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B-6057

Table 8-5 A 28-day oral toxicity study of paracetaldehyde in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Week 2 of recovery)
Male
Body weight Brain Thynus Heart Liver Spleen Kidney Adrenal
Dose {R+L) {R+L)
ng/kg 3 g(g/100g BY) ng(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) ¢(g/100g BW) mng(mg/100g BW)
Absolute 0 No. 6 6 [ 6 6 [ 6 8
Mean 435 2.06 432 1.32 12.77 0.75 3.05 59
S.D. 46 0.08 126 0.17 2.11 0.16, 0.25 9
1000 No. [ 6 6 (] 8 8 6 [
Mean 421 2.12 495 1.29 12.29 0.72 2.93 65
S.D. 43 0.07 110 0.17 2.26 0.12 0.33 13
Relative 0 No. 6 6 6 8 6 (3 6
Mean 0.48 99 0.30 2.92 0.17 0.71 14
S.D. 0.04 27 0.02 0.19 0.03 0.06 2
1000 No. 6 6 [ [ 6 6 [
Mean 0.51 118 0.31 2.90 0.17 0.70 15
S.D. 0.04 25 0.06 0.23 0.02 0.05 2

No significant difference

between treated group

and control group.



_S!__

B-6057

Table 8-6 A 28-day oral toxicity study of paracetaldehyde in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Week 2 of recovery)
Male
Testis Epididymis
Dose (R+L) (R+L)
ng/kg g(g/100g BW) mg(mg/100g BW)
Absolute 0 No. [ [
Mean 3.20 1054
S.D. 0.27 93
1000 No. 6 6
Mean 3.23 1063
$.D. 0.25 58
Relative 0 No. 6 6
Mean 0.74 246
§.D. 0.11 46
1000 No. [] 6
Mean 0.77 254
S.D. 0.08 23

No significant difference between

treated group and control group.
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Table 8-7 A 28-day oral toxicity study of paracetaldehyde in rats with a recovery period of 2 weeks
Absolute and relative organ weight (Week 2 of recovery)
Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose ‘ {R+L) {R+L)
mg/kg 4 glg/100g BW) ng(ng/100g BW) g{g/100g BW) s(g/100g BW) £(g/100g BW) g{g/100g BW) mg(mg/100g BW)
Absolute 0 No. 6 [ 8 6 6 6 6 6
Mean 258 1.96 374 0.84 6.96 0.56 1.79 67
S.D. 33 0.05 61 0.07 1.00 0.08 0.15 15
1000 No. 6 [ 6 6 [ [3 6 6
Mean 242 1.94 353 0.84 6.67 0.45+ -1.83 69
S.D. 16 0.07 82 0.07 0.57 0.06T 0.14 14
Relative 0 No. 6 [ 6 [ 6 [ [
Mean 0.77 147 0.33 2.70 0.22 0.70 26
§.D. 0.09 26 0.02 0.07 0.02 . 0.05 5
1000 No. 6 6 6 6 6 8 [
Mean 0.81 146 0.35 2,76 0.19» 0.76 29
S.D. ¢.07 30 0.02 0.08 0.02T 0.05 5

® @ p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 8-8 A 28-day oral toxicity study of paracetaldehyde in rats with a recovery period of 2 weeks

Absolute and relative organ weight (Week 2 of recovery)

Female

Ovary Uterus

Dose (R+L)
ng/kg mg(mg/100g BW) mg(mg/100g BW)
Absolute 0 No. 6 [
Mean 85.3 476
S.D. 8.8 155
1000 No. 8 6
Mean 76.6 418
S.D. 15.4 106
Relative 0 No. 6 8
Mean - 33.4 186
S.D. 4.1 59
1000 No. [ 6
Mean 31.6 173
S.D. 5.1 45

No significant difference between treated group and control.group.
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A 28-day oral toxicity study of paracetaldehyde in rats with a recovery period of 2 weeks

