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TABLE E1

Benzyltrimethylammonium' Chloride, NTP TOX 57

Summary of Repreductive Tissue Evaluations for Male Rats in the 13-Week Gavage Study
of Benzyltrimethylammonium Chleride®

Vehicle Control 25 mglkg 50 mg/kg 100 mglkg
n 10 10 10 10
Weights (g)
Necropsy body wt 338 + 9 3354 8 340+ 5 311 4 9%

L. Cauda epididymis
L. Epididymis
L. Testis

Spermatid measurements
Spermatid heads (107/g testis)
Spermatid heads (107 ftestis)
Spermatid count

(mean/10™ mL suspension)

Epididymal spermatozoal measurements
Motility (%)
Concentration
(10%g cauda epididymal tissue)

0.1660 + 0.0076
0.4933 4 0.0157
1.5400 + 0.0487

9.15 £ 0.42
13.98 + 0.56

69.90 3 2.78

84.66 £ 0.43"

427 £ 19

0.1633 4 0.0063
0.4944 + 0.0084
1.5126 + 0.0259

9.51 + 0.38
14.35 4 0.49

TL.75 £ 2.45

83.63 + 0.47

454 + 21

0.1607 £ 0.0056
0.4573 £ 0.0140
1.5180 + 0.0316

9.12 + 0,54
13.84 £ 0.83

65.18 + 4.16

83.32 + 0.47

460 + 17

0.1582 + 0.0078
0.4828 + 0.0149
1.4909 + 0.0441

9.36 £ 0.35
13.90 + 0.49

69.48 * 2.46

83.27 £ 0.40

409 o+ 36

n=§

TaBLE E2

*  Significantly different (P<(.03) from the vehicle control group by Duanett’s test
Data are presented as mean + standacd error, Differences from the vehicle control group are not significant by Dunnett’s test (lissue
weights) or Dunn’s test (spermatid and epididymal spermatozoal measurements).

Estrous Cycle Characterization for Female Rats in the 13-Week Gavage Study
of Benzyltrimethylammonium Chloride®

Vehicle Control 25 mg/kg 50 mg/kg 160 mg/kg

n 10 9 - 10 8
Necrapsy body wt {g) 190 + 3 193 + 3 b 192 4 4 187 £ 4
Estrous cycle length (days) 4,75 + 0.13 4.44 + 0.15 4.80 + 017 4.94 + 0.26
Estrous stages® (% of cycle)

Diestrus 42.5 36.1 38.3 37.5

Proestrus 14.2 20.4 17.5 18.8

Estrus 25.0 23.1 25.8 22.9

Metestrus 18.3 20.4 18.3 20.8

Necropsy body weight and estrous cycle length data are presented as mean + standard error. Differences from the vehicle control group
are not significant by Dunnett's test (necropsy body weight) or Dunn’s test {estrous cycle length).
Estrous cycle was longer than 12 days or unclear in one of nine animals.
Evidence shows that femalss administered 25 mg/kg differ significandy (Wilk's Criterion, P<0.05) from the vehicle control females in

the relative length of time spent in the estrous stages. Dosed females spent more time in proestrus and less fime in diestrus than the

vehicle control females,
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Benzyltrimethylammonium Chloride, NTP TOX 57

TABLE E3

Summary of Reproductive Tissue Evaluations for Male Mice in the 13-Week Gavage Study
of Benzyltrimethylammonivm Chloride®

Vehicle Control 25 mg/kg 50 mg/kg 100 mg/kg
n 10 10 9 9
Weights (g)
Necropsy body wi 34.9 + 0.7 34.5 £ 0.6 35.5 £ 0.7 339 £ 0.9

L. Cauda epididymis
L. Epididymis
L. Testis

Spermatid measuremenis
Spermatid heads (107lg testis)
Spermatid heads (iojftesﬁs)
Spermatid count

(mean/10™ mL suspension)

Epididymal spermatozoal measurements

Motility (%)
Concentration

(10%/g cauda epididymal tissue)

