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AEOESAHY
1. X REROBE
1. AR OBE

1.1 HFE V2V e XU S

1.2 &4 A¥m g
3-(4-)nu-2,6-V" }FN7220)-8-F My-1-AF-2-4%)-1,8-
VT At n[4.5]7 h-3-1v-4-Av=TFh=h vk o+ ]

1.3 —ik4 spiropidion (ISO)
14 fLZF4
IUPAC 4 : 3-(4-chloro-2,6-dimethylphenyl)-8-methoxy-1-methyl-

2-0x0-1,8-diazaspiro[4.5]dec-3-en-4-yl ethyl carbonate

CAS 4 3-(4-chloro-2,6-dimethylphenyl)-8-methoxy-1-methyl-
2-0x0-1,8-diazaspiro[4.5]dec-3-en-4-yl ethyl carbonate
(CAS No. 1229023-00-0)

1.5 a— &= SYN546330

1.6 ¥R, #BEX. 7 TE
Saa oV C21H27CIN205

&

&
-+
il



2. BEIESy DWERRY « {LFEHIHR

SERIT H o B ik SR
REE 98.8 OECD 104 <5.0 x 106 Pa (25 C)
Tl A 98.8 OECD 102 134.3 C
. HEARRE
N iiNey
e 98.8 OECD 103 (0 18TC 1 B 43 0)
Bz ENE 97.9 OECD 113 EILCTLE
K 98.8 OECD 105 46 mg/L (25 C)
INEEIRY 3.4 g/L (25 C)
% N2 320 g/L (25 C)
- f% SV =S VA% >500 g/L (25 C)
£ | 1
v 7 b 97.9 CIPAC MT 157.3 360 g/L (25 °C)
|t AH =)L 250 g/L (25 °C)
*r %)= 50 g/L (25 °C)
Fefig = F )L 300 g/L (25 C)
FRAEE L 98.8 OECD 112 fiREE L 720
(pKa)
- —L VAN ITRIE
VA7 5 = SRGEER| oo g OECD 107 3.2(25 C)
(log Pow)
) 11.4 A (25 C. pH 4)
TR 53 A 96.7 OECD 111 FgidH 5.48 H(25 °C., pH7)
4 0.10 A(25 C. pH 9)
96.6 Pk 12.8 H
KAy R U;% p OECD 316 (pH 5. 25 C. 20.8~24.4 W/m2,
: 300~400 nm)
R WL I & USRS
l] A2 -
(nm) R (L mol'? ¢cm™)
Fhp:
225 0.5297 17048
SR AN 290 0.0303 975
(UV/IVIS) 98.8 R
AT BV 225 0.5089 16379
290 0.0057 183
TvIr Uk
273 0.3758 12095
290 0.2557 8229

3. HEEICLR D G

AR S AR ED AL 2B RRAITH DT L A X —/L SC OB
TN 4E (2023 4F) 6 ] 28 HIZZIT T,

VESL TR, B TAE (2025 4F) 11 AEIE, ZM. BE%STHRE I TV,



4. VERIEME
AR EVA L BRIRT b —UEE R AT ARBAITH D, BROT
TF N CoA INARFT T —EBHEFEZI L TIEEGREZIHT 5 Z LITk &%
HREZRTEBEZ LN TV D,
(IRAC 73%4 : 23%)
&M https://irac-online.org

5. 1 9 E MR O K OME 5 vE
FHIi R E 72D AR U U EER T HEHEK 1 AN OWT, EHREER
JHEERTAE DO PH K OME 795 2 IR 112,



. ZeEIR5BBROME
AR EVAAL, M TE (20254F) 8 H 4 H, NWEINEWEZEEZBERIC
BT, BWEFEZERMN (k1) BN RS Tnbd,

i4p

1. ROk

AR EIF DRV UBROKFEE 14C TH—ITHEH L= 6 O (UL T Mphe-
UCIAE R YT 2nvd,) MOAERED 5 MORELS 14C TR L b
O (LLF TspirUClAE R E YAV L)) (F1) ZHV-BinaEEigic
L2 EIEN~OWIE (B ORINER) oL F L,

*1 EHibew

LN [phe-1ClA B &'V F [spi-HClAE m B2 F

[3CEN

BRRRALE | B U BROBRE &) — TR A K1 BRDBALD R T A Kk

O REOFESHEM-1 (B8 2, GLP)

Wistar Hannover 7 > & (—REffERES 1 8) 12, [phe-4ClAE B A4
AL Zspi-uClAE rE YA % 5 mg/kg AE (LT 1L.OWRBNT HEA
] LWn9o,) BLL ZlspiruClAE YA % 250 mglkg (KEF L < I1X
[phe-4ClA ' m B4 > % 1,000 mg/kg KE (LI T 1L.OIZBWT IEHE]
EVDH,) THEROKS L, XElphe-“Clar v m 4 35 L < (Z[spi-14C]
Ay % 1 mgkg REOHE CTHEIFFIRNE G LT, JRIEERASE
i <7z,

F 5% 168 R DR, FR PR FHEERIIR 2 ITRSNL TV D,

PSR M OWERINC K 2 BHEE 72 72137880 BT, & 5-1% 168 IFf TIX 95%TAR
U EBREOE (F— iRz ate,) Picdit =i, FIZRPICHES
7o PP A~OPHNTIE L A ERD BRI T2,



#*2 P54 168 K DR, TR O PR (%TAR)

