224,468 8- NTXAFNIF

40— Female
80—
2 0 of—:_*:“_L”g
= @ g 2 8 v
-]
o 10~
N
X O —~~——  Control
o 0 A —— 100 me/ke
-:: O —— 300 make
= Male v — 1000 mzrkg
- 40—
=}
o v—3
P 3 0~ v v O___‘____,_ﬁ_,--o
/ g,—_—_-—'ﬂa
20|  B——==xF 2
10—
-4 I Administra%ﬁn period I___—jl !:' Recoveg{ period ——-!
8 15 22 28 1 8 14
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Fig 2 Food intake in rats administerd with 2,2, 4,4, 6,8, 8—heptamethylnopane for 23 days
4. FRIRE (@78 S B B THE MR TIL, 1000 me/kgft S DI

HEHRETEOBRETIE, 100mgkelEFHOMES LT
300 mg/kgf S HOEDHKFINTE YL HFHETS
B, ¥, 300mgkgl® SBEOME S X U000 mgkeg R 5
OHEOEFITTIRRILE D BRSSO, 20
fth, —4ROBITEH, ¥ Rk o) S =7
MTHY, RIEEPCESOEDLNEHD Ho A
WS FOREEIED DV ITRHE R R L
B EEESRONTHEIRELLERALN 2P
feo Zods, R, W&, BEE, 8. pHICIHEELNR
BrHBRWERSBOMIFTLvERLZL WTFLOME
Iz BWT S, ¥E i, ARmER, HEB X MR
mHRER Lo,

Mg BRI TR ORE T, 1000 mykeft S HOH
DIE TS & M ISABETH 2, BOWRD
1B TSI IL AL 2oz —H., BRI EEL
1000 mekgiX 5-BOMT, RE. LE, REE. £5H.
PHICE L Vi<, $7, &H. 7 by, sog)
J =y #ERBIULEMBONBEEIED 2 VISR
AMENTERRS b o, BB, wThoM
ElIoBWT b, RILEE. PSS K CFREIRKIGEAES L
75’97“:«:

5. [M&RFMRE (Tabie 1-1~1-3)

LEHER THOBRETE, 300mgkei% 5 FF 0 ORIR
FRILERIE S FH B L. 1000 mefkpie 5 HFOHET
E S A B NI« I Sl 7 B by i 3 ol N o Al A
F YRR A EREENES B ILE, FOMBORAEE
TlE, WSEEATERNE L BB H RS HOBIZ B 22 ER
Hehdhol,

29

o7y EriiE L EERS POy K TFATF
VI B RN A L LAY, I SR TREC
Bt ae, FOREISEEINLZENCS 2, &0
b, M/MESESE BN L A5, 2 ooEEHE T
. AR X 1000 mgkek S REOMICHEE L EILER
SLNLEhol,

6. IBEH{CFNRE (Table 2-1~2-3)

P B FrEoRE T, BIESRBLILET L L.
MY S { FEEEAN00 mekeiR S5-I OME TR BICIE
L. 3003 & 01000 mg/keiX S H OB TRABIETL
Pmo F 7o, IEERY VHREELL, 300mgkelE S EEOMTHE
WAL, 10035 X 08300 mg/kgdt 5B oM T A BIE
TL7e 610, GPTIEEI. 1000 mgkgiZ FEEDHE T
AECEFL, 207 LBES XUERFREIL, 1000
mekelt GENVETOENIFERIET L, 200
T T, AR - B IS ROMCAEAIR

RBobiikdrols,

BI{E A BB THED R TIZ. 1000 mgfkglx SR OKE
TAGHDHEILF L. 1000 mg/keis 55 O H TLDHIE
BAEZIC LY L. FobodEE T, SEREE
21000 mg/kels F ORI EEZERBOLN LD 0 1
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Table 1-1 Hematological findings in rats administered with 2,2,4,4,6,8,8-heptamethyinonane for 28 days