0.0175 £ 0.0008
0.0503 £ 0.0016
0.1106 £ 0.0044

15.90 + 0.34
176 £ 0.09

55.10  2.76

88.75 % 0.31

914 + 55

0.0167 + 0.0010
0.0470 £ 0.0016
0.1150 £ 0.0033

14.83 & 0.44
1.70 + 0.05

53.05 + 1.47

88.42 + 0.527

925 + 71

0.0173 1 0.0010
0.0514 + 0.0020
0.1180 + 0.0052

14.25 + 0.35%
1.69 £ 0.09

52.64 + 2.75

88.92 + 0.54

796 + 117

0.0174 4 0.0009
0.0486 + 0.0015
0.1184 + 0.0034

15.10 £ 0.49
1.78 + 0.07

55.78 £ 2.13

87.82 + 040

856 + 57

b =9

TABLE E4

*  Significantly different (P<0.05) from the vehicle control group by Dunnett's test
Data are presented as mean i standard error. Differences from the vehicle control group are not significant by Dunnett’s test (tissue
weights) or Dunn's test (spermatid heads per testis, spermatid count, and epididymal spermatozoal measurements).

Estrous Cycle Characterization for Female Mice in the 13-Week Gavage Study
. of Benzyltrimethylammonium Chleride®

Vehicle Control 25 mg/kg 50 mg/kg 100 mg/kg
n 10 10 10 g
Necropsy body wi (g} 29.1 £ 1.0 28.7 £ 0.9 29.2 £ 1.3 28.2 £ 0.9
Estrous cycle length (days) 4.00 + 0.00° 4.30 £ 0.13 4.61 + 0.44° 4.17 + 0.12
Estrous stages (% of cycle) ’
Diestrus 40.0 32.5 36.7 27.8
Proestrus 16.7 17.5 5.8 17.6
Estrus 22.5 29.2 26.7 30.6
Metestrus 20.8 20.8 20.8 24.1

Necropsy body weight and estrous cycle length data are presented as mean + standard error.  Differences from the vehicle control group

are not significant by Dunnett's test (necropsy body weight) or Dunn’s test (estrous cycle lengthy. By multivariate analysis of variance,
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dosed females do not differ significantly from the vehicle control {femazles in relative length of time spent in the estrous stages.
Estrous cycle was longer than 12 days or unclear in 3 of 10 animals.
Estrous cycie was longer than 12 days or unclear in 1 of 10 animals.



E-4

120

Benzyltrimethylammonium Chioride, NTP TOX 57




F-1

APPENDIX F
GENETIC TOXICOLOGY

TaBLE F1  Mutagenicity of Benzyltrimethylammonium Chloride in Salmonella typhimurium . . .. F-2
TABLE F2  Frequency of Micronuclei in Peripheral Blood Erythrocytes of Mice

Following Treatment with Benzyltrimethylammonium Chloride by Gavage

For 13 Weeks . .o v ittt ittt ettt et ttenreaear e, F-3
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F-2 Benzylirimethylammonium Chloride, NTP TOX 57

TABLE F1
Mutagenicity of Benzyltrimethylammonium Chloride in Salmonella typhimurium?

