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1.1 HFE BASF ¥ v /U ks tt

1.2 BREA A= Rl 8
1-[(1RS)-1,2-7" }FW7" BE W]-N-2FV-5AFN-N-t )} V-deA -1 H-t 79" V-4
2NN

1.3 — &4 Dimpropyridaz (1ISO44)

14 fLZ4
IUPAC 4 : 1-[(1RS)-1,2-dimethylpropyl]-N-ethyl-5-methyl-N-pyridazin-4-yl-1H-

pyrazole-4-carboxamide

CAS 4 1-(1,2-dimethylpropyl)-N-ethyl-5-methyl-N-pyridazinyl-1 H-pyrazole-4-
carboxamide

(CAS No. 1403615-77-9)

1.5 =a2— &5 BAS 550 I, Reg.No. 5845955, Axalion

1.6 T, #BEX, O TE
FARSaE=Y Ci6H23NsO

s N=N
5 </\ )

N\_

N/ \ CH3

“N CH;

H3Cﬁ/L'”’CH3

CH,

&
4
e

301.39



2. BRGSO - {LERIMEIR

B b f)z i BB
0
B - IR 99.7 H F R aERBHER
LA 99.7 BHEIE R
Bl 99.7 OECD102 88 °C
i I E ARE
s 99.7 ECD103
i OEC (278 °CPA_E THM)
R 99.7 OECD 109 1.209 g/cm? (20 °C)
e 8.7x10°6 Pa (20 °C)
R 99.5
AUE OECD 104 1.7x10° Pa (25 °C)
BN TE M 99.7 OECD 113 278 °CLL k- C43fi
K 99.5 OECD 105 34600 mg/L (20 °C)
7 n-~FH <10 g/L (25 °C)
A pFoLy 67~80 g/L (25 °C)
g | | 12-YV7mmxy >250 g/L (25 °C)
‘ 99.6 | CIPAC MT 181
% Tk >250 g/L (25 °C)
B | B AR ) =) >250 g/L (25 °C)
Fefe — v 67~80 g/L (25 °C)
73 B =
FRBIETE 2 99.7 |  OECD 112 pH 3.5~10.9 THRHE L 720>
(pKa)
_ — I/ PAN /T\
1AT 27— ORTREE | 090 | opep 117 1.1(20°C)
(log Pow)
98.5
. H4,5 KO 7 @ %5E((25 °C, 30 H )
IR Sy fedtk [6) ECD 111 PES \ ’
kot K OEC pH 9 : =81 185.0 H (25 °C)
99.6
98.5 "
) 46.8H
Vi NVAYAN vl % .
KT Kor | OECD3I6 (pH 7, 251 °C, 30 W/m2, 315~400 nm)
99.6
i A U VAR E
R WRI I = e &;ltﬁ&%ﬁt
(nm) (L mol'! cm™)
H 1 (pH6.0)
278 0.414 7490
AR LA T
(UV/VIS) 99.5 (pH1.2)
ALY kv 315 0.879 15900
771 U H(pH12.3)
218 0.592 10700
261 0.896 16200




flLEE
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BRI H BRI 15 BN EE S

BRI H

BRI 15 ARG SR

OECD 106 K T* | K®*¥goe =114.24 (1FEFH D EN 135)

15 7 F
ERRARE OPPTS 835.1230 |  K®%goe = 19.26~248.07 (STEAHDWES 1-15)

THEI KR - HE )
0 19.38
(EHEDE E£0~10 cm, SFOT T /LT L D HEEH)
Y0 22.08
(EHEDE £0~20 cm, SFOT T /LT L D HEEH)
THE(JEFE - 1)
HH 14.88
(EHEDE E£0~10 cm, SFOT T /LT L D HEEH)
Y 17.78
(EHEDE £0~20 cm, SFOT T /LT L 5 HEEH)

TR R 30THZH6278%5

3. HEBITRAER

FHADI Yy 7 e ) XX eG0RAITCH LT 1 2 S LOKERGE
HEEFB4E4 A 27 HICZITT-,

vr7u bl X RXIFENEILIT O ET 55 0E (2024 4 11 ABIE) CREEERE
EhnTW5b,

4. TEHIBEME
vr7ne ) F A%, BREAUHBHEOKRTESE TH LU ERE O @2 A
KRB AN=w A RF v RVD LRE DY 7Tz a T vy 7352 LICkY
FHITERITH R SICE LS L, REUIECTHLE26NTND,
(IRAC 434 : 36™)
#< https://irac-online.org/

i

N

5. BARERO&GHAKROMERFIE
(1) r7et VX=X 108 %Al (=7 4= SL)

N AFHND A7V
femn s, @%Emﬁ AWk i s | §£ B G T D
E1Exs Kl A %k
DAz
777 7hVEE | 1000~2000 fiF
L ‘ WCHE 7 R
RTNA| 1000 fi% ¥T
777 7hVEE | 1000~2000 fi%
bo AT Thy%R 200~700 L/10 a ;‘i i | 3 EIL
. s ICHERT H
PSRN j’rﬂ‘r)/alj/ 37/ I 1000 FD‘,_ * T
s Fu)¥ 074 3 I HE 7 F AT
SED A ENS
- o N OREEE A LR | o . \
Fpamy 77" FhVA 250 {5 F 1 12 o ) TERE H 1 [=] HEVE 3 EILAN

5




e AFD A
fems | IIER | e PR R s | wn | BT e snmke
a1 %k K f A Bk
1 (30 <60 cm, 1 (fBL., &
589 1.5~4 L) HEREE TD
051 TFEVFEALER T
1000~2000 {i% 3 FE T 2 [A INEIIYER
R | 1000 (& 100~300L/10a e sy | ) g o
VBB M 15 L)
FUEA N K g b
250 f% 1 (30X 60 cm. 1 TEAE Y [ 1[8] T
< & AR 1.5~41)
X051
. I FERT A 2 [A]
7 5 1000~2000 £ 100~300 L/10 a s DI AR
TVEBIE T M 15
FUEA N K g b
250 f% 1 (30X 60 cm. 1 TEAE Y [ 1[8] T
7 nyal- AR 1.5~4 1)
X051
1000~2000 fi% IR H 2 [H]
I 1000 1% 100~300 L/10 a s DI AR
VBB M 1A
il X Al ) S e
. T .
250 fi5 1 fH(30 X 60 cm. i T%gj g” VE | e
VAASE ) FAEHK 1.5~4 1)
777 ThVER Y0051
. I FERT A 2 [A]
1000~2000 £ 100~300 L/10 a e DI AR
B
y 500 % 50 mL/#k FEAE H LE | & b
2ty 5 HETE
A 77" 354 | 1000~2000 fiF
’ EYMAVAL | 100~300 L/10 a AR H % ol AT
T e 1000 £ £ by
MeMET R 2
s
AN -] o i ? H
Z;;;i;ﬁ 500 % 50 mL/Fk EREME | 1E | Ey
T 77 90748 | 1000~2000 fi% wRiE | 2
35K I =<
;;/;vié 1000 f 100~300 L/10 a s DA jiveiil
N K
s
- B L R
Z“/Z?*{% 500 1 50 mL/Fk EREY H LE | & b
b=y e #EE
7773548 | 1000~2000 % I A i A 2 [A]
75 U 1000 & 100~300 L/10 a gl LIP WA 3 BB
B (dBL., &
775 b 500 fix 50 mL/kk EREY A LE R b | R ETO
WwWhH o i P | WA
1000~2000 fi% IR H 2 [H] INEIYEN
T4 I0kE 1000 % 100~300 L/10 a ENS DL et BiAiid 2 [
N B L)
Vecl . E H
D | s 50 mL/Fk EmsR | vE | )
=950 - R
777 7hv¥E | 1000~2000 fi% I A i A 2 [A]
VIR | 100018 100~300L/10a e sy | A




R A D A
fems | IIER | e PR R s | wn | BT e snmke
a1 %k K f A Bk
ISARVAE:!
=
- H H
Z;;‘f;é 500 i 50 mL/Fk ERYMA | LE | F b
T - i
777 70V%8 | 1000~2000 1% U HERT B & 2 [H]
5 1000 1% 100~300 L/10 a - DI AR
- B
Z;yféf;:ﬁ\ 500 fi% 50 mL/Bk YA | 1E | &b
Juny e T
7773548 | 1000~2000 i I A i A 2 [A]
75 U 1000 & 100~300 L/10 a gl LIP WA
100 ﬁ;ﬂ A ~/\1*‘E§ ‘7}‘ 1 HZH'J:_I U] E*ﬁ% =] 1[H] /’%E\E
(3 L/m?)
ThE EFE | 20
2000~3000 fi% 100~300 L/10 a e DI AR
RN | 3 ELIA
100 % 20L/10 a HE AT 11| +-4 (AL, #E
o A fFHED
NE 5
) VAVIN | RN 3
IFhoLox
IR F & AR 1 [
2000~3000 fi% Xf DL, A
100~300 L/10 a 12 (8]
2 [A] LAY
— N A
e . IRl H LI
7o 2000~4000 135 it
Fr/3M JeAda o . 2 [FPAN
% v 4 500~1000 1 200~400 L/10 a m%il‘%a Al