eee i Redbloodcells e e e
Sex Group Count  Hemoglobin Hematocrit MCV MCH MCHC - Reticulocyte
10YmmYy  (g/dh (%) (#? (pg) (%) (%)
&) (5} {5 (5) (3) - (5) (5)
Control 638 13.4 37.7 59.2 21,0 354 2.1
+34 +0.7 +1.9 *+1.3 0.5 0.6 +0.7
G 4 ) 4) C)] )] (5)
100 mg/ke 657 13.8 384 58.5 210 359 1.9
+54 +1.0 27 +1.5 +0.5 +0.1 +0.7
Female
(5) (3) (5 (5) (5} (5) (3)
300 mg/kg 603 13.0 36.0 50.2 214 361 2.2
29 =0.7 *1.7 +1.0 0.5 *+0.6 09
(5) (5) (5) (5) (5) (5) &)
1000 mg/kg 638 13.6 317 59.1 21.3 36.0 L7
+59 =1.1 +34 +1.2 +0.6 +04 +0.6
(5 (5) 5) 5) (5 (5} (5
Control . 683 14.3 414 60.6 209 344 31
*4j *1.2 +238 +0.6 x0.5 0.7 +0.3
(5} (5) (3) (5) (5) (5} (5}
100 mg/kg 662 141 40.1 60.6 21.3 35.2 24
+40 =09 +i8 +1.6 +0.7 +0.9 0.3
Male .
(53 (5) (3) 3 (5) (5) (5)
300 mgikg 635 13.5 389 61.3 21.3 348 2.2%
+24 0.6 +12 +0.5 +0.3 +0.7 +0.2
3) (5) (5} 5) (5) (5} (5)
1000 mgfkg 630 13.4 384 51.0 21.3 349 2.3
+12 =0.6 +0.7 +1.4 +0.8 +0.38 +0.9
Parameter : Mean = S.D. *: Significantly different from control, p < 0.05

() :N
Table 1-2 Hematological findings in rats administered with 2,2,4,4,6,8,8-heptamethylnonane for 28 days

White blood cells Platelet
i mtanra . —— him e — PR - . r———— PT AP’I“T
Sex Group Count —- - — -———— Differentiation (%) ————— - -~ Count '
(x10¥%¥mm*) Band Segs. Eos. Basu. Mono. Lymph. (x10%mm?® (sec) (sec)
(5 (5) (5) (3) (5) 5 (5) (3) () (5)
Control 50 0 12 0 [ 1 87 114.9 154 21.8
+20 +0 +10 *1 0 +1 *=11 +14.7 +1.1 +1.9
@) (5 (3) () (5) 5} 5 @ (5) (5)
100 mg/kg 45 0 8 i 0 1 90 106.9 15.2 21.3
+13 +0 +6 +1 +0 40 +5 +£21.5 +0.8 +0.7
Female '
(5} (5) (5) (3) (5) (5) ) &3] (5) (5
300 mgrkg 47 0 6 1 0 1 92 106.6 158 221
+12 +0 +1 *1 +0 *1 +3 +47 +1.7 +2.0
(5) (5) ) (3) (5) &) (%) (5) (3) (5)
1000 mgrkg 44 0 Il 0 4] 2 87 105.9 17.0 234
...................................... Ti7 A0 k6 kL k0 F2 7 400 #25 L3
(5} (&) (%) {(5) (5) () (5) (5> (5) (3
Control 69 0 8 0 0 1 90 110.5 22.0 27.8
+10 +0 +5 +06 +0 +2 *5 +15.3 +1.7 +1.5
(5) (5 (3} (5) 6} (5} (9) (5) () (5)
100 mg/kg 64 0 10 0 1] 2 88 106.7 26.3 29.7
+27 0 +6 +i +{ +2 +7 *12.5 +32 *1.6
Male
(5) (3) (5) (3) (5) &) (5) (5) (5 (5)
300 mglkg 79 0 6 0 0 1 93 1255 25.9 302
+27 =0 +2 +0 +0 +1 +2 +16.7 *3.8 +2.2
(5) (5) (5) 5 (5) 5 (5 (5) (5) )
1000 mg/kg 84 4] 20 4] 0 i 79 121.0  37.3%%  34.5%*
=23 +0 +28 +0 +0 *1 27 +6.6 £6.6 4.1
Parameter : Mean £ S.D. #* : Significantly different from controf, p < (.01
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Table 1-3 Hematological findings in rats after 14 days withdrawal following administration of 2,2,4,4,6,8,8-heptamethyinonane