Revertants/plateb
Strain Dose -89 -+ hamster 89 +rat §9
(png/plate) Trial 1 Trial 2 10% 30% 10% 30%
TAL100 0 122 + 8.2 122 4+ 9.2 116 £ 7.0 119 + 11.0 8 4+ 6.6 147 + 9.6
100 119 + 12.7 128 & 3.7 102 + 1.2 130 + 4.9 105 + 7.1 128 4 7.1
333 115 + 6.9 118 £ 14.2 110 + 3.5 115 £ 9.0 89 + 6.9 128 + 3.4
1,000 116 + 117 116 + 8.2 107 + 8.1 113 £ 5.7 104 + 8.7 136 + 2.5
3,333 121 & 9.0° 122 + 2.4 95 &+ 3.0 135 + 2.5° 102 + 87 138 + 3.8
10,000 65 + 3.7° 104 + 4.4° 103 + 13.5° 109 + 6.4° 91 + 7.8 113 + 7.2°
Trial summary Negative Negative Negative Negative Negative Negative -
Positive t:v:u'nmld 1,389 + 22.6 1,485 % 4.8 1,125 4 21.5 2,231 + 357 1,883 & 33.0 702 4 16.7
TA1535 0 31 4 3.0 29 + 09 9 + 0.9 14 + 0.9 9 + L7 12 £23
100 29 £ 0.7 30 £ 1.0 11 + 3.8 8 4 10 10 + 1.9 13 + 0.0
333 25 1+ 0.9 26 + 4.4 13 £ 2.3 12 4+ 1.5 10 £ 1.5 15 +£ 2.0
1,000 28 + 1.5 37 £ 22 9 £ 1.2 10 + 1.7 11 + 0.7 11 + 0.7
3,333 28 + 3.0° 27 + 2.7 9 + 09 i2 £ 3.5 9 4 3.8 13 £ 1.2
10,000 22 + 4.8° 21 + 1.5° 9 + L1.5° 12 + 0.6 11 + 1.5° 11 + 2.3
Trial summary Negative Negative Negative Negative Negative Negative
Positive control 1,051 + 8.7 1,095 + 18.9 127 + 9.0 323 4 17.8 117 + 5.0 130 &+ 13.9
TAST7 0 104 + 34 121 + 3.5 140 4 4.1 170 + 8.3 113 3 9.7 181 & 5.5
100 113 + 7.0 110 + 74 143 + 0.3 158 + 8.8 126 + 12.1 181 + 4.2
333 99 + 0.9 114 + 3.6 144 + 8.0 156 + 1.9 124 + 3.5 155 + 9.2
1,000 112 + 8.3 128 + 5.5 139 &+ 6.9 165 1 6.1 133 + 5.3 168 + 11.1
3,333 95 + 2.1° 128 + 2.9 130 £ 7.1 152 + 6.0° 129 + 2.2 167 £ 6.4
10,000 92 + 5.2° 100 £ 5.6° 131 = 2.2° 172 + 7.8° 110 + 4.6° 174 + 12.8
Trial summary Negative Negative Negative Negative Negative Negative
Positive control 1,626 + 161.0 722 + 9.3 511 & 172 1,452 + 23.1 763 1+ 36.3 691 + 13.3
TA98 0 9 + 4. 16 + 0.6 39 4+ 2.6 35 + 2.7 32 + 5.5 31 4+ 58
100 14 4+ 1.5 14 £ 1.7 37 £ 3.4 27 + 4.4 31 + 1.2 29 + 0.9
333 16 + 2.1 19 4 4.1 32 + 3.2 31 £ 2.8 30 1 1.3 34 + 2.6
1,000 17 + 2.0 17 + 2.4 36 + 2.1 34 4 1.2 35 + L7 30 + 5.8
3,333 19 + 1.2 15 £ L5 33 + 5.5 30 + 3.5 38 + 22 35 £ 2.2
10,000 14 £ LO° 19 + 3.5° 34 + 1.2 28 + 1.8 31 + 3.8 36 + L.7°
Trial summary Negative Negative Negative Negative Negative Negative
Positive control 1,246 + 69.5 1,848 1+ 37.8 1,205 + 269 2210 &+ 28.6 1,401 + 30.6 659 + 32.9

2 Study was performed at Microbiological Associates, Inc. The detailed protocol and these data are presented in Zeiger of al. (1958).
0 pg/plate was the solvent control.
Revertanis are presented as mean + standard error from theee plares.

