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H A& G HBR T, SCiMEZ 28 1 Cikm R4 80 mglkg & L. Abk 2, A BEEZ &t 4 H
BFZHREL TR L, 5% 24 K, —MoRBBABIE%, fk, WA SHRA % I L7z
LA, IR ABERECTHR G4 1-2 FFE TR K OWESEF] 235588 H 41, LDsfEIX 68.1 mg/kg T
ST, T, FRERRFAIRAIZ BT 40 molkg LA O # 5B B C R RS & HPLIZ T
PRABE DEEFENRFE O BTz, IRWT 14 ARIERGRERTIL, ZOMBHERESE L L TrmE
&% 40 mg/kg, Akt 2, WRIEXHRIEZ & de 3 HEREZFE L TR G 21T, —ORIEBIZ, 1K
H, BEAE, TR, REARFRE L I L, T ORE, BHHRE O BeIRRE L O
EIZELITFR D Do 7o, JRBERR R A IZ BT 20 mglkg BA EO&E 5 REO B g CRE
TS A T S TR JRABAE N ERD B ALT-, S kld~ w7 2 & HIW 7= 28 0[S 1 G- 3 M kB K OV
PRABE BE5E ORI BR 2 K35 T E Th 5,
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T, BWEBROFEMIZ LV SRR
AE ST 2 & Tl BB AMEEDOFEMEDN R
BENTWD, I E CTEAGEHR L
IZBWT, PRk 13 L VR4 72 BRI
DWTAARIZHRIET DRI D15 Y5
R MEIC BT 2R 24TV I BRI
e SN /MEBROKREZ B L L2k
REDORFLRRILE 725 T — 2 ZHHF L,
BOREVEMRICERNL TE T,
WA, LD EREMEENSG S ETRS
NTIRnole—BEDOH =72 B DAFAE
MEH SN TE TS, FBRITEHFRTT
HY ., UERHTEYEME E LTRSS ALTND
RINSTeb DD, IEFEOHIEDIERIZ X
S THEMZIBEY L TV D EREDA 52N 7
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N EBICHHIND{LEW T, Fhk 29 4RI
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G Rz BT, EBREBMIC W TESEE
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ERRFRIN, HEENRBELREE->TE
D, SORLHEROPEENEENL TN D,
MEfF D~ 2% W= MON O Rk
(Burmeister %, 1980) TiX. H[alfE O& 5
EMERBRIZIS 1T D LDso A 47.6 mg/kg (I
20 g & E LTI 1 mg/animal/day) T®
ST=DIZHF L, 21 HFREHKE G 2R
BRIZI W TUE EFE LDso DK 3 5 DR E:
[ZHY 45 2.9 mg/animal/day DK 5
BRICBWTH, AEREEEINEDORD
DRDOENTZOHRTHY, —H LM EN
BFon Wiy, D7), EFSA 12X 5
MON U 2 7 #Affi (EFSA, 2018) 28T
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BRORBREDT-DOFHERFE LT, <
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B. BFsE 1k
<H[E|#& 5RBR>
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X1 7 —VHz0 5IEOEM &2 INE L,
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MON (UkrOrgSyntez Ltd.7» S HEA L7214k
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A (5 VE/EE) 12 5 ml/kg DB CHiRlEE
N5 Uiz, BEMERkE % Table 1 IR7, &
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U 505K 24 R4 23R & FE0E L 72,
HIRCIIAR L R TOE ., MRk E A
\ZHER L7z, Table 2 (2R3 FTE DOlifigs & B
Bt BEEL, T 740 ULz, Kl
B~ XY e x2F P (HE) Y
EAEARZERLL | Sl L7,
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IR ERERR AR

ETOEYIZHOWT, Table 2 (1278 L7=xf
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AREER U2, (ERIL722TO H - E P alE
AT DWW THIR & Tl L7z,

BT RNT
IBM SPSS Statistics ver. 25 (IBM
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WP % OIS, FIR BB AT 1 18]
Fhi L7c, BEMWICOWT, RANR, &