B 5 51k S Y=E S FrARP ¢ 5
. vl SUEHREL 5 mg/kg K 1,000 E!;zfg mefke 1 mg/kg (K5
pegy | GO I it i B b
0~8 52 48 6.2 7.3 53 42
bR
0~168 71 70 32¢ 20¢ 69 67
0~24 18 17 23 9.2 18 14
% 0~168 24 24 40¢ 9.2¢ 24 22
bhesCl | 7% | o jeg | 13 2.0 12¢ 15¢ 3.1 6.8
2oy PEFIR
F A 0~48 <0.1 <0.1 <0.1° <0.1¢
HLE 168 <0.1 <0.1 5.6¢ 50° <0.1 <0.1
B =T 168 0.3 0.2 1.3 6.0 0.2 0.2
% H R 72.6 72.2 45.3¢ 41.0¢
EEIIES 96 96 91¢ 101¢ 96 97
. 0~8 48 34 17 27 53 52
0~168 61 61 60 61 67 70
) 0~24 23 26 8.3 12 21 17
* 0~168 34 30 34 32 25 21
[spi-1C] TV oies | 27 8.3 3.9 5.8 3.7 48
Zra Y ViR
A A 0~48 <0.1 <0.1 <0.1 <0.1
L 168 <0.1 <0.1 <0.1 <0.1 <0.1 <0.1
B =T A 168 0.3 0.4 0.3 0.2 0.3 0.1
7% 11 W e 64.0 69.7 64.2 67.0
ENEIES 97 99 98 98 95 96

I #4eL

a: [phe-¥ClA B'r & A U 581 1,000 mg/kg IRE# -, [spi-4ClA B r & 24 U 581 250 mg/kg
IRERG

. [phe-“Cl A B u 24 > 1,000 mg/kg KB G-REO T 5 48 W12, MEITHE S 29 HE#% I8
LFELIZD, 0~168 il OF — 2 135 b otz

D R E TOM

DR UK, RO — 1 A DA

FOMEIE 1 EORER

o

o

*

@ JREOFESHE-2 (EE 3, GLP)

Wistar Hannover 7 v & (RO&LGHE « —HEMEMES 4 IT, §ARNE G5-8F -
—PERE 4 P8) 12, [phe¥ClAEY B E YA % 5 mgkg AE (LI F 1.O~@IC
BT MEARE] &v)H.) A LL<IE 250 mgkg (R (LT 1.O~@IZH\ T

EHEIE WD ,) THERRO# 5 I 1 mg/kg RE CHEBEIFFRNEZ 5 L T,



PR K OV R e GRBR S It S A7z, 7e s, PiRER (1.0) 128\ T, X
DRI S e o 7o 2 & b ARGRBR TIEMER R~ O HEI 3G S
ARy

HAARE OB ) OV RN % 5:-1% O JR S OFE R PEIER 133 3 ITRS TV B,

BGRORENR, BOZEGRECIE, BE5% 168 R ORI A & 51T
57%TAR~61%TAR. & EHK 5T 49%TAR~53%TAR, # P K 2%
LT 29% TAR~36%TAR, = H&HK 5 T 456%TAR~47T%TAR, HHIRPI#
BRETIL, 51 96 BRI ORI 64%TAR, #H2 30%TAR HEit < 7=,

* 3 HiElRE O 5 L OFRIRIN 548 O R L O FE T HRER (% TAR)

B b 051k B Al b - HRA 5
hH& LR 5 mg/kg (A 250 mg/kg A& 1 mg/kg A
PER i fH] (hr) i 2 i i3 i i
. 0~8 43 41 20 23 43
0~168 Xi% 0~962 57 61 49 53 64
) 0~24 29 21 26 22 27
* 0~168 Xi% 0~962 36 29 47 45 30
HELA 168 0.2 0.2 0.2 <0.1
e 168 <0.1 <0.1 <0.1 <0.1
HILENEY 168 <0.1 <0.1 <0.1 <0.1
T—7 A 168 i 96P 0.1 0.1 0.2 0.2 0.5
=Y | 0~168 3i¥ 0~962 2.9 7.4 8.7 5.1 9.0
8 E R R e 60.2 68.7 58.1 58.3
ESETES 96 97 105 103 103

[ 347 L

a: RO GHETIEL 0~168 KefH], FRARAITR 5-8E Tid 0~96 et

b RO TIIR G 168 FEE., HIRINE 58 T3tk 5 96 etk

o SR KRR, WL, I —H ARV — DRI O G E
FOMEIT 4 IED A

@ AP E-1 (k3. GLP)

R B = 2 — L &4 A L7 Wistar Hannover 7 v ~ (—BEMERES- 4 JT)
12, [phe-“ClA b r VA4 v Z A EXIIEHE CHRRIRE O &5 LT, i
H PEIERRER A3 S S 7,

Febt% 72 RFE ORE . R LA OFEHHRIEER TR 5 IR STV 5,

B 5 cktet, AEICED ST EICRP IS, B 5% 72 B O R
iR A5%TAR~66%TAR T -7-, 5% 72 B O thEit s
TG B 58 T 5.7%TAR~11%TAR., & M E#H 58 T 13%TAR~



14%TAR Th o7, RTORLGHICBWT, &51% 72 FFH T 96%TAR L
ESEA REOE (F—UlEiR e ET, ) TIPSz,

AR L VOB, R BRI =0 A RO — DU D%
WSRO EFH LD . BB G 72 R OIS, (KH & T 82.3%~
83.0%. =M EMET 66.9%~80.7% & HH T,

#4 BERT2EROM, REOCEPIEER (%TAR)

Be 58 5 mg/kg A HE 250 mg/kg (A HE
PERI Vi3 i3 iia i3
[IEheS 11 5.7 14 13

IR 65 66 45 64

4 14 15 30 19
THLE <0.1 <0.1 <0.1 <0.1
HILENEY <0.1 0.1 0.2 0.1
H—T A 0.7 0.6 0.2 0.3
7 — DBk 6.3 10 7.7 3.4
& 1 I 83.0 82.3 66.9 80.7
IS S 97 98 97 100

oOEE R HRE. = AR — YRR DA E
ROMIZ, EHEFOBER O HEEOMIZ DWW T 3 IEOFEXME, ZLSME 4 IEDEHEfE

@ A HE-2 (&84, GLP)