2,2,4,4,6,8, 8*—/\7"'51'2(5‘-»/:!‘/

for 28 days
O, Red bloud cells e
Sex Group Count  Hemoglobin Hematocrit  MCV MCH MCHC Reticulocyte
(xlO*/mm‘) (g/di) (%) (#h (pgd (%) (%)
(5) (5 (5) (5) (5) (3) )
Control 746 15.0 43.5 58.3 0.2 34.6 1.8
+48 *1.0 +3.1 +2.0 +0.6 +0.7 +04
Female
(3) (3 {3 (3) (5) (5) &)
1000 mg/kg 720 147 42.7 56.2 20.5 34.6 1.6
*15 +04 +14 +1.2 +0.5 =07 +04
. ) (5) (5) G e B &)
Control 739 [s.1 4316 3990 20.4 34.6 1.7
+40 =07 +2.0 +1.8 +0.8 +04 04
Male
(3 (3) (5) (5 (5) (5) 5)
1000 mg/kg 731 4.9 43.6 50.8 204 341 1.9
+44 +0.5 +14 +20 +40.5 +04 +0.7
White blood cells P]atelet
———— A r——— = - ———r ——— — . — e — Fr AP'I"I‘
Sex Group Counf - ——--- - ——- - Differentiation (%) ~——- - =~ Count
(xIO *fmm?®) Band Segs. Eos. Baso. Mom). Lymph (xlO‘/mm’) {sec) (sec)
(5 (5) (5) (3) (3) (5) (5) (3) (5) (5)
Control 81 0 7 0 0 108.7 16.0 230
+33 *0 x2 &0 +0 +] i-z +l] 0 x09 *15
Female
{3 (3) (3) (5) (5) (3) (3) (3) (3) (3)
1000 mg/kg 68 0 7 0 0 i 91 108.4 15.1 22.1
+24 *0 +3 +1 =0 *1 +6 *8.0 +0.5 +1.2
ETTTE) e ) & (5) ........ N R . 5.) . & &
Control 77 0 7 H 0 2 90 102,7 22,5 284
439 =0 *3 b | =] +1 +4 +9.3 *1.7 1.2
Maie
(5) (5) (5} (5 (&) 5y &)} (5) (5} (5)
1000 mg/kg 85 0 9 I 0 2 a9 118.3%  26.4%* 31.7*
k19 +0 %5 +1 = =t] +2 +6 +5.0 +1.5 +29
Parameter : Mean * S.D. Slgmi“ cantly different from control, p < 0.03
: . Significantly different from conwol, p<0.01
Table 2-1 Biochemical findings in rats administered with 2,2,4.4,6,8,8-heptamethylnonane for 28 days
Total Albumin AlG BUN Creatinine  Glucose Total Tri- Inorg.
Sex Group protein ratio cholestero!  glyceride phos.
gy b (mgfdl)  (mg/di) ((mg/dly  (mg/dh) (mgfdl)  (mglah)
(5) 5 (5) (5) (5 (5) 6] (5) (5)
Control 5.3 31 1.38 20 0.7 112 43 29
+0.3 =0.2 +0.23 +3 +0.0 +17 +9 4 :I:() 5
(5} (3) (3) (5 &) (5} (5 5 (3
100 mg/kg 5.4 3.2 1.52 19 0.7 13 61 41* 7.4
£0.2 +4Q.1 +4Q.16 +2 0. +21 +*5 *9 +0.6
Female r
(3) (5) (5) (5) 3 (3) (5} (5) (5)
300 me/fkg 5.3 3.0 1,34 17 0.6 i10 58 34 7.8%
*+0.3 +0.2 *0.08 +2 +0.0 112 *5 +10 *+0.6
(3) (5) (5) (%) (&) (5) (5) (5} (5)
10060 meg/kg 5.1 3.1 1.49 18 0.7 100 54 26 6.9
+03 +4.2 *0.23 +3 0.1 *11 *16 +6 *1.1
) @ e e Jo) (5) (5) )
Coniro} 52 2% 1.21 14 0.6 . 128 49 64 8.2
*0.2 +0.2 +0.09 +2 +0.0 +38 +i1 +18 +0.6
(3) &) &) (5) 33 (53 (3) (3) (3}
100 mgrkg 4.8 2.8 1.33 13 0.5 119 41 44 6.9%
+0.8 +0.7 +0.31 T4 +{.1 *26 *6 x5 +09
Male
(3} 5) ) (5) (5} 5} (5) (3} (5)
300 mg/kg 5.1 2.9 1.33 15 0.6 128 45 30%* 6.8%%
+0.1 +0.1 +0.07 +2 0.0 +20 +I1 +5 +0.6
(5) (5) (5) (5 (&) 63 5) (3) (5)
1000 mgikg 5.2 2.9 1,25 I1 0.6 113 38 37%x
+0.3 +0.2 +0.08 +4 0.0 +21 *6 +5 :tO3

