | Fisher O B HEMRFFEIEICL VKR
ExATo T2 (FEKAE 0.05 LW 0.01, W) . 72, WTAORIZH AR
RIXHONRroTleiod, BFEREAFET H2RBWHERII OV TREITITHLR N

> 77,

10. SHAERHKEER
DIt fask O 57 — Z 1L [FFL ReproTox RO KETH 5,

10.1 —fiREE

At % Table 1-1~1-9, Appendix 1-1~1-24 (Z/R L 7=,

1) #5 5H
HETIE, 1000 mg/kg BETH G 2, 4. 5. 7. 26 XU 30 HOFE 1~4 K] #£ 1 HE
BAZY 1 30E 2 41 (FIE @S 5/12 BIC R H) A Dz, 100 %300 mg/kg B
TIEHBEEHEAZEL, WTHLOBMICH BFIXALN o T,
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ARCHEMETIE. RBRLATR G-IV T 1000 mg/kg #HETHR G 2~5, 7. 9 LY
14 B D5 1~4 FFRIZITHEEN DY 1~6 B (— i ME ST W Az 9/12 BT FEBL) A
b, AZBLAT. ﬁ%&@&ﬂ%%ﬁ%ﬁ BUWTIE, 100 % Tt 300 mg/kg BET
FERGHHAZBEL, WThoOEIMICE S/ HEREEZZORE XA LN
72, 1000 mg/kg ﬁi‘@/}ifﬂﬁxﬂf“&o o2 b, GRREM & LT ORHl xS 4t
E LT, o, KEZHBRE CO—MIKETIT, LB 8, 16 KU'21 HD#EEH 1~4
IRF 2 A HE RS 3 (51 (—a@ LT 3/12 BHCREBL) A bz,
FEAZBLREMETIX, 1000 mg/kg BETH G- 3~5, 7. 19, 24 XU 31 H DG 1~4 Ff
M I HEENAY 1~3 B (IE1F 8T 6/10 B RH) A ST,

2) [EHEHIM
ML Bz, EEHMZELC, WTHhoEB®wic b BREIIR O bkedo T,

10.2 FHLG—RREBOBRRE. HEERE., EHAERUVBXEHEDATE
10.2.1 MG —RIREOSRE
10.2.1.1 T—UREER
f& R % Table 2-1~2-24, Appendix 2-1~2-70 |2/~ L 724
1) 5 Wi
HETE, ZBEHBEAZEL, WTHLOBMICHLRFIIA NPT,
RECEEMETIX. 1000 mg/kg B THEG 1 BIZEENS 1/12 filA b7,
FEREAEHETIZ, WThoBEm b BFixhoi,
2)  [El4E HI
MEHEE BT, WTHOEDIZ LR ERGICHET LB NI REITAL
N1,

10.2.1.2 FIZTHE-TOEE
i B % Table 2-25~2-86, Appendix 2-71~2-140 [Z/Rk L 7=,
1) #5 5H
TR, BEHEEZBEL, WThoBMICbBFIZAOR - T,
RECEEMECTIX, 1000 mg/kg BFECHE G 1 BIZTr—YNOORY I RN R v
TNk B SOSHEIC BRGT S & 1/12 Bl b T,
FHEARZBLREMECTIX, WTho#md R ITkroT,
2)  [El4E HIH
MEHEL B, WTHOEWIZ bR ERGICHETLZLEEX N REITARL
nNpnoi,
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10.2.1.3 A—T2T74—IL FREE
i B % Table 2-87~2-158, Appendix 2-141~2-280 |2/~ L 7=,
1) &5
TR, BEHEEZBEL, WThoBMICHBFIZAOR R - T,
RECEEMECIX, 1000 mg/kg B CH G 1B ICERE R B4T B & EENA K 1/12 il A4
LTz, Fo, BRI EAEE 1 K 2BEICSES ER Y EEOR B2 IKE
MR bivT,
AR B HEME TIX. 1000 mg/kg B THEAGTREE & LG 1~3 L6 HWIZYEH B
DR OHEZRIRMEAED bivle,
2)  [=14E )
MEHEE I, WTHhOBWIZ LR ERGICHET L2 LEEX N REILAD
Lo,

10.2.2 HEERE

i B & Table 2-159~2-163. Appendix 2-281~2-293 |[Z/R L 7=,

1) FHHRK T ERAE
M, ARBELHEME KX OJERBLHEME CTld, W oOBIWIC b IRTE UG, Bk RS, HEfil
B R B . AL S e OVZE B A SO B BRI E GBS S B 2 D
NHERFZTAGNRNoT,

2) [ElfE WA T O R A
MEHEE B, WTNOBWIC IR KOG, BEERG, BEOG, R, BEAL
RS R OZERIEM RS IR ERGICEET L EEX 0N BREIIALN
mnol,

10.2.3 EH
i B % Table 2-164~2-168. Appendix 2-294~2-306 |27~ L 7=,
1) 5 WK T E
W, FEASELREME L OVARECBEME C ik, B PREE & BB E & 51 & ORI 21T
WO LN ho Tz,
2) [EIE IR & T AR E
MERE & BT, BEAKTIREE L 1000 mg/kg BE & ORNICEITRO LR o T2,

10.2.4 BEXEHE
A3 % Fig. 1~5, Table 2-169~2-173, Appendix 2-307~2-319 (TR L 7=,
1) B&5HRR T ERE
e K VAR B REME T i, B IR & BRI E I G/ & ORI EITRR O b h
272,

FEZZBOREME TIX 1000 mg/kg BE TG THIZE W T, BEASIREE &t~ E B
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G 0~10, 10~20, 30~40 /D iEEN & K R EFH & IZA B R IENIRO b v,
2) (A48 WRET & T A B E
HERE & H 12, 1000 mg/kg BF & BEARSTIRRE & ORIICEZITFB O b2 o Tz,

10.3 A=

it B % Fig. 6~8, Table 3-1~3-7. Appendix 3-1~3-20 |Z/Rk L 7=,

1) &5 -8
HETIX, 1000 mg/kg Bf TR IREE & b ~$ 5 22~42 B KOV G IR o (K&
BEIMEICABRERMEARO Lz, 100 LU 300 mg/kg B T ILME A REE O R IC
IO LN o T,
RECEEMECIX, ARERTHR G IR BV T, 1000 mg/kg BE CHEASHBAE & b _EE
15 B & HEGEHBE R OEEMINEICHEERSENRD Gz, 100 XU 300 mg/kg
BECIE, B REE O BIC 2213580 D o 12, IR R O ILIMIc s v T
100 mg/kg BECRAMM P OBREHMEICAERKMELIRD NN, HEL O
BRI X 72 < | MBI &I L 7=, 1000 mg/kg BED BBIN AR TIH 722 & o
O, R & L CORMIixt G4t & Lz, 2. RIBEHRDEKREHEBICRTE X720
> 7,
FEAZBOREME Tl BEARIIIREE L 1000 mg/kg BE & OFICZEZITRD e o T,

2) =118 )
HETIE, BLAXTHREE & 1000 mg/kg B & OMICZEZITRD Lo T,
HETIX, 1000 mg/kg B CTHARKTFREE & b [A14E 8 KON 14 H, [EIE B F DR E
BMEICHBREENRD b,

10.4 {EEE=
AW % Fig. 9~11, Table 4-1~4-9, Appendix 4-1~4-26 |/~ L 7=,
1) &5
HETIE, 1000 mg/kg B CHEASHIRRE & L5 2 BICAE R IKENRD L= ns,
— IR b TH Y | MBI E) & Ofl L7z,
RECREMECIX, RERTE G HIBICB VT, 300 XN 1000 mg/kg BETH G 15 B
HEREMENED ST, HREORAHRIZ BV T \um&03wmy@ﬁ
T, BEARKRREE & OMICEITRD b dr > 72, 1000 mg/kg B O 2673 R4LC
boleZ &b, MR E L TOFMEX RN E Lz, 7o, RBHK OB EH
BB IX o T2,
FEARBOREME Tl BERKFRERE & 1000 mg/kg BE & OMIZZIZRO bz Tz,
2)  [El4E HIH
BERE & HIZBERTREE & 1000 mg/kg BE & OICA B R ZTRD LN T,
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10.5 REE (EXKEHEZET)
At % Table 5-1~5-21, Appendix 5-1~5-30 {2/~ L 7=,
1) BHSHRMKTERE
EHEBIZOWTE, WTFNoEBWIZHLBEITALN RN T,
EREEEIZOWTIL, BED 1000 mg/kg #F THEA SRR & A~ K E K DR EI(IC
HE G, JFERZBEEMED 1000 mg/kg BETH BRI BREE & e~ K& =K
CRPKICHERSEIBD LT,
2) [EIEHIRIKE T HRAE
EMEBIZOWTIE, WThoBEWICE BE TR T,
EERBEHICOWTIE, MEE HITWTNORER BT W TS AR REE
1000 mg/kg #f & OMICAERZEZTRD LR -T2,

10.6 MAEAFERE
i B % Table 6-1~6-5. Appendix 6-1~6-13 (278 L 7=,
1) HEHIMKE T RER A
JETIE, 1000 mg/kg Ff CHEARKHRREE & lb -~ RBC, HGB & O HCT 12 B 72 KA.,
RDW KON RETIC IZAE R EENRD Lz, T O, 300 % T 1000 mg/kg BT
ﬁ%ﬁ%ﬁkm&Bmov ERKAE. 1000 mg/kg BE TR BEEE &t~ EOS
A B 7 ARAE 23 78 b%htowﬁh%“mc\ﬁ ZPE D M AEE) T, D IRAHE
ThHZ ENDLBEFENERITRWVE K LT,
RECREME T, WP OBREEB ICB W THEARSBEE L 100 & 0300 mg/kg B
EDOMICEITRDO NN T,
FEASBLAEME TIE, 1000 mg/kg Ff TR FEE & BE R PLT I2A BERIEMHERRD 6
N7 FEETFIBIZCAELSMENIRED 6ﬂf:ﬁ§\§i§5ﬁﬁ'ﬁ§£@%%7‘ # [Min.—Max.
(Mean+ 2S.D.) ; 178-337 mg/dL (225+ 82 mg/dL) . 12 3Bk, 2016-2021 4F]
DHEPFANTH D Z &b, A EBEHNO L CTH|BIHE B £ & W LT,
2) [EIfE IR T RERR A
HETIE, 1000 mg/kg B THERKHRRE & b X MONO ([ZA B 72 K 2358 B AL7= 23,
BT 2 X7 A =2 TR FEFI R, ABREROE 7T — ¥ [Min.—Max.
(Mean+2 S.D.) ; 1.3—3.8x10%/uL (1.9+ 1.4x10%/uL) . 12 Bk, 2016-2021
) OHFANTH D Z &b, BB EENFFHNOZL THIERAEZ L HIk L
7=,
MT . 1000 mg/kg Bt TR EEE &l ~ HGB, HCT K& O LUC IZA & 72 (KAl
FIB ICAEREHERRDOLNTEN, WTFholbRBREROY T — 4
[Mm.—MaX. (Mean+2 S.D.) ; HGB: 14.5-16.2 g/dL (15.0+ 1.0 g/dL) , HCT :
40.6-44.2% (42.1+2.0%) . FIB : 182-247 mg/dL (204+ 40 mg/dL) . 12 B,
2016-2021 4 . Min.—Max. ( Mean+2 S.D. ) ; LUC : 0.2-0.9x102/uL
(0.4+ 0.4x102/pL) . 12 #BR, 2016-2021 4E) OHPHANTH S Z &b, AFHE
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EENFIPA N O AL THRFERIAEZE & HIl L7z,

10.7 MRILFRE

1)

2)

fE L% Table 7-1~7-5. Appendix 7-1~7-13 |[Z/R L 7=,

G-I T R iR A

HETIEX, 1000 mg/kg B CTHEA G AL & b~ AST, ALP }2T® CRNN (ZH & 72 @i
DERD b T,

ZELAEMECIE. 300 mg/kg #F THMA FREE & L CRNN ICH E R EHENFR D b
7~

FEARBLAEME CIX, 1000 mg/kg B CHEARKIRAEE & I~ ALP ICH B2 SENFR O b

niz, oMz, FEET Ca, TP M NALB ICHBERIRENRD bAN, WTh
%%ﬁ%ﬁﬁﬁ%&@ﬁ%‘%?‘ % [Min.—Max. (Mean+2 S.D.) ; Ca : 9.8-10.4 mg/dL
(10.2+ 0.4 mg/dL) . TP : 6.1-6.9 g/dL (6.5+ 0.6 g/dL) . ALB : 3.4—4.0 g/dL
(3.7£ 0.4 g/dL) | 12 3B, 2016-2021 ) OHFHENTH D Z b, AHHE