REAE T = 2 — LV IENLE YT ALE L 7= Wistar Hannover 7 v b (—BElE4 X
1% 3 JE) (2, [phe-ClAv n YA v A EHE X IXEHE CHEROKZS L
THEMGRBR N FhE S 7=,

PR, L OWEH PR IER 5 IR SLTV D,

JHE T =2 — VIELE T » MTEBW T, [RHER S TIE, B5id6eILE
RIS PRtE Sd, 5% 96 FRFE O R P PRIE=R 1T 54%TAR THY . mHE
TR L OEIIFIFYE P SN, BE =2 —LVALET » Tl A
HICEADL LT, RIZRPICHEES L, 2 TOREGEIZOWT, &51% 48 IF
M E TIZ 95%TAR~98%TAR A HEM S 17z,

KRR LV GONTZHE I =2 — VILE T » NMSEBIT DR, B, —F A
N OV — DYk R OFE ST RE OG5 L 0V HEIE 5% 72 FEE ORI,
KR T 88.6%. miHEEET 67.2% L HiH&ENT=,

10



#5 IR, ELOWEH PP (%TAR)
e B = 2 — LIEALE R = 2 — LALE
o SR IR JiE=u FEULE RBAE 71 ALE
7 (hr) 5 250 5 250
mg/kg (A | mgkg AAE | mgkg AHE | mgkg (K&
0~8 40 22 51 26
SR
0~96 X% 0~1722 54 45 66 46
i 0~24 26 40 8.3 29
0~96 X% 0~722 36 47 9.7 31
fET 0~172 15 13
F—T A 96 1% 72P 0.6 0.5 0.8 0.3
= PR 0~96 X% 0~72a 7.7 7.4 6.8 7.9
TR R 62.3 52.9 88.6 67.2
FA RIS 98 100 98 98
¥, BEH = o — LB ESAREGEEEICOWTIZ S, 1E7h0F 5ROV TIT 4 LD
[ 8471
a: B = o — LIFALERE IR 55 96 BEM, MBE D = o — LVALERE Cli# 5% 72 BRI ERELE
ni=E e
b JBE S = o — UVIEMLERECIIE G 96 BFM#%, JHE D = o — VALERE TS5 72 FRRI% ICER I &
ni=E e

R M, B AR — VYR A7

10

11



2. BMERBROBEME

KrEE B (BF 5~42) OERIT, B8 1 (AR LLEEES
D ILEZEMIR D RBOME 2 2 LT,

Avn U4 otk 0RO LDso 17 » b T>2,000 mg/kg {KE T
bolz, R, WADNWTNOEGREKIZEBWNTHEMEFEMEITXFH< (LDs (R
FZ) :>5,000 mg/kg KE, LCso (W A) :>1.12 mg/L). HRIZxF L THEREE Ol
PEDFED BT, G T 2 RHMIEIIRE O D e o Tz, £, FRERENE
DD BT,

AR EUFEREICE DT, BIRE BN 25D b, A
ANME ARRETENE . BIHEE IS XS D B R OVEIRICR W CRIE S 2 58
LEMEITRD B Lo T,

BNWEZETERT, KRB CE O EREE IR/ EERD 5 bi/ME
X, 7y bEHAWE 2 FERKER D BSFEEIEN SRR O EEMT &
4.7 mglkg KE/H THHoT-Z L5, THRERILE LT, Z24% % 100 TEL
72 0.047 mg/kg A/ H #37FA— HEEIE (ADD) & E LT,

Fo, AR E VA ORBROFGEICI D AT D AHRERO & 5 EIEEE
(x5 MR RS UI R/ EEED ) bR/MEIL, v &2V RAREER
BROMEEMERE 10 mg/kg RHE/H TH Y . 580 HAVIFT RIS REN I SR 2
PO LIV EICE T D KB AR SRR AR O 2 SHMERCE M R
FRETHHIZ LMD, HIFXIERE L TW A AEM D & 5 otkic x4 2 &bk
ZMBAE (ARfD) 1. ZNAERIE LT, 24455 100 T L7 0.1 mg/kg &
HEERELEZ, £, —ROEMICK L TE, 7 v bEHWTRAFERBR L O
A X & Tz 28 A AR O &% 52k o M3 & 30 mg/kg IRHE/H & RHL
& LT, Zeff% 100 THL7- 0.3 mg/kg AE % ARfD L & L7-,

4y
HIE

AT )

Tl

11

12



M. BEFEHEREITASE (AOEL)

e R L O 28 H M ER R G- mtEalBR O R Rl T #R R ST
AR RGBT RO R o722 E RO L LT FENS, A
v U 0B AR RETAE (AOEL) ORREIZY - - Tk, B X
W AR A 2 T 2 BT D MBIV E T L-, Lo TROFES5ICX
LB, A - AT MERER L O R SR B O RS RIS & AOEL
ERETD (T,

KRB THEON-AY R UA L OBEEED ) bR/MEX., 7 FEHW
7= 90 B REIERR O 5 EERBROREICIIT S T.Chol B0 3 < MEME &
6.2 mg/kg A&E/H TH V., ZN%x AOEL OFEMRIE 5 = L322 L L
776

T, RN OBEHEHEIGIWVEERICBIT 5T v M E AW ZEAETRBRO
ORI RIL, Pt EER O 5 me/kg REFEGEED 82.3%~88.6% TdH V
(# 6) . BOWIRIE 80% % 25 Z &b, AOEL O EIZY 7= - Ti,
T O URIZ K DA IE IR B 7 & L 7=,

#6 Ao bt VA UAHERAES LSS ORARINE (%)

AR JE o i1 JE o B ite-2
Bh5& 5 mg/kgRE 250 mg/kgAHE 5 mg/kgiKH 250 mg/kg{AHE
PRI I i 2 i iz I
& F IR (%) 83.0 82.3 66.9 80.7 88.6 67.2
HRIEIE (%) 97 98 97 100 98 98

a: oML, KABMOHEL O EABREOMIZ OV T 3 IEOFHIME, FHLISME 4 IEOFEIE
b ROfENE, EAEHRERICOWTIT 4L, &AERERIZ OV TIE 3 IEDFEEHE

U EOFERNG, 7y bEHAWE 90 HREIKER OB G EERER O MM &
6.2 mg/kg (KE/H %, L2455 100 T L7 0.062 mg/kg RE/H % 38064 HE
RTU AR (AOEL) L#E L7z,