Fv)%4u74 30




. Z2MIZBRIHRBROE
Dro7ua ) A3 A6 410 A 23 BB LZEZBESITB W T,
B ERERERML (8k 1) s Tns,

1. B

V7RIV XAOEY XU VERD AN LN S MOREE UC TE#HR LD
O (LT Mpyd-"Clrrr7me Y XX LnW)H,) KOV TV —/VEROD 4 (LfRFE
HC CHERR LD (ULF Mprz-*Clyr7n ey 24X Lnwd,) (F1) %
W73 REEERIZ DWW T, IR ~ORIE (B O RIGE) | A0 & OME
WHOMEE FE L DT,

K1 HELEY

& [pyd-14Cl¥ > 7 r ) £ X [prz-Cl¥ 7 r ) £ X
N—N N—N
() (>
14C;4C —
° N O>—N
e __ 14 _
HEER I I i\
N\ N\
\HN\ \HN\
FERRA Y XY U BR DAL L OSSO R SR A R Y5 — LBR AN pR 3 1

1-1. BARINER
O 7 v MERNEERBRO (&%t 2. GLP)
RS = = — L & 4§ A L 7= Wistar Hannover 7 v b (—#£ 6 C) (Z[pyd-'*C]
Vo 7m e ) X X% 30mg/kg A (MERE) | 150 mg/kg fRE (M) 5L <%
300 mg/kg AR () Xi[prz-'*C]l¥ v 7 m v & X% 30 mg/kg IREF L <
1% 150 mg/kg REE (MEME) BLIEIRE O3 5. U C, IR R aBR 2 320 S vz,
btk 72 BERI ORI R E O FE P PEIERITE 2 (RS TV D,

AR R, 77— DU O — 1 AV OB RE D AR D B 5
72 RE DR D W IX, 30 mg/kg RE K 58T 87.8~91.4 %, 150 mg/kg &
R H5HET 85.9~91.4 %, 300 mg/kg (AEKEHHET 833 %EHH I T,

#£2 BEHE% 72EMOBEHA, JREOZEF R (%TAR)

VKRR - BB A I RV RIED Z E B A — A LS (BLFEIL, )
8



EEEEN [pyd-“C]¥ v 7re Y # X [prz-#C]¥ v 7Y £ X
Beh & (mg/kg KHE) 30 150 300 30 150
PERI] Vi3 i3 if3 Vi3 i3 i3 Vi3 i3
RS 12.8 29.9 249 11.4 20.2 17.2 14.9 17.7
R 73.7 59.2 58.6 62.9 68.9 68.3 74.4 65.1
3 7.26 7.29 10.4 5.93 6.23 7.79 6.88 10.2
7 — DBk 1.35 2.01 1.93 7.84 1.23 1.93 1.42 2.88
HLE (WA ETr) 0.07 0.18 0.85 2.91 0.11 0.49 0.20 0.21
B =T A 0.23 0.33 0.43 1.13 0.26 0.39 0.64 0.77
ENEIES 95.4 98.9 97.1 92.1 96.9 96.1 98.4 96.9
R A W R 88.1 91.4 85.9 83.3 90.6 87.8 91.4 86.5
* RO = R+ — DU S — T A
FKOAEIZX 6 PCOF-LEIfE
@ 7 v MENEREREROQ (&FF 2, GLP)

AR [1-2.0] TH LR K OFEIF TN 30 mg/kg (AR HERE
OB GREDHE 2 IEDOPEH-1% 48 BRFH OMER Z VT, IR, 2K O H HEiE
BRI FE N S T,

F5-1% 168 FFf] DR L O FEH PRI R ITER 3 IS T\ 5,

WTNOHEGHEIZBWT S, BGHRRITECIT, FIZRFICHRE S
7o ¥ 5-1% 168 B 0 R P HE R 1T 48.4%TAR~73.2%TAR, # P =R
19.3%TAR~51.9%TAR Th v . M TITHEIZ L~ TR PR DMK D > 72,

T PR 1 0.1% TAR Kiifi CH - 7=,

# 3 HEH1% 168 KO R K OFEHF PRI (%TAR)
LN [pyd-“#C]¥ v 7Fr ) # X [prz-4Cl¥r 7r Yy # X
Be b 051k A vymE;t 52 AERE A A vymE;t 52 KAERR NG 2
5% (mg/kg KE) 30 300 30 30 300 30
PERI] Vi3 M| i3 i3 i3 M| ME | M| M iia i3
R 729 | 489 | 69.6 | 521 | 723 | 494 | 732 | 504 | 726 | 525 | 67.1 48.4
3 205 | 45.1 | 193 | 37.1 23 434 | 236 | 44.6 | 216 | 42.1 | 267 | 519
7— Ve 1.3 | 432 | 1.72 | 2.77 | 267 262 | 113 | 3.13 | 2.02 | 134 | 1.72 3.1
HILE (NEWEETe) 0.01 | 0.05 | 0.04 | 0.05 0.03 0.03 | 002 | 0.1 | 0.04 | 009 | 0.04 0.07
H—T A 0.18 | 03 | 024 | 025 | 025 | 046 | 054 | 0.55 | 025 | 0.62 | 036 | 047
fam = 949 | 987 | 909 | 923 | 983 959 | 98.5 | 98.8 | 965 | 96.7 | 959 | 103.9
R R 744 | 535 | 71.6 | 55.1 75.2 525 | 749 | 54.1 | 749 | 545 | 69.2 52.0




o IEERIAZ 14 AMRERE NG5, 15 B BICHR#EIA 2 Hinlke & 5
b RRORINER = R+ — DU T — A
KO 4 TEOF-HE

1-2. 53
O 7 v MENEhRERER (EFH2. GLP)
Wistar Hannover 7 > & (—#EMERES 4 PT) 12, [pyd-14Clov 7 m e’y
Z XL < Elprz4Cly v 7 r v ¥ X% 30 mg/kg REHE L <I1X 300
mg/kg RE THLAIRE 45 SO LIFEAR 2 14 AMRER Q5% . 15 A B
(ZHERR AR % 30 mg/kg R EE CHA[ERE 0% 5 L C RPN A sk Bk 23 S it = Az,
T as K O P OFR B RE L. WO ERIZB VT H Tmax (LT
&bE < HIEEOIZD I, B, fELXOCFRBETERDLIL, &6
[Zlprz-14Clo o 7 m v U XD 300 mg/kg REHGRETIIM, JRBE % OV
ECTEm RO DI, &5 168 K4 TlLa T Ol M OSHH C HUH RER
FERBAE KT LT,

1-3. U3
O 7 v MENENRERER (&FF 3. GLP)

ENSAARER [1-22.0] KOMEH PSR [1-1.0] TH LR, #EK
OWEH-IETNE Wistar 7 > b (—BEMERES 4 PT) (Z[pyd-14Clv 7 ey ¥
A Zlprz-14Cly 7 v v ¥ X% 3 mg/kg (K, 30 mg/kg (A i 300
mg/kg R CH[ARE D& 5 L THE LT, Bk im0 & LT,
RWIFE - & BRI S iz, R OFEE & bF4 % O BRI
12T,

R, R OEHHFICRE DY 7T ) XX EERO Loz, IR,
RO OTFERFH & LT, JRPTIE M KT M24 73, #LOEH
¢ M21 N3 ® Sz, FRIO M24 W N HE K ONETth o> M21 DA Rk &
IZHEZENTRD BT,

Mm%, g OB TR DY 7 a B U X AR LiEn, %
< OB IFRD BTz,

vr7uv X A0T v MBI D EERBFHEE L. ONi=F bz X
DR M7 OARR & E ki< 7 F L 3 MO KEREIZ X 2 Y M24
DR, @7 FE 4 fLOKERIIZ X B M22 D45k & Z huic# < Bl
Fer A L A REM M21 04 @7 F Lk 3 (o kEgfkic X 2 M9
DAEREB 2 BT,

10



2. EHRBROGBIME

TR (BRAEAZE B STE)
T,

vr7uv ) X 2XoatEEE, BOoBERKICEWTIZT v h T LDs
300~500 mg/kg RE T o72h, BELOBRADNT O GHREEITHBNTH
§5< (LDso (#8FZ) : >2000 mg/kg A, LCso (W A) : >5.59mg/L) . FZEEAMENE
BRSNSy A WAl