PN O 2L TIRFEHIA B2 &l L7,

(115 ) 4 T e R A

HETIE, 1000 mg/kg B CHEAKHFREE & X ALP, Ca X U'PIZAE e mfE. GLU
CAHAERBEE B ALLD, Wb Bl DO %7 — % [Min.—Max.
(MeaniZ S.D.) ;ALP:298-417 IU/L (336.8+ 61.6 IU/L) . GLU: 120—162 mg/dL
(142.8+ 22.2 mg/dL) ., Ca:9.6-10.6 mg/dL (10.1+ 0.6 mg/dL) . P:5.2—6.4 mg/dL
(5.7 0.6 mg/dL) . 12 #BR, 2016-2021 2] OHFWENTH D Z L0 b, AHM

ZEENHPHN O AL TRBEHIA B A &I L7,

MECIX. 1000 mg/kg B THEAKHIRRE & X T-CHO X U P ICAE R EENRRD 5

NN, WIn b RBliR OE =T — 4 (Min.—Max. (Mean+2 S.D.) ; T-CHO :

59-81 mg/dL (72.8+ 14.4 mg/dL) . P : 3.8-4.6 mg/dL (4.2+ 0.6 mg/dL) . 12

B, 2016-2021 ) DOIZIFHPHANTH D Z &b, AL ERFANO LT

BFE A B 2 & HIr LT,

10.8 MmMFFRILEVEEDE

1)

R AERLE CREEREHRSEE (Attachment 5) 2R L 72,

B 5 IR T

HED 1000 mg/kg BETIX, BEAK AL LR T4 REICHERIEKMEARD b,
REEEMED 100 J T 300 mg/kg #f & SRS RBEOMICEZITR O b ho Tz,
FHEAZBEEMED 1000 mg/kg BE Tl B FEE & b T4 3R B A B 2 ARE 2358 0
biviz,

T3 & OY TSH R IX, M, ZRECHE K& ONFE AR BLHE O I 0O & B BRI B RE & I 1 k) BREE
EDOMICEITRD NS T,
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2) AE#%4 KO3 HEL
100 X% T 300 mg/kg #ETId. T4 I EE |2 1Mk FREE & b~ BB E 0 B8 338
bV oie,

3) [EEHIRE TR
R & BT T4 B IR HRAEE & 1000 mg/kg #E & ORICZEITFRD B L7 h

-7,

10.9 ZHREEE
i B % Table 8-1~8-8., Appendix 8-1~8-22 (278 L 7=,
1) HH5HIRMRE TR
HETIX, 1000 mg/kg B TR FREE & Lb 26 J2 OV il O A8 i B 8IS & 7 i@l A3
BOONT, WIZOWTIEBEETLIE(ENA NN LD, FIREEOREN
BEhroTeZ LT AELEEZ X BT,
RECHEMECIX, 100 % T 300 mg/kg #f & BARKIREEE OMICHEZITRO N2
Do T,
FHAZBEHEME TIZ. 1000 mg/kg B TR BEE & Ho T o #E e K OV B & 10 A
Eﬁmﬁﬁmﬁgnto%@m . 1000 mg/kg Ff TR FEE & EL A~ o # k)
A B RRME D ZR D BT A8, m%%%mﬁ%%m&<\ﬁ¢ﬂ%ﬁ&®%m
%&%QT%D\#oﬁﬁ%%_%ﬂﬁﬁ&w:&#%\Eﬁ%%%%ﬁﬁ@%
A B L Hb LT,
2) [EIfE IR TR
%filmmmwgﬁfﬁ%ﬁ%ﬁkﬁm | D ekt Je OVFR of B B L2 A 7
mﬁgntoit FIRECREB., R BRI ORI 2R « BRIERR (K5 o fa st &
WCH B RIRERED ST,
Ltkﬁf 1%, 1000 mg/kg #f THARSTRARE & LRI OM S ERICHEREEIFE O b
e, MxIEEICARZET RS, BERTFIICLREN N b HIREEORK
HENRPoTmZ ik BB EEZ N,

10.10 E#&ER
i B % Table 9-1~9-6. Appendix 9-1~9-116 {27~ L 7=,
1) G5 IR T R ) OB 1 T & T IR e
RECRERETIX, 1000 mg/kg BE TR EIREEE O B AR 1/7 Flic A BT,
RECHEME K OFE R B HE O W T OB IS b B ER G ORELEZ LD
WHERFT FLIX A D2 0o T2,
2)  RBARRSTHEEB Y K OUTHE 25 B RO 0EhY
RRBHEAL L7202 > 72 100 mg/kg BEDOME 1/12 #], 4F4z 25 H £ TITRD M TH >
72 1000 mg/kg BED 12/12 HHZHB W TIE, WTHORE - MR b AIRE R E X
N0 Tz,
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10.11 REHEBFERE

fi& B % Table 10-1~10-20, Appendix 9-1~9-116 |Z5= L 7=,

WERMBE OB LEZ ONA BN REE EIR, JIE., E, R, KERE. 8. BiE.
BEpEIZ A B vz, EOMIZ, Fix OMBREDRFR O DI, Z OFRBUR DL OV B
R R 7 Mk K0 R PEZE b &l L 72,

1) 5 WK T IRE K OVl 18 1) R & T IRE

s 5 MR T RE B 16 3 i % T IRF
B 5 & (mg/kg) 0 100 300 1000 0 1000
T A 51 5k 5 6 5 7 5 5
P%Lﬁ:

BB N O F R 7R B 0 0 0 7 0 0

Fﬁ’%’fd)*ﬂ% B 0 0 0 2 0 0

(795 0 0 0 3 0 0

i RRLE R B 0 0 0 2 0 0
KRB

ﬁﬁ?»ﬂﬁwﬂ’w o B 0 0 0 1 0 3

B 0 0 0 6 0 1
%‘
Al E ot A 1k B 0 0 2 5 0 0
R 0 0 0 2 0 0
BT O LRI AR K 0 0 2 5 0 0
B 0 0 0 2 0 0
B Tk
TR b Bz A oD 22 fa Ak w4k 0 0 0 5 0 0
B 0 0 0 1 0 0
5 bt
SR b Rz A0 o> 22 B Al @ R 0 0 0 7 0 0
gt FEAZ B B
i3 . 5 11 =116 1
5 5 HI T RS TR T 1% P

% 5.8 (mg/kg) 0| 100 | 300 1000 0 1000 0 1000
A B 8% 5 6 5 12 5 5 5 5
TN

KEPRRE DWW TG B 0 0 0 1 0 0 0 0

(735 0 0 0 5 0 0 0 0
W 0 0 0 0 0 2 0 0
2 e o 38 T Ak L 0 0 0 3 0 2 0 0
(735 0 0 0 1 0 0 0 0

E N2l i B 0 0 0 5 0 1 0 0
e

EREORBACOEE M RE 0 0 0 3 0 1 0 0
FL R

WEAM/NERFETEKR B |0 0 0 3 0 1 0 0

i iy 0 0 0 7 0 1 0 0

KR

B R OO 5 2 1N B 0 0 0 1 0 1 0 4

(735 0 0 0 10 0 4 0 0
W 0 0 0 1 0 0 0 0

4
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i FEATHORE
i B 5111 =118 # A
BEAMET T hE &7 HE
e 58 (mg/kg) 0| 100 | 300 1000 0 1000 0 1000
TR A B B 5 6 5 12 5 5 5 5
H
BT E o A1k (230 0 0 1 12 0 5 0 0
A E O R R Ak B 0 0 1 12 0 5 0 0
7 H RGO K IE K 0 0 0 2 0 2 0 0
T ik
PR b R A oD 2 Al 4 % 0 0 0 4 0 2 0 0
i bt
- A N RRRE R (A T 0 0 0 5 0 0 0 0
i iy 0 0 0 5 0 5 0 0
FEH _ER : HED 1000 mg/kg BETREIMOEVENOM LR, ME D

KIER QWS FARAZEER A LTz, 728, MEOKEIZL
XU TR B oD S E MM e 1R 1B & > TN e, B & T IR
FIRMBEECIE, 2 DO R L, ok, HIHEC
FHAVTe B AT AR TR ISR AR R T H o 1o,

I B o RELRE M OVFEAZ ECEEME D 1000 mg/kg BT AR IN A o P
DRER . FEMR OB, B RO & F 5 EiIK
DIERD BT, BHERK TG REEClL, 2h b D&
fBIXE R LT,
e D REHEE K OVFEAZBLREME D 1000 mg/kg #F T LR O RhiRAL
DHGINA I B AT, [BIERE T REFIBREE Cld, 2 & ki
MR LT,

FLAR o ARECEE R OVFEAZBLREME D 1000 mg/kg B T ONE M/ EE IR
BB R A A b ATz, B & T RESIBREE CIX. 2 021k
XK LT,

KR E © M > 1000 mg/kg BE L AT ECEE K& O3 AZ BB ME
1000 mg/kg H TH &G OF ZOEMNH BTz, BliE
AT & T B C IR iE o 1000 mg/kg #F C/H 5t OB 2 0
WMn AT,

: HED 300 KON 1000 mg/kg BE. AREEEMED 300 KO
1000 mg/kg #f W QN IEAR B AR MED 1000 mg/kg BE THI
B oA &R RGBS B K OV A B B D i
? 1000 mg/kg #E THIH OXEEE A J& D KN~ 61T,
D OEALIXREIE R T RER BB CITIE R L,

DO ME, AZERRE K OVIEARECREME D 1000 mg/kg B TR B
HORE D 22 B 23 T & AL T2, Z D ZEALIX R #& T By b i

|

i
b
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TIEHEER LT,
5 e oM. ZRELHE K OVFERRECHEEME D 1000 mg/kg B TR B2
K D22 Jafb s xS T2, T OZEALIXEE & T IS R
TIXHER LI,
2) WRARSLMEEEB Y . AR 25 B R SN & OV O A2 AR Tk
RS MEREEY ) (B 2009< M 2109) Tik, B T _X&E B bizAHALNT, B2
ARIEDJFRITIA & TRWARWA | BRI EHELORER RN LD,
FPEFME I ST L7,
GEHR 25 B RS MEENY) (M 4101~4112) K ONEORZBRAHF (M 4001~4012) 128
JAERTIE, BRIZBO LNT, FETH o7z, MERFEAIIZINE T KA i
DWED E BV OB AL, 1H # R DD % £ 5 IR B K KR IR T,
RO E EN O MR . 1 A ZEE L OFE O KR A B v, HERIEDJFRA &
Zz b,

10.12 14 FH#j

At W% Table 11, Appendix 10-1~10-8 |[Z/R” L 7=,

RELAT G- HFIZ VT, 1000 mg/kg BECH G- 3 BHov D 11 H LIRS EBA 1L 15
I H AL, AR RRRE & F A~ F AT WM R BRI A B2 Rl M B R (9/12 4
T 75.0%) IZAE R EMERARD 572,100 KT 300 mg/kg BEZ 31T 2 MEJE ) B =R
FEAE MG R BL A& AR (BB 12i, EAEEE & oMIZEITRD
7oz,

10.13 RERHE

i B & Table 12-1 J2 ¥ 12-2, Appendix 11-1~11-8 {277 L 7=,

RRAEAL X 100 mg/kg BET 1AL (K 2009x Mt 2109) | ZEIBAAAL 14 HIZZREM
100 X O 300 mg/kg B CTHK 1A BTN, MOMAEDOEILLERMGE 4 B E TIZ
RRELFE, HE25 BIZE > THRGBETH > - HEE X 1000 mg/kg BED 12/12 i1
Koz, TNoEOH K TIE, ERIIERTCEITAREThH-TZ, LEDRH- T, %
5 %13 1000 mg/kg BT 0% ThH o 7=,

10.14 SDMHEELVICHBERUVHEBIKE

fiti & % Table 13,14, Appendix 12-1~12-3,13-1~13-3 iff TN Table 1-4,1-5, Appendix
1-13~1-18 12/ L 7=,