AOEL 0.062 mg/kg K E/H
(AOEL #% ERHLER) PG 1 4 G-
(B F) 7wk
(D) 90 H fH]

(B5J7) TREH

(HEF &) 6.2 mg/kg (K H/H

(FEMERT L) T.Chol /%
12

13



(2750
(% A I =R)

100
FHIE L72u

13
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# 7 AOEL O EICERE T 5 mit g 2%
NOAEL LOAEL 3
. Be5 R AOEL % EICHHET 5
BT R (mefkg K/ R) (mg/k;)@i/ (mg/kE;g)ﬁiﬁ/ T R
Zv b |28 AM 0. 500, 2,000, 3,000 ppm |/ : —P | WEME : T.Chol KU TG J8i/b
AER N W — I : 44.4
kGt M0, 44.1, 177, 259
GLP ME - 0, 44.4, 178, 264
(&kt13)
90 HH 0. 100, 500, 1 : 6.2 M : 315 R« T.Chol J8ib %
SAERE D |2,5000/4)/1,500() ppm M 7.0 I - 86.1
B 5.0t
GLP #: 0. 6.2, 31.5, 159
&kt 12) M : 0, 7.0, 86.1, 110
2 AL 0. 50, 100, BlEhy L OB B & OV BB
gt |500(1)/300(4E) ppm T iy M BT R L
GLP P #f : 30.6 P — W FURAR A IR b R R R IR 2
(&¥} 34) |P i : 0, 3.04, 5.98, 30.6 |Pif :8.11 Pl : 24.1
Pt : 0. 3.94, 8.11, 24.1 |Fi/ft:385 |Filff: — BB - BT R L
Fiif: 0, 3.84, 7.84, 385 |Fitff:9.63 |Filff : 28.4
Fii : 0, 4.87, 9.63, 284 BIHREIZ X T A BT D e
EhERE BhRE 7,
P it : 30.6 Pk —
Pt : 24.1 P —
Fiift: 385  |Filft: —
Fi 0t : 28.4 FyE . —
AN |0, 10, 30, 100 !@ﬁ% 30 FE - 100  |(RFEM - (REEIEIMG], REE %
GLP (TR 6~19 H#5) R B 100 FE V2 - FFRIZES
(& okt 35)
TEFFTEEITERD Do~ 7z,
<~ Z (28 HH 0. 250, 700. 2,500 ppm  |M# : 117 - 449 MERE - SET, (REE NN S5
AR A It : 126 Mt : 465
WhE#FM |HE: 0, 42.1, 117, 449
GLP M 0. 45.2, 126, 465
(&k}15)
90 H M 0. 250, 700. 1,500 ppm | : 105 1 : 236 i R N g BT G
g A 115 I - 252
5% M0, 35.2, 105, 236
GLP M 0, 44.1, 115, 252
(&#t14)
X AN |00 10, 30, 60 tiﬁ% l@ﬂ% BEh - IREHEINPNE], RE R %
GLP (iR 6~27 B 5.) JEW 1 B ;3 fe R MRl ZE R E R A
(&t 37)
ML D Do Tz,
14

15




A X

KAERE N
B 50t
GLP

(&8 17)

28 Hf#] 0. 10, 30, 100/652 MERE - 30 WERE - 100/65 |MEHE - WRUE. k5 X 7

AER N W ;15 It - 30
B 5.0t
GLP

(&Ft 16)

90 H 0. 5. 15, 30 1 30 M — e - R, 2 AR ) R T A

KAERE N
B 5.0t
GLP

(&¥} 18)

D EFEMERE TR/ N RITRE TE R o T,
CERANEERTRD O EREET R AR T,
e M ERGTET 100 me/kg RE/H OME TR SN2, RROERPBO bz, &5 2

H ChiAs G2 il (Bha &% - #1601 | 26 HFEKRER, 65 mg/kg (KH/HIZEE LG 2 FHH.
4 BlOR 5%, e EHIIGRSEOFEMEERDBD bz, KEEFEPIL L (Wha &7k« mEkE
F 1B | e A EREOFHMEII I S R o T,

17 v ha v 28 AMRER 05 mIERBRIC IV T MERED 500 ppm #¢ 58 T & 417 T.Chol

145 0. 1, 3, 10, 30 MERE - 10 HEHE - 30 WERE - (URNAT, AR B e S 4

KOTG B, BMEEENRETE R0 o7 (M : 44.1 mg/kg RE/B ARG, M : 44.4 mg/kg
IRER/ B ARG 23, LV IRHE CEMM IR Sz Z » b E v 90 B K ER O£ 5 mRER T,
MR L LT 100 ppm (K : 6.2 mg/kg RE/H, M : 7.0 mg/kg (KFE/H) DELNATND,

15
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V. SHBEFEAEZBTASE (AAOEL)

A EUAORBRRAOKGHEIZLD AT H8EMHE0H 5 mHEE (£ 8)
2T D mEMEEDO O Big/MEIX, U2 WA TR O B E
10 mg/kg RH/H TH Y G ONTZEERT ARG LR, 2 aRiLe LT,
AOEL & [FERICR AWRINRIT X A HHE T B/ ol L, Z224% %k 100 T
L72 0.10 mg/kg K8 % S I A E #FE A E (AAOEL) CRE LT,

