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I. it SRROME
1. BRRRS OEE
1.1 HIFE AT N T 7B o X AR

1.2 B4 ZrYEaxyI R
(19-2,2-t" A(4-7Vin 7 z2h)-1- A F vt = N-[(3-TE b Fy-4-4 bFy-2-
L)Y IVE =V]-L-7 7= =)

1.3 —&4% florylpicoxamid (ISO)
14 k¥4
IUPAC 4 (1.9-2,2-bis(4-fluorophenyl)-1-methylethyl N-[(3-

acetoxy-4-methoxy-2-pyridyl)carbonyl]-L-alaninate
CAS 4 (1.9-2,2-bis(4-fluorophenyl)-1-methylethyl N-[[3-

(acetyloxy)-4-methoxy-2-pyridinyllcarbonyl]l-L-alaninate
(CAS No. 1961312-55-9)
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2. BRI OB - {LFEHER

FRERIE A HliEE (%) BTk BRI R
<5%106 Pa (20 °C)
P
KEUTE 98.1 OECD104 <9x10°¢ Pa (25 °C)
T 98.1 OECD102 91.0~95.5 °C
s 98.1 OECD103 #4150 °CTHRT 5 7o OWE AR BE
Bz L e
(S OFBRIZIB W THITE0 °CTHRD 72 O I EARE
K 98.1 OECD105 4.0 mg/L (20 °C)
Vi NTH 0.19 g/L (20 °C)
. FLy > 250 g/L (20 °C)
2 | 1,2-V /iy > 250 g/L (20 °C)
‘ Vi 97.1 OECD105 > 250 g/L (20 °C)
b
AR ) =) > 250 g/L (20 °C)
JEE | gt
o B )= 8.3 g/L (20 °C)
Wil = F )L > 250 g/L (20 °C)
- — LIRSS MRS
w75 —IMRTERE gg OECD107 4.2 (20 °C)
(log Pow)
fiRHEE £ pH 4~9 TREEEI, NS
98.2 ECD112 -
(pKa) OEC PTG % 2 . BIE B
99.36 X 1 P 12.7 A(25 °C. pH 4)
TR 53 fi OECD111 M9 16.7 H(25°C, pH 7)
99.32 Y SR (25 °C. pH 9)
Pkl 0.117 H
K H Sy i 99.3 % 1199.1 OECD316 (pH 7, 251 °C, 303 W/m2, 290~
800 nm)
R WL U 3= TR AR ER
R e
(nm) BB (L mol'! cm')
o
220 0.369 21100
265 0.711 4070
s AT I 271 0.649 3710
Y
(UV/VIS) 98.1 RatE
244 1.365 7810
AT BV 265 1.113 6370
271 0.927 5300
T M
266 0.763 4360
272 0.814 4660
343 0.207 11800
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. Z2HIBR2RBOME
7 asxt I R, 5Ff 84 (20264) 7 H 23 H., NENEMLEZ S

TERTEBWT, BmfdEEEEML (BRH D) BN anTnd

1. BOokg=R
Zr YA aXHI RO 7 2= VEBOKRES 40 TH—IZEHR L= 0 (L

bem“@7H9w53#%¢FJkwo)&07m)w82#%iP@
VU DVERD 2 OKFEE UC TE#H L= O (LT MpyrtCl7r Y re=
FHI R LD, (FD RAVEBRREERRIC L5 BN~ ORI
(RO =) OMELA £ LT,

*1 E#bew

W& PR [phe-4C]7 U LB a4 I R [pyr-4Cl7 e J L ad4 3 R
g
] ]
) C )
o) CH “’\‘[/ o CH \(
N JL NJ\ NG N N J\ y ) O AN
(LR T & | rF e (L
(I 3 N N (o] CH3 XN
T O h F \T' ? - F
o™ 07 eHy He”C 07 “ch
PR | 7 = = VBRORFLUCTH TR | © U U VB OO RHE 2140 T

O R, #EROMEH PR (HEREO) &k 2, GLP)

SD 7 v b (—REMEAES 4 ) (Z[phe-14Cl7 a2 U LB a4 R LL X
[pyr-14Cl7 o UV v a4 K% 25 mgkg (A8 (LLF, MEA&E] Lwv
9. ) A LT 250 mg/kg RE (LA, [EHE] LWvwo, ) THERRAE
5L, EEhneiting it S iz,