(ORTHHEEERBROME ROME LR 4 12

Vo7 u ) ARG L DB, EICARE GENmE) &K OTE (s
I[N ﬁ%%%k%:?y%)_w@%hto%# P, FhRe e, BERR IR
LR AL EREEITREO b7,
#4 FRHBRITHT D EEERS
BEFEE
e (mizi@ LDso 4% LCso B SNk
SRR DB I : 300, 500, 2000{LDso 2000 mg/kg R
7k It - 300~500 mg/kg (RHE| TEB) R G- E%) K O (% G- 4 e[ %)
GLP(& %} 4) 500 mg/kg RE LA k-
JEEAML(BEG-E%~1 A 1%) & O ($5-
#%~1 B1%)
500 mgkg (K
P E 0 BBERG | FEFR). R (B
52 W), IR G 1 B %) R OiRIRGEE
5.1 B)
300 mgkg (RELL |
EEHRERARBGEE~1 BR), LB S
E%~1 A1), X AO BTG 1~3 IFH
). PR R EEE BB~ A %) & O g
(#5 2 i ~1 H1%)
300 mg/kg IR E
YRR R ORI S 1 Ath)
500 mg/kg RELL LTI LA
PR B JERE : 2000 LDso HLBE K OB TR
7> b W - >2000 mg/kg (RE |FECHIZ L
GLP(& %} 5)
S AT WA - 5.59 4 IRE[#] LCso LR
(XA B) (SRR EE) MR © >5.59 mg/L Sl 7 L
Z v b
GLP(& %} 6)
B T A R REAEEITRRD B o iz,
(Maximization 7£)
E)LE Y K
GLP(E kL 7)

11




N
- 2 NOAEL LOAEL _
R (mg/ke KT/ ) (mg/ke MK/ )| (merke AT/ F) PTR
28 HIH HE 2 0. 300, 1000, 4500 ppm K : 418 e — 3000 ppm
BCEREn | 0, 300, 1000, 3000 ppm|#f : 87 Hft - 433 e - BR SRRV E R ZE alf b
e R A
) I -0, 26, 85, 418
GLP(&#}8) | - 0, 27, 87, 433
90 H f# IHERE - 0, 250, 1000, 4000, |4 : 17 M2 67 9000 ppm
KRN 9000 ppm I - 78 HE - 310 e o REE M OOKE B B R L B B
e I : GGT } 0" T.Chol #/l1, Alb
7 vk M0, 17, 67, 270, 607 O Glu B, JiF#a st B &
GLP(&EL9) [ : 0. 19, 78, 310, 699 n. BBk & O I R
4000 ppm LA E
W - AREH IS 35 A B
B, 9000 ppm % 58 T35
2 LK), ALT-ALP XX TG
HN, FFECE RSN, OvEE
JFHIRAER, JREL o T R 2e
faft
1000 ppm LA E
HE - REHIEI (S 21 B R
. 4000 ppm £ 58 i35
21 B LK, 9000 ppm 58T
IIBEE 2 B L)
90 H[# HERE : 0. 300, 1000, 5000 ppm % : <68 1t ;68 5000 ppm
AERE N - 97 I - 312 I : ALT-ALP X O T.Bil #8I, Glu
B 5w HE 20, 68, 250, 1300 % O% Chol Ji/»
<~ A M2 0. 97, 312, 1640 i« T.Bil B4
GLP(& %} 10) 1000 ppm LA -
HE - REHIEI (S 21 B R
. 5000 ppm 58 i35
14 HLARE)
W - AREH I35 49 B 2L
. 5000 ppm 58 i35
7 HLR)
300 ppm BL E
M BBk R O IR BN
28 HI# WERE - 0, 7.5, 25, 75 I - 75 M — TR L
g A I 75 i —
B
A X
GLP(&E} 11)
90 A ERE © 0. 10, 30, 90 k2 30 HE : 90 90 mg/kg A/ H
SRR R I : 90 . — M o RFE O Cre BN, TPAK T,

2 RAER GBI OV TIE, BANRE A ppm & L THFE L7z, RGBT TFHREERE L L CEMHE LR

BREN OIRE DU T O L 9125
Beh & (mgkg {KE/H) = REEE ppm X

H &7,

1 H¥Y72 ) OB &E

REREN R E

SAREBRITT v b a2 AW 90 HSER NG HEEOHERERR L L TEMSNZRABRTHY | HHE
MREERIREHB DT A RT7A 2 FRRLTWRNI Linb, ZEEEE Lz,

12




B hmtt SREEAD B OSREEEIEAN, IR
e o WBC #a1
GLP(& £} 12)
AR TEE
AR HERR BRI PEES
1 IMIEIRA Salmonella typhimurium DOFv—hik
(in vitro) (TA98, TA100, TA1535, TA1537 ¥) 33~5000 pg/ 7' L — b (+/-S9) o
GLP(& %} 13) Escherichia coli @A vFaX—Ta ik =
(WP2 uvrd ¥) 33~5000 pg/ 7 L — b (+/-S9)
1 IMIEIRA S. typhimurium Q7 v— bk
(in vitro) (TA98, TA100, TA1535 } O TA1537 #%)|  10~5000 pg/~" L — K (+/-S9) N
GLP(&E} 14) E. coli @F LA v Fa— g ik Atk
(WP2 uvrd ££) 10~5000 pg/7" L — k(+/-S9)
AR T 2ERA ~ A Y R ERN 4 REFETALER
(w7 2V 7 4—=< TK) |(L5178YTK") D125~2000 pg/mL(+/-S9)
(in vitro) ©@375~2000 pug/mL(+S9) i
GLP(& £} 15) 24 IRFREALER
62.5~2000 pg/7" L — F(-S9)
N3 t bk TK6 #lfia 4 IR ALEE
(in vitro) 263~1050 pug/mL(-S9)
GLP(& ¥} 16) ©65.6~263 pg/mL(+S9)
®525~2100 pg/mL(+S9) (=3
24 TRefHJALBR
D32.8~131 pg/mL(-S9)
©65.5~262 pg/mL(-S9)
/N b hRFEM Y > NER 4 FEFTALER
(in vitro) 143~463 ng/mL(+/-S9) o
GLP(& ¥} 17) 20 FEALE =
44.1~833 pug/mL(-S9)
/% NMRI ~ 7 A (CEBEHIIE)(—#EHE S PS) |37.5, 75, 150 mg/kg (A H
(in vivo) (EEIRA&RS) e
GLP(& ¥} 18) (B 524, 48 B4 IZERIR)
FMFME R O3 A
- b= NOAEL LOAEL _
R (mgke KT/H)  |(mgke AT/ A)|(me/ke KA/ H) Pig
2 MERE - 0. 70, 350, 1400 |[MERPKE |EKRORES |KERQ&REEMRBREE
RiEREA 4000 ppm FOERBREE  |FRUERBREE 4000 ppm
&E#HE HE 2 75 H : 344 M REEINIMSI (RS 1 E B,
M A SRR D G R A (M 22 i - 97 T.Chol /1, Glu J8i
Cise) K0, 3.3, 17, 75, 344 #if : T.Chol 2 T8 ALP #41, Glu 8>
7 vk M0, 4.6, 22, 97, 421 |FERAME FE A 1400 ppm LA 1
GLP(& %} 19) ERRE RERTE e AREBEINIHI(R S 41 B ELRE,
FE AR ER A M2 72 2 256 4000 ppm 5FETITRSG 1 B
M0, 2.9, 15, 72, 256 |Mff : 21 I ;101 %)
i 0. 3.8, 21, 101, 424
FED ANEREREE
4000 ppm

4 (D32.8 LTr65.6 pg/mL DL T, IMEHIOA RN (1.8%) MBD LN L, RRRO %
FhiL7= & Z A, HHRIENRD bighoTl,

13




KE - RESINIHIER G 1 ELE).,
T.Chol /1, Glu J§/>

M : T.Chol- ALP }2 U Urea #§1, Glu
o %N IR AR EREE Y v

1400 ppm 2L E

ME - R ESINISIE G 17 B,
4000 ppm 5B TlIEEE 1 LA
Ke). SR &I

FENANETRD bipinolz,

18 AR |MEME - 0,150, 750, 2500, | : 21 HE: 121 2500 ppm LA k-
B A 5000 ppm I - 24 W : 141 1 - BATEREA (RS 4~T7 8. 5000
~ U ppm % 5RETIIE S 3 B
GLP HE 0,21, 121, 429, 855 I BEERAD %G 1 EDRE), T
(& E} 20) ME 0 0,24, 141, 499, 977 i A — 7S LA s T ke
750 ppm LA I
K - (RTINS (R 5 9 T LARE
2500 ppm LA R ERETITHRE 1
W LARE)
ME - (KB INEHI(R S 1 L)
TN AMEITFRD Bivie o7z,
AT - AR
< h& NOAEL LOAEL B
R (me/ke /) (me/kg KT/ )| (merke AT/ ) PTs
T [MEAE £ 0,20, 60, 200 mg/kg |EiEY By B
R PR/ H B GRE P U194 P M — 200 mg/kg AT/ H
VAN P I : 58.8 P i : 203 P itff : REIEINNHI TR 1 3 LA
GLP P 0.19.8, 585, 194 Fiffe : 582 |Fi #E: 194 W), 15 AH R (AR
gk 21y [P M- 0,19.5, 58.8, 203 Filf: 592  |Fy if : 202 1), 8ROk B (R 6~20
Fifff 10,194, 582, 194 A)
Fulf 0,193, 592, 202 i gy, . R - Fo e« (RS
P i : 58.5 P i : 194 Fi e - (REESEINIE], BEE R
P if : 58.8 P i : 203 (IR, WHE 4~18 H),
Fi 7 : 582 Fi H#E : 194 oK (5 1 BRI
Fi #ff : 59.2 Fi M : 202
URE LY
200 mg/kg A E/H
P M - (RIAE
Fi MfEffE « (KIAE
BHRRIZ T D EIRD b o
72
FEAEFEME (0,20, 60, 200 K@ 60  |REEMY - 200 200 mg/kg K/ H
Zv b (R 6~19 HEL) e W60 |le Y200 | FREND : RFNEGHESRE K OB EE S A0 (ifn
GLP AR A T I < <
(&Ek22) Wy, HERERRRICE
VT 200 mg/kg REE/ B B G-RE
DOELEI T T.Chol DOHENINFE
S W E L, BN EL CEORREGTEDL L), MR R L TG L, xiREE