B-6057

Table 9-1
Gross pathological findings (Day 28)
Organs Sex: M M M M F F F
Dose(mg/kg) (4} 100 300 1000 0 100 300 1000
Findings Number: 6 6 6 6 6 8 ¢}
Kidney
Focus,depressed 0 0 0 0 0 Q 1 0
yS 0 0 0 1 0 0 0 [4]
Lung(bronchus)
Focus,dark red Q 1 1 0 Q 0 Q
Uterus
Cyst - - - - 0 1 0 0

- : Not applicable
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B-6057

Table 9-2 A 28-day oral toxicity study of paracetaldehyde in rats with a recovery period of 2 weeks
Gross pathological findings (Week 2 of recovery)
Organs Sex: M M F F
. Dose(mg/kg) : 0 1000 0 1000
Findings Number: [ 8 6 6
All tissues
Not remarkable 6 <] 6 6
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Table 10-1 A 28-day oral toxicity study of paracetaldehyde in rats with a recovery period of 2 weeks
Histopathological findings (Day 28)

Organs Sex: F
X Dose(mg/kg): Q 100 300 1000 0 100 300 1000
Findings Number: 6
Adrenal .
Number examined 6 0 0 8 6 0 0 -]
Not remarkable 6 0 0 8 8 o] 0 4]
Bone+Bone marrow,femoral
Number examined [4] 0 0 6 <] 0 0 6
Not remarkable [¢] 0 0 6 6 0 0 6
Bone+Bone marrow,sternal
Number examined 6 0 0 6 8 0 0 6
Not remarkable 6 0 0 6 6 0 o] 6
Cerebellum
Number examined 6 0 4] 6 6 0 0 6
Not remarkable 6 0 0 6 [ 0 0 6
Cerebrum ) ’
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 [+] 0 0 6
Epididymis
Number examined 6 0 o] 6 - - - -
B Not remarkable 51 0 0 6 - - - -
ye :
Number examined 6 0 0 6 <] 0 0 6
Not remarkable 6 0 0 6 6 o] [ 6
Heart :
Number examined 6 0 0 6 8 0 0 6
Not remarkable 5 0 0 6 6 0 0 8
Cardiomyopathy 1 0 0 0 0 0 0 0
minimal 1 0 0 0 0 ¢} 0 0
Intestine,duodenum
Number examined 6 1} 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Intestine, jejunum
Number examined 6 0 0 8 6 o] 0 4]
Not remarkable 6 0 0 6 6 0 0 6
Intestine,ilecum({Peyer’'s patch)
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Intestine,cecun
Number examined 6 0 .0 6 6 0 0 6
Not remarkable 5 0 0 6 6 0 0 6
Cell infiltration,mucosal 1 0 0 Q 0 0 0 0
minimal i 0 0 0 0 0 0 0
Intestine,colon
Number examined 3] 0 0 8 8 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Intestine,rectum
Number examined 6 0 [P 6 6 (o] 0 6
Not remarkable 6 0 0 6 6 0 0 6
Kidney
Number examined 6 0 0 6 6 0 1 6
Not remarkable 5 0 0 3 6 0 0 5

- : Not applicable
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Table 10-2 A 28-day oral toxicity study of paracetaldehyde in rats with a recovery period of 2 weeks
Histopathological findings (Day 28)