STIRRRAE X, 100 K& TF 300 mg/kg #F TR FRIE & b ~IRIRIIA] . HHPESR . B IRE
B, i, WA MERS. AR, M (B% o0 B) KOFEERBICEITR
Do hoTe, Elo, WTHOBIZOARBEE R IZIA LR o T,

TEIRENY) D 43 IR B Tl IEIE 25 HIZE > TH RS TH - 72 1000 mg/kg FED
12/12 Bl &2 B & . RFIAIENE 21.5 205 22.5 B0 L, J68 K OVCERR O ML B 1T 1E 12
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Tz, WEIRETIIWITNoOREIMICLIBED ., BEREORIAITICETIIAD
o=,

10.15 H4A 'R ® Anogenital Distance (AGD)

i B % Table 15, Appendix 14-1~14-3 |28 L 7=,

A% 0 H D AGD TiE, BLRKIRAEEL 100 & O 300 mg/kg BE O M CTH BRI E & 512
EAEFRDOOLNR o7, 2B, 100 mg/kg BEOLETHEAE( L7 AGD ICHERE
ERBEO NN, HEEOBEEIZ R W b Ml &l L7,

10.16 HAEROEHEM

At 3% Table 16, Appendix 15-1~15-3 IZ/R L 7=,

Atk 4 KON 13 H OAELFRE R OVEFERIZIE, ARG BEEE 100 2T 300 mg/kg &
ORI TEIZRD Lo T,

10.17 HAERDMHH
#t W % Table 17, Appendix 16-1~16-3 |2/~ L7,
Atk 4 BOMERIZIE, BRKHEREE S 100 & T 300 mg/kg BEDOM TEILFR O L7 h

> 77,

10.18 HAERDNAKE

fiti % Table 18-1 }2 T8 18-2, Appendix 17-1~17-6 IZ/R L 7=,

MERE AR & BT, AR, A% 4 B OFFER R OFHE%, A% 7 KT 13 AOKE
W ONZAH 0~4, 4~7 KN 4~13 H OB OERERMEIZIT, SAESBEE S 100 KO
300 mg/kg HEDORI TEITHRD bR o T,

10.19 BT ROAREHEMR
At 9L % Table 19, Appendix 18-1~18-3 IZ/~R L 7=,
WO T IRICH WIRMERFIXA DN o T,

10.20 HHEROIE/ZHH

At Gt % Table 20, Appendix 19-1~19-3 (Z/r L 7=,

M AR OB/ AW BT, WThoBmICb b T, SAEFREEL 100 KO
300 mg/kg FEDRIZZITRD bR o T,

10.21 HAERDAE®R 13 BZIRAMR

it 8 & Table 21, Appendix 20-1~20-3 |Z/~R L 7=,
WTHOEMICS WIRFEF XA o,
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10.22 HAERDHREEE

i B % Table 22-1 K ¥ 22-2, Appendix 21-1~21-6 12~ L 7=,

MERE L H1T, FRIRE ISR EAR R AR L 100 2 TY 300 mg/kg #ED [ CTEITAD
IR o T,

11. %Q& U",f‘n i

Benzenemethanol, 4-methyl-® 0 (FfEEE : 0.5 w/v% A FLE/bm — AEHK) | 100,
300 % T* 1000 mg/kg & Sprague-Dawley 5% SPF 7 v b O REIZIZAZELAT 14 A I
AR 2w L CHIBRATA £ T (42 AF) | ZBECEEMEIC I3 ZCBEAT 14 F NN 2 A2l
B R ORI 208 U T3 13 B E T (50~64 HIR) | FEZCBIHEMEICIE 42 H .
TRENRAROES L, KERGEELOERBESEELRF L, BT, 0 KO
1000 mg/kg #ED —HL DB OV TIT MEME L (2 42 ARG L7212 14 HE O [E1E
iR A DN 2 C N AN BULE SR s RO el

1.1 REERSSEM

WTNOEGHIZBWTHRETEMIIAL N2 T,

—ORRE TR, KE, R (RERATHRG-HIM) LK OIEREREMED 1000 mg/kg BET
FEEN S — i M T Wrke i Iic A b vz, 2B LT, REREME (&5 1) T —
CHNBLEICEN, FICE > TOBETr —YNb0] 5SROV R v ZICkt+
DO ECEIRPT, A—7 07 0 — v FNBIE CTRERBITRE IEEN, Ix T, &
BoREME (5 1 KOV 2 ) ROFERERRE (&5 1~3, 6 ) OA—7 7 14—/ KN
ﬁﬁf¢%i#@@ﬁ®ﬁﬁﬁ€M#xmﬁMTimey@ﬁf@m%ﬁ%01&
10~20, 30~40 47 i2351F 5 AR ES) & & O ER) & ICREN RO D v, FRH R
OMEIN RIS, HEMEDOR DT a— L KRR DT FAK R
FNDEEPRESNTWD, B, EEMNIAEBRYE O TR DiIcb A b TR
., BEMESHER I, 2O 0B biTREEMM P HL LT,

RE CIX, HED 1000 mg/kg BE TR EBE M O MHI 23 Fx 530, e iR T 8% - 7=,
— 7. ZRBEEMED 1000 mg/kg B TARBATE G- HFIZHB W T, (KEBEMA A S 9%
Molz, ZTHEBE LT, RO THE 15 BICEBEEO S, &5 3~11 HLEIC
(TR R g O PR JE SR E R (9/1261) ARBO LN b, EFEERAB OO
BEE R T3 L, ek g oM OB &AL IR REHMORKE & B 2 b1
7o, ZRECEEMED 300 mg/kg BECTHEG 15 BICEBERORMENEBD Sz, EFME
E%T&é:&#E\%%%E%ﬁk@%ﬁ@&%éﬁ%%% PN DAl &I L
oo 72k, EEMRICE W T, M 1000 mg/kg H THREIEM OB (RMEAEETK
T%WD) BH Bz, L, B5HETPICRZ TS, homEHB ICAKE
IO 2 R T BN LNV D, RWERGOEBELEZ DL LY
X, L LABBUELOFAREERE W EBZ X LT,
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PR T, #5 MK TEICBW T, BEEOIELREREMED 1000 mg/kg B TEK
BOEME., B OMBFMAE TIX, D 300 & 1000 mg/kg #. ZEREEMED 300 &
V1000 mg/kg B QN FEASECAEME D 1000 mg/kg & CTriE Ok & R LR OEE
i, ARECHE K OVFEAZBLEED 1000 mg/kg B i Al E R E A g O K BE 2 2 5 du Tz,
A SR BT R R R AR & BRI 3 B EE R GRS A O3S TC
W5, BB T v a— b K K ORI L CHRIR ., A H O’ pk A
WEDDINTNDZ LD, BKEDGMEKLOE OFT RITHERYE ORIHME L DR
AR STz, Fo, ML AEEER OFERBELAEIED 1000 mg/kg #f T B ek K ONE
(Z IR bR D 22 B A3 A B AU T2, TR b R AR 0> 22 Ak 13 4% B W 'L /AR i oD Ik R
Pl L DR R IC kT B LRI, £, HED 1000 mg/kg #E TR
HICEE, FEREEEMED 1000 mg/kg BETHIREL QIR KIZEMERRD Hiv, #E#R
WE G DOEBENRE SN, P KICERENRNI L0, BHENERITED
EEZ DN, RBREICBIT 22T 2 BEOKRIEICIVERL, AR E(tTh
-7,

Mg A Clix, D 1000 mg/kg # T RBC, HGB & HCT (Z{&fl., RDW KO
RETIC IZEERRO Hiv, BfARE Iz, FHEHWED b= 38 iR
T OEMBEERENRE Y3 TVDEZ Enn ., AWBRWE b R 22 FF o ml REME 23
Ex DTz, HEREEMETIX, 1000 mg/kg B T PLT IZ{XMEAFED S -y, BT
BT A—FIZBRE T MBRFEREICHN - mAREA ST, BEEERICY BEIT
72 BRI L OIS OMENRIZPLT 2 b7 v 7T 2T AN 20 b OO, #ERYE &
HORBERL EETERPoT,

AL A T, BRI TR I\ T RER QR AR REMED 1000 mg/kg B
T ALP O &EfE. HED 1000 mg/kg &, ZZELRE K O FERRECAEME D 1000 mg/kg B C KM
HE®ICET DB RORMPRBD LIV, B~OREP RIS T, [AE & T
IZBWTH MERED 1000 mg/kg FE T RERE B @ ImICI T 25 ROEIMB BT H
Fr A ORREITER L, FHEE S RBRIZ, £oMiz, B 1000 mg/kg BT AST &
O ORI EREOEHENRO DTN, TORETRBTHY | HxtEEIC AT,
<. IFIEOMBEFHRMEICEFTIZZNVI Eold TREARAELEEZ LN, £2,
KD 1000 mg/kg BE. AZECHEMED 300 mg/kg BE T CRNN O FEEARO bz, REE
BRI D ZE RN I HALTE S DD SRERIRCIRAE IR PRI RE RN &b,
EE~DORBIITRBEINDI OO, ZOREITBRMTHDL LB LN,

Mg AT (T4) WERE CIX. HEXROIELRZBEEEHED 1000 mg/kg #f THUME N
RO BT, T3 KO TSH i, FURIREE, T EAE K& OHFIRIR O/ FZ R RS
RN & HED 1000 mg/kg #F TR AH 5 B & D AU S E L FE AR EEEMED 1000 mg/kg
HOHBREZORMEIRO LN b, IFIRICKIT 2 T4 O fFE - Peilt{E i o A
REMEMNE 2 DAL, TIREZEOSMEIZAKEDIZH T HEEROBEISELTH D & HEE S
52 EnD, ThbEICHEEFERITMED &l Lz, Rt el E4E 5 %
TERRICHK LT,
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B A TR, GBI TRIZIB W T, HED 1000 mg/kg #F TR LIRIZREEH
DEBEN 1/7 6], HERFAIRE RN 2/7 6], BEOEENOMERE, BE
DRIEMEARZ I 2 £ 5 KIER 2 D, R ER G L DR LR~ LB 2
Sz, BEMIMK TR W T, BB fbixAa b7z,

PUBLCIE, ACBORE N OVJEACERREMED 1000 mg/kg BE T RBIIIIE O D /38 5. FEE Al
Rl DMBIERR S - v, PRI E N R S, Zhu & BE L C, sRELATH G- IR 3
W, RELREMED 1000 mg/kg B TEGER IE I IC X 25 508 W BRI BT, M
JAW R R (9/12 BT 75.0%) OEENED b, £, T HmAICR VT,
BEARDOWRD 2 £ D BIRDOIE K, & LR ORSRIL O, FLAR O O M/ NBE R 5 i 1
A DB, BIRICET D AT oA RAEROIEHEAE I EEEREHERFO =D DT 1
T FUWTLHE (BIER) Vick AU RIS, REHBKTHTIE, 2
B BT AL,

72k, EIEHIRKE TRICEB W T, BHED 1000 mg/kg BETHRIF, K LR & OV P26
fih - ERKMEMRAEHOHMTEZICKMEINRD LN, F 7T — ¥ [ Min.—Max.
(Mean+ 2 S.D.) ; F5# : 3.24-3.73 g (3.45+0.30 g) . Kl B : 1221-1484 mg
(13724 122 mg) 12 &Hr, 2016-2021 4, AL ZEA - ERIEBMHAA 0 1.56-1.83 ¢
(1.71£ 0.18 g) 8 &k, 2016-2021 4F) % FEI->7, £7=. KD 1000 mg/kg #E THl
B OMEKR R O ERICEMEARO bz, LrL, 5K TRICALNT,
B KB EAREONLM 2 BERYEMR AT CIXMSERICAEZIT 2L, BIF, KR,
B BR KR ONLM 28/ « BRVEAR IR OB FRMAICR T TR ho7c 2 &b | HRBR
MEBERGORBELEX DL VIX, T LABIEHEL &L,

11.2 HABRAESMH

100 K OY 300 mg/kg #F Tix. MEHEBY O AFEREEEIZRE 3 2 X T A — X IZH B | 1%
HOEBIRDOONRN EnD, HESIMOLERE, BERELKOZEE., 8o
IERHMERF . DR O EATEN e E~OEEB TN EHB LZ, 2. HEROWTR
OBREERICHWRDE RS ICE2EEBITRB DNV b, BROFERNREAE,
DB RO I AEFME e E~D BT 2 &R LT,