Parameler : Mean £ S.D.

() :N

e

: Significantly different from contral, p < .05
ik Significgl‘ly different from control, p <0.01
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Table 2-2 Biochemical findings in rats administered with 2,2,4,4,6,8,8-heptamethylnonane for 28 days

Ca Na K Cl Alkaline LDH GPT GOT y -GTP
Sex Group phosphatase
- {(mg/dl) (mBq/ly  (mEg/)  (mEg/) UM s (umn um um
3 (5} (3) (5) (5) (3 (3) (3) (5)
Control 8.3 139.7 4,11 104.7 239 136 20 69 0
+0.4 +1.5 +0.27 +23 +42 +14 44 +22 +1
(5) (5) 5] (3) (3) (5 (5) (5 (5)
[00 mgke 2.9 138.2 499 102.6 210 178 21 6l 0
+0.1 +24 +1.55 +0.7 +51 +58 +3 +9 +1
Female
(3) (3 (3) (5} (5) & (5} (5) (3}
300 mg/kg 9.0 140.4 401 103.8 196 100 16 53 1
+0.2 +1.1 +0.28 +0.9 *22 T 16 +3 +7 +1
(&) (5) (3) (3) 5 (5) (5) (5) (5
1000 mg/kg 3.8 139.8 3.88 102.9 215 158 30 67 1
0.5 +1.8 +0.60 1.7 +43 +32 +4 x5 x1
& ©® @ ® G & e ® )
Control 8.8 141.3 3.03 103.3 371 128 26 59 0
+0.1 +0.9 +0.49 =10 +82 23 +7 6 0
(5) (5) (3) {5} (3} (5) (3) (3 (3)
100 mgfkg 84 [384 383 100.5 357 136 22 55 0
, +1.5 +7.0 +0.27 +4.3 +77 +76 +4 +35 +0
Male
(5) (5 (5) (5) (5) (5)° {5) 5 (3)
300 mgficg 3.9 140.6 3.67 1024 357 127 25 o0 ¢
+0.2 +0.9 +0.07 0.5 +67 +16 +4 +4 +0
)] (3) (3) (5 (5) &) 3 (5) (5)
1000 mg/kg 9.0 1411 350 100.8* 347 193 30 59 0
+0.3 +0.6 *0.09 +0.6 +53 +33 +1 +2 +0
Parameter : Mean = S.D. * : Significantly different from control, p < 0.05
() : N ¥ + Sjenificantly different from control, p< 0.01
Table 2-3 Biochemical findings in rats after 14 days withdrawal following administration of 2,2.4,4,6,8,8-heptamethylnonane for
28 days
Total Albumin AJG BUN Creatinine  Glucose Total Tri- Inorg.
Sex Group prolein ratio cholesterol  glyceride phos.
(gidh (g/dly {mg/dr) (mg/d!) (mg/dt) (mg/dl) (mg/dl) (mg/db
(5) 5 (3) (5) (3) (5) (3) (5) (5)
Control 3.6 3.2 1.35 17 0.7 125 59 59 5.7
£0.2 +0,1 +0,05 +2 +0.1 =18 +7 +33 +0.6
Female
(5) (5) (5) (5), (5) (3) (5) (5) (5)
1000 mg/kg 54 3.0 1.25% 19 0.6 119 57 40 6.0
+04 0.2 +Q0.03 *2 0.1 +23 +11 +21 +0.7
(5) & ©® G ) (5) o) (5) (5)
Control 54 2.8 1.04 18 0.6 130 48 64 7.1
: +0.2 0.2 =014 32 +0.1 +14 10 +21 +0.8
Male
(5 (5) (3) (5) (5) (3) ) &) (3)
1000 mgrkg 5.5 2.7 0.97 19 0.7 146 60 56 7.3
+0.3 *0.1 +0.04 +2 +0.0 +1i2 =20 +17 =08
Ca Na K Cl Alkaline LDH GPT GOT v -GTP
Sex CGroup phosphatase
{mg/dl) (mEq/1) (mEq/) (mEg/) (U wm {um Uny un
(5) (5 (3} (5 (5} &) 3 (5) (5)
Control 8.7 139.2 3,99 103.7 132 114 18 51 0
+0.2 +0.9 +0.22 +0.7 +20 +=13 +1 +5 +0
Female
(5) (3 (5) (5) (5) (5 (5 (5 (5
1000 mg/kg 3.8 135.7 3,86 104.1 [65 112 21 55 0
+0.3 *+1.0 +0.39 +14 +31 +14 +5 =6 +1
) (5) ©) O) ®) ©) ®) )
Control 8.9 141.8 3.88 104.7 260 132 32 64 1
+0.2 0.6 +=0.17 +1.8 +29 +36 +6 +9 *1
Male
(3) (5) (3 {5} (3 =) (5) (3) (&)
1000 mg/kg 9.0 141.7 3.83 1042 258 313%* 49 83 0
' +0.2 +0.8 =017 +1.0 +4] +134 +39 +24 +1

