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{5 3 4 : Acute Oral Gavage Escalating Dose Toxicity Study in Dogs (8.78)
Summary & V)

(RBEFIES) : @ Insummary, when beagle dogs were given oral doses of ABC-123, vomiting,
diarrhea and/or salivation and increases in ALT, AST, ALP, CK, LDH, total bilirubin and
glucose were observed at 100 mg/kg and/or more. @ Almost all changes noted above were
confirmed to be transient and returned to be normal levels 7 days after the dosing except
for ALT and ALP which remained high at 14 days after the final dose. @ In addition
intra—alveolar foamcell infiltrations were noted on histopathological examination which
was conducted 14 days after the dosing of 1000 mg/kg.
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(RE%) - @ In summary, when beagle dogs were given oral doses of ABC-123, vomiting,
diarrhea and/or salivation and increases in ALT, AST, ALP, CK, LDH, total bilirubin and
glucose were observed at 100 mg/kg and/or above. @ Almost all changes noted above were
confirmed to be transient and returned to normal levels 7 days after dosing except for ALT
and ALP which remained high at 14 days after the final dose. @ In addition intra-alveolar

foam cell infiltrations were noted on histopathological examinations which were conducted

14 days after dosing 1000 mg/kg.
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X513 5 : Acute Oral Gavage Escalating Dose Toxicity Study in Monkeys (1.77)
Summary & V)

(BREBIES) : A The results are summarized in the Tabulated Summary and presented in
Figure 1, Tables 1-3 and Appendix 1. (2 No animals died during the observation period.
@ Intheclinical signs, vomiting was noted in 1 female at about 6 hours after the dosing
of 100 mg/kg. @ After the dosing of 1000 mg/kg, this female showed vomiting more
frequently within 1 hour after the dosing.
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(3E#) : @ The results are summarized in the Tabulated Summary and presented in Figure
1, Tables 1-3 and Appendix 1. @ No animals died during the observation period. @ As
clinical signs, vomiting was noted in 1 female at about 6 hours after the dosing of 100

mg/kg. @ After the dosing of 1000 mg/kg, this female showed vomiting more frequently
within 1 hour after dosing

(fRER) 3Xf 35~41 [F, 4 R Z ALV = Fliadngi 5 RS MHEER (XH 27~34) LRFRDHRZ.
FMEYILICEZ TEREL-HBROBMEED Sutmary = 7 DIZHEILF-H DT,
BEXDEQIZMREBEL L, QDEX “Intheclinical signs,” (BEKRFERTIE) (X, “In” A% “As”
[CEB#Eh, “the” MNEIBREIN T, “As clinical signs,” (BEERFERE L TIL) ITBEEShEL
fzo LHOL. RXTHHEMBICERT S &1L, Google USAIZKDUTDRETHLMTY :
A. (SDIZ&BEX) “In the clinical signs,” MEw ;£ : 11,900. 000 4
B. (BREAEMDEBIEI) “As clinical signs,” DEw K : 228, 000 4
C. (AM5 the #HIBR) “In clinical signs,” ®MEw kX : 3,010,000 4
D. (BIZ the #3iB50) “As the clinical signs,” MEw +#k: 8,300, 000 44
UEDBREHEENSGEZSZEIF. L4 DD TL—AD 56, RLESHEHBIZEALTWS
TJL—REDITEDEXATHY., FITHRLBBRALTLWEWI L—XIF, KEHFICKDHEBEXB
THY . BEXADE Y FIEB DK G2 EEL [ERIMICEN >T-DTY . F = BKEAFIEFRERXD“the”



FHEZTFELEAANG “the”ZE WV CE. EY FAWNA D1 ISR T HD T RXD “the”
EHOEIFIARN ENTMY ELT, £, BEXBIC “the” ZEMLEDIF. Ev MR
FIBE. EXADKWTEIETEAS I EMD, BEXBIZE “the” IRETHDHZ ENHH
YE LIz S0 “the” [L. BB OLAFDAITE . BIFOEKRD “the” TY,

UEMNS, QOEXICEAT 2 KEAKEEICKDBIEIL. BUTIELGI>IEBZONET,
HH.BEXQIZ1E. @IZ2E0 “thedosing” NEENET A, HZED “dosing " DREID “the”
ZITHEIBRENhE L=, BHIEZ. 20 “dosing” 1251+, BREEIZKBZBELLZLVNSTT,

{5l 3 6 : Acute Oral Gavage Escalating Dose Toxicity Study in Monkeys (2.77)
Summary & Y

(REBEFIES) : ® In addition, 1 male and 1 other female also showed severe vomiting
at about 6 hours after the dosing of 1000 mg/kg, and for the female, severe salivation
was accompanied. ® No treatment-related changes were noted in body weight and food
consumption.
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(@) : ® In addition, 1 male and another female also showed severe vomiting at about

6 hours after being dosed with 1000 mg/kg and, for the female, there was also severe

salivation. (®No treatment-related changes were noted for body weight or food consumption.
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