1000 mg/kg # CTliE, ARBECAEME D 2B AT G- HIFZ 36 T e R Ik 811 L 2 M E
WEFEROEME, BENGRBABBOBEMER A DIV, 26, REBIZ LSOO 4]
IR TH o 7o, MR RAE TITIPE CRBLIN L O E K & MV MR O\ k. 3%
RO B R G B AR TR O & 12 N O Al o 7% A 7 TR 2R 1 ) OV D K I3 A B 4L
MERIEDFRR EE 2 b,

I DOREENS . AERS T C Benzenemethanol, 4-methyl-% E# O #& 53
LIk BB ICERNT S EEZOND ERZ{LE LT, 300 %T01000 mg/kg
FEOMERETRTE O AN E R LR OBZRE ., 1000 mg/kg HEDMEME TREEN, HKE K
OREDEE, ALP O EfE, T4 OIRE. FFiEEE O S, BB & OISR E
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ML O ZE fa k. KERE OB @ OB 2o, i, #ECHREBEMOMmE, &if, AST
Jo OV CRNN O EifEl, fEH ERAEE ., HrREE, BEMICs T 28N OB &
VB D JIENE I IR & £ 5 KB, M CRRE TR E . S2b B30 B OKE, A
B e B B e OV R B BE ISR, AR AT G- ISR E N, RO &E, JRP KO
i E L PLT ORAR . Al B RS 5 [ A g oD 7K i, Y B e o Y870 /3 2 | TR A oD 3 7 e
IHBEAR DD % 0D FIRDIE KR, 8 EEOREAL OB, FLAR O O ME /N3 IR 55 38 T2
FRANEED BTz, 300 mg/kg BEDOMET CRNN O EENRD vz, 7k, [E1E H %
THHZEBW T, 1000 mg/kg BE O 1 T RIS O K OFE T B BICE ., B, B EK
J O 26/« BRI i DAkt B RN RO b vz, LI > T, KEKBRWE
DXEHEGHBEICK T2 MR E K O MmREME&IT, M S b2V id 100 mg/kg &
I L 7=,

— 05, AR AERMICRT S ER A b E LT, 1000 mg/kg BECHEE MR G GEEIR
IEHIB) 23 9/12 BilA B v, B (12/12) RBIELEZLODORETH-72, LnL,
100 & Of 300 mg/kg BEOHMER B, FEV L OVRE O W40 S BB E O 8D 3R
DONRPoTe, LieRno T, ABAFBEELER R OEEEEIL, Wb HE)
YR MR BN & 1T 300 mg/kg & HIr L 7=,

12. &M

1) HIU3Z : Benzenemethanol, 4-methyl- : F¢i & OV & PERUER IF ONZ HPLC £ %
AW BRIEPRERNELEANY T —va v RORZEN - BB (8K
0.5 W% A Fhtrm—2FK) MAStERY Iy —Fkr2— HRES
A-3318, 2021 %)

2) JEPFIEA : Benzenemethanol, 4-methyl- : 7 > b & W7z 14 B ER O K535
PR (G EHRERR) ARy IV —FE 7 — BRES N-R112,
2021 47)

3) BEFbEMEZ SN (NP — )Rl — b R T b a— L EEEK S 96-37,
BE#MARERE S 3-1011, CAS &5 100-51-6, S96_37.pdf (cerij.or.jp)

4) Bt eEmELZ e (A —F) FHE— . hrxmr BRIEES 99-18, B
INREEHFE S 3-2, CAS %5 108-88-3, 96-04.PDF (nite.go.jp)

5) R ER. NILXXHE 7 v FOEKERAVE S (LH) OFEEMESWMY X HEHE
BN = — RN = AWTIEREEEYHEE—. BAREEAN W TR
MERE (2013) 18 : 35-38

6) 4-AF IR TNT LT —)L | 589-18-4 (chemicalbook.com)

7) BREEA (2013) ALFWEOREE Y X 7 5 1L, ALFWE OREE Y 2 7 91 EEH
D), {LFWE OBREE Y 2 7 YIHRHE (18 &) DOFER. [16] X VLT /L a—
/L https://www.env.go.jp/chemi/report/h24-02/pdf/chptl/1-2-2-16.pdf
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8) Dixon, D., Alison, R., Bach, U., Colman, K., Foley, G. L., Harleman, J. H., Haworth,
R., Herbert, R., Heuser, A., Long, G., Mirsky, M., Regan, K., Van Esch, E.,
Westwood, F. R., Vidal, J., & Yoshida, M. (2014). Nonproliferative and
proliferative lesions of the rat and mouse female reproductive system. Journal of
toxicologic pathology, 27(3-4 Suppl), 1S-107S.
https://doi.org/10.1293/tox.27.1Shttps://www.nite.go.jp/chem/chrip/chrip_search/
dt/pdf/CI_02 011/96-4.pdf
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R-1273
Attachment 1

PRAFE R« R1273-41

EBRRIEE
Benzenemethanol, 4-methyl-0 &4

SRR . R-1273

R E : Benzenemethanol, 4-methvyl-

=IZ # % .

R A7 S D OmIET, B

A R % D RS AR VY —F ¥ — SR
M A D2021 4R 10 A 11 B (B S0 B A i)

I T H D IR AR B (ATR )

100 — —
[ A ‘‘‘‘‘‘‘ P
: ,\/“‘/
A J
) A TG
I g AL
7 S — e AR e
] - - 8
r . |® 2 !
| 30 o
o | S I AWM ,,,,,, ,
: ; el
25 e .: ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, é ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,
M T T T { T T T T T I T i i T T T T T T
4000 3000 2000 1500 1000
C-1 1/cm

GLP O TEBE S R R DR A T B AR e
T HIYE ] CER 23453 H 31 H : 3AI 0331 45 8 -,
Yopk 23-03-29 R 6 B, BRARHE 110331010 &)

bF o BT &
MASHAR Y VY —F o & — IR 227
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Attachment 2 (1/2)

AR 5
PR B

oy hEE

PRAT SR
X B e R
illEgE!

HEH A

) E L

L

it

GLP

L RRBAER S U F TR s~ R
© 2021 4E 10 A 11 B (&5 BB B MERT)
)

A ER S R1273-&xME-1/2

ERAIEE

Benzenemethanol, 4-methyl-D & E4

R-1273

: Benzenemethanol, 4-methil-

Mg, B

2021 4E 12 H 28 H (5 HIMK T #%

CORSNRUL A~ R (ATR )

&G%W%T@®X&2Fw%&5%@%%ﬁ®1&
g M ki L, [% (ERENIC SN T, [F—oE
iz hﬁ@ﬁﬂ@%ﬂ% w7)f%5_ko

D BRGMIMBIMGRTD A7 PV ERFETH - T,

FRONBIL A L7 R VTR A= PR,

@

PHT UL 5 M B AR 2 AR & SR 3 0 Rl M st 1 B

T AU (ERK 234E 3 H 31 1 365 0331 8 5.

% 23-03-29 ®BH 6 B, BRI 110331010 %)

20024 4 A $ H

%ﬁAﬁt/J# Fr s — WGP
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Attachment 2 (2/2)

it

HEREESE
Benzenemethanol, 4-methyl-D & E %

R R-1273

$ 5- 391 W) BH 46 AT

: R1273-42 & E-2/2

AN
L SO :\/Is e
50 T eeacsmsssssssdecsamasaass s an [ DR e mmmmeaiasaaaaa :Z—V"va” e !

25

S e

100

®T

| 7T SRR ¥

50—

D8 o e

/'y //

A,

Hn i
\\\/“ ~y "“““*\/\,‘/ ¥,

__,
i

=

—
>

i S i
102616 e

\w

835.21—

H 80241

3
\ |

3350.46—

3258.81—

4000

5-1

i d
1500

1000

1/cm

LA e |

Ty S S

RESESSS iU E RS

e 101285

]
>

—
.//

83521—— —=

B S S —

T4262—
[

|
1000
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Attachment 3 (1/2)

AR B + A3318-1Rik-1/2

RERREE
#RER & Benzenemethanol, 4-methyl- DR E 1R U1y — 4
ABRE 5 : A-3318
R E . Benzenemethanol, 4-methyl-
2y FEE :
AR 0.5 Wive A F I m— ARIR
A= . BRETR
HE X G'E : Benzenemethanol, 4-methyl-
RIS D BT T AT, X, B GFAME : 1°C~10°C)
ROGE#SE, i (FFAME : 1°C~30°C) THRAE,
R : MBT 8 HEIfRTF%., =R T 24 R RTE,
| E H e
B EM D BRIER [(YIHE GRRAE) OFEBHME (100%) x4 5
rfE% DR EREDOFHHEOE E] 25 100.0% + 10.0%
LA,
) — 1 D AP R OMREZROEBRE (CV) 2 10.0%LL T,
R R — DR
HE .|
GLP s THHALEYE SRR & T3 2 R B e % 12 B

THHENE) CERR 2343 H 31 B EEHK0331F 85,
Rk 23-03-29 ®RH 6 B, BREEMERE 110331010 &)

AR _
BAERY VP —F v &— HEGURRT
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AR EEE . A3318-#RiRik-2/2

HEREE
#ER & Benzenemethanol, 4-methyl- DR EM R U — 4
ARRE 5 : A-3318
R
T 2 % B
SR L ¥ B g (mg/mL)

(mg/mL) IS GRS ) e
oy =] 2.11 2.14

o & 2.12 2.16

TE 2.13 2.13

2.00 1 2.12 2.14
EREE 0.01 0.02
BEE (%) (100) 100.9

CV (%) 0.5 0.9

= 104 104

g 102 104

TE 102 102

100 T {E 103 103

R 1 1
BFEE (%) (100) 100.0

CV (%) 1.0 1.0
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AR A T
M H
AT =

i 1

i

PR E

B
et

LA
W 5 e
A 2
i iz
G

il

SIMTE R

R-1273

IIE - gt

Hllal sz 5

202110 H 20

Benzenemethanol, 4-methyl-
(my MEE
0.5 WIV% A F /L )b v — A PR

kLY

2021410 A 20 H

Benzenemethanol, 4-methyl-

(W& %R : 4MBE)

TR T D EE:100% + 10% (CEHB{E T FEAMh)

CV (ZEHRE) 10%LLT

KR
(mg/mL)

WEEE (mg/mL)

FoEIZ

18 2 DA

S 5 if 428 Y A 5

5t H A
(%)

Ccv
(%)

10

10.4
9.78
10.7

10.3 £ 0.5

103.0

4.9

30

31.9
30.5
31.6

31.3 £0.7

104.3

2.2

100

101
104
101

102 +£2

102.0

2.0




R-1273

Attachment 4 (2/2)
SIRTRE B
a5k 7 5 : R-1273
B H : IRRE - -k
AT : T D e B 5
Villels : 20214 12 4 1 H
) R
He bR e : Benzenemethanol, 4-methyl- (#$®r : 4MBE)
(1 M‘?_
AR : 0.5 W/v% A F Lt /L — AR
& e : Wk V) TR
FHH H : 20214E 12 A4 1 1
e xR WE : Benzenemethanol, 4-methyl-
R A A
1 fe : FREIT KT 2 EA100% + 10% (LX) fE ¢ 2EA)
) — : CV (ZEMRED 10%LL T
e Sl o FoRAEIC
S i o MERE (mg/mL) . | cvV
RSO ST i L LN
mg/m 82 O SRR = (%) 0
= 10.4
10 e 10.4 10.4 + 0.1 104.0 1.0
T e 10.3
1) 30.8
30 o Jeg 31.6 31.1 £ 0.4 103.7 1.3
T 31.0
o= 100
100 e 99.4 101 + 1 101.0 1.0
‘ T g 102
I E : 3Tz
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OT-210006

R L E Y A OE WM HF OB

IBenzenemethanol, 4-methyl-: S v FERWERBOREICLIRERSSE £
HEEMHHEHRER GREBREB R-1273) J TBFH3RLEVAE

OT-210006

MAEHER SV —F B & —
T151-0065 HEHABEEA XK ILET 36-7
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Attachment 5 (2/27)

OT-210006

1. GLP Eh=Z

AaerfllEEs : OT-210006
BAE M EEE : [Benzenemethanol, 4-methyl- : 7 v M & H WO &K 5

o B P R AR AR (RRE R
R-1273) | =BT BHHNLEHIE

AVEEIILLTF O GLP A BT L CHEME L2 H DT .
o BT SR DR A E i B i ERE R (B B L e

(CERg 233 H 31 H : A3 03314 8 2, ¥k 23:03-29RFHE 6 5, BRI
% 110331010 &)