Parameier @ Mean % S.D,
() : N

* : Significantly different from control, p <0.05
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7. RIEFAOERE

1) 2#EBEEE (Table 3-1~3-3)

R TREORIEF T, 1003 X 07300 mg/keix 5-
BEOM TROBH ERSGEICERNL 20 72, 300mg/
kelX FEEOMETIE, IFROMT S8, 300 mykell 55
DT, MO ESFELENENL ., 1000 mg/
kgt SEEOME#EE b, IFMOMBT RS L UHEfERDT
KEIZHINLE, ZTOMOBECOTIE, SRR
LR IS RO ERS L RN ERE VA
EERdEHeN o,

4R AER R T RS OSRE TId . 1000 mgkgiX SO
HEThROESER L IO ESATFEICEINL 2,
FOMDEFTIToWTIL, EFEATIERE & 1000 mgkelt 5
BROBMICGESERB I UHNERL LEFZRED LR
doiz,

2y HIRFRR
RS HMETHD X COERBY M THS#EAE B
2. BEDERSICERYT A L ELN A RENELILE

2,2,4,4,6,8,8—~NTEAFIN/F>

3) #B#FAETR (Table 4-1~4-3)

SRR TNEISBAITIZ, 1000 mpkedt S HOME S
AfA L 300 mp/kgdR SR O MO IR ORI . AEGLLERET
RO MEIRY & 5L, 1000 mg/kglR SHEDBED 1B TIZ,
FHlfRoBE A Mb L, T, AENEELED
£FTE/MNER AR OREEE. ARFROR
ARG, FOREHEES L NITOREICH
BEFMEED AL o i, TOM, FEoELE L
T, 300 mg/kglk - OB TFIC RO IR O IETS
EYED S B, 100 mgkglt S HEOBO 1IN MATED &
ite DEETIX, 1000mekett S OHED LIS LEHER
OEWNRDH G, BETE, SERBEOMES &
TF1000 mg/kgd® FHEDOMED 17 v L3FIC B RAIE D,
BT BEEOWEO 1512 ZodnEA®, 1000 mgked 5-5F
DROIGHFET O REAT, BB L U100 mgke
HS5HEOED % L2 IZeosinophilic bodyd*-F 1L Z1LgE
B e, BT, SRS L U000 mgkeit &
DM S Em A A B, WEEL b REOEz
R FOILEFED G, MEMCRENER
Hbitkidror, BIT T, BEMERES X 051000 my