Organs Sex: M M M M F F F F
. . Dose(mg/kg): 4] 100 300 1000 0 100 300 1000
Findings Number: 6 8 6 8 6 6 6 6
Kidney (continued)
Cyst 0 0 0 1 0 0 0 0
minimal 0 0 0 1 [} (V) 0 0
Regeneration, tubular 1 0 0 2 0 0 1 1
minimal 1 0 0 2 0 4] 0 1
mild L 0 0 4] 0 0 0 1 0
Eosinophilic body,tubular cell 1 o] 0 2 0 0 0 0
minimal . 1 0 0 2 0 0 0 0
Liver
Number examined 6 8 6 4] [:] 6 6 6
Not remarkable 0 1 3 0 0 1 1 1
Vacuolation, hepatocyte,periportal [ 4 2 1 5 3 4 4
minimal 5 4 2 1 3 3 3 3
mild 1 0 [¢] 0 2 (4] 1 1
Microgranuloma 1 1 0 2 4 4 4 4
minimal 1 1 0 2 3 4 4 4
mi . 0 0 0 0 1 0 0 Q
Hypertrophy.hepatocytic.central 0 0 1 5 0 0 0 3
minimal 0 0 1 2 0 0 0 3
mild 0 0 0 3 0 0 0 0
Lung(bronchus)
Number examined 6 0 1 6 8 0 0 6
Not remarkable 6 0 0 4 6 0 0 [}
Hemorrhage, focal V] 0 1 1 0 0 0 0
mild o] 0 1 1 0 0 0 0
Accumulation, foamy cell 0 0 0 1 0 0 0 0
minimal . 0 0 0 1 0 0 0 0
Lymph node,mesenteric
Number examined 6 0 0 [:] 8 -0 0 6
Not remarkable 6 0 0 8 -] 0 0 6
Lymph node, submandibular
Number examined <] o] 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Ovary
Number examined - - - - 6 0 0 6
Not remarkable - - - - 6 0 0 [
Parathyroid
Number examined 5 0 0 6 6 0 0 5
Not remarkable 5 0 0 3] 6 0 1] 5
No sample 1 0 0 0 0 "0 0 1
Pituitary
Number examined’ 6 0 0 6 6 0 0 6
Not remarkable 5 0 0 6 6 0 0 6
Cyst 1 0 0 0 0 0 0 4]
minimal 1 0 Q 4] Q Q Q Q
Prostate
Number examined 6 0 0 6 - - - -
Not remarkable 2 0 0 4 - - - -
Cell infiltration,interstitial 4 0 0 2 - - - ~
minimal 3 0 4] 2 - - - -
mild 1 0 0 0 - - - -
Sciatic nerve
Number examined 6 0 0 6 6 [} 0 6
Not remarkable 6 0 o] 6 6 0 0 6

- : Not applicable
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Table 10-3 A 28-day oral toxicity study of paracetaldehyde in rats with a recovery period of 2 weeks
Histopathological findings (Pay 28)

Organs Sex: M F
Dose(mg/kg) : (4] 100 300 1000 0 100 300 1000
Findings . Number: 6 6

Skeletal muscle,femoral
Number examined
Not remarkable
Spinal cord,thoracic
Number examined
Not remarkable
Spleen X
Number examined
Not remarkable
Hematopoiesis,extramedullary
minimal
Stomach
Number examined
Not remarkable
Erosion
minimal = = .
Thickening,limiting ridge
minimal
Testis
Number examined
Not remarkable
Thymus
Number examined
Not remarkable
Thyroid
Number examined
Not remarkable
Ectopic thymus
minimal
Cyst,ultimobranchial
minimal
Trachea
Number examined
Not remarkable
Urinary bladder
Number examined
Not remarkable
Uterus .
Number examined
Not remarkable
Cyst
minimal
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Table 10-4 A 28-day oral toxicity study of paracetaldehyde in rétsvwith a recovery period of 2 weeks
Histopathological findings (Week 2 of recovery) '

B-6057

Organs Sex: M F
L Dose(mg/kg): 0 1000 0 1000
Findings Number: 6 6
Liver
Number examined 6 8 6 6
Not remarkable 2 3 3 1
Vacuolation, hepatocyte,periportal 2 1 3 2
minimal 2 1 3 2
Microgranuloma 2 2 2 5
minimal 2 2 2 5
Stomach
Number examined 6 6 8 6
Not remarkable [ 6 4] 6
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2344-F ML ROFIRYYT ) Y ORETFEALERBRIEOERERAT
3-8, HREREERREREEKYL LT Salmonella typhimurium TA100,
TA1535, TA98, TA1537 35XV Escherichia coli WP2uvrA ZFV, S9 mix JERE