AAOEL 0.10 mg/kg 1A

(AAOEL & R #LEAER) FE AT AR

(B FE) AVAES

(1)) 1k 6~27 H

(B 5 H515) SR 1

(e &) 10 mg/kg A E/H

(FEMERT ) fe IR - BB RIMK 2SR G A 54 L OV 2
SHERCE RS A 524

(2R 100

(& DRI ER) FHIE L7220
16
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# 8 AAOEL DO EIZ B 25 B 2
- . e ﬁ%@%&wfg?Lfﬁﬁﬁé
A T RARA v
(mg/kg R Xi¥ mg/kg KE/H) (mgfkg K 1% me/ke KT/ )
7 v b e D I : 550, 1,750, 2,000, 5,000 It : 550
FHMHEO
GLP M VEEHK TS
(&F 5)
e D I - 175, 550, 2,000 e —
20)
GLP W AL
(&E6)
AR MERE - 0. 50, 150, 500 MERE - 150
ik
GLP M pRERD
(& 39) I - gt
FAE T 0. 10, 30, 100 & : 30
GLP
(&%t 35) BEW - RERD BN, B R
PSEREN HE : 500, 1,000, 1,500, 2,000 1 : 1000
(F TR BR) | M : 500, 750, 1,000 e —
GLP
(&t 30) o SR
L e A
PASEREN Y Mt = 0. 500, 1,000, 2,000 = 500
(N ) i . 0, 188, 375, 750 M 188
GLP
(&k} 30) HE - TR A B D5
W - R R OB IR T
AV T 0. 10, 30, 60 IR 10
GLP
&k 37) REVE BB SR ZE g R 2 RO 2
FHEE S ARE S
A X 28 H M 0. 10, 30, 100/652 MR - 30
RN
B 5 HERE - XA EAT, WS
GLP
(81T

— o EERMRIIRETE T,

R NEEER TR b E BRI A R R T,
a s e A ERE G 100 mg/kg (KE/H O & TR S0, BEOIERSED G720, &5 2
B CHREG 2l (Uha &% M 16 | 26 ARIKE%,. 65 mgkg RE/BICEE LEG% HH,
4 Mo E4%, e EEIERS OFIERNRO SN0, BEAFEDILL (818 & 5% M

% 1 41)

. REHERObIIE/R S R T,

17
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V. ZBEOHEE
1. BRI EER
(1) BTN DHEE
(7) UCHEFRA Y a v v & A= In vitro #& FEWRINGRER
(&¥t43, GLP)
FAELTVE WOl A r B VRN IR A BRER, FERA T n U4
VERML, SHICEFIEREEESLT300gal/Lic/ed &5
IR L 72 (A, [MCI A B m v o4 VR D DRI % R B4
FAIAREZRA L, KTHIRL 2gail/L 2722 X oI L=
(150 fEATRIR) . 150 5 AR Z & HIZ/AKTHIRL, 0.8 g ai/LL
KOr0.2 g al/lL 12725 X OB L7 (375 5B & OY 1,600
B

BRGUEL : R RS (LT —F v o3 —) e 77—k afmlz L, £
O EERIC e b O ERE S S8 C, Lo dH L =8 150
BRI, 3THAE A UK K OV, 50005 A BRIk % Bz [ skt o K ihi 12 %)
IR U T, AVERSIRERI R IS RS R A R E LY | REICFRAFT
5B 2 B U T, AUER24 TR R4 I R S B A R L, T
— IV mERBYORSEDEEZREIL (7T —7 AR v ),
FORER NEINREEZRE LTz, Flo, LT X —il &R
(CEREL L. B8 A il U 72 i e 8 DR A P E LTz,

FRERBEL - BUAI L 150 fEARUE. 375 58RI & OY 1,500 54 R IZ D\ T
WIS R E RSN OFEYE (BREPT 10.9kQ LI E) A= L
7=, FER 8 (il TR FEhi S v7-,
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FERRE R - 8K 150f%. 375f% M N, 5001575 FRR 2 W T2 B W I G BR D
FEROMEAZRINTRT, B, 3T5EMRIRIZ OV TIX, BEic
EWEER (120.16%) 2o L7-180EE (2/120) 2 BRI RO

FRAT D> B BRUN
<9 : A 15005, 37515 K& TUN,5001% A BRIE D#EFE I
LA R TR 2 RIS
(1:150) (1:375) (1:1,500)
Fe R 8 7 7 7
HEWRE [mg/mL] 300 2 0.8 0.2
REHE R [ug/em?] 3,000 20 8 2
¥R E R [pg/em?] 2,781 23.5 8.24 2.11
[ [%] ¥ SD S SD S SD S SD
R RS B BRI Pl RE 72 e
8. 24N D KGRI EHR 99.68 140 99.63 179 9638 1.23 8996  4.36
R —F ¥ R —VEFiR 1.03 0.70 0.14 0.14 0.25 0.13 0.56 0.45
g B4 5 &
F—7 AR v 712 0.34 0.43 0.08 0.05 0.21 0.11 0.33 0.10
F—7 AR v 7315 0.10 0.08 0.45 0.23 1.10 0.19 3.26 1.82
FERE R iR 0.09 0.08 0.89 0.67 2.73 1.58 5.80 2.45
W IR &
L7 H—ik 0.02 0.01 0.14 0.11 0.30 0.25 1.06 0.73
LETE—F v N —TRIHK 0.01 0.01 0.01 0.01 0.01 0.01 0.04 0.03
N E]Nes 101.27 1.15 101.32 1.68 100.98 2.24 101.01 3.04
FEHRBIIM Oy o MEIC BT 5
FHiERE_0.5) OEEFRME LLC of 3662 3213 2361 2578 3445 955  36.11 11.68
t_0.5)
WAL 522D IAVAY-4 IAVAY-4 W Y4
t_0.5=75% 0D & & DOWRIL & 0.22 0.16 1.48 0.71 4.14 1.86  10.16  1.73
t_0.5>75% D & & O & N/A N/A N/A N/A N/A N/A N/A N/A
A IE IR Y B 0.22 0.16 1.48 0.71 4.14 1.86 10.16  1.73
oI & 0.354 2.127 5.849 11.74
A GL D i) 0.35 2.1 5.8 12