DEPNTIE, FEEEE O 2 [ U ETE 2 T,

14



HoNIZZ LaBEL T, #
PERT R &g L72)
M U B EREERTT, ERAE, BE
RoEaF LN

HEFTEPEITRRD Hivieh o7,

FAFEME (0,15, 50, 150 K& . 50 |REM : 150-  [150 mg/kg (AR E/H
THX (MR 6~28 H% 5 R W50 (B VW 150- | BREN : HEERD . (REHEINIEHIGE
GLP Iz 6~9 HLIRE), fEEFED
(& ¥} 23) (BFHR 7~8 HLAR%), BROK &I
D ETYR 7~8 HLE 15~16
H % T)
fa W TR HE K ONRRICGES 13)0E
DN
T EIEITRD e n o T2,
PR R
- 5 NOAEL LOAEL _
R (mg/kg FKTE) (me/kg KT | (me/ke IATE) Pt
SR RE|HE - 0,120, 400, 1200 HE - 400 HE < 1200 1200 mg/kg A
IR I - 0. 40, 120, 400 I 120 I - 400 M REEEINIHI (B 5% 1 EDRE) KT
A EEHERD RS 1 At)
GLP — itk RE
(&Rl 24)

AR, BFEBERREDOEEESEH)
FOB
AN RY T R R
SR RERATEND N EHT (&R
HYH), 56 TR0 1THE(1 1)
400 mg/kg /K
it - BEERA (R E 1 B).
— IR RE
AR, PR, S27B, MERML A0 D 2
BL, BFEDRERD, SLH LR
v BB (52 H)
FOB
NV R Y v TR R R ST
. RBATERAD R LRESITEER
HYH), 56 TR0 1787 )

PR IR O bR T,

BN ZEEESIT, KRR CE LN EHEEE TR/ N ED 5 b i/ME
X, 7 v FEHWE 90 HEER O &G EERBRO 17 mg/keg (KEH/H TH-
e L0 EMIMFER ST v b 2 FRIKER O &G EEFE N AEIRER
B K O~ 7 218 7 H BB S A REBR D R BT 21 mg/kg RE/H TH o7
ZEMb, ThaBRile LT, Z4affE 100 TR L7z 0.21 mg/kg (AHE/H A5
K—HERE (ADD) &

Flo. 7 eV X XOHEEROKGEEFEIZIVETHAREEOH 5 HIEY

BRIE LT,

15



B\t D mEMEE IR/ N EEERED ) HR/MEX. 7 v b E AV AR
FHRBRO 120mgkg (KETH 722 &b, TNERILE LT 2424445 100
ThrL7- 1.2 mg/kg KHEZ S E (ARMD) LE LT,

16



. BEEAERBEITSE (AOEL)

SMEFEMERBR ORI T, BB TR AR R B 72 B I AL S e s
ST Z E RO E LCOMHFTEND, Yr7n ) X X0 EERMHE RE
FrA & (AOEL) DOFREIZY Tz o TiE, R TR AR R S 7o ik 2 B 85
DWEITTR N EHIWT LT, Ko TR AR GIT & 2 5 mtEaliR e OVESE - 3845
PERBROFE RIS X AOEL 3% €795 (F6),

~ U A% M2 90 HREIKER D& 5 EMERBRICI W T, HED 68 mg/kg RH/
H&GEE TR bV RIE st L O EEEINC XV | HEOBEEMEEDNRE T
X 7oA (68 mg/kg (RHE/H AWM . L WIEHABECEMMEE S~ 2%
Tz 18 D H RS AMERBRCIE, MEo ML L LT 21 mg/kg KE/H 235
5N TWVW5,

. FRBRTH LN T a ) X XOEHEEED D bi/MEX, T v b
Z FAVNTZ 90 H M BCAERE 1 5 -5-58R 0D (R B M 2 | 2 06D < MEFEME R 17 mg/kg
KE/HThoT=n, X0 EHIRFEESNTZT v b 2 FRIER O R GE3EF D
AMEBFERRER K O~ 7 2 18 > H RIFE 0N AR ER O (R EEHE NN 46 2 e < 5
PEEIL 21 mg/kg (RE/H CTH-72Z Evn, ZivE AOEL ORILE 35 2 L3 %
ol L7,

Flo, BR/ANOEEEREIGEWREREIZEB TS T v M EHW BB O
8 ORISR I RA o HEEGRER D 30 mg/kg RERHRED 87.8~914% TH Y (F
5). FRORICRIL 80 %Z# 252 LD, AOEL ORREIZY - TiE, #EOk
IERIZ KD MHIE I B2 &I L 7=,

£S5 BHR2EMOM, RECET PR (%TAR)

EE 4N [pyd-“Cl¥ v 7o Y £ X [prz-“ClY v Fu ) X
h& (mgkg (KH) 30 150 300 30 150
PERI s i i s I if3 s i
8 AR R 88.1 91.4 85.9 83.3 90.6 87.8 91.4 86.5

U EDORERNG, T v b 2 FRIRAER D& 53580 ARk N~ T
218 22 A RIFE N AR O BT B 21 mg/kg (KH/H 222 24%% 100 TR L 7=
0.21 mg/kg RE/H Z 2360 & REE7FA = (AOEL) &RE L7z,

AOEL 0.21 mg/kg {KE/H
(AOEL % EMRHLFER) 2 R R R 1 G- MR8 DS AMEDR A

17




(EhPHi)
(D)
(F5-771k)
(HEFE &)
(FMERT )
(245550
(% I =R)

(AOEL % EAR HLatER)
(B T)

(1)

(B 5-J71%)
(e 2 M )
(FEMERT AL
(21450

(& D W =R)

7w b

2 [

IREI G-

21 mg/kg A E/H
REE NI %
100

FHIE L 720

FEDS A MERER
<A

18 7°H
R G-

21 mg/kg A E/H
(NGRS EN
100

FHIE L 720
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# 6 AOEL DX EICEEE# 9 2 a5 25

B St ESaa NOAEL LOAEL AOEL % &3 2
o (mg/kg IR/ H) (mg/kg 1A T/ H)|(mg/kg (RE/H) T RARA v R*
Zwv bk (90 A WEME © 0. 250, 1000, 4000, |/ : 17 1 67 WERE « AR NN S5
g A 9000 ppm I - 78 I : 310
Be 5wk
GLP B2 0, 17. 67, 270, 607
C&kL9) |0, 19, 78, 310, 699
AR MEAE £ 0,20, 60, 200 mg/kg BN : BlEW BEW
G e/ R B 1 P 194 [P A — HERE « R EHIN I
GLP P M : 58.8 P itff : 203
GEH2D) o o ros o B riissa [FoMei 104 RS SIEE
FoE: 0,194, 582, 194  |F1HE:59.2\Fu i : 202
Fi#f : 0.19.3, 59.2, 202 i L
P K : 58.5 P M : 194
P i : 58.8 P M : 203
Fi /4 : 58.2 Fi HE : 194 BHHRRIZ T DR BT bl
Fi#f : 592 Fi M : 202 >z,
FAEFME |0.20, 60, 200 BEW - 60  |[FEM 1 200  |REEMY ;o FFBEE K ONLE EE BN
GLP (W= 6~19 A5 fe W60 A 200 |BE WD RIKTES
(&El22)
(EFTAEITERD Lo T2,
2 £ HERE 0. 70, 350, 1400 - 72 I - 256 MERE - AR ER NI A5
g A 4000 ppm I 21 I ;101
Bh5HME
FENAME FEDS AR
Ba M0, 2.9, 15, 72. 256
GLP M0, 3.8, 21, 101, 424
(& 19) FEMN AR HiL7e o7z,
~ A |90 A JERE : 0, 300, 1000, 5000 ppm|#E : — HE : 68 HE - EIRR Rk K OV SR N
RAEREA i 97 M 312 I PRI AN
5N |k 0. 68, 250, 1300
GLP i 2 0. 97, 312, 1640
(& 10)
18 22 AR |MEE - 0,150, 750, 2500, |/ : 21 M 121 W - R T ANAN S
B A 5000 ppm i : 24 i - 141
GLP
C&#RF20)  |HE - 0,21, 121, 429, 855
W : 0,24, 141, 499, 977 ENANETRD SR Tz,
7YX FEAEME (0015, 50, 150 K - 50  |REEMD - 150-  |REENY (R EHE NS
GLP (FEIRE 6~28 H#%5) B W50 B 150- (B R BRI HERS NG
(BBl 23)
TEFTEIEILRRD HivZe -T2,
A X 28 HH WERE - 0, 7.5, 25, 75 e 2 75 e — BT R L
RAEREA I - 75 M —
B 5
GLP
(&R 1D
90 H ] HERE - 0. 10, 30, 90 2 30 1 2 90 M : R3O Cre HEINSE
AR It - 90 W — W BT RZA L
B 5
GLP
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(B*12)