R
MR VS —F v 72— O EWEFT
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OT-210006

2. BxXx
(€] 0 = P 2
2 H K oot 3
BT CREEEREE ... TR TR PTRN 5
3.1 TR I L B 5 et 5
3.2 TR T T ZR I oot ns 5
3.3 S U TR TR OO 5
3.4 WP U2 T 5
3.4.1 GLP o e 5
3.5 TR B e 5
3.6 TR R I T s 5
3.7 B B B L e e 5
3.8 B R T e 5
3.9 B 6
3.10 R ettt 6
3.11 AR OEEEICHELRIE L DN AREER e 6
3.12 B ) R T e 6
303 BRI R D Bl e, 8
4 B oo et 9
5. R R e 10
5.1 B e e e 10
5.2 BBl o ——————————— 11
6. BB R O T T e 11
6.1 T T A T T e 12
6.1.1 TA TR oo e e 12
6.1.1.1 Cal-1/2 BN Cal-1/4 OFBEL oo, 12
6.1.1.2 B B e e 13
6.1.2 3 ) T e 13
6.1.2.1 Cal-1/2 DFHBL L 13
6.1.2.2 T T A e 13
6.1.3 TS H Tl ettt e 13
6.1.3.1 Rat-QC DB e 13
6.1.3.2 T B e 14
6.2 T B T e e 15
6.3 BB LG D FAI oo 15



R-1273

Attachment 5 (4/27)

OT-210006
6.3.1 T T e 15
6.3.2 T3 e 16
6.3.3 TSH TE ©oeeeeeee et 16
6.4 BT oottt e 17
T R T e 17
8. R N B e 18
8.1 BERTIEEIY (EOA) o, 18
8.2 A% 4 BRO3 BEE (PD4, PDI3) i 18
8.3 PR 14 BEEI (LD14) (oo 18
8.4 FEIE A TRFEIY (EOR) oottt 18
9 e PSP OO PR PPTOPPPPRRPN 18
Tables
Table 1 T4 concentrations in rat serum of EOA (Male)................. 20
Table 2 T4 concentrations in rat serum of EOA (Non-mating
FemMale) i 20
Table 3 T3 concentrations in rat serum of EOA (Male)................. 21
Table 4 T3 concentrations in rat serum of EOA (Non-mating
female) oo e 21
Table 5 TSH concentrations in rat setum of EOA (Male).............. 22
Table 6 TSH concentrations in rat serum of EOA (Non-mating
female) o 22
Table 7 T4 concentrations in rat serum of PD4 (Pups)................. 23
Table 8 T4 concentrations in rat serum of PD13 (Pups) ...c.....e.ueni. 23
Table 9 T4 concentrations in rat serum of LD14 (Female) ............ 24
Table 10 T4 concentrations in rat serum of EOR (Male)................. 25
Table 11 T4 concentrations in rat serum of EOR (Non-mating
FEMALE) ittt e 25
BB R A e 26
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OT-210006

3. FRILEVATEERRE
3.1 RILEVRAESS
OT-210006

3.2 RILEVAITERSE
[Benzenemethanol, 4-methyl- : 7 v b &AW O®R G X 5 KER 5 HME- 45H
RAEFBEARR RBRE S R-1273) ) BT D HRAE CAE

3.3 H#

[Benzenemethanol, 4-methyl- : ¥ v FE&HWEROKR G L5 XE KRS HME- 4£5H
RAEEMEMARBR GRRE S R-1273) | KBV CHRRENZMFETORLE RESE
MESTHZEE2EMNELL,

3.4 S O o - -
3.4.1 GLP
o IHBLFEWE SRR E FEE T 2RI 2 K1)
(ER 2343 A 31 H : BRI 033155 85, ¥ik23-03-29/EH 6 5, BRIk
=34 110331010 %)

3.5 AEEMEES
ARy Uy —F & — BTz
T412-0039 Fpb RIS Tk & 1284

3.6 HERIB T
SRS Y —F & — DT
T300-2611 RIEESIEHRAMLR 8 HE

3.7 HAEBREEE
BRSHRY VY —F o F— WS P

3.8 HEXEE
BN VY —F ¥ — DI  HIRRAERMN
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OT-210006

3.9 =k

3.10 HiE
k5 A 202146 12 A 8 A, 2021 % 12 A 28 H
I E 2R 2021 € 12 H 25 H ~2022%2H 18 H
R R EREEERB 202243 H 16 A

311 HEREOEENHICREFZRIELEZEEADLDNIREEZER

RAEHIEARE R OY TSH BIEWCHEBE LT > NEBMEEREL T H
JEDBRETFT — 20N, B —OREGICL 0 —FIC R L, RERRIEE N 10
SCHY, REAIZOEETIZER U TChHoTm2 b, BEORIIXRWES X
B O 22 E M K OVFRBR AR O M I B2 B T R &Y L 72 IR T — # REB O H IRE
RIERER, EEHBIITROED,

AR P E FHRBHR T G B (A B 8% No. 13129)

KB H IR KA EEE | KBETH ORBEHER
2021 4 12 A 22 H 6 1 24 43~6 I 34 45 10 %y -82°C ~ —-81°C
2021 412 H 26 H 23 K00 9~23 WF 1043 | #9104y —83°C ~ —-81°C
202142 12 H 30 A 11 B 12 45~11 FF 20 45 8 —-82°C ~ —81°C
2022 1 H 2 H 14028 3~14 1832 % 45y —-82°C ~ —81°C

Z v NMEREIMIERG G EE (2856 No. 13126)

KB HIRE KRR | KRR OREEHERS
2021 £ 10 H 13 H 21 B 31 49~21 B 37 & 6 —81°C ~ -80°C
20214510 H 16 H 7Hf 45 43~7 BF 51 43 65y -81°C ~ —80°C
20224E 1 H 13 H 21 B 43 43~21 BF 47 4 45 -81°C ~ —80°C
20224E 1 H 15 B 191 57 45~20 K 5 43 8 ~81°C ~ —80°C

3.12 EMORE
LLTFORLECHIEBEREREZ 7 7 A VISR AR, RREHER YV —F R4

— O X FEIT O B BMRAF IR W CARTET D, £ DHIEIE A VT o EWE EERE 5

FEMET D, BIFETHOBRPE VIO TIE, RS & RS tER Y Y Y —F
S — D EHFRFT OB TH#EL, TOLBEZRET D,

1) AT CPEREEORA

2y WAECRIERHEE L E O AR

3) RBRFEREDOET L
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OT-210006

4)
5)
6)
7)

ARG ELEHEDOE L

BT — 5 RO DL OFLERICE
ARIVE T S H O RUR

G EEWCY
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0T-210006

3.13 HAEBRIFEEDESR

MREHA Y VY —F & — D EHRHR

65



R-1273
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OT-210006

4. EH
[Benzenemethanol, 4-methyl- : 7 v M & H W2 0 512 X 2 &G0 £

FAEFBIEMHERER GURE S R-1273) | KBWTEREIN & 5K TEEY (EOA)
DA DOHER O FEA BB OME, £ 4 B 84 (PD4) | 4% 13 AL E4 (PD13) |
2 14 HEEY (LD14) | [IEK TREY (EOR) O 2ZELHE Dk & ONIE 22 Bl i O M
D T4EE, EOAD T3 LN TSHIREZHE L,

ZORER, EOA D T4 REICE VT, & HEF CHASREE L L THERIETHR
b=, —J. PD4, PD13, LD14, EOR D T4, EOA ® T3 KO TSH RE
TiX, BARXRELEToRSHEOBICAREZIRD o7,
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OT-210006

5. FERHER

5.1

M=

AR FE B R-1273 (Benzenemethanol, 4-methyl- :
R G M A OIS RER) OB E TRIZ AT,

HERE ()

Sy hEHVWEROBRSIC LA

5B A2 e B
B (mg'/kf) e BT I E R B T RS R
I | BmES | BB | BMES
I R ot FR 0 7 1001-1007 5 1008-1012
&R & 100 12 2001-2012
B 300 12 3001-3012
= E 1000 7 4001-4007 5 4008-4012
BEpx ()
e A B AR FLRE
HEBREE (mg/k'g) B 5046 T BRI R B 546 T W B [] 8 & T W A B
hinkk | BWER Eub7k & 5 Ehin BmES
(A f B 0 12 1101-1112 5 5101-5105 5 5106-5110
RHE 100 12 2101-2112
hHE 300 12 3101-3112
AR 1000 12 4101-4112 5 6101-6105 5 6106-6110
-10-
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OT-210006

52 ¥

Text-Table 1
N i 5 BB
2 e . ARl B AL
IR 3
(fL7%) ’ BERT EERT  BREKT EEKT
WEEIRRE REERRE  REEIMEE R
HE 10 59 59 - -
S ol HR
BEOSKEE o - S0 o
L s 5" - - -
EAE L < B B 3
. s 59 — - -
PR 5 B B B
R w10 5% 59 - -
i PTT w0 09 - 59.5) 59

Wiz, 4R 13 R0 aY (REHOKXHAEROR

@%#bsﬁfo 308D
@:éﬁﬁ%@%ﬂﬁ4aﬁ@%\#&m%M(&ﬁ%Tﬁ)&@
4B REHYL NICEEESTIC OV, RREEEOHETIZLY
T4 BEZBMAE L,
b) : AECEEME (WG TH) RUELREM (REHTH) 220
T, BRBRETEOUWICLY T3S R TSHEE 2 8MME L,
¢): RGBThHotzizd, WEEL,

THEF a7 M 05 mLx3 AR, W (B%4E) W02 mLxl K, B (&
%13 H) 03 mLx3A&, §& 255K

HERMER Co —80°C DB HE (FEMBM  —70°CLUT) . EAEZFEFEHENT
Y ey U Hot,

i 1% SR RIATAARMMEF CEInNE,

51 TNV SN EE GRBRES, HLEY, AEHRB., A%

FREA, AT RORIEAR) &b &, ARG TMLER
B4 &E ) g7,

WG CO —80°C D EE FAEME : —70°CLLTF) | ERERFABENT
B A7 A %o#(sn%%)

i 37 BBk 22 7 CRFEEENE 16 B, MK LB AEE S 3 B E C,

(=70°C LA F) CRTER Jﬂé@ﬁ ROE USSRV R 3 | E T,

T&I%f EME 104 B, AR Uk g mE % 3 B E T,
Bz iJ:pa(D;kH:WT;é%; L7,

HROBE W HEBOEROMEIL, ST TR EEERBCHKREERED
BRIZESHWCRBRBEITCREET D,

6. MERUAE
ZHE U7-ik Bl (Text-Table 1) ZHAWT TR 6.1 1296V, AT VREELZHE LT,
HEFELOHES v BT 21EF#H % T & (Text-Table 2, Text-Table 3) IZ/R T,

-11-
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QOT-2100086
Text-Table 2
R JE
MEEH HE Ik BT F oM I 7E G
T4 RIA & ng/mL INEEE 1 AL 5.7 ~ 340.0 ng/mL
T3 RIA & ng/mL AINEEE 2 (i 0.27 ~ 7.70 ng/mL
TSH RIA ik ng/mL INEREE 1 AL 1.0 ~ 64.0 ng/mL
{5 R R Mg 2
HvwHh vy H— (AccuFLEXy7010, HASL)

Text-Table 3
T4
vk . RIA-gnost®-T4 (Cisbio Bioassays)
REFM 1 2~8°C (EPEIXHAHBEATH 72, )

Lot No. (ffH )
Calibrator (FRREE)

: 285U (12/28/2021) . 287U (2/22/2022)
: 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)

6.1.1
6.1.1.1

Lot No. (£ FAH#IRR)
Calibrator (FRIBE)

T3
Fv b : RIA-gnost®-T3 (Cisbio Bioassays)
RAF A 1 2~8°C (REIFHFA#HEANTH Tz, )

: 288U (3/22/2022)
: Cal-0, 1 (0.53 ng/mL)

. 2 (1.02 ng/mL)
. 5 (7.70 ng/mL)

. 3 (2.12 ng/mL)
4 (4.20 ng/mL)