Whe, Z8, TR O DR 2 & D
—IRER A B LT,
HEHE

eGP 1, 4, 7, 10 XOV13 H
O E-RT, FIHIZEN R AT 5 L7,
AEIT DU T 08:00~12:00 D FIIHIE L 7=,

BEEEHE

Feh1, 4, 7, 10 KOV13 H OB H-RiI, F
B H B RIS LT, o — U
08:00~12:00 D [FIZ #a Bl /5] & 4 I E L
7o B 5B H OWPEIZRTH 225D 1 H &,
P54, 7. 10 KO 13 HiZ 3 HIE O BEE
BB, SR AT 2 Ao REEREICES
W, 1PE4 720 o1 HEEEEABEH L,

=il
RS OB A ICEHREER -, 2T
DEN A T IVT N X AW AFREE T C



DIEREWREIFTIC L0 BB S &, 44
KO TORE Mk Z S Blgs Lz,

R EERR IR
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B (BEEE) | 23T L. EREYOFRE
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B (B35 : 305) KT 80 mg/kg #¢ 5-#ED
2T HREB O TARD iz, 40
ma/kg & 5-EED 141 (@35 : 305) T,
B b5-1% 2 RFfE CREED[EE 23380 BTz,
— T, $#5% 1~2 R 80 mg/kg #% 5-#F
O 16 (EhE : 405) THIE, 361 (H
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HRED 2 B CREG A L & LTci R
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—IREE DB
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BRI O RBRPT R 512 K B 8833
OB oT- (Table9)

R B RR R A A R
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AHL A G- FRBR O R B A7 LDso fiE
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KON 80 mg/kg D% 58 THEfE S iz~ A
Z V72 MON o BR[EJ#% 1 $ G- Rk R
(Burmeister & 1980) (2351} % LDx fi 47.6
mg/kg EER—E LIRS O, Bl X

BT EM S 7z 14 B ER G T,

B[] 5 B3R O SR & 5512 40 mg/kg % Fc i
MEL LTREL T, Bhiakiis 30 L7z,
MON & 5D L EZ b HE{he LT,
B[Rl 5308 CILB B B 2 ol &
U 723 PR AR O 2k SR A BESE SR80 B
. ZHUCxt T AROGEZ L E LT, 14 H
S % 5308k CII AR RS 235890 B i
bDEEZX LN, 7ok, HERRO#ESE
BRI OV 14 H RERGHBR TR LN
7= F DMOFT RITHOW TR, H BN
BOOLNRMNST-Z D BRI AEMEE -
ITEEEELTHD B2 BT,

F7=. 7 v FEHVZ MON @ 12 J#[H <
HIREEH 5385k (Kriek 5. 1977) IZBW T,
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HEORGEMER T2 LT, vURIC
F1F % MON D FEEME IR S OV (2 B
THEREFDLZENARETHD EEZD
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l'Oral pharmacokinetics and general toxicity
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mice.| Ryota Ojiro, Hiromu Okano, Shunsuke
Ozawa, Kazumi Takashima, Yasunori Takahashi,

Qian Tang, Xinyu Zou, Toshinori Yoshida,
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Table 1. FEtEAkFE — Hol#& 535k

e KhE | R K| BERE " .
PR (mgfke) |[me/mD)| (mLkg | T | PR | TS

B s FEE 0 0 5 2 5 101 - 105
K 2Rt 20 4 5 ViiE 5 201 — 205
W &R 40 8 5 i3 5 301 — 305
= = 80 16 5 Vi3 5 401 — 405
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Table 2. JiEERLAR A SR B LA — BRI G alBR
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Table 3. —fi%IRHE — Hi[a]# 555k

Clinical observations

Animal No. Pre-dosing 1h 2h 3h 4h 6h 8h 10h 24h
Control 101 N N N N N N N N N
D.W. 102 N N N N N N N N N
103 N N N N N N N N N
104 N N N N N N N N N
105 N N N N N N N N N
Moniliformin 201 N N N N N N N N N
20 mg/kg 202 N N N N N N N N N
203 N N N N N N N N N
204 N N N N N N N N N
205 N N N N N N N N N
Moniliformin 301 N N N N N N N N N
40 mg/kg 302 N N N N N N N N N
303 N N N N N N N N N
304 N N N N N N N N N
305 N Decrease in N N N N N N N
locomotor activity
Moniliformin 401 N Decrease in Moribundity
80 mg/kg locomotor activity
402 N Decrease in Moribundity
locomotor activity
403 N Decrease in Decrease in N N N N N N
locomotor activity locomotor activity
404 N Decrease in Moribundity
locomotor activity
405 N Decrease in Death

locomotor activity

N : No abnormalities.
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Table 4. #ItpT R PIIRET & — Hial# 535k