BfR DS RILRFHH > — R TREAT

N/A : #2472 L

o6 B W =R D HERE At 2R

UCHEFR A a A v & W= in vitro #6FWIV ERER S 5 4 12 5
B NDREGHUL T A X AZFEDE ML LS R, LT X5 IcigHEhn

A\ ¥ U KA ORI R & HEE LT,

O mEREYEERE (7—7AN) vY)
AL 150 5. 375 {5 & TN 1,500 fFEA R O W 4L & 3URHREUH R

24 B TH Y . R E LIRS 12 BRI D Lk 72 — i~ DB IBRDIE
FH FFRME (LLC oft0.5) X 75%Ali Ch o7z &b, 2FHETDOT
— 72N FHOROWERYE 2 R RINE RSN L, 3 FHEUKED
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T =T A KV v T HEOHERY)E B I & & LTI TR
RrEREE L,

© BHEROBEEIZ L DHIE

BUHI M O 375 (A BRI OFREHIZ N Z I 8 LY 7 3BT, SRR
1% 95 %L ETH-72Z &6, [FIERIC L 2B RIGEROMIEIFITH 7R
N T,

150 fE A BRIE D7k 8 U CHBEIN =R 95 % ATl (89.62 %) T
HoTm, —HORELOEIULERN 95 %Al Th - 727-0. 95 %Lh LD
BN 72BN G Sz kR (B 10, 11, 12, 13, 14, 15, 16) £ 95 %
FEOREIN B> T-3E (B 9) ORBIERL I LT~ Ok
F. BT E R TR E BRI ST G0l T ez,
BN ER DR > 7258808 (B/v 9) ZERAML, @O EN G LT 7
AREFD I W TR R 2 HEE LT,

1,500 {5 A BRI OFEHL 8 UL T BN ERA 95 %A (93.95 %)
ThoTo, —HOREIDOEIUERN 95 %A ThH 7272, 95 %Ll LD
WO 2R E NG S -aEE (v 25, 26, 27, 29, 30. 31, 32) &
95 %A DR DK - 7270k (/L 28) ORERFERZ ik L7, &
DOFER, BRI T E 720> T2 BRI SIS T2 B 0 HIl C & 7pun Tz
B, BCEROIE - 7250k (2L 28) & BRS L. @Y 22 EICENE S
72 TRB DI % WD TR 2 HEE LT,

@ VT NAEOEE)

BN D K7 FEREHR T 8, 150 5. 375 5 O 1,500 15 A RIE D B &t
BHEIX 7T CThH o122 &b ENEIURE 0.84 KT 0.92 Z AR HE(R A2 (25
USESMEICINEE U CRERIE 2 R U 7o, 2 OGS, BAIIX 0.854%.,
150 EmBRIRIL 2.127%., 375 fEMmBRIKIT 5.849%. 1,500 5 BRIk
11.74% TH o 7=,

PLENS, ARBRICHW -2 a e 24 KAl (300 g ai/L 1K) @
TR AT 0.85%., 150 547K (2 g al/L 4H]) ORI TT 2.1%.
375 A RIE (0.8 g ai/l B4KI) ORI EIT 5.8%. 1,500 (&AL
(0.2 g al/L Al ORI FIL 12% & HEE LTz,

Fo. WBRICHWZB-ANL, R ICERIBE L E8 Lo, KRR
Al Ok_—2) & LT,
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(A1) BB 2 R IR
O =LAX—)SC
Hit S/ L 2% —/L SC (A a4 27.5% KA 18R %
IERBRIC WA LRI L THDH I Lhb, AEREY AL DY R
7 T N 2 R BRI R VT R B ~ DS ERM T A & RS
X, R100LBYVEMAT D,

# 10 : ZFEAHmI W DR R =R

SRS | BRI D |

517 5 AR e () | L

w3 (140 0.35 P B 0 B o F TS A A

2,0001% 15

ool ”» S P R BB 00 375 A BRI B U1 5001 A R 1
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2. BBICBIT3EBERMEAERE
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]

3. REEDHR

HGlE SNCBRFNZOWT, 1. 05, i e E RUMER S O PH K& OV 7 14
(B 0> TEEH L7256 o 2fk &2 THIIC K 0 R L7, #ERHcE
Tz o TR B~ DB A & ATHERL LT,

HERHC W8T A — 2 55 R OB IR B OHERHRE R 2 BT 2 (R T,

VI. U R 7GR R

L. ©b. R ERMEESEORPH N O 7E IR D IZE-> THEM Lz
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WA

FHE, i GRBRIEX S 0SS
GLP @Ak (WERIGA) | AFROH

2024

BEHSE 2oVt r ARLEEES. AF
URL :
https://www.fsc.go.jp/fsciis/attachedFile/download?retrievalld=kya20241002160&filel

d=210

2016

SYN546330 - A Preliminary Study of Pharmacokinetics, Absorption, Metabolism and
Excretion in Rat Following Single Oral and Intravenous Administration of [Phenyl-U-
14C] and [Spirodecanone-5-14C]-SYN546330

GLP, R

2016

SYN546330 - The Absorption and Excretion of [14C]-SYN546330 Following Single Oral
and Intravenous —Administration in the Rat
GLP, R

2017

SYN546330 - Biotransformation of [1“C]-SYN546330 in Rat
Charles River Laboratories Edinburgh Ltd, UK
GLP, RAE

2016
2017

SYN546330 - Acute Oral Toxicity Study in Rat (Up and Down Procedure) — Final
Report Amendment 1
GLP, RAF

2022

Spiropidion tech. - Acute Oral Toxicity Study in Rats (Up and Down Procedure)
GLP, R

2016

SYN546330 - Acute Dermal Toxicity Study in Rat
GLP, K&

2017
2017

SYN546330 - Acute Inhalation Toxicity Study (Nose-Only) in the Rat — Final Report
Amendment 1
GLP, K&