€ Slight toxicity
The pesitive controls in the absence of metabolic activation were sodium azide (TA100 and TA1535), 9-aminoacridine (TA%97), and
d-nitro-o-phenylenediamine (TA98). The positive contro] for metabolic activation with all strains was 2-aminoanthracene.
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Benzylirimethylammeonium Chloride, NTP TOX 57 -3
TABLE F2
Frequency of Micronuclei in Peripheral Blood Erythrocytes of Mice Following Treatment
with Benzylirimethylammonium Chloride by Gavage for 13 Weeks®
Number of Mice
Compound Dose with Erythrocytes Pairwise
(meg/kg) Scored Micronucleated NCEs/1,000 NCEs® P value®
Male
Water 10 3.7+ 0.6
Benzyltsimethylammonium chloride 12.5 10 2.5 +05 0.937
25 10 2.8 406 0.868
50 10 52109 0.056
100 9 6.6+ 1.1 0.003
P<0.001°
Female
Water 10 2.0+ 0.3
Benzyltrimethylammonium chloride 12.5 10 2.5+ 0.6 0.228
25 10 3.0 £ 0.3 0.078
50 10 3.9 4 0.3 0.007"
100 9 6.4 + 0.6 0.000
P<0.001

NCE=normochromatic erythrocyte
Mean + standard error

O A0 oo

Solvent control

Pairwise comparison to solvent control; significant at P<0.006 (ILS, 1990)

Study was performed at Integrated Laboratory Systems. The detailed protocol is presented in MacGregor et al. (1990).

Significance of micronucleated NCEs/1,000 NCEs tested by the one-tailed trend test, significant at P<0.025 (ILS, 1950)
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NTP TECHNICAL REPORTS ON TOXICITY STUDIES
PRINTED AS OF FEBRUARY 2000

Chemical
Hexachloro-1,3-butadiene
n-Hexane
Acetone
1,2-Dichloroethane
Cobalt Sulfate Heptahydrate
Pentachlorohenzens
1,2,4,5-Tetrachiorobenzene
D & C Yellow No. 11
o-Cresol, m-Cresol, and p-Cresol
Ethylbenzene
Antimony Potassinm Tartrate
Castor Oil
Trinitrofluorenone
p-Chloro-a, o, e-trifluorotoluene
t-Butyl Perbenzoate
Glyphosate
Black Newsprint Ink
Methyl Ethyl Ketone Peroxide
Formic Acid
Diethauolamine
2-Hydroxy-4-methoxybenzophenone
N, N-Dimethylformamide
o-Nitrotoluene, m-Nitrotoluene, and p-Nitrotoluene
1,6-Hexanediamine
Glutamldehyde
Ethylene Glycol Ethers
Riddelliine

TOX No.

28
9
30
31
32
33
34
35
36
37
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Chemical
Tetrachlorophthalic Anhydride
Cupric Sulfate
Dibutyl Phthalate
Isoprene
Methylene Bis(thiocyanate)
2-Chloronitrobenzene and 4-Chloronitrobenzene
1-Nitropyrene
Chemical Mixture of 25 Groandwater Contaminants
Pesticide/Fertilizer Mixtures
Sodium Cyanide
Sodivm Selenate and Sodium Selenite
Cadmium Oxide
B-Bromo-B-nitrostyrene . ,
1,3-Diphenylguanidine 4
0-, m-, and p-Chloroaniline
o-Nitrotoluene and o-Tolnidine Hydrochleride
Halogenated Ethanes
Cyclohexanone Oxime
Methyl Ethyl Ketoxime
Urethane
t-Butyl Alcchol
1,4-Butanediol
60-Hz Magnetic Fields
Chloral Hydrate
3.3',4.4'-Tetrachloroazobenzene
3,3 4.4'-Tetrachloroazoxybenzene



%ﬁ71y®35b%mmé
FASFE O 53 - R FE AR

Combined Repeat Dose and Reproductive/Developmental deicity
Screening Test of Thiophene by Oral Administration in Rats

=

F-# 7 = ¥(CAS No. 110-02-1 ; {1k, CHS ; &
FE, 4l i, SERICAFTIEFRETBATD
BRLEGWT, Nr¥rrAgeEAE LT, 4, B
RROLEEHRRRE B L UEEM R EOLEHEOPEE
LLTHELAERILTWAY, F4 70, £4, T
¥Hoahod, - LEOERPIbERESINT
WAEY, ERHRAESL, F4 7 vid, BEMCIR
FEATLAHEEIITEESFIERIL, BRRACER
HEERITL, KT HIBOREHICERZESRITTE
EXFREINTVEY, LDy EIE, BORSICBNT,