Dose of moniliformin (mg/kg/day)

0 (Control) 20 40
No. of animals examined 5 5 5
All tissues
Not remarkable 5a 5 5
Heart
Enlargement, Atrium,
left 0 0 0
Intestine
Congestion 0 0 0

a The number of animals with lesions.
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Table 5. JREHH Ak — HAE G5

Dose of moniliformin (mg/kg/day)

0 (Control)

20

40

80

No. of animals examined
Kidney
Necrosis, tubule
minimal
moderate
Congestion
minimal
Heart
Infiltrate, mixed inflammatory
cell
minimal
Liver
Necrosis, focal
moderate
Single cell necrosis
minimal
Infiltrate, mixed inflammatory
cell
minimal
Fatty change, hepatocyte
severe
Hemorrhage
minimal
Lung
Granuloma, focal
mild
Abscess
minimal
Edema
minimal
Glandular stomach
Dilatation, gland
minimal

2 The number of animals with findings.

Criterion of the lesions were selected from minimal, mild, moderate or severe.
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Table 5. JiEEMAR IR A — H e Gl (ke)

Dose of moniliformin (mg/kg/day)

0 (Control) 20 40 80

No. of animals examined 5 5 5 5
Lymph node

Single cell necrosis 0 0 0 3

minimal 0 0 0 2

mild 0 0 0 1

Hemorrhage 0 0 0 1

minimal 0 0 0 1

Infiltrate, neutrophil 0 1 0 0

mild 0 1 0 0
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Table 6. BEfERLE —14 BB ER G BR

I wEE | B E |RERE . .
BB (mg/kg) |(mg/mL)| (mL/kg) AR
VA It B 0 0 5 i3 3 101 — 103
1K ERE 20 4 5 1 201 — 203
= ERE 40 8 5 It 301 — 303
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Table 8. I8 - FEAFEDO AL L —14 HRPAEHR LR

Dose of moniliformin (mg/kg/day)

0 (Control) 20 40
No. of animals examined 3 3 3
Body weight (g) Day1l 29.0 +1.32 30.1+ 1.7 28.7+ 0.4

Day4 298 £ 2.0 30.7+ 2.0 30.2+ 0.6

Day7 30.1 £ 24 31.7+ 2.6 314+ 0.8
Day 10 29.7 + 24 31.3+ 2.8 31.0+ 1.1
Day 13 30.8 + 2.1 32.5+ 3.0 323+ 1.2
Day 15 314 £ 2.3 32.7+ 3.0 329+ 1.7

Food consumption

, Day 1 4.6 5.0 4.2

(g/animal/day)
Day 4 4.9 4.5 4.3
Day 7 4.8 4.5 4.8
Day 10 5.3 4.7 4.8
Day 13 5.3 4.1 4.5
Day 15 5.3 4.3 4.4

a Mean + SD.

*P < 0.05, **P < 0.01, significantly different from the 0 mg/kg vehicle controls by

Dunnett’s test or Aspin Welch’s t-test with Bonferroni correction.
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Table 9. #FRETR « WIRETR —14 B HAE & G-HUR

Dose of moniliformin (mg/kg/day)

0 (Control) 20 40

No. of animals examined 3 3 3
All tissues

Not remarkable 32 3 3

a The number of animals with lesions.
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Table 10. JRHALFR A — 14 H B E RSG5

Dose of moniliformin (mg/kg/day)

0 (Control) 20 40
No. of animals examined 3 3 3
Kidney
Regeneration, tubule 0a 1 3
Minimal 0 1 2
Mild 0 0 1
Dilatation, tubule 0 1 0
Minimal 0 1 0
Microgranuloma 1 1 0
Minimal 1 1 0
Liver
Single cell necrosis 1 1 0
Minimal 1 1 0
Infiltrate, mixed
. 1 1 0
inflammatory cell
minimal 1 1 0
Thymus
Infiltrate, neutrophil 0 0
minimal 0 0
Glandular stomach
Infiltrate, mixed
inflammatory cell 0 0 !
minimal 0 0 1

a The number of animals with findings.
Criterion of the lesions were selected from minimal, mild, moderate or

severe.

51