PRIF S
Lot No. (ff FHHIFR)
Calibrator JH 5 &

: tTSH ['?°1] RIA KIT (Institute of isotopes Co., Ltd. (Izotop))
:2°C~8°C (ERPEIXHAFEHNTH >, )

1 220594R (4/1/2022)

:Cal-1 (1.0 ng/mL) . 2 (2.0 ng/mL) | 3 (4.0ng/mL) | 4 (8.0 ng/mL)

5 (16.0 ng/mL) , 6 (32.0 ng/mL) . 7 (64.0 ng/mL)

1S
Lot No. (ff FHIIR)

TSH &M BLK-QC (7 v MEIRMME)

6.1 7ytA Ak
T4 BIE

Cal-1/2 B U\ Cal-1/4 MEAH

Cal-1 & Cal-0 % 1:1 (60pL:60puL) THEA L, Cal-1/2 (KA : 11.3 ng/mL)
L7, &BIC, Cal-1/2 & Cal-0& 1 :1 (60pL : 60 uL E7/2iX 30 ul : 30 ul) TR

AL, Cal-1/4 (RREBE

: 5.7 ng/mL) & L7z,

AHEY B 2 IR E LT,

-12-
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OT-210006

6.1.1.2 BIERE

1)  £#0E20 uL % Ab F = — 7 (Antibody-coated tube) (202 7=,

2) 1251-T4 tracer (I mL) ZF =— WML, S7z& L THBELE,

3) 1251-T4 tracer A VT AF v I/ Fa—7 (IET A MF2—7, WATSON) 2
Z 7~ D% Total Count (TC) & L7z,

4) 23°CREDA ¥ aX—ZNT45~55 50 (EREM 50 00) & D L,

5 Fa—THNOBRKRET AL L—2THRELE (TCEZRL)

6) Hrv=h v —TFa—T7021 (60 M) DOBITEEEE (cpm) ZWE L

77

6.1.2 T3 AIE
6.1.2.1 Cal-1/2 D&

Cal-1 £ Cal-0%& 1:1 (60pL:60uL) TERA L. Cal-1/2 (R : 0.27 ng/mL)
ELT, MY EMERBIRE L,

6.1.2.2 R E R

1) k50 uL & Ab 9 = — 7 (Antibody-coated tube) ZH1 R 72,

2) 125[-T3 tracer (1 mL) ZF 2 —7IWZHRML, S7=% LTHERELE,

3) 251.T3 tracer # /7 AF v 7 Fa—7 (LETAFFa2—7, WATSON) (T
Z 72 % D% Total Count (TC) & L7z,

4) 23°CEBEEDA VF aX—F N T 45~60 /o (EEFH : 504/ E D LT,

5) Fa—THNOBRKET AL —ZTHRELE (TCZHR) ,

6) Hrvh T A —TFa—T 01251 (60 M) OMFBIEE (cpm) ZWEL

7’»
—o

6.1.3 TSH AlE
6.1.3.1 Rat-QC i &
BLK-QC & Cal-7 (64.0 ng/mL) % 9 :1 (270 uL : 30 uL.) TEAH L. Rat-QC & L

7‘4
“-o

AR B AR E LT,
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6.1.3.2 AIERE
1) Assay buffer (200 uL) % J = — 7'M 27~ H O % Non Specific Binding (NSB)

2)
3)

4)
5)
6)

7)
8)

9)

10)
1)
12)
13)
14)
15)

& LT,

Assay buffer (100 uL) #F =2 — 7'M x 7=t D% Blank (BLK) & L7,
Calibrator (Cal-1~7) . BLK-QC. Rat-QC M OMLIEHEF (100 uL) 2 %id 5
Fa—T WML,

Antiserum solution (100 uL) % RO F = — 7z (NSBE<L) .

Tracer solution (100 pL) 22 TOF = — 7 IR T2,

Tracer solution (100 uL) 2 77 A F v I Fa—7 (WET A FFa—7,
WATSON) 20z 7% ®% Total Count (TC) & L7=,
BTOFa—TEHE L (TCERL) ,

BCOF 2—T & 23CHEEA F a—F T 204 FEf (R - 19 BFH 20 47
~19 IFfH] 35 43) W& L7,

Separating second antibody reagent & &/ ZIRFN, H—IC L7, 400 pL/F =
— 7 TMAT (TCER<) .

RTOF a—T&EFHLE (TCERL) .

23°CREEDA V¥ 2 X— & NT 101 /0 (ERER : 10 00 §RE L=,
BTOF 2—7 (TC #k<) ZiEl L= (2000xg, 1047/, 4°C) .
Fa—THNOLEEZRGIRELE (TC2ERL)

WBE G T 2 — T OERHZEH M > THIEHF 2 — 7B LT,

Hr=h o Z—THERT 2—7 012 (60 ) DEIHEEE (cpm) %
WE L7,
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6.2 T— 3

Magellan Tracker ver. 7.0 ¥ 7 b7 =7 (Tecan) %W T, BURBEEE (cpm)
MEERBOFRLE L EELEH L,

X Wi & E (ng/mL, SRR .Y Wix BOSBEHCE (cpm) OREME L, £
RIBEO 0y M BREREER LT,

ik, KoMz TRIZRT,

. ERHTEK
ol s RERIBE (cpm)  WERE
T4 4 /3T A — 4 — Marquardt (AT 0 1/Y2) INEREE L AL AINEREE 1AL
T3 4 /35 A — & — Marquardt (E&FHT @ 1/Y?) AN L NEE 2 AL
TSH 4 /85 A — & — Marquardt INBCEE 1L ANEEE L L

6.3 B 7E R 3L 544 oD BTl
ABEE, UTFOHEREHEE2E2 L TW2Z EhbBIERS & Lz, FHE
X Microsoft office Excel CHEfiti (R A-ME CHE) L7,

6.3.1 T4 AIE

1) TC KU Cal-0

o TC KT Cal-0 DB BB B ECR A Cal-1/4 O EE RS BRFHEEEZBZ TV 5,
o EMMEBEHBBIIUTOHESNOEH U UNEE 1 L E TER) &

S B B B BT R (Cpm) - {@%'Jﬁ&%ﬁ5¥§+§ﬁ2g§ (Cpm) »Fn

2)  EEAEREE
* Duplicate TOE BB BEROZEN 2 ERM TH D,
o JIERE (BEBBEOVY) ORFBEICKHT 2 EHED Cal-1/4, Cal-5 T 100.0
+£25.0%LAN, Cal-1/2~4 ® 5 5 4 3B EC 100.0£20.0% L LN TH 5,
e HE (%) WRUTOHEANGEMHLE UNIEE 1AL E TETR) o
S (%) - R

B Frpr 100

3) QC
*  Duplicate TO MBI S BEH RO AN 2 ERW T, 2 OWERE (HBIREOD
V) BERAREFHNTSD S,
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6.3.2 T3 AlIE

1) TC KU Cal-0

*  TC KU Cal-0 @ BT B Et 8828 Cal-1/2 O B MR HFBREZBZ TV D,
o LR BREBEREIUTOHEXLOEH L UMNEE 20 E TER)

S‘Zi‘g}f&%ﬁ}§§+§ﬁ’$ (cpm) — {@%'JH%¥&§+§§$ (cpm) DI

2) AEHERR
* Duplicate TOERBI S B ERDZED 25K Th 2,
o HIEIREE (EANREDYY)) ORFEEICK T 2EED Cal-1/2, Cal-5 T 100.0
+25.0%LAN, Cal-1~4 ® 5 6 3 FBHEL BT 100.0£20.0%L N Th 5,
e BE (%) RUTOHERXLEHLE UMMIEI1LALFETERT)
SO (%) pillee 3

= = 100
ZorBE

3) QC
* Duplicate T EBIHIRBRFEERDEN 2 AR T, DORIERE (FHIRLED
) BRRBERN D 5,

6.3.3 TSH A

1) TC. BLK % UNSB

* TC KU BLK OB BRE RN Cal-1 OB BRHAKEREZB L2 T 5D,
*  NSB O FEH M BE RN Cal-7 O EHBEBIHERE FTE->TW5D,

o EHMEREHBRIIUTOHESNLEE L UMNEE 1 ik TETR) ,

Iﬁi@ﬁkﬁfﬁﬁéﬁ%ﬁ (cpm) _ {E]%'inﬁ(ﬁﬂﬁ%%;$ (cpm) 0)*[]

2)  REAEEURL
* Duplicate TOEBIHBIRHMEOEN 2/ RKMTH 5,
o MERE (MAREOFEY) OoFMREICRT 5 HEEN Cal-1, Cal-7 T
100.0£25.0%LAN, Cal-2~6 @ 9 5 4 3R EBHLL E T 100.0£20.0% L N TH 5,
o HFE (%) MUTOHBEXNLHEM UL UMEE 1LETRR)
e

BE (%) = TR < 100

3) QC
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*  Duplicate T O{E BB BREHHRDZED 2 R TH D,
o TR TEHUAZEEN 100.0£25.0%UNTH D UNEE 1 fLE TRR) ,
Rat-QC I 7 I B

() — x 100
FLEC (%) (BLK-QC HIEIREE x 0.9 + 6.4)

6.4 HBAE
R0 L 72 o 7o,

7. RETERAR

BEEBICOWT FROERXE I RT HIEBICME > THRE L, KO FHE (Mean)
K OME#E(R 72 (SD) OB HIZIL, £ F 4 Microsoft Office Excel 12317 5 AVERAGE
B %R O STDEV B %% v 7=, fEMTIZIX SAS Release 9.1.3 Z M L7,

B O LT R 22

=2
B
>3
Bartlett I & F 5 2E *

p>0.01, % HHE

Dunnett Steel Student Aspin-Welch
i E DR E ORE ¥ D tRIE
p<0.05, 0.01 p<0.05, 0.01 p<0.05, 0.01 p<0.05, 0.01
il Al AR E i {0 45 T i A5 A% E ] {8 5 TE
. B=c.2/cs?
WLBR T *: F=g51%/s>
(728, s12>s72)
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8. HRRUER

TEO®EY, BEKTIFEY (EOA) OXREHOMICEWTEHAERT T4 RED
BERERNBD N L, A% 13 BREY (PDI3) WWmx T, RREMTHE
DRIZE D EOA OIELZEREOME, A% 4 HITE% (PD4) 5 H 14 A 4 (LD14)
B OEEK THEY (EOR) DOAZECREDOHER OVHEABREOMED T4 REZ T LT,
C FORER, EOA DHLZEHOMICE N THLEAERT TIRECHFERELIED
bz énb, EBHICEOA D T3 KON TSHIBE 2HIE L,

8.1 BERTESY (EOA)

T4 P& E O fE B % Table 1, Table 2 12737,

A BERE D I K OFE AR B AR O HELZ F3 W C i FH B OB FRUBE & LT BRI 8
D BT,

T3 ROV TSH BEWE O EEZ, £ 4 Table 3, Table 4 2T Table 5, Table 6
WZRd,

T3, TSHEEICBWT, MiltE HICBANRIEE2ToRGHE OMICHEEZITR
N ho Tz,

8.2 5% 48RV 13 BREY (PD4, PD13)
T4 JLEEHIE O E % Table 7. Table 8 127557,
ARSI L R TOREHLOMICAEEIIRO LR,

8.3 =314 B8 (LD14)
T4 ¥ B R E OFE R % Table 9 (277,
BRI B L R TORER L OMICHBEZZRD LN Mok,

8.4 EE# T EBY (EOR)

T4 P MIGE D54 Table 10, Table 1112759,

KB OO HE B O A RBEOHE & b 1C . UK R TRRE & 50 2 OB H A &
nWiginoim,

9. M

[Benzenemethanol, 4-methyl- : 7 v & WO K GIZ L5 RER G- £
RAEBFBEISRBR FRRES R-1273) J KBV TR SN R EK TREY (EOA)
O RERE DR OJERBLREDOME, A1 4 A IREY (PD4) | A% 13 HIEEIM (PD13) |
% 14 BB (LD14) | [EEHK THEY (EOR) O ZZBLHE O HE M ONHE A AL O 1
O T4PRE, EOAD T3 KO TSH EEZHE LT,
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FORER, EOA @ T4EEIZBWT, BH BN CHRMRKHREE L X THERIE TN
B b, —JF. PD4, PDI13, LD14, EOR® T4 JEE, EOA @ T3 KON TSH IR
Tid, BAEGSBEELAETORGHLEOMICAEZ IR NN T2,
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Table 1 T4 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 36.1 2001 25.5 3001 34.5 4001 23.4
1002 36.4 2002 41.8 3002 36.3 4002 21.9
1003 30.0 2003 32.3 3003 35.2 4003 14.4
1004 36.0 2004 36.3 3004 37.4 4004 13.1
1005 34.5 2005 28.3 3005 35.8 4005 15.7
Mean 34.6 Mean 32.8 Mean 35.8 Mean 17.7 **
SD 2.7 SD 6.5 SD 1.1 SD 4.6

n 5 n 5 n 5 n 5

EOA: End of administration
**: p <0.01, Dunnett's test

Table 2 T4 concentrations in rat serum of EOA (Non-mating female)
Animal T4 Animal T4