Hohihdholz, etk 5B ELRFRAON AP0,

Table 3-1 Organ weights in rats administered with 2,2,4.4,6,8,8-heptamethylnonane for 28 days
... Absolute orean weight
Sex Group Body weight  Brain Liver Kidneys Adrenals Ovaries/Testes
N B €3] (mg) {mg) {mg) (mg) {mg)
(5) (5} (5) (5 (3) (3)
Control 2039 17224 6381.4 1654.0 60.8 83.7
+=89 +74.5 +:478.2 +78.9 +2.5 +16.2
&) (5} (53 (5} (3} (5)
100 mg/kg 205.2 1816.4* 6915.8 1696.1 67.7 89.6
+i9.7 +68.8 +735.0 +174.5 +0.9 +9.6
Female
3y (5} (3} (5} (5) &)
300 mg/kg 2182 1825.7% 7160,5% 1845.5 67.9 93.9
+19.0 +24.8 +1191.4 +2589 +5.7 +10.5
(5} (3) (5 (5} & - )]
1600 mg/kg 204.1 17832 7790.5% 1793.8 654 8L.5
+959 +284 +395.0 +914 +6.6 +]13.1
(3) % (5) (5) (3) (5
Control 344.0 1914.9 1§535.0 2605.2 50.7 2868.7
+27.7 +26.0 =830.6 + 1471 +7.0 +260.4
(5) (5} (3) (5) (3) (5)
100 mg/kg 3285 1934.6 119839 26223 47.5 3002.8
+36.8 +61.9 +23127 +255.6 +5.0 +252
Male
(5) (3) &) (3) (5) (5)
300 mg/kg 337.0 1950.8 13437.5 2688.1 46.6 2789.0
+20.9 +108.9 +1144.4 +2220 +6.2 +148.5
(5) (5) (5} (5) (5} (5)
1000 mg/kg 337.8 1903.3 15083.3* 2790.6 49.0 2847.6
+28.6 +73.1 +2148.3 +155.6 +4.3 = 182.1

Parameter @ Mean % S.D. * ; Significantly different from conirol, p < 0.05

{3 +N
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Table 3-2 Organ weights in rats administered with 2,2,4,4,6,8.3-heptamethylnonane for 28 days

- Relative organ weight

Sex Graup Body weight  Bram  Liver Kidneys  Adrenals Ovaries/Testes
€3] {mg/g) (mg/g) (mgfg) (mg/g) (mg/g)
(3) (5 (3 (3) (5 (3
Conirol 2039 8.450 31.312 8.115 0.299 0413
+R.9 *0.264 +£2.250 +i).299 0017 +0.088
(5) 3) (5) (5) (3) )
100 mg/kg 205.2 8.897 33764 8.26% 0.332 0439
4197 +0.634 +2.842 +0438 +0.031 1050
Female
)] (3) (3) (5) (5) )
300 mg/kg 2182 8.413 35469 8.427 0312 0432
+190 10.642 +3.547 +0.484 0,018 =0.049
(5} (5) (3) (5) &) (3)
1000 mg/kg 204.1 8.753 38.192%* 8.804 0.321 0.399
+96.9 +(.434 +1.784 +0.620 +0.026 +0.054
® ‘& e e ®
Control 3440 5.598 33573 7.612 0.148 8.335
+27.7 +0.485 +1.201 +0.721 +0.017 +0.170
(5} (5) (5} &) 5 (5)
100 mgfkg 3285 5936 36.320 R.012 0.145 9.226
Mal +36.8 +0.551 +4.254 +0.672 +0.016 +0.969
ale
(5) (3) (5} (5} () (3)
300 mg/kg 3370 5.802 390,842* 7.972 0.139 8.302
+20.9 +0.435 +1.753 +(.351 +0.016 +0.714
(5) (5) (5) (3) (5 5)
1000 mg/kg 337.8 5.653 44.,540%* 8.293 0.146 8.458
+28.6 +0.277 +£3.701 +0.622 +0.024 =0.616
Parameter : Mean £ SD. *: Significantly different from control, p<0.03
() : N *# : Significantly different from control, p < 0.01

Table 3-3 Organ weights in rats after 14 days withdrawal following administration of 2,2,4.4,6,8,3-
~ heptamethylnonane for 28 days

Absplute organ weight _ S .