S EhREGER O $ 5-1% 168 IFfHIC DR, BN OME R R 3R 2 12
REINTWND

HERE O 5% ORI S H &R 5L O HER G & BT, £
DIT & A E1IF 5% 48 FEREILINIC Bz ICHEm & 7=, [pyr-14Cl7 1 U
AEaxY I FOEARRGEICEB O TSR ~OPEINI T < ENTH -
776




KRR IV EONIR, 7 — Uik, WROAEF LY HE#R 5% 168
R ORI, (KHERE T 8.06~29.6%., S &R T 14.3~29.3%TH 5
R I,

22 AMEERBROR 5% 168 FHE TOR, FROME IR
(%TAR)

P phetcl e a s [pyr-11C] 7 2 U L a4 3
b5 & 25 mg/kg K HE 25 mg/kg K& 250 mg/kg K&
el i3 il i3 i i3 il
JR 7.14 12.4 15.1 24.5 9.80 17.5
# 85.2 80.1 73.3 55.8 77.6 58.8
r— U BEIR 0.919 1.99 2.87 5.09 4.47 11.8
H— T3 A R Ok 2 0.693 0.112 0.127 0.0063 0.0363 0.0164
A - - 0.185 0.0318 - -
A& TR = b 8.06 14.4 18.2 29.6 14.3 29.3
O EIN Ve 94.0 94.6 91.7 85.3 91.9 88.1
K OMEIL 4 IEOFHfE
—  RAE

O LENE A A
bR, - VUL RO

@ My (B8 3. GLP)

JREH =2 —VEFHA LT SD 7 v b CorRREE « MERER- 1 DT, ALEERE . —
REMEMES 4 PE) (Z[phe-4Cl7 Y LB a4 3 F X [pyr-4Cl7 e U L=
I F2EHEXILEH & CTHERE O 5 U7 R PRt EER 23 34k < i
7,

5% 48 REMICH81T D A, R L OMFEHRPRIEERER 3 IR STV 5,

PG R REIX RIS TP EE S vz, IR EEIERIT 4.35% TAR~
21.3%TAR T, @HERGHTIHE TR O bz, B HR~OHEtE A1
PERNZ & B 2T b h o T,

ARBR LV ESHIEH, R, =R, i, MEE KO —H
ADEFHE Y, B 5% 48 FFRE ORI R IL, (KA ERE T 19.3~23.9%.
BB T9.03~11.6%Th b LB &SN,



#®3 G4 48 REHI ORI SR KO PRI (%TAR)

LS [phe-;‘*(;];: E e [pyr-#Cl7 oY e =ad4 3 K
EREe it 25 mg/kg K 25 mg/kg K 250 mg/kg IKE
PERI I il I il I il
B 20.5 21.3 12.5 11.3 4.35 5.36
IR 1.46 2.34 6.34 9.47 4.09 5.92
r— DYk 0.945 0.0638 0.402 1.53 0.106 0.274
FRAEEA L 0.103 0.382 0.0592 0.548 0.101 1.76
3 63.9 67.7 73.6 56.0 76.0 68.5
Afi 0.00434 | 0.00333 | 0.000767| 0.00162 0.0032 0.00049
HIE 0.00462 | 0.00826 | 0.0017 0.00917 0.00700 0.00381
=T A 0.163 0.139 0.096 0.148 0.470 0.0846
HILENEY 0.393 0.312 0.0774 0.339 0.610 0.158
A up e 23.1 23.9 19.3 22.5 9.03 11.6
EES 87.4 92.1 93.1 79.3 85.6 82.0
KOMEIL 4 VB fE

I, R, S UUERE, R, RO —h ADAFH



2. EHERBROM R

KAEEERER (BR 4~39) OFERIT. BE 1 (R EEZEBSEIEGHE
) O ILEZEMEIRLIRBROMEL SR LT,

7 Y axt I FOo@MR O ESFERO LDso L7 » FT>2000 mg/kg
KETH-TZ, BE., MADWTNOEGEKIZHE W THAatEREMEE5 <

(LDso (#&F2) : >2000 mg/kg (RE ., LCso (B A) : >5.48 mg/L) . FZJERAEM:

RO BRI T,

Zr U adh I FgGIZ X5 2803 (AR (el | YERE

OKER(ESE) KOMLE (Fif : Z > ) | _nh&bi‘ohto %E# P, PRI,
BIHREIZ RT3 D2, At BiamtE kO Bl bk oo,

B EELEBEST, H£H-BRTHE %hf_ﬁézl‘iﬁﬁfj\ﬂid‘ PED 5 B i/IMA
L, U2 WA OB E 9.58 mg/kg (KE/H Th o722 &
N, ZHERILE LT, 225 100 TR L7 0.095 mg/kg K/ H % 7%
— HERE (ADI) &RE LT,

