JRAET BRI TR R BN & (R b DL EHERHEENTFEHE )
SRR
TS OB « FES AR - PIIOEARBRIEDOBRTE &, T OEER LM HETED
MENLIZ B9 D5

SrHEARCERRE - Acetamide O —fi%EEME « BInFEME - BN AMEEIARERERIEIC X 2 FHE

WHgEr e AHRET ESEES AR AT IEET B
T [ESLEIR S R AT AN SERT R LS
PJIRKEE  ESZERE AR onfi ETSERT B
IR ESLES AR an i BT IERT B

s s

BMEFEE L THW STV acetamide 137 v MFRDBAMEEZHF T 5. FAO/WHO &7
BRI ZE S (JECFA) 1E, ZOMFICBEEFEHRFOBESNEETE RN END
HENOEMME L TCOMRIIREDE Lzb oo, fHx OBaEtERRIIaschHs 2
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DOEARITFED B e o7 (Table 4).

D. &%

D-1. — e MR

JHF i D 5 BEAR RS - R A T I, 1.25%7 5
HMREESE, F— LB LB & Vo T
FEEEOEPBE S, 25% TiEZEh
D OREE R OBEENHEML W=, Zhb
ORI, WEEREWE LA bR
BT AT A —2—0 LR L —
LCWe. F£7=, e ZEiaibiXiimiE 4

-48-

{LEBAEICBIT D TG O B L 7-28
fbeEBZ BTz, RO ZHRT 2 M E
WE AR S 1.25%0 558D b, [FIFECIE
HRDEHMEDHENINE L ORE D RK/INARIE D &
BEEEICERO bNT-Z LD, UikE AKX
BHARDHEBEICEE LB EEZ L.
25 BAFHR B OV TIE, S 2 R FHE
FE3 2 FMDAMRHN & S TELETS.

o i D 9 BEARL A 7O A T, 2.5% TR
FEROBO RO v, Y i, i
IR T DIRMER R/ N T A —H —
DOEENIEHE L= 2BbEE 2 b,

2B, 0.625%Tlx, IMIEAFHREICE
5 TG DIRfE, K OMLIKEFAIMEICRB T
% MCH O &l & i ER ORAE 2358 &
AT, WTNSBMARZ L Th Y, BHE
T 53T A—H —OEECHEERR AL %
o TWno = Z L b, FHMEEER
T2 L &Il L7z,

D-2. BREMREAm

T AR s Cd D ATl 3 1) B4 B
JEPERH ClE, BORAHETH D 25%I128
W gpt LT Spi- MFs LIRS H i
2o Z &, acetamide DT v MATHE
MANTIT DGR RFFM DO 5132 L
WeEEBZ BN, —JF, WERRER R
IZRBW TR TR B AL 7= Al e N EF AR
WTERTICHR L TR Y, /MEE BHEELL
TWeZ b, A%, ARk E W ZiT
fige MRk 2 I L, AFIgIZ3s 1) 2 Yeta ik
B ORI L RN AN E OREIZOWT
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Table 1 Histopathological findings in F344 gpt delta rats given diet containing acetamide for 13 weeks.

Acetamide (%)

Organs Findings (&/+/++/+++) 0 0.625 1.25 2.5
No. of animals 10 10 10 10
Liver Vacuolation, hepatocyte 0 0 10 (8/2/0/0) 10 (0/4/6/0)
Single cell necrosis 0 0 8 (7/1/0/0) 10 (4/6/0/0)
Oval cell hyperplasia 0 0 6 (6/0/0/0) 10 (3/7/0/0)
Increased mitoses, hepatocyte 0 0 9 (6/3/0/0) 10 (1/9/0/0)
Karyomegaly, hepatocyte 0 0 9 (5/4/0/0) 10 (0/10/0/0)
Cytoplasmic inclusion, hepatocyte 0 0 10 (2/8/0/0) 10 (0/10/0/0)
Foci of cellular alteration 0 0 3 (2/2/0/0) 10 (0/1/9/0)
Necrosis, focal 0 0 0 1 (1/0/0/0)
Spleen Decrease, erythroblast 0 0 0 7 (5/2/0/0)
Kidneys Hyaline droplet 9 (9/0/0/0) - - 0
Basophilic tubule 9 (9/0/0/0) - - 2 (2/0/0/0)
Harderian glands Mononuclear cell infiltration 0 - - 1 (1/0/0/0)
Heart Degeneration/necrosis, cardiomyocyte 3 (3/0/0/0) - - 3 (2/1/0/0)
Mononuclear cell infiltration 5 (4/1/0/0) - - 4 (4/0/0/0)
Lungs Alveolar macrophage aggregation 1 (1/0/0/0) - - 1 (1/0/0/0)
Osseous metaplasia 2 (2/0/0/0) - - 0
Mineralization, pulmonary artery 2 (2/0/0/0) - - 1 (1/0/0/0)
Adrenals Accessory adrenal gland 0 - - 2
Epididymides Mononuclear cell infiltration 1 (1/0/0/0) - - 1 (1/0/0/0)
Prostate Atrophy, acinus 1 (1/0/0/0) - - 0
Neutrophil infiltration 0 - - 2 (2/0/0/0)
Salivary glands Degeneration, acinar cell 0 - - 1 (1/0/0/0)
Nasal cavity Mineralization, epithelium 1 (1/0/0/0) - - 1 (1/0/0/0)
Neutrophil infiltration, submucosa 0 - - 1 (1/0/0/0)
Mediastinal lymph node Deposit, brown pigment, sinus 1 (1/0/0/0) - - 1 (1/0/0/0)