Fw b TIE 1400 mg/kg, T ATIE 420 mg/kg TH O,

<y AOEEANRS T100 me/ke, VY FOETH
571830 mg/kg THHY, F4 7 2 08000 ppm % 7
v MICIBMRAREST 2L, BEEWLFT 7200
16.3% 43, MEHEPLEININLEZ LPHLNIIERT
WL FF T2 rORABRFEICBITALDEW, T
v b T, 9500 mg/mi/Zhr & 2N TWEY, BOFERS S
NF 472 DHE3WIEEOE TIPS NS
A, FOMISFFR R s, T EE, S
ah, BT0O%ERF LSS LY. F4 7 2 X |,
AriE @+ b & 1 — 4 P450 mono-oxigenases (2 & B, K
BTFHOFEFRAKIISAI T I YA T 5 -0 807,
IhAFROBEE L ERTLI I EY, BL, ¥4 7=
YERESTD EANOBMMBABRES D Vv
FREEZITWL. RABOREIZOWTIE, Jv biC
HLTEUAREF21~9» BEAER L -REFD
0, BiBLUREICEED, LEICIEEELRN oS
A=A, T, BRICEEEROBNSENLELER
ENHZEHREShTVWEY. Lil, EOFSICE
HRERGEFEHIIOWTIEIFE S LTy, EREELE
HFHECHE LT, F4 7z B FERICEELRIZT
T EMRE SR T AL, EREIEGEIC R T BRI
flis T, REREETIE, OECD I & LZERFE{LED
HOEEWSHRIGLIBUAEFED-BLLTFA
7 rO0(BEMER), 25, 10038 X 07400 mg/keg %
Sprague-Dawley 27 v b (CrjCD} DI (& 1305/ #)
CARRRZEED LU RSB 2AMEDRSL, 26
WCHET B M T 2, MR B L
THREETIE T TR LHEL THEMI T AR
B SHEL L UEEED T &6 IR IR D FEE - 5
FICRIZTHEIODWIRE L.

FOHER, BT, 100mg/ke DlEDEFSER, 5
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Hiz, FOEIDEYEL E—FRERZTE S, 400
mg/kgf Sl XY, BSBEDMCBRICEEES
I OB ERE MG LA, RS RARCENR L SE
EARLICH, REBREEEICR S, 5378
S L/CRRBETIE, pHOREAWMELRL .

2B FiEx EHOBR T, 100 mg/kg L Lok 5 &

AC L D AAFERLECTFBRIEAIR L, v a7 7 - U

gHEL, FEEShEEEEMLL, 3512, 400
mg/kg T EIZ L G, ANER Lo MR, AZESD
L O AR E B EALE L U ERIESHED 5
h, REVVEVBESITRIVATFTO-VEELS
IZFIstsae OIRE L 2 2 SEBREE/ BELTL,
100 mg/kgh L5 BOF4 7 2 Vid, FEEEER

L7z, 7, 400 me/kegd® 52k b, ANMBEAAIROE
RS 5 VIBRALFICERE S h, 400 mg/kg DS
BOFZF 7L, MRICHTABELRERSELS.
ROy, 100 ma/kg L EOIRSRTE TR
THEBEBLIUTAAN T A7 7 ¥ —¥iEENET
L, i) igEHs RS L Zolid, 100 meikghl
LOEEH LBV (EREELFRERMELSEML, 400
mg/kg % 5-12 & 1) eosinophilic body 4% 210 L /=45,
THEORE T RITENNGTFOLN Lo 4. 400
mg/kgBERIIBTHREBEENFET LAY, HEM
BENAFURD Mo FOMOFEEF+ 7
Iy OEEREFRETLAEEEDONT, 25 mg/kg®
BEEOFF 7 2 L ERIED o7,