2015

SYN546330 - Primary Skin Irritation Study in Rabbits
GLP, R

10

2016

SYN546330 - Acute Eye Irritation Study in Rabbits
GLP, R

11

2015

SYN546330 - Local Lymph Node Assay in the Mouse
GLP, K%

12

2018
2021
2022

SYN546330 - 13 Week Dietary Toxicity Study in Rats — Final Report Amendment 2
GLP, RA%

13

2014

SYN546330 - 28 Day Toxicity Study in the Rat
GLP, Ri#

14

2018

SYN546330 - 13 Week Oral (Dietary) Toxicity Study in Mice
GLP, R

15

2018

SYN546330 - A 28 Day Oral (Dietary) Toxicity Study in Mice
GLP, K&

16

2018

SYN546330 - 13 Week Oral (Capsule) Toxicity Study in the Dog
GLP, K&

17

2018

SYN546330 - A 28 Day Toxicity Study by Oral (Capsule) in Dogs
GLP, R

18

2018

SYN546330 - 52 Week Oral (Capsule) Toxicity Study in Dogs
GLP, R

19

2018
2022

SYN546330 - Toxicity Study by Dermal Administration to Han Wistar Rats for 4
Weeks — Final Report Amendment 1
GLP, RAa%
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#rt

FME, M GBS LIS D56

He
&5 | TF | GLp ek (wERER) | AROHE
20 | 2014 SYN546330 - Salmonella Typhimurium and Escherichia Coli Reverse Mutation Assay
GLP, R
SYN546330 - Bacterial Reverse Mutation Assay ‘Ames Test’ using Salmonelia
21 2018 |Typhimurium and Escherichia Coli
GLP, RAE
SYN546330 tech. - Salmonella Typhimurium and Escherichia Coli Reverse Mutation
22 | 2022 |Assay
GLP, RAX
23 | 2015 SYN546330 - Chromosome Aberration Test in Human Lymphocytes In Vitro
GLP, Ri#
o4 | 2018 SYN546330 - Micronucleus Test in Human Lymphocytes /n Vitro
GLP, R
SYN546330 - Cell Mutation Assay at the Thymidine Kinase Locus (TK*") in Mouse
25 | 2015 |Lymphoma L5178Y Cells
GLP, K&
%6 | 2015 SYN546330 - Oral (Gavage) Rat Micronucleus Test
GLP, K&
97 | 2018 SYN546330 - Oral (Gavage) Rat Micronucleus Test
GLP, R
98 | 2091 SYN546330 - In Vitro HPRT Mutation Test Using Chinese Hamster Ovary Cells
GLP, R
SYN546330 tech. - Gene Mutation Assay in Chinese Hamster V79 Cells In Vitro
29 | 2022 [(V79/HPRT)
GLP, RAE
30 | 2018 SYN546330 - Rat Bone Marrow Chromosome Aberration Assay
GLP, RAX
SYN546330 - 104 Week Rat Oral (Dietary) Carcinogenicity Study with a Combined 52
31 | 2018 |Week Toxicity Study
GLP, Ri#
2018 SYN546330 - 80 Week Mouse Oral (Dietary) Carcinogenicity Study — Final Report
32 2099, Amendment 01
GLP, Rir#
SYN546330 - 104 Week Rat Oral (Dietary) Carcinogenicity Study with a Combined 52
33 | 2020 Week Toxicity Study and 80 Week Mouse Oral (Dietary) Carcinogenicity Study —
Supplementary Report
F GLP, RAF
34 | 2018 SYN546330 - Oral (Dietary) Two-Generation Reproduction Toxicity Study in the Rat
GLP, Ri#
35 | 2017 SYN546330 - Oral (Gavage) Prenatal Developmental Toxicity Study in the Rat
GLP, R
SYN546330 - Oral (Gavage) Preliminary Prenatal Developmental Toxicity Study in
36 | 2016 |the Rat — Final Report Amendment 02
I GLP, RAEK
37 | 2017 SYN546330 - Oral (Gavage) Prenatal Developmental Toxicity Study in the Rabbit
GLP, RAE
SYN546330 - Oral (Gavage) Preliminary Prenatal
38 | 2016 |Developmental Toxicity Study in the Rabbit — Final Report Amendment 01
EGLP, RAFK
SYN546330 - Neurotoxicity Study by a Single Oral Gavage Administration to Han
39 | 2018 |Wistar Rats followed by a 14-Day Observation Period

GLP, RA#
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WA

FHE, i GRBRIEX S 0SS
GLP @Atk (MERIGA) | AROF

40

2017
2022

SYN546330 - Dose Range and Time to Peak Effect in Han Wistar Rats by Acute Oral
Administration — Final Report Amendment 2
GLP, R

41

2014

SYN546330 and SYN547305 - Effect on Rat Thyroid Peroxidase Activity /n Vitro—
Final Report Amendment 1
FEGLP, RAFK

42

2014

SYN546330 - Assessment of UDP-Glucuronosyltransferase Induction Following a 13-
Weel Dietary Toxicity Study in Han Wistar Rats
GLP, RAE

43

2018

SYN546330 SC (A20262B) - The In Vitro Percutaneous Absorption of Radiolabelled
SYN546330 in Concentrate Formulation and Three In-Use Dilutions through Human
Split-Thickness Skin

Final Report Amendment 1

GLP, R

44
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RIS  BRREOHEH (A b U4 240 L LTETilA])

ER/N
1. =1L A&Z—)LSC
(A | F 2 27.5%KFHE])

* 0 AREEHT, WHI OV — RIS 7B 2L & B8 L THER L7z,
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1. TUVAX—LSC (R¥u I 127.5%KFaHA])