* R /NEEE R TRO DT RO 21,
— SR ST N RIIBOE TE o T,
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V.
Do a ) X XA O G

SRR HERBELTAE (AAOEL)

B 98
oA

(&0 AEFDATRENED & 5 7 (£7)

Rt AR ED ) bi/MEIZ, 7 v M EHAWEAMERREERERO 120
mgkg KETH Y G ONT-FMEFT L EZBRE LR, 2 2Rtk LT, AOEL

& RARITHRE O RINCRIC X DA IE I3

TRUNECHEIBT L, 2R 100 TRRL7Z 1.2

mg/kg FEH 2 SR RS A BT A R (AAOEL) LERE LT,

AAOEL 1.2 mg/kg AHE
(AOEL 3% E R Lk B ) AN leeyiith oA oW
(B4 E) R
(391FH)) B [A]
(&5 J51%) s A% 1
(e 2 M ) 120 mg/kg (A E
(FMERT A BET R PR, LB BERITELN
D
(‘L2550 100
(R& ORI ) FHIE L7
77 AAOEL DR EZE 9 5 Tt s
o Fe b HEFEIE R R N AAOEL R EICRI#T 2= RARA o h*
By R (mg/ke IR H) (me/kg (A7)
Z v b s nmEeE (I 300, 500 —
GLP
(EEH M EHRERE, LB, MR, RS
90 H HERE < 0, 250, 1000, 4000, 9000|%E : 270
AR A ppm I - 310
B 5wk
GLP 0, 17, 67, 270, 607 HERE - (REEHS BN
(&¥F9) ;0. 19, 78, 310, 699
Sbrbi s |FE 0,120, 400, 1200 HE < 400
GLP M ;0. 40, 120, 400 I 120
(B8 24) MERE - SRR, BIR, LB, BERITENEE
~w A |90 A4 HERE © 0. 300, 1000, 5000 ppm|Z : 250
AERE N M ;312
Be bk HE 0. 68, 250, 1300
GLP i 0, 97, 312, 1640 WEE < R EE SN
(&£ 10)
18 7> & WEME 0 0,150, 750, 2500, 1 429
FED A 5000 ppm M - 499
~ A
GLP HE 0,21, 121, 429, 855 BERE < R EEHE AN
(B £ 20) M 0,24, 141, 499, 977

* R /NEEER TRO DT OB 21,

21




CEERMERIIBE TR0,
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V. REROM

1. BRI AR

(1) BERILROHERE (FFL 25, GLP)

(7) [pyr-"*C]>
PR
TG

PRI -

BBk

Fa¥i S

v7a v ) XX N invitro 18IV ERER

[pyr-“Cl¥ > 7 u Y ¥ X% T+ h= kUL, [pyr-

MClrv e ¥ XFiREMRE LTz, [pyr-“C]¥ 7 mE
U X XFR & JolE U723, o7 m el 2 X10.8 %l

(BAS 55001 1) ZMNx., 119.06 gai/L (2725 X 9 ICFHRL L 7=

(B . AL HOWTIL, [pyr-ClY v 7' m v & XK
AR L7l BRI AEE (BAS 550 011 Hakkh) KO
KZIRA L T0.60 gai/L K014 gai/L (2725 K D IR L7

(20015 A BRI M V85015 7 B .

B (LY —F v o3 —) [T 7 X —KEmi
L. Z0OEEIZe FORFREIZ#fl <& T, Litofiid L
7oA 20015 A BRIE S ONS015 A BRIR 2 F2 S el Bk o Fe 2 1
—CH A U7e, ALBESIFRITZIC, R &2 & Py Al CHEV,
MR CIRE Y . RbE~FETFT 2 HHEYE 2RI L7, AL
HARFMZ IR 2B L, T —7IC X v AERE T Ofk
SHEMEAEINL (F—7 A MY v 7). FOPEE K OEIY
RELWE LT, FT-, LB ¥ —iKZREFICEEL, K
& %15 U7 i T o YR A E LT,

UK 20015 A7 BRIE K O850f5 A HURIZ DWW T, ENEIEL
JEOREEMEOHE (BREESPIUE (TEER) > 1kQ oM
NG CThH D Z &) ZiiliTe U786 TRl Ay 30 S 41
7=

Do n e 2R 2 T TR RN ERER 0D ik B oD A
EREITRT,

ks, BHENC OV L, RBR AN L8, 161 (B
8) NEEMINEYr Th oz, ZDi=sd, BHIORE R ILIL
BOR T, U ERE (B18) ZBRWT6TIr o 7=,

23



F 8 HUAI 200 5L K O 850 {5 A UK ORI (e k) D

LA UK 1 T RIE 2
(1:200) (1:850)
B sk 7 8 8
EVRE (mg/mL) 120 0.60 0.14
BRERG- B (1 g/em?) 1200 6.0 1.4
HEREE (ug/om?) 1093 5.9 1.4
IR (%) iy BRI RECH gy o BRI
R w7 R
WIS & RSN R BB 7
8. 24 W[ D B R ABHIEHIR 102.17 1.75 89.82 7.61 87.70 8.63
R —F v o — VK 0.28 N/A 0.07 0.05 N/A N/A
BB B 5 &
T—TARN) w712 N/A N/A 0.23 0.16 0.28 0.19
T—T AN w7 3x N/A N/A 0.81 0.74 1.69 1.26
B RRE R B 0.00 N/A 0.19 0.14 0.20 0.16
NGy
L7 2 —iR 0.11 0.15 6.58 7.66 8.18 8.15
L7 —F N — BRI N/A N/A 0.00 N/A N/A N/A
AEIES 102.30 1.74 97.49 1.65 98.04 1.23
BRI O 22 D IR 35 1T 5 95.15 277 76.06 1125 69.65 1121
FiwE (6.0.5) OfEHE FRRE (LLCof
t 0.5)
WL TER DA 7 [ A AAY-4
LLC of t 0.5=75%D & & DYWL & N/A N/A N/A N/A 10.06 7.84
LLC of t_0.5>75%D & & DRI E: 0.11 0.16 6.75 7.72 N/A N/A
A TE R 0.11 0.16 6.75 7.72 10.06 7.84
53 UG 0.249 13.233 16.648
BRI R (LD i) 0.25 13 17

U BIR OREERILE T — b AT

N/A : 753472 L

(A1) REBLRUL =R DHEE AR

[pyr-14C1Y > 7 v v U ¥ X% N in vitro 1% B2 W GRER RS 5L & B2 3840

FHADRENMAT A Z 2 ANTHEDE

2T a5 RHHI ORI A HEE LTz

24
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O mERYERER (7—7AN) vY)

BUH) KON 200 fERAFURIC DOV T, BBHRBUNRIIX 24 FETH Y | #
BRVE LB 12 KF O L& 7% —iE~D i = (LLC oft 0.5) 1% 75%
UETHoZ b, 2TCHOT—FRA N v THREOWERME % B
W 7 B RS LT,

850 fE A IRWLIZ DUV T

FUBHRIBUBIENIE 24 BER]CTH 0 | R B L P

% 12 FH D L& 7% =i~ D Zm =R OE 1 T BRE (LLC of t_0.5) 1% 75 %
K Thol=Z b, AETIELIEERME 3 MBUBROT —7 A
MUy THROYWERE) AR &N BRI Lo T,

@ HEROEMERIC L HHE
B, 200 £i5 7B K& O 850 f5 A B O VN AL & SR EIIER S 95 %L
ETHo=Z b, BGRIC X D HKWINROMIEIFI TR o 72,

@ VT NAEOEE)
R &R T, BHIT 7 11, 200 5 AU K OY 800 54 IRk T 8 f5il C
bol-Z Lnb . BANTITFREL 0.92, 200 {578 K& O 800 {475 Bk I1Z
3R 3 0.84 ZAEVER 223 URREWINR 2 B U7z, 411X 0.249, 200
EAIRIRIE 13.233, 850 A BRIKIL 16.648 T o7,