F/2, 7l axY I ROBEBROKGEICLVAETIAEEDS 55
HRBTRO N7 Z b, RS E (ARD) IR ET HME
D37\ & LTz,



M. BEFEHEREITSE (AOEL)

AMEFMERBR O RITB W T, B XITR AR R BRI R o h
ST EROBEIHLE LTOFEMAFIENS, 7r Y v axt I RoREFEHRE
ZBIARE (AOEL) OfFEITY = > TiE, BRI R IEEr B e 31 &
ERTHMLETRWVEHW LT, Lo TRAKEIC X 2EMEMRBR, A4 -
AR TR MR S O BB OFE RIZ KD X AOEL 2 ET 5 (£ 5),

KRB TEON-7r ) b XY I ROEREED S biR/MER, 7%
AW AR OB T D E, REHEININH] % 27D < Mk
# 9.58 mg/kg AEH/H ThHh-72Z &b, 2w AOEL OREMRMPETHZ &
IS Ll LT

T, RN OBEHEEEIGIWVEERICBIT DT v M E AW ZEAHERBRO
ORI ERIT, B TP HEIERBR 1235 1) 5 25 me/kg KB & H-RED 19.3~23.9%
THol=n (F4), [pyr-1“Cl7 ) L a4 3 N 25 mgkg (AERGEEOME
TITREIEED 79.83% LK o 72728, BfER 2R L7z, AOEL O EIC
Wiz o TE, A PEMERER I 31 2 YRERE & PR TR O W R O B AR - T
HD 221% % FHWTHIET S Z EBNRYUTHD EHEr LT,

F4 vl vraxt I FEHBRORS LZEE0ROWRINE (%)

FETAR [phe-4Cl7m Y rvax4 I K [pyr-“ClZ7ae YL ax43I K
58 25 mg/kg{AR 25 mg/kgiiE
el i3 i 1 i
& ET IR (%) 23.1 23.9 19.3 22.5
AEIE (%) 87.4 92.1 93.1 79.3

ROMEITIR 5% 48 WfH D 4 N FHIfE

PLEDORERNG . U2 i8R o mEM A 9.58 mg/kg (KH/
A Z# ARINGR 22.1%I2 X D fiE L, Z42fR% 100 TER L 72 0.021 mg/kg (A
/B % IR R FAE (AOEL) EE LT,

AOEL 0.021 mg/kg & H/H
(AOEL 3% EMRHLFER) A MR
(B Fi) AU
(1) R 7~28 H
(B 5 5715) IR
(e &) 9.58 mg/kg AT/ H
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(M L) REEDY) - WpE. (REEEE NP H] 2
(2 4% %0 100
(% TRV =R) 22.1% (7 v 1)
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75 AOEL O EICEE 3 5 Bt a8
T /MR
) 58
HTE MR (mg/kg K E/ |(mg/kg (K HE/ fif&*
(mg/kg {KE/H)
H) H)

Z v b 28 H[# 0.300. 1,000, 3,000 ppm 1 - 84.0 - 230 e - AEE N,
FAERA M - 243 M — B B 4%
BeHHMEO _szE":__0_"éll_é_"élbméé_d"" W BT RR L
GLP . 24.9, 84.0,

(kL 10) ;0. 26.1, 85.2, 243
28 A 0. 1,000, 3,000, 4,000, 1 : 206 i 278 M FFEARAE G,
SER N 5,000 ppm It : 320 I : 355 SRR A B R AE oS
B 5ENEQ T TS o Toma T &%
4 GLP 10, 699, 206, 278, - kIR
(FEFF25) g 0, 75.8. 247, 320, R
355
90 HM 0,300, 1,000, 3,000 ppm 1 - 59.4 M 177 P N IE s
KR DS M - 185 M — B Bl 4%
BRI O .. W - FEPERT R L
P2 bk e 2 | E 2 O, 18.2, 59.4, 177
R EpES | ME: 0. 18.8, 63.0, 185 (AR O % ik o
GLP PEIEERD B AR
(&F 8)
2 HACE A |1 : 0. 300, 1,000, 3,000 | #H@h4 : BEy . BlEh
GLP ppm P it : 58.4 Pt 179  |HE . (KEH IS
(&¥F 31) . 0. 300, 1,000, 4,000 | P i : 255 P it . — i EPERTRZ2 L
ppm Tk - 65.3 Fi 2 : 201
WE : 0. 300, 1,000, T M - 248 Fo . — HEh
3,000/4,000 ppm?! W'y - W'y - WERE - Hb, Ht KO
P i : 58.4 P 179 MCV /b
P it : 65.3 P it : 255
------------------------------- F1 i : 65.3 Fiift - 201 |(BEHEREICRI 9 5 2
PHE:0, 175, 584, 179 | g g . 585 |Fysf: 248 |1338 HHLALY)
Pif : 0. 19.3~24.5, 65.3
~179.2, 255~344
Fi7 : 0. 19.4, 65.3, 201
Fiif : 0. 18.1~24.8. 58.3
~81.8, 248~335
s 0. 300. 1,000, 4,000 ppm | £:E4¥ : 73.1 |&:EM : 271 |BE - IRERD/H
_______________________________ IN[H . VA = I N E=N
G(Ig*ﬂr . TN 73_1\\5271 el - 271 iR I ;gi%ﬂ&o%&éﬁ;
(IR 6~21 HIRfEHES) BalE - SRR R L
(IO b
7200)