E(EEE) BIOHEE (RENEMEE) TTE7LA vFar—ra ki biTo
ke |

AR, AERREAR (FHEAR) OBR, HoLFHEEIRDSNIARERE
ARL L, EEEBIc BT TAL100 3 K U8 TA1535 T 31.3~10004g/7' L — b, TA98
B U TA1537 C 1.56~50,ug/ 7L — b, WP2uvzd Cid 62.5~2000g/7'L— b+ D
WHE (R 2), Tk, KEEHEETRWThOE#K L b 156~5000ug/ 7L — D
fE (A 2) TRELE.

SERIL 2 EEHL . 2OER, £TORKBY TREFELOFRII PP 5
¥, HRERIN=—ROMMIRBD Shid o k. HOEEHEICS>W\TIX, B
$TI TAL00 O 10004g/7L — b, TA1535 @ 500g/7 L — M BLE, TA98 BE Tk
TA1537 D 25 ug/7L— b Bk, BEPWP2uvzA D 2000ug/7L— FORET, ¥
7=, fNEREME(LEE Tl TA100, TA1535 B LT WP2uvzAd @ 2500 ug/7L— ML E,
TA98 35 & U TA1537 D 5000 g/ 7L — F ORI BTRD SNz, |
 UEORED S, REBEHT T, 23447 MO FOFIRIV T ) Y OM
BN T 5B TR E RS L M L. |

-1- Study No. 04-246

oo
No



(2) BRYHEABOHEMYE L& ICHRERI D= —HARNT 2 (FRMkEY).

3) 2Mich =2 ARROBER, SERERI D —HOEMICBEREIED SN D,
HU, BRRARKEEFIRD S NEVHAITBN T, BHEETTRRESR
CEBMEDED S hUTBRIE L HET B, o

B R
 HBE2EEEBLESE (R21-1, 2142, 2-2, 3-1-1, 3-1-2, 3-2 BLUE 1-1,
12, 1-8, 1-4, 15, 2-1, 2:2, 23, 2-4, 25), EEHEB X CRBEELEONTH
OBEY, HEHLETATOBEKCBOTERERI D = —#X, BHENRED 2 4
BRI LRI ok, BOEBHEIZDWTI, E#ETCIX TAI00 © 1000 ug/
7L —1, TA1535 @ 500ug/7 L — F AL, TA9S 3L T TA1537 D 254g/7 L — b
BLE, 3 & 'WP2uvrd 200018/ 7 L — F OFET, £ 7= , AABIEE(LHTId TA100,
TA1536 35 & Uf WP2uvzd @ 2500 /7 L — FBLE, TA9S B & 1% TA1537 5000 1
7L — L ORBTED SNk,
BENERCIISRT 5 (FHEHN) OREAOERERID - —MAADLN
7eo BUENBEICBWTEHL P RERERID Z-HOEM»EH S, ZORE
X, Zh2hBERT7—F (HNER) OBEAOBEEZRTIOTH k. £,
SUBRIC A, YE, MERE DU & 1° 89 mix B LK, MEOBAIE
Bohizrolk. Z0OM, ERMEBRYEORHSE, BRI<SBLIRDLIRH

Do

%
23447 NS RRFVAYYT x) Vs oW TRETRARRERIEOH RS
W2, MEERVIEREALERBEERL . ZORE, RBEELOS
Wb, 2TOEERE CRRERD D= —MOMINIED 5hah i,
RBEOFIMEIC OV, 2BICOEZRFRE DICENTHE I LIFBRAIN-.
UkdoT, ZEREHTCE 23,44 FhS FOFI RV 72 )V OBEF
SR BTSN L W Le,
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