M T, 100 mg/kg Bl EOIRE 2L, REHRICEF
DA D EEh P-fiRE e T e, 400 me/kgiRS
(& DIRE R L OREEMT 5 HE i — @i
WEIL, EEERAEERL, 1613%5 8 H ICHrEREE
R r RS AYAL oF- 1L A DA

EHEF ORI, 100 mg/kgll EDEREI2LY, &
{LOHFEICEEEEH L DIDO, 400 mg/ketR 51259
HofwmizERshin b REOpABEEsh, FE
ERMAEEELIEMLE. £, Do iR
100 mg/kg LA L D58 CBE S, 400 me/ kg5
Tk, KEOREZEERELCZORENFELZDHLN
i, eI kb, 100 mg/kgbl Lotk SR, A
WELUDHICEEL 52 5B RETHLEEZL SR
A, ThooEE, HEERRFICLEESIN, R5H
B aRa o, I, SEAOZHRRIELLD
WLTLhIEBESh T/ 100 meikg b LofE5ic &
DREE LR OERESFEREICEML, 400 mg/kgdk
SRIBWIEREERLGFEEIESEEzR L. ot
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FEE5=E - £RREESEHSER

DBEBEICFA 7 roFEEreTsEtizsZvshn
T, 20 mg/kgDHEEEOFA 7 2 VIZEEREEDS
o,

—F, SESREEEICELTE, 400 ma/ke ¥ TOHK
S8, KB, #BLUZHCESRERE R o7,
T, FA 72 BRSIIERT I SNEERVTAORE
SO R4 LA L, 100 mg/kgll ED
BEBROMNNCERFEL O B0 E {2, WEIT
BB, WIOETAHEH 6N, 100 me/kell Lo
WwEEL, BEHOWEIREICEEYRIITEEETD
HrEZILNRE,

HERADWROEFER EEcEFA+ 7o 50
FEBTDH LN h o 8, 400 meg/keik 5B BT,
HERBLUBEFL4BOEE, 26 FLHERD4AD
EFFE AR DI ERD bR, 100 me/kg LT O
SBII5F 7 0 ESOPEIRLHLRY, T4 Tz
HEICEALABEEF IV ThofsBicbBEs R
B 7z, ‘ ‘

INEDILhLRBEBEST TR, 7472v0R
BHREBHUBE T2 EZE 23, MHEE D225
mg/kg/day T ), EEFLFHIIET 2EHEEREG,
HETiE, 400 mg/kg/day, METIX, 25 mg/ke/day, FrE
IBTE100 mg/keg/day TH B LR ENS.

Ak
1. {HERE '

FA 7y (Oy MFES, FG301(RERLETE®
M, 98%(wt%) ; AHH, THA) i, KRB Ta
25, FLOBEMICERT L, REEETAEDEHR
DHWETH L, REBWE S, FHET CHERGETT
BEL, a—rdAn (T MES, VIK5052 (45
AFAZ) ) IHERELT, WwIhoBgitEwThln
OIS HEEHF S mi/kgic b LS LERTRAEL, 5
e L7 5ad, EiR, ERESTOREL, R
HBSHDPNCHRE L. HSEPOBERMEL, =R,
EREHT AL ELSAMEETSH Y, BpAETE
ATITHERFLCLF+ 7z FBEEE LSS, 3
f:, WRALAREEICIEZEEENF 4 72 v EH
SNTWiZ EFEEEL.

2. {EHEMNS L UET ST

BERICTH, MEHEL b 7THEICTH AL A Sprague-
Dawley2 7 » k (Crj:CD, SPF) #{#H L /-, 8L,
AMHB BN, B BELERTTFHAT L, —iFR
BIIRAEFEDON o O RBRCH L (Be
WERAREST - #2774~ 3282 g, BE207.1~224.7¢g).