~ A 90 H M #%|0. 150, 500, 1,500 ppm k- 192 e — e BT RAR L
(RE R I - 68.3 I - 201 HE - EREE N K
GLP (053185 %

(&8 29) I 20, 19.1, 59.7, 192
i : 0, 21.9, 68.3, 201

12




AV sA M 0. 125. 250. 750 ppm BEY) - 9.58 BB : 25.9|KENY « FipE. (KE
GLP eI« 25.9 e — I 2
(gtss) | JeIR - AT R L

0. 4.73, 9.58, 25.9
(fEHR 7~28 HIRAI#5) (BHEHITRD B
20)

A X 90 HIH 0. 60, 150, 400 1 60 M 150 W - AR S
KAE & N5 It - 150 It : 400
M
GLP
(&% 15)

*

1

B EIIRTE SN o T,
RN EMER RO b E R E R R AR LT,
: 7w hEMWE 28 HFKER D EERBROICE VT, BETIE 4,000 ppm L EO & TH

i & DA B 72NN K ORI AR K338 D H L7223, METI 5,000 ppm F THFIE~DE
BII BN T-Z E D, 5,000 ppm & 5-HE O IO E B OB L OFLE & & &
L. feE &M 3,000 ppm. MET 4,000 ppm & MERECTRZR D IEEICHRE SN,
T HEREOMEREDO AZEARFIZ L, MEME 1 %F 1 CTRUE S8, ZRBECHIE O EFEIFE T O "] REM:
ZHET B2, FETOEYICILL 0 IKEEOBEOEE G S 7z,
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ITRO N2 Enh, AMEERIEEAERETASE (AAOEL) |IGE
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WL, SARD O T8N 500 8 TH Y, 5D log Pow 7Y 4 #81T7% Y4
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3. ZBEOHE
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GLP EARE (WERLR) | AROFE

2026

BIFHIE e Aavadd IR @R 2 EBEREZEEZEES. AF
URL :
https://www.fsc.go.jp/fsciis/attachedFile/download?retrievalld=kya20251022193&fileld

=210

2019

XDE-659: Pharmacokinetics and Metabolism in Crl:CD(SD) Rats
GLP, RAE

2019

XDE 659: Biliary Elimination and Tissue Distribution in Crl:CD(SD) Rats
GLP. Rz

2015

Acute Oral Toxicity Study of XR-659 in Rats
GLP, R

2016

Acute Dermal Toxicity Study of XR-659 in Rats
GLP, R

2016

Acute Inhalation Toxicity Study of XR-659 in Rats
GLP. Rz

2016

Skin Sensitisation Study of XR-659 by Local Lymph Node Assay in Mice
GLP. Rz

2018

XR-659: 90-Day Dietary Toxicity Study with a 28-Day Recovery in F344/DuCrl Rats
with an Assessment of Immunotoxicity, Neurotoxicity, in vivo Genetic Toxicity, and
Toxicokinetics

GLP, RAK

2016

CERTIFICATE OF ANALYSIS FOR TEST/REFERENCE/CONTROL SUBSTANCES
I GLP, Rk

10

2018

XR-659: 28-Day Dietary Toxicity Study in F344/DuCrl Rats
GLP. R

11

2015

CERTIFICATE OF ANALYSIS FOR TEST/REFERENCE/CONTROL SUBSTANCES
GLP, R&A%E

12

2019

Analysis of XR-659 and Targeted Metabolites in Repeated-Dose Toxicity Studies
GLP, R