) B E - [#H8) 1] B3 AEREEORBEGEIC OV T ST ES ARG (%) TR (%)
@ JAIEH
. R - A AR B EVAKFF (T LA —S C) T 7 AV Ml A ] 1 0.35
@ FAlxE G AT 2Rk 5y A B U A 2000 15
(®-1 AOEL 0.062 (mg/kglKTE/H) [#iBh 2] EREICOWT 4000 26
(3-2 AAOEL 0.1 (mg/kglK ) F 7 H v Ml A 5000 31
@ BLROTILEE - BAR 27.5 %
) B DO HE (BLH /AT ) UK AR/ AT TRAR
® AL D T 7T 7R
B el 2 i &> 0
2 Ot GRS, i TR ) | g | PO TR p | Gwake| Geare| o |y
2 = = 7 s
D I L O I s T )
1 InhED 2000 %, 700 L/10a,/ U7 H il £ C/ A/ 2 ] 2000 'Z&ﬁ”fi@ ;ﬁ‘;’%) KEEV‘E‘ Z;ﬁgg‘t <271 N;’ig# 8.2 82.5 133 82.5
1* N ED 2000 %, 700 L/10a,” I H#E7 H i1 £ C/ A/ 2 ] 2000 '(&ﬁ”(fg;fﬁ;ﬁ“’;m KEEV‘E‘ Z;ﬁgg‘t <271 N;’ig# 59 43.9 9.4 439
2 FhoL 4000 1%, 300 L/10a,/ IUHET H il % C/ A/ 2 [E 4000 Wﬁ”f? ;@ ;ﬁ\)ﬁ@ KEEV‘E‘ Z;ﬁgg‘t <271 N;’ig# 03 32 0.5 32
2% Fho L x 4000 1%, 300 L/10a,/ILHET A fiif % /#4728 4000 '(&ﬁ”(fé;ﬁ&%@ KEEV‘E‘ Z;ﬁgg‘t ~ A7 1 N;’ig# 0.3 0.8 0.5 0.8
3 ThAEN 5000 fi%, 300 L/10a,/ I H#E7 H il £ C/ A/ 2 ] 5000 Wﬁ”*ﬁ@%\)ﬁ@ KEEV‘E‘ Z;ﬁgg‘t <271 N;’ig# 0.0 3.1 0.1 3
* B3N o 0 A WA_B 3 (Fim) BB | NRBE | T2 T
3 ThEV 5000 fi5, 300 L/10a,/ L HET H il £ </ A/ 2 7] 5000 e i) iy s v A7 1 T 0.1 0.8 0.1 0.8
4 x50 2000 {i%, 300 L/10a,/ L HERTH % </ i,/ 3 [ 2000 Wﬁ”f? ;@ ;ﬁ‘;’%) KEEV‘E‘ Z;ﬁg?t ~%1 N;’ig# 0.7 25 12 25
5 503 (A 2000 %, 300 L/10a,/ I HERT H % ¢/ A / 3 18] 2000 Wﬁ”f? ;@ ;ﬁ‘;’%) KEEV‘E‘ Z;ﬁg?t ~271 N;’ig# 0.7 25 12 25
6 503 (A 2000 %, 300 L/10a,/ I HERT H % ¢/ A / 3 18] 2000 Wﬁuf? ;@ ;ﬁ\)ﬁ@ KEEV‘E‘ Z;ﬁg?t <271 N;’ig# 0.1 26 02 2.6
" 50 (i o . < - WA_B R (i) RREME | NRBE | TR
6 2V (R 2000 fi5, 300 L/10a,/ UL HERT H % T A,/ 3 [\ 2000 THieh Bt i i v A7 1 s 0.1 0.2 0.1 0.2




7 k= k 2000 £, 300 L/10a,/ IR ftEAiT A %/ #cfi /3 1l 2000 Wﬁ”f? gﬁ;{ ;ﬁ%m mig& Zﬁg& <2 Tii& 04 25 0.6 2.5
8 I=k=h 2000 £, 300 L/10a,/ IR ftEAT A %/ #cfi /3 1l 2000 Wﬁ”f? gﬁ;{ ;ﬁ%m mig& Zﬁg& <2 Tii& 04 25 0.6 2.5
9 B~ 2000 £, 300 L/10a,/ IR ftEAiT A % C/ #cfi /3 1l 2000 Wﬁ”—fgﬁ;{ ng: ) mig@ Eﬁgg <2 Tii& 04 25 0.6 25
10 7y 2000 £, 300 L/10a,/ IR ftEAiT A %/ #cfi /3 1l 2000 Wﬁ”f? gﬁ;{ ;ﬁ%m mig& Zﬁg& <2 Tii& 04 25 0.6 2.5
11 FS 2000 {5, 400 L/10a,/ 4% 14 A #ii & © /A~ 1 | 2000 Wﬁ”f? gﬁ;{ ;ﬁﬂfﬁ) mig& Zﬁg& <2 Tii& 02 52 04 52
11* FS 2000 {5, 400 L/10a,/ 4% 14 A #ii & © /A~ 1 | 2000 Wﬁ”@:g%%%ﬁ) mig& Zﬁg& <2 Tii& 0.1 1.5 0.2 1.5
s o —_— IS, HI_E 3 CFim) R | RiREE KRB
12 P 2000 f%, 1000 L/10a,/ fifi#% 14 A i £ </ #Ai /1 7] 2000 () i e ~ A i 0.6 12.9 0.9 12.9
12% FS 2000 £, 1000 L/10a,/ fiER 14 A & % ¢/ A/ 1 [1] 2000 Wﬁ”@:g%%%ﬁ) mig& Zﬁg& <2 Tii& 03 38 04 38
D AOEL /5 47 58 = [ 16 5215 5 (ug ai/kgfR T/ H ) +1000 (ug/mg) +~AOEL (mg/kg AT/ F1) x100
i AAOEL {5 5 22 = 2tk 2 6k (pg ai/kgl H) +1000 (ng/mg) +AAOEL (mg/kg{A &) x100
7ok RE M-V RTE RO RIEE RO FHRESS. 1 kgk AV THD,
3.
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