No. (ng/mL) No. (ng/mL)
5101 24.2 6101 10.0
5102 19.0 6102 18.2
5103 21.8 6103 13.6
5104 19.4 6104 18.5
5105 15.8 6105 13.3
Mean 20.0 Mean 14.7 *
SD 3.2 SD 3.6
n 5 n 5

EOA: End of administration
*: p <0.05, Student's t-test
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Table 3 T3 concentrations in rat serum of EOA (Male)

Animal T3 Animal T3 Animal T3 Animal T3
No. (ng/mL) No. (ng/mL) No. (ng/mL) No. (ng/mL)
1001 0.51 2001 0.35 3001 0.58 4001 0.34
1002 0.36 2002 0.55 3002 0.52 4002 0.44
1003 0.41 2003 0.38 3003 0.29 4003 0.32
1004 0.48 2004 0.46 3004 0.41 4004 0.29
1005 0.49 2005 0.35 3005 0.57 4005 0.32
Mean 0.45 Mean 0.42 Mean 0.47 Mean 0.34
SD 0.06 SD 0.09 SD 0.12 SD 0.06

n 5 n 5 n 5 n 5

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

Table 4 T3 concentrations in rat serum of EOA (Non-mating female)
Animal T3 Animal T3

No. (ng/mL) No. (ng/mL)
5101 0.45 6101 0.35
5102 0.55 6102 0.40
5103 0.52 6103 0.54
5104 0.63 6104 0.55
5105 0.49 6105 0.53
Mean 0.53 Mean 0.47
SD 0.07 SD 0.09
n 5 n 5

EOA: End of administration
No significant difference in treated group from vehicle control group.
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Table 5 TSH concentrations in rat serum of EOA (Male)

Animal TSH Animal TSH Animal TSH Animal TSH
No. (ng/mL) No. (ng/mL) No. (ng/mL) No. (ng/mL)
1001 17.9 2001 14.0 3001 4.2 4001 7.1
1002 4.5 2002 7.4 3002 8.7 4002 6.1
1003 6.8 2003 8.7 3003 2.4 4003 3.2
1004 12.1 2004 3.4 3004 3.6 4004 2.9
1005 6.5 2005 5.7 3005 5.2 4005 4.4
Mean 9.6 Mean 7.8 Mean 4.8 Mean 4.7
SD 5.4 SD 4.0 SD 2.4 SD 1.8

n 5 n 5 n 5 n 5

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

Table 6 TSH concentrations in rat serum of EOA (Non-mating female)
Animal TSH Animal TSH

No. (ng/mL) No. (ng/mL)
5101 3.0 6101 1.8
5102 3.5 6102 3.2
5103 2.7 6103 3.2
5104 1.9 6104 4.2
5105 3.0 6105 3.1
Mean 2.8 Mean 3.1
SD 0.6 SD 0.9

n 5 n 5

EOA: End of administration
No significant difference in treated group from vehicle control group.
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Table 7 T4 concentrations in rat serum of PD4 (Pups)

Animal T4 Animal T4 Animal T4
No. (ng/mL) No. (ng/mL) No. (ng/mL)
1102 8.9 2101 12.4 3102 8.8
1103 8.2 2103 8.5 3103 10.3
1104 14.7 2104 7.2 3105 11.6
1105 9.8 2105 10.3 3107 11.1
1106 6.9 2112 9.4 3108 10.5
Mean 9.7 Mean 9.6 Mean 10.5
SD 3.0 SD 2.0 SD 1.1

n 5 n 5 n 5

PD4: Postnatal day 4
Animal No.: Dam No. of pups
No significant difference in any treated groups from vehicle control group.

Table 8 T4 concentrations in rat serum of PD13 (Pups)

Animal T4 Animal T4 Animal T4
No. (ng/mL) No. (ng/mL) No. (ng/mL)
1102 37.7 2101 29.0 3102 37.9
1103 35.5 2103 32.3 3103 36.4
1104 36.4 2104 32.2 3105 35.5
1105 35.5 2105 36.6 3107 35.1
1106 34.6 2112 38.9 3108 42.6
Mean 35.9 Mean 33.8 Mean 37.5
SD 1.2 SD 3.9 SD 3.0

n 5 n 5 n 5

PD13: Postnatal day 13
Animal No.: Dam No. of pups
No significant difference in any treated groups from vehicle control group.
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Table 9 T4 concentrations in rat serum of LD14 (Female)

Animal T4 Animal T4 Animal T4
No. (ng/mL) No. (ng/mL) No. (ng/mL)
1102 16.9 2101 16.5 3102 24.1
1103 19.5 2103 25.7 3103 17.7
1104 17.6 2104 19.1 3105 21.2
1105 21.0 2105 21.6 3107 22.2
1106 28.6 2112 19.5 3108 25.2
Mean 20.7 Mean 20.5 Mean 22.1
SD 4.7 SD 3.4 SD 2.9

n 5 n 5 n 5

LD14: Lactation day 14
No significant difference in any treated groups from vehicle control group.
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Table 10 T4 concentrations in rat serum of EOR (Male)

Animal T4 Animal T4
No. (ng/mL) No. (ng/mL})
1008 24.1 4008 28.0
1009 35.4 4009 23.3
1010 34.2 4010 24.8
1011 32.9 4011 29.6
1012 35.1 4012 30.1
Mean 32.3 Mean 27.2
SD 4.7 SD 3.0

n 5 n 5

EOR: End of recovery
No significant difference in treated group from vehicle control group.

Table 11 T4 concentrations in rat serum of EOR (Non-mating female)
Animal T4 Animal T4

No. (ng/mL) No. (ng/mL)
5106 13.5 6106 20.2
5107 11.6 6107 20.8
5108 23.8 6108 16.5
5109 18.6 6109 26.4
5110 18.6 6110 30.2
Mean 17.2 Mean 22.8
SD 4.8 SD 5.4
n 5 n 5

EOR: End of recovery
No significant difference in treated group from vehicle control group.
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e rHEER S

RAE L HERBE

APEFTL TR TERECE> TEMsh T 2 RIEB L E7,

EREMEREE (1/2)

OT-210006

[Benzenemethanol, 4-methyl-: 7 v b & AW A& 512 X

A E R G AR AR AR GRBRE R R-1273) |
BT AR AE CHEIE

o THHALEYE SRR E EiE T 2R BR IG5 H
(FR% 2343 A 31 H : AR 03318 85, Fi23-03- 208 65, BRE
I 110331010 &)

B, HAITTROBED L., MEBLE L,
IR AR H
SRELE  wawmg kv
W& E A A M W& A posipnl AR
jryelgs MR
: 2 =

RVE 2 HE
RREES

BIVE CHIE
FrE#EEAEE (1)

At (HEH)
W)

R HE

ARk 52 R (U A e
CIZ#h)

RE RE
HEELEE (2)

R VEIE
(TSH)

20214 9 H 30 H
2021 10 H 5 H

20214 107 6 B

2021 % 10 A 6 H

2021 12 H 2 H
2021 12 4 3 H

2021 % 12 4 3 H

2021 12 6 H

20214 12 H 8 H

2021 12 H 8 H

20214 12 A 8 H

20214 12 A 25 H

2021 12 A 27 H

20214 12 27H

2021412 H 28 H

2021 12 H 28 H

20215 12 A 28 H

20224 2 A 2 H

20224 2 H 2 H

2022 %2 2 H 2 H

20224 2 A 17 H
20224 2 H 18 H

20224 2 H 18 H

20224 2 8 18 A
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ERMERIE (2/2)
I PRI B AE
e EEEAERU
R GEREEE Wo& o BB AR AL ARFE
Ay B EAEH
: ~OHE A

RAERE
WMEEER
5 — 4

G )

R BE
W&

2022 3 A 9
20224 3 A 10

m

20224 3 4 10 H

20224 3 H 10 H

202243 H 148 202243 8 150

20223 A 15 H

2022 3 A 15
20224 3 H 16

m

202243 A 16 A

I

20224 3 H 16 H

MZZ@fH/AEI
BRAHARY Y Y —F b 2 —

< IFHFFEAT
k5 P (B Ve R A B P AR
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(Count)

Activity

R-1273

500 r
—6— Benzenemethanol, 4-methyl- 0 mg/kg
Al —A -Benzenemethanol, 4-methyl- 100 mg/kg
~
400 \{:\\\ --fZ+-- Benzenemethanol, 4-methyl- 300 mg/kg
'~ \\\\\\ —O— Benzenemethanol, 4-methyl- 1000 mg/kg
300
200
100 |
O L 1 L 1 1 J
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.1 Benzenemethanol, 4-methyl-: 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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(Count)

Activity

R-1273

500 r
—6— Benzenemethanol, 4-methyl- 0 mg/kg
— A -Benzenemethanol, 4-methyl- 100 mg/kg
400 r --£+--Benzenemethanol, 4-methyl- 300 mg/kg
—O— Benzenemethanol, 4-methyl- 1000 mg/kg
300
200
100 f
O 1 1 1 1 1 J
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.2 Benzenemethanol, 4-methyl-: 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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(Count)

Activity

R-1273

500 r
—O—Benzenemethanol, 4-methyl- 0 mg/kg
400 + —¢— Benzenemethanol, 4-methyl- 1000 mg/kg
300 f
200 f
100
O L 1 L 1 1 J
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.3 Benzenemethanol, 4-methyl-: 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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(Count)

Activity

R-1273

500 r
—6— Benzenemethanol, 4-methyl- 0 mg/kg
&
'\.\ —O— Benzenemethanol, 4-methyl- 1000 mg/kg
400 '
300 f
200 f
100
O L 1 L 1 1 J
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.4 Benzenemethanol, 4-methyl-: 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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(Count)

Activity

R-1273

500 r
—6—Benzenemethanol, 4-methyl- 0 mg/kg

400 F —<O— Benzenemethanol, 4-methyl- 1000 mg/kg
300 F
200 F
100

O L 1 L L 1 J

0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)

Fig.5 Benzenemethanol, 4-methyl-: 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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(9)

Body weight

600
550
500
450
400
350
300
250
200
150
100

50

Fig.6

—O6— Benzenemethanol,

—A--Benzenemethanol,

--{zF--Benzenemethanol,

—<O— Benzenemethanol,

4-methyl-

4-methyl-

4-methyl-

4-methyl-

| Administration period

R-1273

0 mg/kg

100 mg/kg

300 mg/kg

1000 mg/kg

| | Recovery period—]

Benzenemethanol, 4-methyl-:

Y A N T N |
77

42 1

8 14

(day)

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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(9)

Body weight

R-1273

500
450
400
350
300
250
—6—Benzenemethanol, 4-methyl- 0 mg/kg
200
— A -Benzenemethanol, 4-methyl- 100 mg/kg
150
--iF--Benzenemethanol, 4-methyl- 300 mg/kg
100
—O— Benzenemethanol, 4-methyl- 1000 mg/kg
50
— Pre-mating period—] ———— cestation period —| —Lactation period —]
O 1 1 1 1 1 1 1 1 1 1 L 1 1 1 1 / L L 1 1 1 L 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 / 1 1 1 1 L 1 1 1 L 1 1 1 1 )
1 8 15/ ! 0 7 14 20 7 0 4 7 13
(day)
Fig.7 Benzenemethanol, 4-methyl-: 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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Body weight

400

350

300

250

200

150

100

50

Fig.8

R-1273

—O—Benzenemethanol, 4-methyl- 0 mg/kg
—¢O— Benzenemethanol, 4-methyl- 1000 mg/kg
Administration period [ F—Recovery perlod—{
8 15 22 29 36 42 1 8 14
(day)
Benzenemethanol, 4-methyl-: 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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Food consumption

35

30

25

20

15

10

Fig.