13

2020

Validation of an UHPLC-MS/MS Assay for XDE-659 and Four Metabolites in Rat
K2EDTA Whole Blood Fortified with 10% Trichloroacetic Acid in Acetonitrile and Long-
Term Stability Assessment

GLP, KA

14

2020

Validation of an UHPLC-MS/MS Assay for XDE-659 and Four Metabolites in Rat
Urine and Long-Term Stability Assessment
GLP, R

15

2019

XDE-659: A 13-Week Oral (Capsule) Toxicity Study in Dogs
GLP. Rk

16

2018

XR-659: A Preliminary Palatability Study In Beagle Dogs
7E GLP, Rk

17

2018

XDE-659: A Preliminary Oral (Capsule) Dose Range-finding Study in Dogs
7E GLP, Rk

18

2016

Bacterial Reverse Mutation Test of XR-659 Using Salmonella typhimurium
GLP, R

19

2019

XDE-659: Bacterial Reverse Mutation Test
GLP, RAE

16




et

FM, M GBI LIS O5E

W GLP M AR (i) . /A o
%% IRl (M\E a‘?ﬁu) N ,/Azj%@ﬁm
In vitro Mammalian Chromosomal Aberration Test of XR-659 in Human Peripheral
20 | 2016 |Blood Lymphocytes
GLP, Rk
XDE-659: In Vitro Mammalian Cell Micronucleus Assay in Human Peripheral Blood
21 | 2019 |Lymphocytes (HPBL)
GLP, R
29 | 2019 XDE-659: A 2-Year Dietary Chronic Toxicity/Carcinogenicity Study in CD® Rats
GLP, R
23 | 2018 Full Validation of an LC-MS/MS Assay for XR-659 in Rodent Diet.
GLP. Rz
XR-659: Dietary Reproduction/Developmental Toxicity Screening Test in Crl:CD(SD)
24 | 2018 |Rats
GLP, R
25 | 2018 XR-659: A 28-DAY ORAL TOXICITY STUDY IN CD® [CRL:CD® (SD)] RATS
IE GLP, RAFE
Analysis of XDE-659 and Targeted Metabolites in Rat Blood and Urine from a 2-Year
26 | 2020 |Dietary Chronic Toxicity/Carcinogenicity Study in CD® Rats
GLP, R
97 | 2019 XDE-659: A 18-Month Dietary Oncogenicity Study in Mice
GLP, R
XR-659: Dietary Range-Finder Study in Female F344/DuCrl Rats and Female
28 | 2016 |Crl:CD1(ICR) Mice
IE GLP, RAFE
29 | 2018 XR-659: 90 Day Dietary Toxicity Study in Crl:CD1(ICR) Mice
GLP, R
Analysis of XDE-659 and Targeted Metabolites in Mouse Blood and Urine from an 18-
30 | 2020 |month Dietary Oncogenicity Study
GLP, Rk
31 | 2019 XDE-659: Two-Generation Dietary Reproduction Toxicity Study in Crl:CD(SD) Rats
GLP. Rz
39 | 2017 CERTIFICATE OF ANALYSIS FOR TEST/REFERENCE/CONTROL SUBSTANCES
IE GLP, RAFE
33 | 2018 XDE-659: Dietary Developmental Toxicity Study in Crl:CD(SD) Rats
GLP, R
34 | 2018 XR-659: Developmental Toxicity Probe in Female Crl:CD(SD) Rats
IE GLP, RAFE
35 | 2018 XDE-659: Dietary Developmental Toxicity Study in NZW Rabbits
GLP. Rz
36 | 2018 XR-659: Dietary Developmental Toxicity Probe Study in NZW Rabbits
GLP. Rz
37 | 2017 CERTIFICATE OF ANALYSIS FOR TEST/REFERENCE/CONTROL SUBSTANCES
IE GLP, RAFE
38 | 2018 XR-659: Stability with Analytical Method Validation in Rabbit Feed
GLP, R
1 o I KWHE ‘;’\j—: S :%-
39 | 2023 |77 UNE a3 FORBRBEEOMER VB

RAEFE
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B2« BRBEEOHE (7o b axd I RE2AERIRS & L TETilA)
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1. ~A_X7ma7y 7))
(Z7a U Easxt I R10.0%KFH])
2. NI TaTIAROKT a—~_ve sy 7a7 7L
(7a U e axd I R7.5%KFHE])

* 0 REEHT, WAIO AP — FIXITIE C 7P & B L CTIERR LT,
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