UENSRBREZFERL-Y 7o) # XA (119.06 g ai/L THA]) Dk

R WU R1E 0.25 %, 200 f5 7R (0.60 g ai/L B ORI RIT 13 %,
850 fEABIK (0.14 g ai/L BA) DOFRRFWINERIT 17 % L HEE LTz, AHINX,
R4 DAL B BRI 2 A T 5720, RIREE] CEREIERIN—2) &

W L7z,

(7)) BB 2 R R W I R
HESNETRAT7 43y SL (Pr7me ) #2108 %IEA) 1%k
IR T B & R T Tdo B Z & D, RIS B R R R 3
X, 9D LEBVEHAT S,

9 1 BTG A DR R R R

HIEH S TS
EEID ARG

AP O 2 %
RILE (%)

AR

B (165 0.25 o8 B W S R B 0D SR D 3% B M = 2 i FH

100f 13 o8 B R AR 0D 2003 A AR O B = 2 1 o
250f% 17 o8 B R AR 0D 8501 A AR D% B MR = 2 1| o
50015 17

25



1000f% 18 TR R RIGAER D 200 F5 AR S O 850 £ 7 BRI DFEEL
MR 2 2 W T B AMEIE T K 0 B,

2000f% 24

2. BRI REGEHERE
vrrav ) X AR EAT 5 RIERAICEm LB D R A
TS IR ST,

3. BREBOHEE

HGEE S BANCOWT, 1. OS5, i AR E RS O & M OV 51k
(> TR L7=GAomEES TR X HERF L7z, H#ERHC Y 72> T
[ IRAE B~ DA T A 2 A ([ZHERL L 7=,

HEFHZ AW R T A —Z K ONRRFE B OHEFHRE R 2 S 1 IR 7,

VI. U X7 RS R
I. 5. 36955 e A O FH & OMEH FIEICE > TR L7256 O 228
X, AOEL KON AAOEL # Flal->TWwW= (Bl 1),
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ATATR R

w3 o .
PR e [P, I GRBMGREA O3 ) "
B = GLP AR (MEERIER) . BAFOH M
BIGFHEE Yrrymbe ¥R ke AR
1| 2004 |[URL: -
https://www.fsc.go.jp/fsciis/attachedFile/download?retrievalld=kya20231121188&fi
leld=210
14C-BAS 550 1. Study on kinetics in Wistar rats after oral and intravenous N
.. . BASF vV yn v
2 2020 |administration %)
GLP, RAFE
Excretion and metabolism of “C-IL 39 (Reg.No. 5845955) after oral BASE ¥ 47" v
3 2021 |administration in rats, Amendment No. 1 to the Report (k)
GLP, R
4 2015 Reg No. 5845955 - Acute oral toxicity study in rats BASF V" yn' v
GLP, RA#E (%)
5 2014 Reg No. 5845955 - Acute dermal toxicity study in rats BASF V" yn v
GLP, RA#E (%)
6 2015 Reg. No. 5845955: Acute Inhalation Toxicity in Rats BASF Vv yn' v
GLP, RA#E (%)
Reg. No. 5845955 - Test for Skin Sensitization using the Guinea Pig Maximization BASF ¥ 4~ v
7 | 2016 |Test (GPMT) )
GLP, RAF
3 2014 Repeated-dose 28-day toxicity study in Wistar rats Administration via the diet BASF V" yn v
GLP, RN )
B‘AS SSQ I - Repeated dose 90-day oral toxicity study in Wistar rats - Administration BASF V" 11 v
9 2020 |via the diet ()
GLP, RAHE
BAS 550 I - Repeated dose 90-day oral toxicity study in C57BL/6J Rj mice — S
.. . . . BASF 7 v v
10 2017 |Administration via the diet ()
GLP, RAFE
BAS :550 l — Repeated-dose 28-day oral toxicity study in Beagle dogs Oral BASF V" 11 v
11 2018 |administration (capsule) ()
GLP, RAF
BAS §50 I — Repeated-dose 90-day oral toxicity study in Beagle dogs - Oral BASF ¥ 11" v
12 2018 |administration (capsule) ()
GLP, RAF
Reg.No. 5845955 - Salmonella typhimurium / Escherichia coli - Reverse mutation BASF V" 11 v
13 2016 |assay ()
GLP, RAE
BAS 550 I artificial batch (with impurities in DMSO) - Salmonella typhimurium / NN
L . . BASF 7 v v
14 2020 |Escherichia coli reverse mutation assay ()
GLP, RAF
Reg. No. 5845955 - In vitro gene mutation test in L5178Y mouse lymphoma cells e
. . BASF vV yn v
15 2017 |(TK+/- Locus assay, microwell version) ()
GLP, RAF
BAS 550 I - In vitro micronucleus assay in TK6 cells (Cytokinesis block e
BASF vV y» 7
16 2018 |method) )
GLP, RAE

27




et

K, i GUBRMER LIS D5 E)

He =)
s | PETIGLR HARSL (BEASE) . AROHE il
17 | 2001 BAS 550 I - Micronucleus assay using primary human lymphocytes BASF V™ 4n' v
GLP, RAE €3]
13 2017 BAS 550 I - Micronucleus test in bone marrow cells of the mouse BASF V" NV
GLP, K% (%)
BAS 550 I - Combined Chronic Toxicity/Carcinogenicity Study in Wistar Rats BASF V" 11 v
19 2020 |Administration via the Diet up to 24 Months ()
GLP, RAFE
BAS 550 I - Carcinogenicity Study in C57BL/6J Rj Mice Adminisration via the Diet N
BASF 7V i~ v
20 2020 |up to 18 Months )
GLP, RAK
BAS 550 I - Two-Generation Reproduction Toxicity Study in Wistar Rats e
.. . . . BASF ¥ v»n v
21 2020 |Administration via the Diet )
GLP, RAFE
BAS 550 I - Prenatal Developmental Toxicity Study in Wistar Rats Oral N
.. . BASF vV v»n v
22 2019 |Administration (Gavage) )
GLP, RAFE
BAS 550 I - Prenatal Developmental Toxicity Study in New Zealand White Rabbits e
.. . BASF ¥ vn v
23 2019 |Oral Administration (Gavage) )
GLP, RAK
24 2020 BAS 550 I - Acute oral neurotoxicity study in Wistar rats Administration by gavage |BASF ¥ 41"/
GLP, RAE )
25 | 2000 14C-BAS 550 I in BAS 550 01 I - Study of penetration through human skin in vitro |BASF ¥ )"/
GLP, RAE )
26 | 2003 |T¥ TR EY T AORBURMOPE R O 52 BASF V' ¢n' v
ERAES (%)
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i1 REWREE

EvEe) (W5 F7) L4 &
N—N
N-Ethyl-N-(6-hydroxypyridazin-4-yl)-5- H—on
0 )=
4 M5501001 methyl-1- / N
Reg. No. 6010355 (3-methylbutan-2-yl)-1 H-pyrazole-4- Ny \
carboxamide W)\
N—N
/N
- -1-(3- -2-y1)-N- o )=
M5501002 5-Methyl-1-(3-methylbutan-2-yl)-N- e
M7 (pyridazin-4-yl)- I\
N\
Reg. No. 5845952 1 H-pyrazole-4-carboxamide W)N\
/N _on
N-(6-Hydroxypyridazin-4-yl)-5-methyl-1- o )=
NH
M8 M5501003 (3-methylbutan-2-yl)-1H-pyrazole-4- I
carboxamide W)N\
N—N
’N
N-Ethyl-1-(3-hydroxy-3-methylbutan-2-yl)- o —
MS5501004 N
M9 5-methyl-N-(pyridazin-4-yl)-1 H-pyrazole-4- I
Reg. No. 5934514 Nn
carboxamide ?/K
HO
N-Ethyl-1-(3-hydroxy-3-methylbutan-2-yl)- PN o
0 )=
M5501005 N-(6-hydroxypyridazin-4-yl)-5-methyl-1H- N
MI12 /
Reg. No. 6056644 pyrazole-4- N\N\
carboxamide Hcﬁ/K
O,
5-Methyl-1-(3-methylbutan-2-yl)-1H- OH
MS5501006 I\
MI15 pyrazole-4- AN N
Reg. No. 5956504
carboxylic acid Y‘\
. . N—N
3-{4-[Ethyl(6-hydroxypyridazin-4- ! NH—on
0 )—
M5501007 yl)carbamoyl]- N
Ml6 N