Sex Group Body weight  Brain “Liver Kidneys  Adrenals Ovaries/Testes
o (2 (mg) (mg) (mg) {mg} {mg)
&) (53 (3) (3 (5) (5}
Control 237.2 17755 6953.8 [723.6 709 86.7
9.5 +81.6 +628.5 1100 +123 =11.6
Female
. (5} (5) (5} (5) (5) &)
1000 mg/kg 228.3 1843.4 6776.0 1809.5 66.1 88.1
+14.7 +223 +737.5 1523 *59 *4.7
(5} (5) (3) 3 (5) (5)
Control 398.0 2006.9 12042.3 28922 48.8 33148
+41.3 +70.3 +2074.7 +23834 +6.6 +238.5
Male (3) () (3) (5) (5) 3)
1000 mg/kg 4243 2138, 1%* 14821.0 3034.0 50.2 3114.0
=244 +438 +21533 +2435 +6.9 1773
Relativeoreatiweight . _
Sex Group Body weight  Brain Liver Kidneys  Adrenals Ovaries/Testes
(g} (mg/g) (mg/g) (mg/g) (mg/g) {mgfz)
(5) (3) (5) (3) (5) (5)
Control 237.2 7.493 20,290 7.278 0.299 0.366
+9.5 +0406 +1.890 +0.576 +0.047 +0.049
Female .
(5) (5) (5) (3> (5) (3)
1000 mg/kg 228.3 8.009 29.635 7.951 (.290 0.386
+147 +0.470 +1.665 +0.521 +0.020 +0.009
(5) 5y ) (5) ) (5)
Controt 398.0. 5.075 30.093 7.290 2,125 8.434
=413 +0.398 +2214 +().595 £0.025 *1.334
Male
(5) (5) (5) (5) (5) (3)
1000 me/kg 424.3 5.052 34.852% 7.148 0.118 7.356
244 £0.297 +3918 +0.360 +0.010 +0.542

Parameter : Mean £ S.D.
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*: Significantly different from control, p < 0.05
*# . Significantly different from control, p < 0.01



Table 4-1 Histopatholegical findings in female rats administered with 2,2.4,4,6,8,8-heptamethylnonane for 28 days

2,2,4,4,6,8,8—"NTHaXFLIFL

Group
Grade

(Heart)
myocardial degeneration 5
(Liver)
swelling of hepatocyle
focus of necrosis
fatty change in peripheral zone
fatty change in central zone
nodular fatty change
microgranuloma
hemoerrhage
(Kidneys)
regenerated tubule
dilated pelvis
calculi
cosinophilic body .
(Spleen)
brown pigment
extramedullary hematopoiesis
(Adrenals)
abnommality 5
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- Negative, & Slight, + Moderate, ++ Marked, +++ Severe

Table 4-2 Histopathological findings in male rats administered with 2,2 4,4,6,8,8-heptamethylnonane for 28 days

Group
Grade -

Conirol (n=5)
T+

100 mg/kg (n=5)

* + ++ 4t

(Heart)
miyocardial degeneration
(Liver)
swelling of hepatocyte
focus of necrosis
fatty change in peripherai zone
fatty change in central zone
nodular fatty change
microgramioma
hemorthage
(Kidneys)
regenerated tubule
dilated pelvis
caiculi
eosinophilic body
{Spleen)
brown pigment
extrameduilary hematopoiesis
(Adrenals)
abnormality 5

LT RN L YL Ly tn

oW

Cho—=ooOO <@

[ Re] j=R =N =RV

o

wm o oo o S—moouvmeo o=

0

_-ooo SCOoooooO o)