£EMnid, IBE24 +1°C, EEESS = 5%, BAO
B 1o[E /RERE, DR I2FRR (FRE TR~ TR TRE) 104
GHHRESNLFATRET, ERESHE - (AR -
UHENCELTATL, BEARCAL, AR
LY B LUKEKRSERCERSSL, EIRISALE
ORI, ATy - VORICEBEFRTETRE, K

322

BéE LOAREF Yy T (RIA T L—2% BERFr—0
A-UN=)FEETEALL ERLAER, ABLT
REICIRBRIIFEL R WHREDE L SN L RANIE
ot

3. BEAUE

MEHEE D MEFEE B OEEL O LICHESNR{LEES
MEEICEC TR L, I 2EE 13 cHEL
FAN

4. BE5E, BHER, BRSNS LCHRESE

F4 7z OFSRE, KELTT TPHRRBROZERES
£FEI225, 1003 £ 7400 me/kg & L7-. #5HEE,
SHEBL b5 mi/kgk L, HEHOT v F Ik, 747
LVOBEE L — v F AL EFF 7 o5 REE
— I THRE L. SASORSHBER, BodLT
VEZTELET 14 B RS & ACERMAN 14 AR B & USRS ER R T
BI4BMOERR4ZER, T/, Mo L TId3eEeT 14
HEEREIBEOREEES (KB 3 T) 2o s
BT ITEPME % B L COMBEOMEIA £ T 1
B, 7v MIBEZBWTHRAGICEDRS L. H8
OHEGIE, FEE LT ek oM GB% 13~ 158)
AT, REMIOIXS R, M b N RER B LY
TR OOV TIGELEOREERES b &I,
i, RRBEIEOKISWTIEROB OBEL D &
CEREREE L.

5 BSEDHT

FF 72 D0(FER), 25, 1008 & 7400
me/ke % ¥R Sprague-Dawley B F v b (Crj:CD) @
MEREESICIZIBLE, 4AME, RELENRSE L.
i, BOFEESINRLFA 7 2y O—HIERELTE
OFEFHEFENRLIEY, BLUTFA 7z EBAK L
Wi RIS L 2 " PHESRTWAI & D
b, EE LTHlEE T4 7 2 VA A—FREENT
BEFE SN T LHARECEEL RIZTUREOAR: %
FHTaiow, BMELEIER*HETHAFTL, JhiZdmi
BLAicEHETES L.

FORER, 100 mg/kglEnF 37 = i3S RER
—feREEA b s ¢, MHMOREROKRSILL-T
FEEE M S, 3512, 40 meg/keg®DF47 =
i, MEHEOEESEINS L UNESRE S B IcIE L,
HEOR#iEL RS b, 400 mg/kg/dayid6
HBOREHRSICL Y, @6 20BFHELOffFs D
ETHHEEL, INEHARRICST2BHEEICH
Lz &7, ERARCEEEEEE ULV L OBE
ENB25 mg/kg/day e L, THECIFHFEHD
100 mg/kg/day # 8 E L7, FHERABEIIBNT, wih
ORFEHIZOWTS, HEEBCE, BEroihtsh
FF 7 2 Il L A RBRORELRET S RMIEED S
NhpofEdn, HERBOMERES, F4727
EERHLAETAFT AL L.
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6. EHEHZE
1) HHEMD
A, —RUIRER

fEiEL b, EficovwTHBRRSEREE L.
B. &

MEHEE S, EFIC2>VWTHEL R MEE]L T
(H: $551,8, 15,22, 29,36, 42H, Mf: %51, 8 15H]
BIUBEABICNELL, RS2Z2BETIEXEL 20
Stid, BS2Z2HICABREFMELL. T4, KRB
RERETE, RO, 7, 14, 208, 4L AHETIE, S
BOBIU4IB (HFOBLU4B) DEEFBEL .
C. iEfiE

MM b, Bl oW THERER EERCEERES
gL, EEALLROBERE CORDEEELHE
L7, 28EOFRMARTOEERGHE L2 d o 7.
AR T, EE0~T7, 7~14, 14~20H®, &

HIZ, S LAHETIE, WHO~4ADEEREAEL

7=,

D. FRi&E

FERETE, H52BIUIBCERELERLL
», BEEROONLh o0, HFERBTIE, ROMERK
DRFEOFELHERT A0, HSHBREOES
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Tablel  Body weight of male rats treated orally with thiophene in the combined repeat dose and
reproductive/developmental toxicity screening test