Grade of change: +, minimal; +, slight; ++, moderate; +++, marked.
-: Not examined.
*, **: Significantly different from the 0% group at p < 0.05 and 0.01, respectively (Fisher’s t-test).
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Table 2 gpt MFs in the liver of F344 gpt delta rats given diet containing acetamide for 13 weeks.

Dose Animal No. CmR colonies 6-TGRand CmR  Mutant frequency ~ Mean + SD
(x 109 colonies (x 10%)
0% 101 7.43 28 0.27 0.57+0.53
102 4.05 6 1.48
103 3.51 2 0.57
104 3.06 1 0.33
105 5.22 1 0.19
0.625% 201 3.60 2 0.56 0.66 + 0.42
202 3.83 1 0.26
203 6.66 3 0.45
204 3.65 5 1.37
205 7.74 5 0.65
1.25% 301 3.65 2 0.55 1.16 £ 0.64
302 5.31 5 0.94
303 4.01 7 1.75
304 5.18 10 1.93
305 3.06 2 0.65
2.5% 401 3.06 2 0.65 1.26£0.70
402 5.00 5 1.00
403 5.40 4 0.74
404 3.15 5 1.59
405 3.02 7 2.32

& Number of colonies with independent mutations.
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Table 3 Mutation spectra of gpt mutants in the liver of F344 gpt delta rats given diet containing acetamide for 13 weeks.

Dose 0% 0.625% 1.25% 2.5%
No. (%) Specific mutation No. (%) Specific mutation No. (%) Specific mutation No. (%) Specific mutation
frequency (x 10°) frequency (x 10°) frequency (x 10°) frequency (x 10°)
Base substitutions
Transversions
GC-TA 3% (25.0) 0.13+0.21 3(18.8) 0.11+0.12 4 (15.4) 0.18+£0.18 6 (26.1) 0.31+£0.08
GC-CG 0 0 0 0 2(1.7) 0.09£0.12 1(4.3) 0.04 £0.08
AT-TA 0 0 0 0 0 0 2(8.7) 0.13+0.30
AT-CG 1(8.3) 0.03£0.06 0 0 0 0 0 0
Transitions
GC-AT 5(41.7) 0.26 £0.36 8 (50.0) 0.35+0.43 10 (38.5) 0.49 £0.37 10 (43.5) 0.55+0.14
AT-GC 0 0 1(6.3) 0.03£0.06 1(3.8) 0.05+0.11 1(4.3) 0.04 £0.09
Deletion
Single bp 2 (16.7) 0.10+0.15 1(6.3) 0.06 £0.12 6 (23.1) 0.23+0.11 2(8.7) 0.13+0.18
over 2bp 1(8.3) 0.05+0.11 1(6.3) 0.03 £0.07 1(3.8) 0.05+0.11 0 0
Insertion 0 0 2 (12.5) 0.08 £0.12 2(1.7) 0.08 £0.17 1(4.3) 0.06 £0.14
Complex 0 0 0 0 0 0 0 0

& Number of colonies with independent mutations.
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Table 4 Spi- MFs in the liver of F344 gpt delta rats given diet containing acetamide for 13 weeks.

Dose Animal No. Plaques within Plaque withinMutant frequency ~ Mean + SD
XL-1 Blue MRA  WL95 (P2) (x 10%)
(x 10°%)
0% 101 3.24 1 0.31 0.33+£0.13
102 4.05 2 0.49
103 4.50 0 0.00?
104 5.31 1 0.19
105 3.15 1 0.32
0.625% 201 5.40 0 0.00? 0.80+0.36
202 6.66 6 0.90
203 6.39 7 1.10
204 5.04 2 0.40
205 5.40 0 0.00?
1.25% 301 5.94 1 0.17 0.43+0.27
302 3.87 3 0.78
303 3.69 1 0.27
304 4.59 3 0.65
305 7.29 2 0.27
2.5% 401 5.40 4 0.74 0.73+0.43
402 6.39 2 0.31
403 3.78 2 0.53
404 3.06 0 0.00?
405 7.56 10 1.32

& No mutant colonies were detected on the plate and this data was excluded from the calculation of mutant frequency.
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