=R -

f=1 oo cCooC coOooooQ [

O o= lata

o=k oo

—_OoooooO

cCoCocoLoD

cCoocoooD

300 mg/kg (n=5)

h = o A o=l

£+ + et

WD D

o-—oocoCo

1000 mg/kg (n=5)

SCooCoooOo

oo OoO0

4

Wwthth W=t —d -

[=R¥]

4+

oo [= R ] SChAhOT RO

[=]

DD OO OoO— W [=3

B o

[

— o e B o SoCcooon =

<o

[ =1 f= =1 cCoDo DDOoCoD =1
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Table 4-3 Histopathological findings in rats after 14 days withdrawal

heptamethylnonane for 28 days

following administration of 2,2,4,4,6,8,8-

Sex
Group
Grade

(Liver)
swelling of hepatocyte
focus of necrosis
faity change in peripheral zone
fatty change in central zone
nedular fatty change
microgranuloma
hemorrhage
scar and pigmemation
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28 H DI GEM, 12 v LAEITH o DIk L, BB
W B S BE DR IZ 1000 mgkgfR SRETIX, 208 (S
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Correspondence : Imai, Kiyoshi
Hatano Research Institute, Food and Drug Safety
Center
729-5 QOchiai, Hadano-shi, Kanagawa, 257, Japan
Tel 81-463-82-4751  Fax 81-463-82-9627
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Reverse Mutation Test of 2,2,4,4,6,8,8-Heptamethylnonane on Bacteria
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Salmonella typhimurium TAI00. Salmonella typhimurium
TA1535, Salmonella iyphimurium TAY8. Salmonella
typhimurinm TA1537DABERITI975FI0A3IHIZT A Y

AERE, 707 4T REDB. N, Amesii L 655
%_' % ')‘%&j' f:o

Escherichia coli WP2uvrA$kiZ 1979455 9B B B{RE
MeEmnBoEEh o a5 258,

BEHIZ. —80CHL FrulERTEL 2. RABIREL T,
0. 5L F PU Y AERZ - )Y FTOR
(Difco) Z AN LFRIABECHEELERL, 37C,

IOBHRATESIR . ) Hi g L b OB RERTE L,

(B E)

2244688— T ¥ AFNL ) F (CAS No. 4390-04-9.
2,2,4,4,6,8,8-Heptamethylnonane) 1. 4§ 822645, Ik
E078, #i1240C. EEEROMMATH L. HE99.9%
DL (T b AU2, BEALE TERA SR
) 2 (H) UARbZLERES,SHE SN, HEY
Hit, RN TEETELLTRELL.

2244688— T ¥ AFNIF i, TR (Dv b
F% IDSR3251, MNHMETE ) A T50mgml
AL LY ICHR L%, BisRcHECAR2E VLT
FRUZLO%F, S nlREB BV,

REBORMIZE Y - T, BEFFERFICEVT2,244.688
—ANTERAFN S F DT rERhCOEEERER
AT o, BRETESERIZ BT 2 581 HIFRRT THEm &
Nh, FEARrHveEkRER BBl ey
5, MR BT L RERE d60mgml) BXFRIER
B (3mg/ml) O2BEIIOWTRR., EXEGTTER
Lo ZOHE, RBEIGEMIIBITLE3T L 7L OF
Ba g, FEgfEoTs (o) LT,
104%8 L T1I00%TH - 72, Zi6 ik, SO
EARE TN H o e (MR OWME FE#ED 90%E 1)
%Eﬁjf\: LT‘l‘fCo

o, RRBUCHVARBRERIC OV, SRIERR
EAT o 7oHT R, 50 me/mliF O ERIEEREI S L.
101 ~102%., 3.125 mg/mUIBTIZ2WTIE, 978~999%
Thole ¥ LT L2 TFHEC2%LTT
Hole INLOL ., HHRAOBEEREFIERFOL
# CEMERILEMENSsRE L) 2Bl L Twi,

L EOERNG, 2244688~ ~TTAFNJFVIXT
VB TTREETH Y, RN OERYE
OERRFREOBOHMNCS DL Z ERREE AT,

475