Reg. No. 6065007

5-methyl-1H-pyrazol-1-yl}-2-

methylbutanoic acid

29




N-Ethyl-N-(pyridazin-4-yl)-5-methyl-1H- )
MS5501008 0 =
M17 pyrazole-4- N\_
Reg. No. 6055947 I\
carboxamide N N
H
o /" N om
N-Ethyl-N-(6-hydroxypyridazin-4-yl)-5- _
M5501009 ¢! N
M18 methyl-
Reg. No. 6058328 I\ —
1 H-pyrazole-4-carboxamide N
N
H
N—N
MS5501010 7 N\
M19 Pyridazin-4-amine .
Reg. No. 5533836
H,N
N—N
7\
N-Ethyl-1-(3-(B-D- o —
N
pyranuronosyloxy)methylbutan- A j—
M20 M5501011 2-yl)-5-methyl-N-(pyridazin-4-yl)-1H- N N
pyrazole-4- HOOC, j/‘\
(]
carboxamide HO 0
HO OH
N—N
/N
o0 —
Sulfuric acid mono-3-(4-(ethyl(pyridazin-4- N
/
M21 M5501012 yl)carbamoyl)-5-methyl-1H-pyrazol-1-yl)-2- N\N )
methylbutyl ester j)\
0
SOzH
/N_N\
N-Ethyl-1-(3-hydroxymethylbutan-2-yl)-5- o —
M5501013 methyl- "
M22 N
Reg. No. 6117452 N-(pyridazin-4-yl)-1H-pyrazole-4- N
carboxamide \E‘\
OH
N—N
/" N—oH
1-(3-Hydroxy-3-methylbutan-2-yl)- o =
M5501014 NH
M23 N-(6-hydroxypyridazin-4-yl)-5-methyl-1H- I\
N

Reg. No. 6127201

pyrazole-4-carboxamide
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/N
1-(3-Hydroxy-3-methylbutan-2-yl)-5-methyl- o )=
MS5501015 NH
M24 N-(pyridazin-4-yl)-1H-pyrazole-4- I\
Reg. No. 5933696 N\N
carboxamide ?)\
HO
)N
1-(3-Hydroxymethylbutan-2-yl)-5- o _
MS5501016 hydroxymethyl- N
M25 N
Reg. No. 6139606 N-(pyridazin-4-yl)-1H-pyrazole-4- N
carboxamide j)\
HO
N—N
/N
1-(3-Hydroxymethylbutan-2-yl)-5-methyl- o} =
NH
M26 M5501017 N-(pyridazin-4-yl)-1H-pyrazole-4- 7
N\
carboxamide ?)N\ OH
HO
N—N
1-(3-Hydroxy-3- hydroxymethylbutan-2-yl)- /7\
Q
5-methyl- N
M27  |MS5501018 O
N-(pyridazin-4-yl)-1H-pyrazole-4- N
carboxamide Ho>EK
OH
N—N
/N
0 )=
Sulfuric acid mono-3-(pyridazin-4- NH
/
M28 M5501019 yl)carbamoyl-5-methyl-1H- . !
pyrazol-1-yl)-2-methylbutyl ester j)\
?
SOgH
N—N
7 N\
M29  |M5501020 —
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/N
o0 —
M5501021/ N
M30 | MS5501022/ — N/\ \
N
M5501023
\/1 o
' oH
— -N
72
M31 M5501024
M32 M5501025
M33 M5501026
M34 M5501027
0
5-(1-(3-Hydroxy-3-methylbutan-2-y1)-5- \/N+—N\
M5501028 methyl- P
M35 FI
Reg. No. 6123132 1H-pyrazole-4-carboxamido)pyridazine  1- Ny )
oxide Hcﬁ)\
N—N
r N
0 =
N
M5501029/ /\
M36 — N
M5501031
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M37 M5501030
\I\b
— N—N
/N
0 )=
M5501032/ w
M38 N
M5501038 Y
2y
- Q
OH
N
M39  |M5501034 \(NK
N—N
7\
M5501035/
M40 —
M5501036
N-Ethylpyridazin-4-amine N
M5501040 [
M42 N N
Reg. No. 5960609 k
5-Ethyl-3-methyl-2-(3-methylbutan-2-yl)- Nt‘*/ a
M5501041 2,5-dihydro-4H- ©
M43 A
Reg. No. 6123134 pyrazolo[3',4":4,5]pyrido[2,3-d]pyridazin-4- °N
one W)\
HO
N-Ethyl-N-(8-D- HO_ g NN
M44 | M5501042 L4
glucopyranosyloxy)pyridazin-4-amine HO N
OH k
HO OH
A M5501043 4-(p-D-glucopyranosyloxycarbonyl)-5- 2 d  oH
M45
Reg. No. 6141884 methyl-1-(3-methylbutan-2-yl)-1H-pyrazole N/ \

7

<.
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NH
A6 M5501044 N-Ethyl-5-methyl-1-(3-methylbutan-2-yl)- N/ \ —
Reg. No. 5958411 1 H-pyrazole-4-carboxamide H)N\
Q
5-Methyl-1-(3-methylbutan-2-yl)-1H- NH;
M5501045 A\
M47 pyrazole- N
Reg. No. 5958413 N
4-carboxamide W)\
N—N
/N
0 =
N
/-
M49 | M5501047 — Ny
N—N
/N
N-Ethyl-1-[(3-(f-D-glucopyranosyloxy)-3- 4 N;
M50 M5501048 methylbutan-2-yl]-5-methyl-N-(pyridazin-4- oH N/\N )
yl)-1H-pyrazole-4-carboxamide o é:}(ﬁk
HO OH
PN
N-(B-D-Glucopyranosyl)-5-methyl-1-(3- o </ _ >
methylbutan N OH
M51 M>301050 -2-yl)-N-(pyridazin-4-yl)-1H-pyrazole-4- N/\ \ 0>2:§~0H
N
: OH
carboxamide ﬁ/‘\ OH
Q
OH
M52 M5501051 5-Methyl-1-(3-hydroxy-3-methylbutan-2-yl)- { /a
Reg. No. 6125508 1 H-pyrazole-4-carboxylic acid ?/NK
HO
O,
o/
Methyl 5-methyl-1-(3-methylbutan-2-yl)- 7\
MS53 Reg. No. 6065040 N\N
1 H-pyrazole-4-carboxylate W/‘\
Q7
Methyl1-(3-hydroxy-3-methylbutan-2-yl)-5- /{O
/
M54 |Reg. No. 6123135 methyl- N\N\

1 H-pyrazole-4-carboxylate
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ADI
Alb
ALP
ALT
ARfD

Cre

FOB

GGT

GLP

Glu

LCso

LDso

LOAEL

NOAEL

ppm

TAR

T.Bil

T.Chol

TP

WBC

k2 HFEROMSEE

Acceptable Daily Intake
Albumin

Alkaline Phosphatase
Alanine transaminase

Acute Reference Dose

Creatinine

Functional observational battery

v -glutamyltransferase

Good laboratory practice

Glucose

median lethal concentration

median lethal dose

Lowest-Observed-Adverse-Effect Level

No-Observed-Adverse-Effect-Level

parts per million

Total Applied Radioactivity

Total bilirubin

total cholesterol

total protein

White Blood Cell
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BIR1  BEOHEE (V7 v U XX 2(500 E L TETRIA)

H &
1. BepFn— a7 42SL (YPr7Xat’ ¥ 2X10.8%ikH])

* o RERHL, BAIO AT — RRFITIL U S B E L TER L7,



1. BEET—

a7 4vSL (Pr7rrel ¥ X10.8%KA)

D WA Bk - [H8) 1] BRsEfh & 28 OB IC >V T LT FREEE (%) FRERAL R (%)
A
TEEE - PR vr7m el ¥ REAl (=7 1 2 SL) 77 AV Ml I 0.25
@ R R A SRSy Drraey ER ERN 100 13
®-1 AOEL 0.21 (mg/kefKTE/A) [#iBh 2] wAHIZHOWT 250, 17
-2 AAOEL 1.2 (mg/kgli ) F 7 v Ml A& A 500 17
@ BRI - EHE 10.8 % 1000 18
® RAIDOIZRE (REA/HATIR) R AR BOA W AR 2000 24
® R HE D T 2L LA
Byttt & v
ik ; 7 iE5% AR ’ ST LI il 5 Y
BB @trin% TR R,/ G A T B s | e | RO TRR ik — = - (}}f—:fi/kg qm r::/kg AL | AR s
= y = Y ]
<A FAE B AR ~ A7 FAE T/ H) )
1 DA 1000 i, 700 L/10a,/ W7 H i £ </ #iAii /3 [A] 1000 AR (14F) 143.4 731.6 68.3 61
(FFHA”)
v - e ] s AR (SLIK)
1* ) AT 1000 i, 700 L/10a,/ Y7 H i £ </ #iAii /3 [A] 1000 Gt 65 282.6 30.9 23.5
2 L 1000 i, 700 L/10a,/ W7 H i £ </ #iAii /3 [A] 1000 7&§[J(f§%()*gﬂ) 177.5 760.9 84.5 63.4
” o N, S ()
2% L 1000 i, 700 L/10a,/ W7 H i £ </ #iAii /3 [A] 1000 () 77.7 485.9 37 40.5
3 ESES) 1000 i, 700 L/10a,/ Y7 H i £ </ #iAii /3 [A] 1000 ﬁﬁ”fig%%m 58.5 731.6 27.9 61
o e Sk AR (SL1K)
3% b 1000 {&, 700 L/10a,/ U7 A #ii £ T/ #cAii /3 [ 1000 e ct) 26.6 282.6 12.6 235
4 kLD 1000 i, 700 L/10a, Y FERT H & T HAi /3 1] 1000 ﬁﬁ”fig%%m 58.5 731.6 27.9 61
i5 L% o R, ARt (SLIK)
4% BILED 1000 i, 700 L/10a, Y FERT H & T /HcAi /3 [\ 1000 e ct) 26.6 282.6 12.6 235