R-1273

P
. — /./
./10/ T T e— Cx
o
—O— Benzenemethanol, 4-methyl- 0 mg/kg
— A -Benzenemethanol, 4-methyl- 100 mg/kg
--iF--Benzenemethanol, 4-methyl- 300 mg/kg
—<O— Benzenemethanol, 4-methyl- 1000 mg/kg
| Administration iod | '
[ perio | Recovery period
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 L/ /[ 1 1 1 1 1 1 1 1 1 J
7/
2 8 15 30 36 42 2 8 14
(day)
9 Benzenemethanol, 4-methyl-: 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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Food consumption

70

60 r

40 r

30

10

R-1273

—6— Benzenemethanol, 4-methyl- 0 mg/kg

— A -Benzenemethanol, 4-methyl- 100 mg/kg
--f+--Benzenemethanol, 4-methyl- 300 mg/kg
—O— Benzenemethanol, 4-methyl- 1000 mg/kg

F——-Pre—mating period—{

I Gestation period —

- Lactation period—

/ L i

Fig.10

7/ 7/
2 8 15 1 7 14 20 2 4 7 13

(day)

Benzenemethanol, 4-methyl-: 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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Food consumption
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20

15
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Fig.

R-1273

L ./'
.-
—O6— Benzenemethanol, 4-methyl- 0 mg/kg
- —O— Benzenemethanol, 4-methyl- 1000 mg/kg
‘o . . | .
Administration period | }—Recovery perlod—{
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 / [ 1 1 1 1 1 1 1 J
/7
2 8 15 30 36 42 2 8 14
(day)
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with the reproduction/ developmental toxicity screening test in rats
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Table 1-1

Benzenemethanol, 4-methyl-: 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-1273

Sex : Male Species : Rat

Test article /Day
Dose Signs 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
4MBE Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg Number of animals with abnormal findings o o0 o o 0 0o o0 o o o o o0 o o o0 o o0 o0 o0 o0 0 o0 o0 0 o0 o0 o0 o o
4MBE Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg Number of animals with abnormal findings o o o o o0 o o o o o o o o o o0 o o0 o0 o0 o0 o0 0 o0 0 o0 o0 o0 o0 o
4MBE Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg Number of animals with abnormal findings o o o o o o o o0 o0 o0 o o o0 o0 o0 o o0 o0 o0 o0 o0 o0 0 o0 o0 o0 o0 o0 o
4MBE Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg Number of animals with abnormal findings o1 01 2 0 2 0 0 0 0 O 0O 0O 0 O0O O0O 0O O0O 0O O0O O0O O0O 0O 0 1t 0 o0 o
Prone position o 11t o 1 2 0 2 0 0 0O 0 0 0 0 0 0 0 0 O0O O0O O0O O0 O O0O O0O 1 0 0 O

4MBE :Benzenemethanol, 4-methyl-
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Table 1-2

Benzenemethanol, 4-methyl-: 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-1273

Sex : Male Species : Rat

Test article /Day
Dose Signs 30 31 32 33 34 35 36 37 38 39 40 41 42 43 a)
4MBE Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 7
0 mg/kg Number of animals with abnormal findings o 0 0o 0o 0o 0 06 0 0O 0O 0O 0 0 O
4MBE Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg Number of animals with abnormal findings o 0 0o 0 0 0O 0O O OO O O 0 O
4MBE Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg Number of animals with abnormal findings o 0 0o 0 0 0 O 0O OO O O 0 O
4MBE Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 7
1000 mg/kg Number of animals with abnormal findings 1.0 0 0 O O O O O O O O o0 O

Prone position 1.0 0 0 O O O O O O o o o o

4MBE :Benzenemethanol, 4-methyl-
a): Day of necropsy
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Table 1-3 Benzenemethanol, 4-methyl-: An oral combined repeated dose toxicity study Study No. : R-1273
with the reproduction/ developmental toxicity screening test in rats
Clinical signs Period : FO before mating Day 1-15
Sex : Female Species : Rat
Test article /Day
Dose Signs 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
4MBE Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg Number of dams with abnormal findings o 0 o 0o 0 0 0O O OO O O O o0 O
4MBE Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg Number of dams with abnormal findings o 0 o 0o 0 0 0O O OO O O O o0 O
4MBE Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg Number of dams with abnormal findings o 0 o o 0 0o 0O O OO O O O o0 O
4MBE Number of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 mg/kg Number of animals with abnormal findings o 1 3 6 2 0 3 0 1 0 0 0 0 1 O
Prone position o 1 3 6 2 0 3 0 1 0 O O 0 1 O

4MBE :Benzenemethanol, 4-methyl-



Table 1-4 Benzenemethanol, 4-methyl-: An oral combined repeated dose toxicity study Study No. : R-1273
with the reproduction/ developmental toxicity screening test in rats
Clinical signs in dams Period : FO gestation Day 0-25
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 21 22 23 24 25
4MBE Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 0 0 O
0 mg/kg Number of dams with abnormal findings o o o o o0 o o o o o o o o o o0 o o o o o0 o o0 o0 o0 o0 o
4MBE Number of dams "MmTMTM1TM1TM1Tt1TM1T1T1T11T1T11TM1T11T11T11T11T1111T111111 1 0 0 0
100 mg/kg Number of dams with abnormal findings o 0 0o 0O O O o0 O o 0 0 0 0 O O O 0 O 0o 0 0 0O 0 O
4MBE Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 0 O O O
300 mg/kg Number of dams with abnormal findings o o o o o o o o0 o o0 o o o0 o0 o0 o o0 o0 o0 o0 o0 o0 o0 o0 o0 o0

4MBE :Benzenemethanol, 4-methyl-
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Table1-5 Benzenemethanol, 4-methyl-: An oral combined repeated dose toxicity study Study No. : R-1273
with the reproduction/ developmental toxicity screening test in rats
Clinical signs in dams Period : FO lactation Day 0-14
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)
4MBE Number of dams 10 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 mg/kg Number of dams with abnormal findings o 0 o 0o 0 0 0O O OO O O O o0 O
4MBE Number of dams 6 11 11 11 11 11 11 11 11 11 11 11 11 11 11
100 mg/kg Number of dams with abnormal findings o 0 0 0O 0O O o0 O o 0 0 0O 0 o
4MBE Number of dams 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 mg/kg Number of dams with abnormal findings o 0 0o 0o 0 0O O 0O OO 0O O O o0 O

4MBE :Benzenemethanol, 4-methyl-
a): Day of necropsy

001



Table 1-6 Benzenemethanol, 4-methyl-: An oral combined repeated dose toxicity study Study No. : R-1273
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 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
4MBE Number of animals 10 10 10 10 10 10 10 10 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 o o0 o o 0 0o o0 o o o o o0 o o o0 o o0 o0 o0 o0 0 o0 o0 0 o0 o0 o0 o o
4MBE Number of animals 10 10 10 10 10 10 10 10 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 o 0 2 31 0 1 0 0O 0 0 O 0 0 0 0 o0 o0 1 o0 0 0 o0 1 0 0O O0 o0 O
Prone position o o0 2 3 1 0 1.0 0 0000 0 0O 0 0 0 11t 0 O0OOW OTTOOOTUOSFUDO

101

4MBE :Benzenemethanol, 4-methyl-
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Table1-7 Benzenemethanol, 4-methyl-: An oral combined repeated dose toxicity study Study No. : R-1273
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 30 31 32 33 34 35 36 37 38 39 40 41 42 43 a)
4MBE Number of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 5
0 mg/kg Number of animals with abnormal findings o 0 0o 0o 0o 0 06 0 0O 0O 0O 0 0 O
4MBE Number of animals 10 10 10 10 10 10 10 10 10 10 10 10 10 5
1000 mg/kg Number of animals with abnormal findings o 1 0 O O O O O O O o o0 o0 O
Prone position o 1 0 0 0 O 0O 0O OO O 0O 0 O

4MBE :Benzenemethanol, 4-methyl-
a): Day of necropsy
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Table 1-8

Benzenemethanol, 4-methyl-: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats
Clinical signs

Period : Recovery Day 1-15

Study No. : R-1273

Sex : Male Species : Rat
Test article /Day
Dose Signs 1 2 3 4 5 6 7 9 10 11 12 13 14 15a)
4AMBE Number of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
0 mg/kg Number of animals with abnormal findings 0O 0 0 O O o0 O 0O 0 0 0O O o0 O
4MBE Number of animals 5 5§ 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Number of animals with abnormal findings 0O 0 0 O O o0 O 0O 0 0 0O O o0 O

4MBE :Benzenemethanol, 4-methyl-

a): Day of necropsy
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Table 1-9

Benzenemethanol, 4-methyl-: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats
Clinical signs

Period : Recovery Day 1-15 (non-mating group)

Study No. : R-1273

Sex : Female Species : Rat
Test article /Day
Dose Signs 1 2 3 4 5 6 7 9 10 11 12 13 14 15a)
4AMBE Number of dams 5 5 5 5 5 5 5 5 5 5 5 5 5 5
0 mg/kg Number of dams with abnormal findings 0O 0 0 O O o0 O 0O 0 0 0O O o0 O
4MBE Number of dams 5 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 mg/kg Number of dams with abnormal findings 0O 0 0 O O o0 O 0O 0 0 0O O o0 O

4MBE :Benzenemethanol, 4-methyl-

a): Day of necropsy
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Table2 -1 Benzenemethanol, 4-methyl-: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Home cage observation

Period : FO before mating

Study No. : R-1273

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

4MBE :Benzenemethanol, 4-methyl-

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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Table2-2 Benzenemethanol, 4-methyl-: An oral combined repeated dose toxicity study
with the reproduction/ developmental toxicity screening test in rats

Home cage observation

Period : FO before mating

Study No. : R-1273

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

4MBE :Benzenemethanol, 4-methyl-

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



Table2-3 Benzenemethanol, 4-methyl-: An oral combined repeated dose toxicity study Study No. : R-1273
with the reproduction/ developmental toxicity screening test in rats

LOT

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 3
4MBE n 12 0 0 12 0 0 0
0 mg/kg
4MBE n 12 0 0 12 0 0 0
100 mg/kg
4MBE n 12 0 0 12 0 0 0
300 mg/kg
4MBE n 12 0 0 12 0 0 0
1000 mg/kg
Abnormal NC
behavior
Test article
Dose 0 1 2 3
4MBE n 12 0 0 0
0 mg/kg
4MBE n 12 0 0 0
100 mg/kg
4MBE n 12 0 0 0
300 mg/kg
4MBE n 12 0 0 0
1000 mg/kg

4MBE :Benzenemethanol, 4-methyl-

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



Table2 -4 Benzenemethanol, 4-methyl-: An oral combined repeated dose toxicity study Study No. : R-1273
with the reproduction/ developmental toxicity screening test in rats

801

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 3
4MBE n 12 0 0 12 0 0 0
0 mg/kg
4MBE n 12 0 0 12 0 0 0
100 mg/kg
4MBE n 12 0 0 12 0 0 0
300 mg/kg
4MBE n 12 0 0 12 0 0 0
1000 mg/kg
Abnormal NC
behavior
Test article
Dose 0 1 2 3
4MBE n 12 0 0 0
0 mg/kg
4MBE n 12 0 0 0
100 mg/kg
4MBE n 12 0 0 0
300 mg/kg
4MBE n 12 0 0 0
1000 mg/kg

4MBE :Benzenemethanol, 4-methyl-

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



Table2-5 Benzenemethanol, 4-methyl-: An oral combined repeated dose toxicity study Study No. : R-1273
with the reproduction/ developmental toxicity screening test in rats

601

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 3
4MBE n 12 0 0 12 0 0 0
0 mg/kg
4MBE n 12 0 0 12 0 0 0
100 mg/kg
4MBE n 12 0 0 12 0 0 0
300 mg/kg
4MBE n 12 0 0 12 0 0 0
1000 mg/kg
Abnormal NC
behavior
Test article
Dose 0 1 2 3
4MBE n 12 0 0 0
0 mg/kg
4MBE n 12 0 0 0
100 mg/kg
4MBE n 12 0 0 0
300 mg/kg
4MBE n 12 0 0 0
1000 mg/kg

4MBE :Benzenemethanol, 4-methyl-

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



Table2-6 Benzenemethanol, 4-methyl-: An oral combined repeated dose toxicity study Study No. : R-1273
with the reproduction/ developmental toxicity screening test in rats

0Tl

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 3
4MB