Dase (mg/kg) 0 25 100 400
Days of administration
1 (Init. wt.) 2003 + 116 (13} 2998 + 129 (13) 2089 £ 114 (13) 2084 + 101 (13}
8 3417 £ 204 (13) 3418 £ 230 (13) 3282 + 300 (13) 30L1 £ 16.2* (13}
15 3203 + 286 (13) 3777 £ 303 (3) 3622 + 350 (13} 342.2 £+ 21.8* (13)
22 4003 £+ 320 (13) 4022 + 328 (13) 3837 £ 349 (13) 3614 = 28.1** (13)
29 423.6 + 280 {13)‘ 4308 = 359 (13) 4131 * 389 (13) 383.6 4 33.2* (13)
36 4476 & 312 (13 4572 £ 411 (13) 4364 + 432 (13) 403.8 + 369* (13)
42 4622 + 350 (13) 4679 + 453 (13) 4448 + 432 (13) 409.6 = 44.6* (13)

Values are expressed as Mean £5.D. in grams.
Parenthesis indicates number of animals.

* -significant difference from controt, p<0.05

**:gignificant difference from control, p<0.01

Table2 Body weight gain of male rats treated orally with thiophene in the combmed repeat dose and
reproductive/developmental toxicity screening test

Dose (mg/kg) 0 25 100 400

Days of administration

1~8 424 + 108 (13) 421 £ 112 (i3) 203 + 213 (13} 2.7 + 11.6* (13
8~15 385+ 99 (13 359+ 89 (13 3.1 + 85 (13 41.1 + 114 (13)
15~22 201 62 (13 244 =58 (13) 215 = 64 (13) 193 + 96 (13)
22~29 233+ 94 (13 287 £ 56 (13) 204 £ 61  (13) 222 £ 82 (13)
29~ 36 240 £ 68 {(13) 263 4+ 73 (13) 233 +x73  (19) 201 + 66 (13)
36~42 145 + 57 (13) 107 £ 60 (13 83 +81 (13 58 + 116 (13

Values are expressed as Mean +£5.D. in grams.
Parenthesie indicates number of animals.
**: significant difference from control, p<0.01

Table 3  Body weights of female rats treated orally with thiophene in the combined repeat dose and
reproductive/developmental toxicity screening test

Dose {mg/kg) 0 25 100 400

Days of administration
{Pre-mating period) '

1 (Init, wt.) 2162 + 52 {13} 2162 + 53 (13) 2161 £ 53 (13) 2164 + 50 {13)
8 2320 £ 7.7 (13) 2338 + 44 (13) 2293 + 66  (13) 2053 £ 23.9% {13)
15 2502 + 116 (13) 2538 + 85  (13) 2506 + 10.7 (13) 234.3 £ 11.7** (12)
Days of pregnancy
] 2549 £ 115 {11 2553 + 45  (10) 2572 £ 89 (1) 242.0 & 104* ( 9)
7 2021 + 120 {11) 2020 £ 81 (10 2954 = 7.8 (1D 277.9 + 116** ( 9}
14 3504 + 109 (11 3281 & 146  (10) 3307 =72 (D 3153 14.0% { 4)
20 396.2 £ 151 (11) 3908 + 265 (10) 3933 + 206 {11) 3815 £ 21,7 (9}
Days of lactation )
0 304.1 £ 260 (1) 2904 £ 300 (10) 287.7 £ 250 (11) 2825 & 196 (9)
4 3214 += 181 (11} 3285 + 174 (9 3072 £ 26.7 {10} 2046 + 385 (7

Values are expressed as Mean+S.D. in grams.
Parenthesis indicates number of animals.

* ‘significant difference from control, p<0.05
**significant difference from control, p<0.01
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