1000 f#, 700 L/10a,/ I HE7 F &l % </ H#fi /3 [

1000

AR (HD
(F-HAm)

126.8

760.9

60.4

63.4

5%

HED

1000 f#, 700 L/10a,/ I FE7 F &l % </ H#Ai /3 [

1000

AR (R
(WA

58.3

485.9

278

40.5

%y

250 f%,0.5 /4% FEREY A /W, 3 (1]

250

0.8

0.4

0.1

F oy

1000 £, 300 L/10a, /I i B % C /A / 3 [7]

1000

A _Br3E (SF-ifi)
(F-HAm)

27

53.6

4.5

7%

F oy

1000 £, 300 L/10a,/ I fif B & C /A~ 3 (7]

1000

A _Br3E (SF-ifi)
(WA AT

0.9

8.7

0.4

0.7

< EW

250 f%,0.5 /4% FEREY A /W, 3 (1]

250

0.8

0.4

0.1

< EW

1000 £, 300 L/10a, /I i B % C /A / 3 [7]

1000

A _Br3E (SF-ifi)
(F-HAm)

27

53.6

4.5

9%

< EW

1000 £, 300 L/10a, /I i B & C /A~ 3 [7]

1000

A_BESE CFiF)
(B ct)

0.9

8.7

0.4

0.7

Tryal—

250 f%,0.5 /48 ERY A /W, 3 (1]

250

0.8

0.4

0.1

Tryal—

1000 £, 300 L/10a, /I i B &£ C /A / 3 [7]

1000

A _Br3E (SF-ifi)
(F-HAm)

0.9

53.6

0.4

4.5

11*

Tryal)—

1000 £, 300 L/10a, /I i B & T/ #Ai /3 [7]

1000

B CFiF)
(B ct)

0.7

8.7

03

0.7

L& AHH

250 1%, 0.5 L/4%,/ FEHE3 A i~ ERE2 A 3 (6]

250

0.8

0.4

0.1

L& AHH

1000 £, 300 L/10a, /I i B &£ C /A / 3 [7]

1000

AI_BEE CFiF)
(FHcd)

27

53.6

4.5

13*

L &AM

1000 £, 300 L/10a, /I i B &£ C/#Ai/ 3 [7]

1000

A _Br3E (SF-ifi)
(WA AT

0.9

8.7

0.4

0.7

k=h

500 fi7, 95 L/10a,/ MY H /BE A > MiEE/ 3H

500

0.9

0.4

0.1

S0mL/{kD>
5. 10aX47=
DO f i e
2R,

k= k

1000 £, 300 L/10a, /I i B & C /A~ 3 [7]

1000

A _Br3E (SLF)
(F-HAm)

3.8

243




S0mL/{D>

16 I=fk 500 5, 105 L/10a,/ 724624 B/ K » hEiE,/ 3 [l soo | PRILAKR B 5, 1027
e 09 13 05 01 |Bs10at
Do fifi i
AR,
17 I=h~h 1000 £, 300 L/10 B % C |_B3e (rik)
a,/ WUHERT A % © /WA 3 [l 1000 () 38 243 1.8 2
18 SR 500 5, 50 L/10a,/ RS B /A M/ 3 [0 soo | PRILATR_ B e
e 05 0.6 02 01 [P 10at
Do fifi i
AR,
19 E3a 1000 %, 300 L/10 HTHET HA_BESE (SLK)
a,/ WUHERT A % ©/ WA/ 3 [ 1000 e 38 243 1.8 2
20 - 500 fi7, 85 L/10a,/ MY H /HE A v MiEE,/ 31 500 HE_AK T §0mL/*j”’f75j
e 038 1 04 01 [P 10at
Do fifi i
AR,
” Py 1000 £, 300 L/10 NVRR. A% (SLIR)
a,/ WLHERT A % ©/ WA/ 3 [ 1000 S 38 243 1.8 2
22 wH D 500 fi7, 400 L/10a,/ FEMY A/ Hi A v MR, 3 [H 500 H_AK T §0mL/*j”’f75j
e 438 72 23 06 [P 10a%7
Do fifi i
AR,
23 wh 1000 £, 300 L/10a,/ 0 HE 8T F ./ #Ai / 3 B CFif)
WA/ 3 [ 1000 () 7 53.6 33 45
23 bz 1000 £%, 300 L/10a,” I i AT A &/ et/ 3 B CFif)
WA/ 3 [ 1000 b ) 1.7 8.7 0.8 0.7
24 EX N 500 fi7, 55 L/10a,/ EMEY H /BE A > MiEE/ 3H 500 H_AK T §0mL/*j”’f75j
e 05 0.7 02 01 [P 10at
Do fifi i
AR,
25 Y 1000 1%, 300 L/10 LESS B (A1)
a,/ WUHERT A % ©/ WA/ 3 [l 1000 S 7.3 243 3.5 2
26 EANE 500 fi7, 23 L/10a,/ MY H /BE A > MEE/ 3H 500 HRFA_AK T A 0.2 0.3 0.1 ioﬁﬁi’
S . . . 0 N =
(BHIH) Do fifi i
AR,
27 Fuan 1000 4%, 300 L/10 TEESS A B CFif)
a,/ WUHERT A % ©/ WA/ 3 [l 1000 () 1.8 35.7 0.9 3
27% Fuge 1000 £, 300 L/10a,/ #8171 %/ #Ai /3 B CFif)
WA/ 3 [ 1000 ek ) 0.5 1.7 0.2 0.1
28 Awy 500 fi7,29.5 L/10a,/ FEMS A/ Ei AR v MEE/ 3 500 HRFA_AK T A 0.3 0.4 0.1 ioﬁﬁi’
e . . . 0 > by
(BHIH) Do fifi i
AR,
29 P =% 1000 £, 300 L/10a, /I i B % C /A / 3 [7] 1000 HRA_BESE (SL1E) 73 24.3 3.5
. . . 2

(F-HAm)
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Ay

1000 £, 300 L/10a, /I i B & C /A~ 3 [7]

1000

A _Br3E (SF-ifi)
(F-HAm)

357

0.9

30*

Ay

1000 £, 300 L/10a, /I i B % C /A / 3 [7]

1000

A_BESE CFiF)
(B sct)

0.5

02

0.1
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ThEn

100 £, 1 L/4%/ERY A VR 3 (1]

100

35

59

0.5

32

ThEn

2000 i, 300 L/10a,/ X FERT A % T HAi /3 [\

2000

A _Br3E (SF-ifi)
(F-HAm)

0.6

355

03

32%

ThEn

2000 i, 300 L/10a,/ X FERT H % T HAi /3 [\

2000

A_BESE CFiF)
(B sct)

0.5

5.4

03

0.5

33

IFhoLox

100 i, 20 L/10a,/ fiAsH ke /Hillie N -3 fcr 3 (a1

100

A& ()

0.6

0.9

03

0.1

34

IFhoLox

2000 i, 300 L/10a,/ L FERT A % T HAi /3 [\

2000

AI_BEE CFiF)
(FHcd)

4.7

355

23

34*

FhoLox

2000 i, 300 L/10a,/ X FERT H % T HAi /3 [\

2000

A _Br3E (SF-ifi)
(WA

54

0.5

35

Eng

2000 i, 300 L/10a,/ X FERT A % T A/ 2 [\

2000

A _Br3E (SF-ifi)
(F-HAm)

8.7

355

4.1

35%

B

2000 i, 300 L/10a, Y FERT H % T A/ 2 [\

2000

A _Br3E (SF-ifi)
(WA )

2.6

5.4

0.5

36

ba

500 fi7, 400 L/10a,/fifi## 14 A il £ </ #Ai /2 [A]

500

A _Br3E (SF-ifi)
(F-HAm)

11.7

135.1

5.6

113

36*

ba

500 fi7, 400 L/10a,/fifi## 14 A il £ </ #Ai /2 [A]

500

A _Br3E (SF-ifi)
(WA AT

223

" AOEL /5 47 58 = [ 16 5215 B (ug ai/kgfR T/ H ) +1000 (ug/mg) +AOEL (mg/kg AT/ F1) x100
i AAOEL {5 5 22 = 2tk 2 6k (pg ai/kgf H) +1000 (ng/mg) +AAOEL (mg/kg{A &) x100
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